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Pilonidal sinus disease as a part of follicular occlusion syndrome.
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«Poccuiickuii >KypHal TacTPOIHTEPOJIOTUH, TelaToJOrUH, KOJOIPOKTOJIOTUN»>
SBJSIETCS  O(DUIMANbHBIM HayuyHbIM u3AaHuHeM OOIIEepOCCHiicKoil  06IIeCTBEHHO
opranusaiun <«Poccuiickas ractposHTepoJsiorniyeckas acconuanusgy». VHdopmannio
0 IeJsIX, CTPYKType 1 fesareabHoctn PTA cMm. Ha caiite www.gastro.ru.

[TaptHepamu <«Poccuiickoro xypHaJja racTpOIHTEPOJIOTHHU, TENaToJ0ThuH, KO-
JIonpoKToioruny sBJsgiorcss Oobiepoccuiickast obniecTBeHHast opranusanus «Poc-
cuiickoe o0mecTBo 110 maydeHuio nedenn» (POIIUIIL; https://rsls.ru) u Hayu-
HO€ COOOIIECTBO MO COAENCTBHUIO KINHUYECKOMY M3YUYEHHUI0 MUKPOOHMOMA YeoBeKa
(HCOMM; https://merbm.com).

enn «Poccuiickoro skypHaja racTpoIHTEPOJIOTHH, TeTaToJOTHH, KOJOIPOKTOJIO-
TUi» — O0OECIIeYNTh YnTaTesell akTyaJbHON 1 JOCTOBepHOI nHMOopMaIein B 06aacTu
racTPOHTEPOJIOTHH, TE€NATOJOTMH, KOJOIMPOKTOJOTHN, a TaKKe CMEKHBIX KIMHUYE-
CKUX U (yHAAMEHTANbHBIX JUCHUIINH. sKypHaJ paccuMTaH HE TOJBKO Ha CIIEIH-
AJIICTOB-TACTPOSHTEPOJIOrOB, abJIOMUHAIBHBIX XUPYProOB, KOJIOIPOKTOIOTOB, Bpadeii-
9H/IOCKOIIMCTOB, HO M TEPAIEBTOB, TEAMATPOB, Bpaueil obmieil mpakTuku. OO630pbI,
OPUTHMHAJIbHBIE MCCIEAOBAHNS, KJIMHIYECKUE HAGJIONEHNS TPE/CTABISIOT HOBEHIITIe
JOCTHKEHMS TACTPOIHTEPOJOTHH W MPAKTHYECKUI OMBIT AUATHOCTHKYU W JICYCHUS 3a-
6OJIEBAHWIT JKEJTyTOYHO-KUIIEYHOTO TPAKTA, TIEYEHU U TOJKETYI0OYHON JKeTe3bl.

Henp «Poccuiickoro sxypHaia racTpOdHTEPOJIOTUH, TENATOJOTUN, KOJOIIPOKTOJI0-
rUi» — IMPEAOCTaBUTH BpauyaM OOBEKTHBHBIE MCTOYHUKN WH(OPMAIMN /IS Helpe-
PBIBHOTO TIOCJIEIUTIIIOMHOTO 06Pa30BaHusl, B TOM YKcye Gjaaroaaps mapraepery ¢ Ha-
IMOHAJBHOM NMIKOJIOW ractposHteposoruu, renaroiornn PTA (www.gastrohep.ru).

«Poccuiicknii sKypHaAJI TaCTPOIHTEPOJIOTHH, TEHNATOJOTHH, KOJOIPOKTOJIOTHH»
myOIUKYeT /I O3HAKOMJICHHST NMIMPOKOH MeIMIMHCKON ayautopun KiamHudeckue
pexoMeHaanuu Poccuiickoll racTpoaHTEPOIOTHYECKON acCOUAIIN TT0 BEJIEHUIO T1a-
I[IIEHTOB C PA3JIUYHLIMU 3260JI€BAHUSMU OPTaHOB MUIEBAPEHNs, padpabaTbiBaeMble
no/ aru/oii MuHMCTEPCTBA 3/[paBooxpanenus: Poccum.

«Poccuiicknii skypHaJ racTPO9HTEPOJIOTHH, TEMATOJOTUN, KOJTOMPOKTOJIOTUN> 13-
JlaeTCsT Ha PYCCKOM $I3bIKe W TIpeHa3HaveH 7151 Bpadeil B Poccuiickoit Degeparuiy,
crpanax CHI u Bo BceM Mupe. MbI mepeBOUM Ha AHTIAWHCKWH S3BIK HE TOJTBKO
abCTPaKThl, HO U cojiepKaHue TaGJauIl U PUCYHKOB. sKypHan mpuHUMaeT K 1my6Jim-
Kall} PYKOIMCH, IIPUCJIAHHbIE HA aHIJIMICKOM S3bIKe, U Mbl INIAHUPYEM YBEJINYUTD
YUCJO0 TTyOJUKAIMIA HA aHTJIMICKOM SI3bIKE IS TIPUBJICYEHUST MEXKIYHAPOIHON Me-
JIUIITHCKON YNTATETbCKON ay/INTOPUN.
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BocrniaauTeAbHBIE 3a00A€BaHUA KUIIIEUHUKA
Yy AeTen: COBpeMeHHbIe AOCTUKEHUA
B AMAQTHOCTUKE U TEPAIIUN

A.N. Xaskuu'?", A.B. Haneros?, H.A. Mapuenko®
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Llenb 0630pa nuTepartypbl: OCBETUTb COBPEMEHHbIE TEHAEHLUNN B AMArHOCTUKE N NIe4eHUM BOCTaINTeNbHbIX 3a-
60s1eBaHNI KMLLEYHVKA Y AEeTEN.

OcHOBHbIe NoNIoXeHuda. 3ab0/1eBaeMOoCTb BOCHaNUTENbHbIMU 3a001eBaHMSIMIN KULLEYHVKA cpeaun AeTel 3Haun-
TeNlbHO BbIpOC/a 3a NocneaHne Tpu OeCATUNETUS, NpuieM 3TN B0NIe3HN YaCTO XapakTepuUayloTCcs TSXeNbIM Teve-
HueM. B TO Xe BpemMsi COBEPLLEHCTBYIOTCS CTPATErMM ANArHOCTUKM U IeYEHNS NaLMEHTOB C 3TUMM 3ab0neBaHNSIMU
XenyaoyYHO-KMLLIEYHOro TpakTa: B Ka4eCTBe MeTOA0B ANArHOCTUKM NMPUMEHSIIOT 9HO0CKOMNMIO BbICOKOro paspeLue-
HUS 1 BUOEOKANCYbHYO 9HO0CKONMIO, onpeneneHne dekasbHOro KanbnpoTekTuHa, BHeOpseTcs duonornyeckas
Tepanus (MHbNMKcMmabd, apanumymab, Benonndymad u ycTekmHymab) 1 NekapcTBEHHbIN MOHUTOPUHE Ocoboe
BHUMaHWE yaenseTcs ponv oueTniyeckmx pekomMmeHaaLmi.

3akntoueHue. B HacTosilee BpeMs HabntogaeTcs 3Ha4YMTENbHbIM NPOrpecc B ANarHOCTUKE U iedeHne Bocnanm-
TeJbHbIX 3a601eBaHMN KULLIEYHMKA Y OeTeNn.

KnioueBble cnoBa: BocrnanutenbHble 3a00fieBaHNSA KMLLEYHMKA, A3BEHHbI KonuT, 605e3Hb KpoHa, dekanbHbIn
KanbMnpoTEKTUH, UHDNNKCUMad, aganumymad, Benonmaymad, yecTekmHymao.

KoH)NUKT nHTepecoB: aBTOPbI 3as9BNSIOT 00 OTCYTCTBUM KOHMIMKTA UHTEPECOB.

Ansa umtupoBanus: XaskuH A.W., Hanetos A.B., MapueHko H.A. BocnanuTenbHble 3ab0neBaHns KULLEYHVKA Y OeTeli: COBPEMEHHbIe
LOCTUXEHMS B AVArHOCTMKE U Tepanuu. POCCUNCKIMIA XypHa raCTPOSHTEPOSIOr MK, renatonoruum, kononpokronormum. 2023;33(6):7-15.
https://doi.org/10.22416/1382-4376-2023-33-6-7-15

Inflammatory Bowel Diseases in Children: Modern Achievements
in Diagnostics and Therapy

Anatoly I. Khavkin'?", Andrew V. Nalyotov?, Nataliya A. Marchenko?®

" Research Clinical Institute of Childhood of the Moscow Region, Moscow, Russian Federation
2 Belgorod National Research University, Belgorod, Russian Federation

3 Donetsk State Medical University name after M. Gorky, Donetsk, Russian Federation

Aim: to highlight current trends in the diagnosis and treatment of inflammatory bowel diseases in children.

Key points. The incidence of inflammatory bowel disease among children has increased significantly over the past
three decades. Moreover, these diseases are often characterized by a severe course. At the same time, strategies
for diagnosing and treating these patients are being improved: doctors began using high-definition endoscopy and

video capsule endoscopy, the determination of fecal calprotectin, biological therapy (infliximab, adalimumab, vedol-
izumab, and ustekinumab) and drug monitoring. Particular attention is paid to the role of dietary recommendations.

Conclusion. Currently, there has been significant progress in the diagnosis and treatment of inflammatory bowel
diseases in children.

Keywords: inflammatory bowel diseases, ulcerative colitis, Crohn's disease, fecal calprotectin, infliximab, adalim-
umab, vedolizumab, ustekinumab.
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BBeaenue

3a mocienHue 25 JgeT oTMedaeTcs 3HAUYUTeJIbHbBII
poct 3a60/IeBaEMOCTH U PACIIPOCTPAHEHHOCTH BOCIIA-
JTeNbHbIX 3aboseBannii kumeunuka (B3K) y mereii.
Jra Tpymnmna 3a00JeBaHWl SBISETCS TSKEJOW TaTo-
JIoTHEll €O CJIOYKHBIM B3aUMOJEICTBUEM 3THOJIOIMYE-
CKMX MATOTEHETMYECKNX MEXaHM3MOB, BKJIIOYAIOIINX
FeHEeTUYECKNEe ¥ JIUreHEeTHUYECKHUe, SKOJOrnYecKue
n MuKpoOHBIe darkTopbl. Hapsimy co 3HauuTebHBIM
MPOTPECCOM, JAOCTUTHYTBIM B MHCTPYMEHTAJIbHON [Ha-
rHoctuke B3K 3a mocnennue gecaruieTusi, ux Jede-
HUe B OGOJIBIIMHCTBE CIyYaeB OCTAETCS B 3HAYHTE]H-
HOIl creneHun amnupudeckum [1].

Tem He MeHee TOCTOSIHHO PACTYIIWHA CIEKTP Ha-
THOCTHYECKIX JTA00OPATOPHBIX W WHCTPYMEHTAJTbHBIX
UCCJIeIOBAHNUIl, pacIHIupeHre TeparmeBTHYecKX BO3-
MOKHOCTEH MO3BOJISIOT YIYYIIUTh JTOJTOCPOYHBIE pe-
3YJIbTATHI JIEUEHUSI.

B mamrOM 0630pe MbI TTOCTapaanch cPOKyCHPOBATH
BHUMAaHUE CIEIUAIUCTOB Ha HEeJaBHUX KINHUYECKUX
paspatorkax npu B3K y zmereii m Tekymux mcciemo-
BaHUSIX, PE3yJIbTaThl KOTOPBIX OYAYT HCIOJb30BAHBI
B MIPAKTUYECKOIl MeuImHe B OJMsKaiiimeM OyayIieM.

Imuaemuooruss B3K y xereii

BaxxHo ormMeruTb, 4YTO 3a IOCJHeAHKEe 25 JEeT II0-
KazaTesn 3a60JI€BAa€MOCTH U PACIHPOCTPAHEHHOCTH
B3K y nereit B EBponie n CeepHoii AMepuke pesko
BbIpocsn. Kpome Toro, pesyJsibTaThl HCCJIEOBaHUI,
MpoBe/IeHHbIX B cTpanax Asuu u [Oxnoit Amepuku,
YVKa3bIBAIOT HA AHAJOTMYHbIE TEH/EHIUN U B JIAHHDBIX
peruonax [2].

Camble  BBICOKME  TIOKazaTean  3a00JeBacMo-
ctu B3K B mupe ormeuennt B CeBepnoil EBpomne
(Crangnuasuss — go 23,1 cayuyas wa 100 Thic. Ha-
cenenns B rox), 3amaguoii Eppone (Ilotmammus —
no 17,4 cayuas na 100 Tbic. HacejJeHHsI B TOJI)
n Kanazne (1o 15,4 cayyas Ha 100 Tbic. HaceseHus
B rox) [2—5]. Kak mpasuio, Gomesnb Kpona (BK)
IpoJo/KaeT 1mpeobyajaTb B JAHHBIX HOIMYJISIHSIX
C 4YacTOTON TPHUMEPHO BABOE OOJIbIIENH OTHOCHUTEJb-
Ho sssennoro kosmra (SIK). B3K wame Berpedalor-
csl cpeii MaJIbYMKOB, a OCHOBHasl Macca 3a00JIeBIITIX
npuxoauTcs Ha marumeHToB ¢ BK B Bospacte 11—
17 aser [3]. CymiecTByioT NpOTHBOpPEYUBBIE JTaHHbBIE
o tenjieHIusx 3abosesaemoctu B3K ¢ ouenb pannum
u panHuM HayagoM (< 6 JIeT Ha MOMEHT IOCTaHOB-
Kn gamarHosa). Tak, wuccregoBaHus, IIPOBEAEHHBIE
B Kanazie, yka3biBaloT Ha POCT YHCJIa 3TUX MAINEHTOB.
OpiHako GOJIBIIUHCTBO UCCJAEI0BAHUN, TPOBEIEHHBIX
B EBpore, coobiaior o 3a6oseBaemoct B3K ¢ ouenb
pPaHHUM HavajoM 3a nociennue 15 jger — 1-2 ciay-
yag Ha 100 TbIc. HaceseHus B roxa. Ilpmumna atoro
SIBJIEHUSI OCTAETCs JI0 KOHIA He SICHOW, a Cpe/ld Teo-
puii, OGBSICHSIONINX ATO SIBJIEHHUE, PACCMATPUBAIOTCS:
yYMEHbIIeHNe 1,/ Wi HapylIieHne BO3/IEHCTBUST MUKPO-
OMOTHI B paMKaX AMabl «MHKPOOPTAaHU3M,/MaKpoOp-
raHu3M» B pPaHHEM [IETCTBe; M3MeHeHUe XapaKTepa

IMUuTanuA («BaHaﬂHaH }II/IeTa»); TUTHMEHN4YEeCKad TUIIO-
Te3a. BimsaHMe MCKIIOUATENBHO TEHETHYECKUX (baK-
TOpPOB HE 00bsICHIET B TOJHOI Mepe CHUKEHUE BO3-
PaCTHOTO Iopora Z[e6IOTa 3a6OJIeBaHI/IH, IIOCKOJIbKY
yBeJIM4YEeHUEe 4YUCJjaa MAIMEHTOB IHPOUCXOJUT CJAUIIKOM
6bICTpO, yTOOBI €0 MOJKHO OBLIO CBSI3aTh C KaKUMU-
6o I‘]IyﬁI/IHHbIMI/I reHOMHBIMU M3MeHeHusiMu. Takke
CJIeAyeT NpUu3HaTb, HYTO MOBBIMICHHasA OCBEIOMJICH-
HOCTb O GOJIe3HU 1 yJiyuduienne AUarHoCTU4YeCKuX Me-
TOAOB UTPAIOT Ba’KHYIO POJIb B IIOBBINIEHNN Kad€CTBa
1 CBOEBPEMEHHOCTHU [INATHOCTUKU B3K.

Menorunuyeckne Bapuantsl B3K

Bocnanurenbhbie 3a60/eBanus KUINIEYHUKA TPaAJIu-
IIUOHHO Pasie/isioTcst Ha 6oJie3ib KpoHa 1 si3BEHHbII
KkosuT. Tak ke HECOMHEHHO CYIIeCTBOBAHME HEKJIAC-
cudunmpyemprx B3K. [lnst atoit rpymnmnb 3a6oseBannit
60JIbllle XapaKTePHbI OTJIMYNS B JIOKAJU3AIUN T1aTOJIO-
FUYECKOTO MPOIecca, B MEHbIIEH CTeleHn — TUCTOJI0-
ruyeckre maMeHeHusi. /loCTaTOYHO YacTO B JE€TCKOM
Bospacte auddepeHnnansbHasg aunartoctuka B3K
OCTaeTcsl JI0BOJIbHO YCJOBHOW. B cBsI3u ¢ atum nc-
[0JIb30BaHNE TEPMHUHA <«BOCIHAJUTE/bHbIE 3a00/eBa-
HUS KUIEYHUKA» SIBJISIETCST OoJiee 11e1ecO0Opa3HbIM,
a TIepCOHAJIMBUPOBAHHAS MOJIEKYJISIPHAS JIMarHOCTHKA
B Oy/yIIeM MOMOKET yCTaHOBUTH GoJjiee TOYHBIN J(Ha-
THO3 JIJISi OTJIEIbHBIX JIMI[ C BO3MOKHOCTBIO IOJIyYe-
HUS MHAMBUIYAJBHOTO MPOTHO3a U Jiedyenus [6, 7].

CTpaTCFl/Il/l JAUATHOCTHKHU U JI€CUCHUSI

YcraHoBieHne aMar€o3a B KOPOTKHE CPOKHU SIB-
JIsleTcst 3a7I0roM 6oJsiee KavecTBeHHOTO Jevyenusi B3K
n obecTieueHNs] PaHHETO TepaneBTHIeCKOro addexTa.
K cosxanenuio, 3avacTyio OOJBIIMHCTBO MAIIIEHTOB
MecdalaMi WK JIaske ToJaMu He O6palnaioTcs 3a clie-
[UATM3UPOBAHHON [TOMOIIBIO, TE€M CaMbIM YCJOKHSIS
U YAJUHSAS UATHOCTUYECKUIT TIPOIIECC ¢ MPOBEJeHEM
9H/IOCKOIIMYECKOTO U TUCTOJIOTMYECKOIro HCC/Ie/10Ba-
uuit [7, 8]. Ilpuumabl 9TOr0 PazHOOOpPa3HbI, BKIIOYAS
OTCYTCTBHE BbIPaXKEHHOH MU clieludryecKoil KIMHU-
YeCKOH KapTHMHBI, MPEBAJNPOBAHUS CTEPTONH CHMIITO-
MaTHKN Haps/y ¢ He Bcerja MOBBbIIIEHHBIMU MapKepa-
Mu Bocmaserud [9].

OnaHuM M3 CcaMbIX BaSKHBIX JIOCTHXKEHMIl B CKpU-
HUHTe MalieHTOB Ha IoTeHInajgbHoe Haanume B3K
apjsercss ObICTpOe TecTUpPOBaHUE C OlpejeseHueM
ypoBHsi dekanboro Kanbrnporekruta (DK). [lannbrii
quMep, 006pa3oBaHHBIN AByMsl OGeJKOBBIMH CyGObe-
muantamMn (S100A8 u S100A9), BBICBOGOKIAETCS
B IIPOCBET KHUIIEYHHUKA IIPEUMYIIECTBEHHO HeHTpodu-
JaMU ¥ MOKeT ObITb ompezeneH B xaje. K — o1-
HOCUTEJBHO CTaOU/IbHBbIH OHOMapKep, OJHAKO eCJH
6uoMarepuas He XPAHUTCS TPH HU3KUX TeMIepary-
pax, aTo MoskeT InpuBecTu K pacnany DK, uro aB-
JigeTcsl TMPUYMHON TMOJTYYeHUS JOKHO 3aHMKEHHDIX
sHauennii. Hopmarusubple 3nauenuss DK ommcanb
Ha ypoBHe < 50 MKI/T, XOTSI HOPMaJbHbIE 3HAYEHISI
3aBUCAT OT BO3pacra IaleHTa, coOJI0NaeMbIX UM
MeT U BpeMeHu cOopa OGUOJOTHYECKOTO MaTepualia.
Oco6oe BHUMaHWE CJeAYeT YIeJUTb MHTepPHpPeTaIuu
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pe3ysbTaToB y jereii Muajmero Bospacra (< 6 ser),
y KoTopbix 3HaveHns DK manavambHO GoJiee BHICO-
kue (o 500 MKIr/T B HEKOTOPBIX CJAyYasix) M3-3a aK-
TUBHBIX TIPOIECCOB CO3PEBAHMS MMMYHHOI CHCTEMbI
kumeynnka [9, 10].

Kax mpasuno, netn ¢ B3K uMmeror 3navenng OK
B mpegesax 100—1000 mkr/r. B peaknx ciydasx
MAIeHThl MOTYT WMEThb HOPMAaJbHbIE WJN He3HAUH-
TeJIbHO IOBbIIIeHHbIe ToKasatesn DK, yTo, Beposr-
HO, MOXXET TPOUCXOAUTL TIPU HU30JUPOBAHHOM BOC-
[AJeHUN BEPXHUX OTAEJOB JKesyJA0YHO-KHUIIEeYHOTO
tpakta (JKKT), orpaHm4eHHOM TOPasKeHNMM TOHKOI
KHUIIKA WM TOPU HENPaBUJIbHOM c6ope M XpaHeHUH
6uomarepnana [10]. Mnorme Gomesum (mampmmep,
KUIIeYHble MHMEKIMN) WK TIPUEM JIEKaPCTBEHHBIX
CPE/ICTB MOTYT TaKKe BBI3BIBATDH MOBBIMIEHUE YPOB-
ua DK. Omupenenenne K He MOKHO MTPOBOIUTD-
cs ipn ocTpoil auapee. [laHHBI aHANMM3 BCerga J0JI-
JKE€H COIIPOBOXKAATLCA IIPOBEIEHNEM aHAJIM30B Kajla
Ha OaKTepUaJbHBI W BUPYCHBIH CKpWHUWHT. [Ipuem
JIEKAPCTBEHHBIX TIpenapaToB (Takux, Kak HECTePOH/I-
HblEe MPOTHBOBOCIANUTEIBHBIE TIPEMaparsl), Apyras
BocriasintesapHag marosorus JKKT, Briouas menna-
KIT0, JOOPOKAaYeCTBEHHbBIE TOJUIIBI TaKKe MOTYT MpH-
BecTH K noBbieHnio yposus @K [9—11].

[TosropHoe onpenenerne MK mpnm He3HAUNTETH-
HOM IIOBBIIIEHNN IIePBUYHBIX 3HAYEHMI MTOMOXKET 3a-
moso3puth B3K y manweHTa M HAmpaBWTh €To K cIie-
UAJINCTY 7 JajbHeiiniero o6ciaenoBanus. OnHAKO
MIPW HAIMYUN CUMIITOMOB TPEBOTH Y TallneHTa obpaiie-
HUe K CIelUaJNCTy He JO/DKHO OTKJaabiBaTbes. DK
Takyke OOBIYHO MCIOJb3yeTcs B KauecTBe CKPUHUHTA
OTBeTa Ha Tepanuio M Ui MOHUTOPHUHTA 000CTPeHuit
y TMAIIeHTOB ¢ ycTaHoBJAeHHBIM B3K [11—-13].

Bcem manmentam ¢ B3K Tpebyercs mociemnosa-
TeJbHAS TUCTOJOTUYECKAas IMATHOCTHKA C TIpUMeHe-
HueM MoauduIMpoBaHHBIX KputepueB Porto [14].
CranjapTHas MpaKTHKA BKJIIOYAeT JHIOCKOIHIO BepX-
Hux u HwkHEX otaenoB JKKT ¢ MHoecTBeHHDI-
MU OHOTICUSMU. ODHJOCKOMUS TaKKe HUCIOTb3yeTCs
IUIsT HAGTIOZIEHNS 3 TeyeHneM 3a060JI€BaHUsI, OTBETOM
Ha mpoBoaMMyto Teparnmio (B wacTHOCTH, GUONOTHYE-
CKYIO0), CKPHHUHT Ha KOJOPEKTANbHbI pak mepes e-
PEXOIOM M3-TI0JT HAGJIIOEHUS TIeIMaTpa K TepareBTy.
Busyanusanust TOHKOH KHIIKH SIBJSIETCS 006sI3aTesIb-
HOHM 4YacTbiO WCCAeoBaHMs Ay amarHoctnkn B3K
U BO BpeMs HaOsofeHs 32 9(PHEKTUBHOCTBIO TIPOBO-
jaumoii Tepanuu [15—17]. Kak npaBusio, MarHuTHO-pe-
30HAHCHAsl dHTepOrpadus UCIONb3yeTcs /IS OlleHKH
COCTOSTHUS TOHKOH KUTIKA. HOBBIM MeTOIOM SBISIETCS
Y3U TOHKOI KWUITKHM, BO BPEMSI KOTOPOTO MPOBO/UT-
CsT I3MepeHne TOJIINUHBI CTEHKW KHUITEeYHUKA, 9TO MO-
JKET IIOMOYb KaK B JMATHOCTHKE, TaK U B HAOJIIOJEHUN
3a marmmenTamu [15].

Crpemisienne K Jiyuiiefl BU3yaldu3allud M OIlEH-
Ke PaCIpOCTPAHEHHOCTH TATOJOTUIECKOTO TIpoIiecca
y nanuenTtoB ¢ B3K yBesnunso yactory HCIOJB30-
BaHUS BUIECOKAICYJbHON 3JHIOCKOIWH, TPUMEHEHUEe
KOTOPOH BO3MOKHO y sletei craprre 2 jiet. [Ipaktnka
MOKA3bIBAET, YTO IMPEIBAPUTENBHO Tiepe/l BBeIeHUEM

BIJICOKAIICYJIbI BO3MOKHO BBE/IEHHE MY CTHIIIKU, YTOODI
yOeIuThCsI, UTO ee TMPOXOsKIeHne He OYIeT 3a1epsKaHo
B CTPHUKTypaX. BasKHbIME acreKTaMu B HOBBIIIEHUH
JMIMATHOCTHYECKON 3HAUMMOCTH METOMa SIBJISTIOTCST TIpa-
BUJIbHASI MHTEPIIPETALUsST MOJYYEHHBIX U300pakeHuii,
KaueCTBEHHAS IMOATOTOBKA KHUIIEYHUKA WM TIATE/Ib-
Hoe COOJIo/IeHNe ClelnalbHOIl JNEeThl TIepe/ BBeje-
HUEM KarCyJibl MyTeM MPOTJATBIBAHMS W JHIOCKO-
nuyeckoro BeeseHusi. Co BpeMeHeM IpH PacIinpeHun
HCIOJb30BaHUd JAaHHOTO METOZa OH CTaHEeT YacTbhio
CTapTOBON IMArHOCTHYECKOH IMPOrpaMMbl, 0COOEHHO
y TAIMEHTOB C MOpa)kKeHneM TOHKOH Kumiku [16].

I'enernueckoe T€CTHPpOBaHUE

Hogoit o6mactbio uccnenosanmii y jereit ¢ B3K ss-
Jigercst reHerndeckoe tecrupoBanue [17]. Kak npasu-
Ji0, B pa3Butu B3K urpaer posib COBOKYMHOCTDh TaKNX
(axTOpOB, Kak NepBUYHBbIC UMMYHOAEMUINTDI, AyTOBO-
CIIAJTUTEJIbHbBIE TIPOIECChI, MUCHOYHKIUS ATUTETUATBHO-
ro 6apbepa KUIEeYHUKA, MUKPOOMOTUYECKUN KUITIETHbII
nc6ananc Ha poHe reHeTHYecKuX Hapylenuii. B ouenb
peaxux caydasx (< 0,5 %) upu aeGiore B3K B zer-
CKOM Bo3pacte 3abosieBaHne OOYCJIOBIECHO TOJBKO TEH-
HpiMu Hapyteausmu [17]. Ha ceromus ycranossieno 60-
nee 100 reHoB, orBercTBeHHBIX 3a pasputie B3K [18].
lenernyeckoe TecTHpoOBaHUE 1€J1ECOOOPA3HO TTPOBOANUTD
BceM mareHTaM ¢ B3K mumamime 2 jeT M HEKOTOPBIM
JPYTHM JIMIIAM cTapiie JanHoro sospacra (ta6u.) [19].

leHermyeckoe KOHCYJBTHPOBAHME 1O BOMpocaM Oy-
Jynieil 6epeMeHHOCTH W TEeHEeTWYeCKWil CKPUHUHT CO-
MyTCTBYIONMX PUCKOB (B ToM uucae smMdonpomidepa-
TUBHBIX 3a00JICBAHUI) SBJSIOTCS BasKHBIMU ACTIEKTAMU
B nnpodmnaxtuke pazsutnusg B3K. B 3aBuciMocTr oT BbI-
SIBJIEHUST KOHKPETHOTO TeHEeTUYEeCKOro JedeKra MOryT
MOSIBJISITHCST  JIOTIOJTHUTEJIbHBIE BAapUAHTBI  JICYEHUST —
HANPUMep, TPAHCILIAHTAIMS TEMOIOITUYECKUX CTBOJIO-
BBIX KJIETOK.

Crparernu MonuTopunra 1 Kypanuu gereii ¢ B3K

OnurnMusaiust pe3yJabTatoB Jedenust tpedyer ofl-
TUMAJbHBIX CTPATErwil yIpaBaeHusI. JTO Jydllle BCEro
OCYIIECTBJISIETCST Yepe3 CeTH KJIMHUYECKOH TTOMOIIN
MAIMeHTaM C THIATeJTbHBIM MOHUTOPUHTOM Pe3YJIbTa-
TOB JIJIsl TOTO, 4TOOBI TPOIECCHI W METOJbI JICUEHUS
MOrJi GbITh EPECMOTPEHDBI, OOHOBJIEHDBI U YJIyUIIEHDI
JUTS ONTUMU3AIKMN KJIUHIHYECKOo# momoru. Ha pucyn-
ke 1 060011eHbI cOBpeMeHHbIe actieKThl Jiedenuss B3K
y JleTell, Hapsily ¢ HeJaBHUMH U OyIylIUMU paspa-
6OTKAMU.

ECCO-ESPGHAN (European Crohn’s and Colitis
Organisation — European Society of Paediatric
Gastroenterology, Hepatology and Nutrition) npes-
craBun Pexomenganuu 1o Jjgedennio bK n AK ¢ ax-
IIEHTOM Ha OBICTPBII MEPEBOI MAIMEHTA ¢ PE3UCTEHT-
HOCTBIO K TIPOBOJIMMOMY JICUCHWIO Ha GUOIpETapaThl
C UMMyHOMOAYJsITOpoB man <«top-downs Tepamnuio
y TIAIMEHTOB ¢ 3a00JI€EBAHUEM C BBICOKMUM PUCKOM Pas-
Butug ocaoxkuennii [20]. Heob6xomumoil sBisgercs
pa3paboTKa WHCTPYMEHTOB IPOTHO3UPOBAHUS Teue-
Hust 3a60JI€BaHNsT U OTBETA Ha TPOBOJUMYIO TEPATINIO.
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Taéauua. Kpurepun 11e1ecoo6pasHOCTH TEHOMHOTO TECTUPOBAHMUS /IS MAIIMEHTOB ¢ BOCHAINTETbHbI-
MU 3200JIEBAaHUSMU KUIIEYHUKA

Table. Criteria for the appropriateness of genomic testing for patients with inflammatory bowel
diseases

Koraa caxexyer nmpoBoauts donosHuTeIbHBIE KPUTEPUH
When to test Additional criteria
A. Jle6ror B3K B Bospacre /10 2 JierT. 1. BocmpuuMYMBOCTD K MH(EKIAM MIPH OTKJIOHEHUH
B. [le6ior B3K o 6 siet u Hamune omgHOTO 1 60J€ee JIab0PATOPHBIX MOKa3aTesNell OT HOPMbI —
JOTIOJIHUTEIbHBIX KpuTepues (1—6). UMMYHO/E(DUIINT.
C. [letn crapuie 6 JeT TOJIHKO TIPU TTOJ03PEHUN 2. Bpoxnaennbie napymenus ummytutera (IPEX-cungpoM
Ha MoHoreHHbrii Bapuant B3K mpn naamann i reMogaronuTapHbiil TMMGOrUCTHOLUTO3).
JIONIOJIHUTEJIbHBIX KpuTepueB 1—6 3. Bposkjiennble MHOKECTBEHHBIE aTPE3UN KUIETHIKA
WU BPOXK/JEHHAsl Juapest.

A. Onset of IBD before the age of 2 years. 4. 30KavecTBEHHOE HOBOOOPA30BaHMe C PAHHUM HAYAJIOM
B. Omnset of IBD before 6 years of age (10 25 ner).
and the presence of one or more additional 5. CeMeliHbBIIT aHAMHE3 C TI0ZI03PEHIEM HAa MOHOTEHHOE
criteria (1—6). B3K.
C. Children over 6 years of age only 6. Ilepen mpoBejieHHEM OIIEPATHBHOTO BMeNIATeIbCTBAMU
lf a monogenic varizmt Of IBD iS suspected I/I/I/IJII/I HAYaJIOM IIPOBE/eHUS Teparnn

and additional criteria 1—6 are present

1. Susceptibility to infections when laboratory parame-
ters deviate fzom the norm — immunodeficiency.

2. Congenital immune disorders (IPEX syndrome
or hemophagocytic lymphohistiocytosis).

3. Congenital multiple intestinal atresia or congenital
diarrhea.

4. Malignant neoplasm with early onset (before 25 years).

5. Family history of suspected monogenic IBD.

6. Before performing surgical interventions and/
or starting therapy

ITpumeuanue: B3K — Bocnaiuresbhble 3a60/1€BaHNIs KUIIEUHNKA.
Note: IBD — inflammatory bowel diseases.
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Figure 1. Current and future aspects of the treatment of inflammatory bowel diseases in children
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3a mnocnexnune 20 Jer mpousolLia IEHTPAIN3a-
MUsT MEIUIIMHCKON IoMOINM i1 manmeHtos ¢ B3K.
AHasiornyHasd TeHAeHIUs HabJ0gaeTcd €O MHOTUMU
OCTPBIMU W XPOHWYECKUMH 3a00JICBAaHUSIMU Y [IETEH,
KOT/Ia CHEeIUaTu3uPOBAHHbIE IIEHTPHI 10 JIEYEHUIO
OTIpe/IeJIEHHON TATOOTUN  00eCeunBaAIOT  BEAYIILYTO
poib B ux Begenun [21]. Tlomomb mnpepocranisier-
¢ OMKe K JIOMY — TIOCJie TIEPBUYHOTO OOpaleHws
K meuaTpy oO6Iero npoduisi nim racTposHTEPOJIOTY
B aMOyJIaTOPHOM 3BeHe 3/[PaBOOXPAHEHUS MAI[HEeHT
HaIpPaBJISIETCS] B CHENMAJIU3UPOBAHHBIN EHTP TIO Jie-
yennio B3K uin B MectHble 60JIbHULIBI, T/le pabOTAIOT
Bpaul ¢ HEOOXOAMMBIMU KOMITETEHIIUSIMU.

Heo6xoanmMo TOAYEPKHYTb, YTO OBICTPBI POCT
3a6oseBaeMoctt B3K y nereii okasbiBaer G60JbIioe
BJIUSHIE Ha CHCTEMY 3PaBOOXPAaHEHUS. Y IBOEHWE
Yycjia TAIlMeHToOB 3a KOPOTKOe BpeMsl 06yCJIOBJINBA-
eT OOJIBITYT0 HATPY3Ky Ha JAMArHOCTHYECKUE CITYXKOBI
(BrIOYas Bpavel-9HIOCKOIMCTOB), TpedyeT ObICTPOi
MOJITOTOBKM COOTBETCTBYIOIMINX CHEIHAJUCTOB, CMEXK-
HBIX MEIUITMHCKUX PAGOTHUKOB U PACIIUPEHMS ITaTa
60pHNI. HeMamoBasKHBIM acIeKTOM SIBISETCS U TICH-
XOJIOTHYECKasi MOMOTIb peGeHKy. B OyayiieM Bo3MOXK-
HOCTb JIOCTABKM MOHOKJOHAJBHON Tepanuu Ha JI0M
(mopkoxubIi uHGAMKCHMA0) TaKKe [OJMKHA ObITh
ydTeHa mpu JiedeHnn naiuentos ¢ B3K [22].

Crpartuduranus nanuentos ¢ B3K

KoHnrernusi paHHero WCHoJb30BaHUs OUOJIOTHYE-
ckoii tepanuu BK, uto npuBoauT K 60Jiee INTETHHON
pemuccun 3a00JIEBAaHUS, OCTAETCS HA CETOHSITHWI
JleHb B OCHOBHOM TEOPETHYECKON U PEAKO TPUMEHS-
eTcs B TMpakKTwueckoil Meauimae. OUTUMHU3ANNAS Te-
panuy ¥ TIpeJOTBpAIllcHIe Pa3BUTHS OCJOXKHEHUI
HO-TIpesKHEMY Tpe6YIOT OBICTPOI JAMAarHOCTHKN 3a60-
JIEBAHUS W paHHEro oOGpalleHusl MAIlMeHTa 3a MeJIH-
IIUHCKOIT oMo1Iblo. He BceM marmenTam nmotpedyercst
6UoIOTHYECKAsT, UMMYHOMO/LYIUPYIONIAs UK TePaIus
C WCIIOJIb30BAHUEM <«MAaJblX MOJIEKYJ» IS JIOCTHKe-
HUSA JoJarocpodnoro addexra, ApyruM OyaeT Hy:KHa
WH/UBU/Iya bHasgd Tepanusi u3-3a Jexkaimell B OCHOBe
TeHOMHOI M3MeH4YnBOCTH. JlocTuskeHne WHINBU/YalIb-
HOTO TMOJIX0/Ia OKA’KEeT OTPOMHOE BJIMSIHUE HA Pe3yJib-
TaThl KAYeCcTBA JKU3HU TAIIMEHTOB.

Hosbie pa3paboTku B querorepanum

IKCKJIO3UBHOE HHTEPAJIbHOE IMHUTAHUE UMeeT 3Ha-
YUTETBHYIO JIOKa3aTelbHyio 6a3y addexkTuBHOCTH
B MHAYKITNH 1 To/iepskanun pemuccun npn BK. B pa-
60TaxX yCTAaHOBJIEHO JOCTUKEHUE WHIYKIIUU PEMUCCUU
6osee uem y 80 % mereit ¢ BK mpu ucnosap3oBanun
9KCKJII03UBHOIO SHTEpa/JibHOro nutanus. Ha ceromns
Bce OOJIbIIle BHUMAHHUS yjessdeTcsl N3yueHnio sddex-
TUBHOCTH WCIIOJTb30BAaHUS IKCKJIO3UBHOTO 3HTEPAJb-
HOro 1uranud y nanuentos ¢ AK.

HecMmotrpst Ha mHTepec K MPUMEHEHUIO Pa3JIMYHbBIX
queT m ameTmdeckoil koppekiuu npu B3K, Hu ommHa
U3 HUX HEe UMeeT CYINIECTBEHHBIX /[OKA3aTebCTB A(]-
(QeKTUBHOCTH B TOJJIEPXKAHUU  PEMHUCCUU, BKJIO-
yag low-FODMAP (suera ¢ HM3KUM COAEPIKaHUEM

(epMenTHPYEMBIX  OIUTO-, JIM-, MOHOCAXapH/OB
W TOJIMOJIOB), CPEAN3EMHOMOPCKYIO, BEr€TapUAHCKYIO
U JIpyrue orpaHuunrtesbHbie auerbl (GesryoTeHoBast
win  Geamosiounas) [23, 24]. Poab u addertun-
HOCTb YaCTUYHOTO IHTEPATBHOIO NUTAHUS OCTAIOTCS
Ha CETO/HS HE IOJHOCTBIO YCTAHOBJEHHBIMU [23].
Ha pgannbiii MOMEHT [JIOKa3aTeJbCTBA, IO3BOJISIO-
e PEKOMEHIOBATh OINpEIeIeHHYIO JUeTy, o0beM
WJIH TIPOIIEHTHOE COJIePIKaHKe KAJIOpUil B KayecTBe va-
CTUYHOTO SHTEPATHHOTO TUTAHUS WJIW TIPUICPKUBATD-
Cs1 MCKJIIOUEHUI U3 PAIMOHA IHUTAHUS OIpe/eJIeHHbIX
TPYIIT MPOJYKTOB B KAa4yeCTBE HAIMPABJICHUS JI€UCHUS
JUTST MHIYKIMA WA TOAJEPKAHUST PEMUICCHH, SIBJISI-
I0TCS TTPOTUBOPEYUBBIMU WJIH BOOOIIE OTCYTCTBYIOT.
OJHaKo 9TO He 03HAYAET, YTO JUETOTEPAIHS SBJISIETCS
HEXM3HECTIOCOOHBIM BAPUAHTOM JIEYEHUS B OYIyTIEM.
Ha cerosns wnakarnimBaiorcst ganubie 06 addexrTrB-
HOCTH HOBBIX [JHET C HUCKJIIOUEHWEM OTPEeIeJeHHBIX
rpymnn npoaykros npu BK. Kpome Toro, npodmuiak-
THKa oxupeHus y gereil ¢ B3K B Hactosmee Bpems
TaK JKe Ba)KHA, KaK MPOPUIAKTHKA [JTUTEJHbHOTO He-
noeganug [26, 27].

dapmakoTepanus

dapwmakosorndyeckne acrekTbl Tepanun B3K aB-
agiorcss  ObICTPO  PA3BUBAIONIMMCS  HATIPABJIEHUEM.
[Ipu aTOM HOBBIE MpeEMaparhl, MPUMEHSIEMbIE Y B3POC-
JIBIX TAIMEHTOB, MOCTEIIEHHO HAYMHAIOT WCIOIb30-
BaTbCs W B IeAnaTpuueckoii mpaktunke. HecMmoTps
Ha cyllectBeHHblil caBur, nosisiaenne B 2000-x rojgax
IpernapaTtoB Ha OCHOBE aHTUTEJ MPOTHB (akTopa He-
kposa onyxoan anbda (OHO-a) cnoco6eTBOBANIO MO-
SIBJIEHUIO [TOTIOJTHUTEIBHBIX TePAeBTHUECKIX BO3MOXK-
nocreit. [Ipu atom paszpaborka 6Gosiee 3(pHEKTUBHBIX
CII0cO00B HICIOJIb30BAHNS COBPEMEHHBIX JIEKAPCTBEH-
HBIX CPE/JCTB, BKJIIOYAs JEKAPCTBEHHBIH MOHUTOPUHT
(JIM), Takske OKa3bIBaeT IIOJOKHUTEIbHOE BIIUSHIE
na gunamuky B3K y nmamuenroB. Beibop nawmstydiie-
ro mpemapara /s Kak/I0To TaI[ieHTa Ha OCHOBAHUH
KJIMHAYECKIX U aHAMHECTUYEeCKUX JaHHbBIX OYy/eT CIo-
co6CTBOBATh JlaJbHENIIIEMY TIOBBIMIEHHO 3()(PEKTHB-
HOCTH ¥ YJIy4YIIEHUIO Pe3yJbTaToB JiedyeHus. Kparkoe
M3JIO’KEHNE PA3JIMYHBIX COBPEMEHHBIX METO/IOB Jede-
HUS, HaIleJIEHHbIX HA MaToreHe3 OCHOBHOTO 3a0o0JieBa-
HIUSI, TIPEJICTaBI€HO HA PHCYHKe 2.

WNudopmarmst 06 00pa3oBaHNN aHTUTENT TIPOTHB HH-
mmkenMaba HakaIMBaJach B TeUEHWE JECSTHJIETHIL.
Cr1oco6HOCTD UCIOJIb30BATh JAHHbIE 3HAHUS U aAllTH-
poBaTh Tepanuio K maruenTy dyepes JIM yBesnmunBaercs,
4yT0 TnoBbInaer adgdexTuBHOCTL Tepanun [ 28].

«Top-down»-reparnnsi, ocoberto y naruenton ¢ BK,
JIOCTATOYHO ITMPOKO pacipocTpaneHa. Ilpu atom nan-
Hble, nosyuyennble y jgereil ¢ B3K, cBuzperenbcrByior
0 COIOCTAaBUMBIX pe3yJibTaTax depe3 1 Toj ¥ NOTEHIIN-
aJTbHO MEHDBINEM KOJITYecTBe Hey/1ad JIeUeHIS 110 CPaB-
HeHnto ¢ «step-ups-repammeit [29]. [okasartesbcTB
JIOJITOCPOYHOTO ~ BO3JEHCTBUS ~ JAHHOI  CTpaTerun
npu BK Bce eme HemoctaToyHO, B TOM 4YHCJIE B Iie-
JUATPIYECKOIl MOMyJISINH; XOTSI TTOKa3aTesn paHHeil
PEMUCCUM YacTO BbIIIe MPU OMOJOTMYECKON Teparnn

Poc sypH ractposutepoJt rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)

"



12

O630pHI / Reviews

www.gastro-j.ru

Xpommccxoc BOCITUICHHC, BLI3BANIIOC
HApYUICIHCM HMM}'HIIDﬁ AKTHBHOCTH, MOKCT

6Lims nep

e
R

o] AneSuomimeexdl suxpoGios,

OTBCTOM HJIH BTOPH'IILIM 11O OTHOIICIIHIO K
FHIIOBOCATHTCABION JICIOCTATOMHOCTH.

JIHTCIILIILIM

: 3

Txancaxrusias Guonornueeka
Tepania:

* Anr-OHO

« Anme-JL12723

+ Cenexruanoc axru-11.23

od )

®

i 51 uus2axa G A
TIOACAMIXCTYIO 050A0AXY W 3Ty CK .
BOCOATMTETLNON PERAMK e
Cucrennmi socnanxteasaii orecr, * HuruGuropu JAK-STAT (ney
i xpol » STATI, STAT2
BocnamMTeIsNoE 3900ackuMe Kinucmxa 74 STAT3)
e e e e e e e e

: Q £3 ANTTUMGOUNTAPHAR HKSKPELMR
(F’-(v\ .\ HHIXOMONCKYNAPHAR TCPANKA:

cckuid «Cod 1 docd

M;l \) ;. P Gocd

. A'.th.uWGaaT HXTCTPHE

Pucynox 2. MexaHusM JaeiicTBuS OMOJIOTHYECKITX TIIperrapaToB 1 HU3KOMOJICKYJIAAPHBIX IPErapaToB (BTI/IOHaTOFeHeS
BOCHAJINTEIbHBIX 3a00JIEBAHIIT KUIIEUHNKA XapaKTepu3yercda rereporeHHoCTblo, OéyCJIOBJIeHHOﬁ TEHETUYECKNMU M
SIUT€HETNYCCKUMU (baKTOpaMI/I, AIUTETNATbHON Z[HC(lDyHKHHeﬁ, KUIIEeYHbIM III/IC61/1030M 1 MUMMYHOJIOTUYECKUMU Ha-
PyHmeHuAMA; y KaKJI0ro MHAUBUAYYMa HeﬁCTByIOT MHOro4mncJieHHbIe ME€XaHWu3Mbl, 4aCTO IIPUBOJAIINE K CXO/JHbIM

[aTOreHHbIM (heHOTUIIAM )

Figure 2. Mechanism of action of biologics and small molecule drugs (the etiopathogenesis of inflammatory bowel
diseases is characterized by heterogeneity due to genetic and epigenetic factors, epithelial dysfunction, intestinal
dysbiosis, and immunological disorders; multiple mechanisms operate within each individual, often leading to

similar pathogenic phenotypes)

nepBoit uHuM, 3h@GEKT co BpeMeHeM, MO-BUAUMOMY,
ociaGesaer [30]. HecmoTpst Ha 35TO OYeHb BaKHO
nuddepentposars «top-down»-tepanuio or arpec-
CUBHOII Teparuu IPU YMEPEHHOM U TSKEIOM TeYeHUH
B3K. IIpu stom «top-down»-teparnusi poKycupyercst
Ha JIEYEHN BCEX TAIMEHTOB OMOJOTHYECKUMHU TIpera-
patamMu B Hauaje 3a00JeBaHUS IS IPEIOTBPAIleHUs
OCJIOKHEHNI W HalpaBjieHa Ha <«BBIKJIIOUEHHE» BOC-
najauTesbHoro Tpoiecca [31]. ArpeccuBHasi Teparnus
npu pe)paKTePHOM WM TSKETOM 3a00JeBAHUM TaK-
JKe MOKeT moTpeGoBaTh BBeJEHUST OHOJIOTMYECKON Te-
paruu Ipu MOCTAaHOBKE JIMarHO3a.

ITytu 6osiee 3¢ppeKTHBHOrO MCIOJIb30BAHUS
MOHOKJIOHAJIbHBIX aHTHTEJ

Mndankenmab w aganumymad yske MHOTO JieT
paspelnieHbl K MWCIOJIb30BAHUIO B MeIHATPHUECKOM
npakTuke. OJHAKO MbI TOJBKO celiyac HAYMHAEM OIl-
TUMHU3UPOBATh WX MCIOJb30BaHUE, COCTABJSATD TE€PCO-
HAJTM3MPOBAHHBIE CXEMbI JIeUeHNs U HOHUMaTh (hapma-
KOANHAMUKY y JeTell Mua/imero Bo3pacta. BosMoskHO,
JIYUIITIM TIPUMEPOM 9TOTO SIBJISIETCS [JO3MPOBAHUE WH-
(pmkcnmaba, MOCKOTBKY MOHOKJIOHAJTbHBIE aHTHTENA

npotuB MHO-a 6bin ocHoBoii evennuss B3K cnava-
aa npu BK, a sarem npn AK.

Tpaaunmonnasi cxema Tteparnuun UHOIUKCUMAGOM
3aKJII0YAJIACh BO BBEJICHUW TIpenapara B [O3WPOBKE
5 Mr/Kr OfHOKpaTHO BHyTpuBeHHo Ha 0, 2 u 6-if He-
JIeIX, a IS TOoJIepsKaHns peMuccuu nHQysuu 1o-
BTOPSIIM Kakjble 8 Hezmesb. Cerojnsi jaHHas cxeMma
ycrapena. YacTo CPOKM WHAYKIIMH PEMUCCHU  YKO-
PAUYMBAIOTCS 32 CYET COKPAIIEHUs] MHTEPBATA MEXK/IY
BBE/ICHUAMM, a HadaJdbHas /1032 MOXKET COCTaBJATD
10 mr/kr [32]. B coorBercTBum ¢ JIM momgep:kuBaio-
masi ;103a mo6upaeTcs /Ui MAINeHTOB WHMBU/LY Th-
HO, 4TOOBI 06ECTIEUNTD a/IEKBATHBIN YPOBEHD Tpenapa-
Ta, CHWKeHNs Mapkepos Bocnajenust (C-peakTuBHbBINI
60K, CKOPOCTh OCEJaHusl PUTPOIUTOB) U CBECTH
K MUHUMYMY PHCK 0OPa30BaHUS aHTUJICKAPCTBEHHBIX
anturen [33]. OmHoBpeMeHHAsT UMMYHOMOIYJISIIIHAS
THOIYPUHAMU WJIN METOTPEKCaToM ObLla OCHOBOH Te-
panuu, HAIPABJIEHHON HA CHIDKEHUE UMMYHOT€HHOCTH
MOHOKJOHaMbHOU Tepamuu [20]. OgHako pyTHHHOE
UCITOJTb30BAaHUE JIAHHBIX IPENapaToB MIHUPOKO 06CYK-
JlaeTcs M3-32 TOTEHIMAJbHONW TOKCUYHOCTH W PHUCKA
BO3HUKHOBEHUST JTUM(POMBI.
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Ananumymal SBISIETCS, TO-BUIUMOMY, MeHee UM-
MYHOTEHHBIM, 4eM uHdmkcnMab. OHAKO HeSCHO,
BJIUSIET JIU HA 3TO MOJKOXHBIH MyTh €ro BBEIEHUSI.
CoBpeMenHble reHETUYECKUE [JAHHbIe UAeHTU(UINPO-
Basu yejoBeveckuii seikorurapubiii anrturen (HLA)
reqotuia HLA DQA1*05 kak ocHOBHOI (pakTOp pucka
PasBUTHST aHTUIEKAPCTBeHHBIX anTuTes [ 23]. TTockobKy
BBeJIeHIE TIPENapaTa MOIKOKHBIM MyTeM IPEeICTaBIISET-
csl MeHee UMMYHOTEHHBIM, B MeIMaTPUIECKON MPAKTUKe
B JIONOJIHEHNE K afaauMyMaly ILIAHUPYETCS MCII0JIb30-
BaTh ¥ MOAKOKHBII mH(MKenMab [22, 34].

Bce damie ngyuaiorcs Bo3MoskHocTH 60siee adex-
TUBHOTO WCHOJb30BAHUS WMEIOIUXCS  IIPENapaToB
u, TakuM 06pas3oM, Jydiieil cTparudukrainm maineH-
TOB TI0 PUCKY TIOT€pU OTBeTa Ha Jedyenue. [Ipu artom
TaK)Ke TOSIBJISTIOTCST JTOKA3aTeJbCTBA BO3MOMKHOCTH
OTMEHBI OJIHOBPEMEHHOI UMMYHOMO/LYJISIIIAN  [OCJIe
12 mecaues asoitnoit antu-OHO-reparuu [35].

HoBble MOHOKJIOHAJIbHBIE npemnaparbl
U MaJibl€ MOJIERYJIbI

B nepuarpudeckoil mpakTHKe HAYUHAIOT UCIIOJIb30-
BaTbCS U JOKA3bIBAIOT CBOIO a(PPeKTUBHOCTL M 6e30-
nacHocth  ycrekunymab (antu-MJI-12/23) u Bego-
musyma6b  (antn-04B7). IlpenapaTbl TIPeACTABISIOT
coboit anprepratuBy anHtu-OHO-Tepanuu ¢ 0coObI-
MU TIPEUMYIIECTBAMU [IJISI JICYEHHUS COMYTCTBYIOIINX
maroJioruii, BKao4as mcopuas (ycrekunyma6) [36,
37]. TlosiBnsiorcss HOBBIE Mpenaparbl, BKJIIOYAsS PH-
cankusyMa6 (cenektusnblii antu-WJI-23), KOTOPBIii,
BEPOATHO, OyJeT [OCTylleH B TeueHue OJMMKANIIero
rojia JJis NalueHToB B Bo3pacte 16 jier u crapiie.
Jonomnutenpubie narnéuropsr p19 (rakwe xax Mu-
puku3yMa6) TakKe, BO3MOKHO, TepeiijyT B meana-
TPUUYECKYIO IIPAKTUKY U3 B3POCIOH Meaununbl. TouHo
TaK ke B IeJUaTpUYecKuil TeparneBTUYeCKUil apceHast
MIPOHMKAET KJIACC HU3KOMOJEKYJISIPHBIX IIperapaTos,
[IPH 9TOM B OTIPE/IEEHHBIX CAYYASIX, TAKUX KAK OCTPbIIT
TSDKEIBbI KOJIUT, B KayecTBE CUIHHOIEHCTBYIONINX
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Aim: to highlight current trends in the diagnosis and treatment of inflammatory bowel diseases in children.

Key points. The incidence of inflammatory bowel disease among children has increased significantly over the past
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Introduction

There has been a significant increase in the
incidence and prevalence of Inflammatory Bowel
Diseases (IBD) in children over the past 25 years.
This group of diseases is a severe pathology with
a complex interaction of etiological pathogenet-
ic mechanisms, including genetic and epigene-
tic, environmental, and microbial factors. Their
treatment in most cases remains largely empirical
though there is a significant progress made in the
instrumental diagnosis of IBD over the past de-
cades [1].

Nevertheless, the ever-growing range of diag-
nostic laboratory and instrumental studies, the
expansion of therapeutic possibilities allow to im-
prove long-term treatment results.

In this review paper, we have tried to focus the
attention of specialists on recent clinical develop-
ments in IBD in children and current studies, the
results of which will be used in practical medicine
in the nearest future.

Epidemiology of IBD in children

It is important to note that over the past
25 years, the incidence and prevalence of IBD in
children in Europe and North America have in-
creased dramatically. In addition, the results of
studies conducted in Asia and South America in-
dicate similar trends in these regions [2].

The highest incidence rates of IBD in the world
were observed in Northern Europe (Scandinavia —
up to 23.1 cases per 100,000 population per year),
Western Europe (Scotland — up to 17.4 cases per
100,000 population per year) and Canada (up to
15.4 cases per 100,000 population per year) [2—5].
As a rule, Crohn’s disease (CD) continues to pre-
vail in these populations with a frequency approx-
imately twice as high relative to ulcerative coli-
tis (UC). IBD is more common among boys, and
the majority of cases occur in patients with CD
aged 11—17 years [3]. There are conflicting data
on trends in the incidence of IBD with very early
and early onset (< 6 years at the time of diagno-
sis). For example, studies conducted in Canada in-
dicate an increase in the number of these patients.
However, most studies conducted in Europe re-
port the incidence of IBD with a very early onset
over the past 15 years, about 1—2 cases of 100,000
people per year. The reason for this phenomenon
remains unclear to the end, and among the the-
ories explaining this phenomenon the following
are considered: a decrease and/or violation of
the effects of microbiota within the framework
of the dyad “microorganism/macroorganism” in
early childhood; a change in nutrition (“Western
diet”); the hygiene hypothesis. The influence of

exclusively genetic factors does not fully explain
the decrease in the age threshold for the onset of
the disease, since the increase in the number of
patients occurs too quickly to be associated with
any deep genomic changes. It should also be rec-
ognized that increased awareness of the disease
and improved diagnostic methods play an import-
ant role in improving the quality and timeliness of
diagnosis of IBD.

Phenotypic variants of IBD

IBD are traditionally divided into Crohn’s dis-
ease and ulcerative colitis. The existence of un-
classifiable IBD is also certain. This group of dis-
eases is more characterized by differences in the
localization of the pathological process, to a lesser
extent — by histological changes. Quite often in
childhood, the differential diagnosis of IBD re-
mains rather conditional. In this regard, the use
of the term “inflammatory bowel diseases” is more
appropriate, and personalized molecular diagnos-
tics in the future will help to establish a more
accurate diagnosis for individuals with the pos-
sibility of obtaining an individual prognosis and
treatment [6, 7].

Diagnostic and treatment strategies

Establishing a diagnosis in a short time is the
key to better treatment of IBD and ensuring an
early therapeutic effect. Unfortunately, most
patients often do not seek specialized help for
months or even years, thereby complicating and
lengthening the diagnostic process with endoscop-
ic and histological examinations [7, 8]. The rea-
sons for this are diverse, including the absence of
a pronounced or specific clinical picture, the prev-
alence of erased symptoms, along with not always
elevated markers of inflammation [9].

One of the most important achievements in
screening patients for the potential presence of
IBD is rapid testing to determine the level of
fecal calprotectin (FC). This dimer, formed by
two protein subunits (S100A8 and S100A9), is
released into the intestinal lumen mainly by
neutrophils and can be detected in feces. FC is a
relatively stable biomarker, however, if the bio-
material is not stored at low temperatures, this
can lead to the decay of FC, which is the reason
for obtaining falsely underestimated values. The
standard values of FC are described at the level
of <50 pg/g, although the normal values depend
on the age of the patient, the diets they follow
and the time of the collection of biological ma-
terial. The particular attention should be paid to
the interpretation of the results in young children
(< 6 years), whose FC values are initially high-
er (up to 500 pg/g in some cases) due to active
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maturation processes of the intestinal immune sys-
tem [9, 10].

As a rule, children with IBD have FC values
in the range of 100—1000 ug/g. In rare cases, pa-
tients may have normal or slightly elevated FC
values, which may probably occur with isolated
inflammation of the upper gastrointestinal tract,
limited damage to the small intestine, or with im-
proper collection and storage of biomaterial [10].
Many diseases (for example, intestinal infections)
or taking medications can also cause an increase
of FC levels. FC determination should not be car-
ried out in acute diarrhea. This analysis should
always be accompanied by stool tests for bacterial
and viral screening. Taking medications (such as
nonsteroidal anti-inflammatory drugs), other in-
flammatory pathology of the gastrointestinal tract,
including celiac disease, benign polyps can also
lead to an increase in the level of FC [9—11].

Repeated determination of FC with a slight in-
crease in primary values will help to suspect IBD
in the patient and refer them to a specialist for
further examination. However, if the patient has
symptoms of anxiety, the referral to a specialist
should not be postponed. FC is also commonly
used as a screening response to therapy and for
monitoring exacerbations in patients with estab-
lished IBD [11—13].

All patients with IBD require consistent his-
tological diagnosis using modified Porto criteria
[14]. Standard practice includes endoscopy of the
upper and lower gastrointestinal tract with mul-
tiple biopsies. Endoscopy is also used to monitor
the course of the disease, the response to ongoing
therapy (in particular, biological), screening for
colorectal cancer before moving from the supervi-
sion of a pediatrician to a therapist. Visualization
of the small intestine is a mandatory part of the
study for the diagnosis of IBD and during moni-
toring of the effectiveness of therapy [15—17]. As
a rule, magnetic resonance enterography is used
to assess the condition of the small intestine. A
new method is ultrasound of the small intestine,
during which the thickness of the intestinal wall
is measured, which can help both in diagnosis and
in monitoring patients [15].

The desire for better visualization and assess-
ment of the prevalence of the pathological process
in patients with IBD has increased the frequen-
cy of using videocapsular endoscopy, the use of
which is possible in children older than 2 years.
Practice shows that before the introduction of a
video capsule, it is possible to introduce a “blank”
one to make sure that its passage will not be de-
layed in strictures. Important aspects in increas-
ing the diagnostic significance of the method are
the correct interpretation of the images obtained,

high-quality preparation of the intestine or careful
adherence to a special diet before the introduction
of the capsule by ingestion or endoscopic admin-
istration. Over time, with the expansion of the
use of this method, it will become a part of the
initial diagnostic program, especially in patients
with small intestine lesions [16].

Genetic testing

A new area of research in children with IBD
is genetic testing [17]. As a rule, a combination
of factors such as primary immunodeficiency, au-
toinflammatory processes, dysfunction of the in-
testinal epithelial barrier, microbiotic intestinal
imbalance against the background of genetic dis-
orders play a role in the development of IBD. In
very rare cases (< 0.5 %) at the onset of IBD in
childhood, the disease is caused only by gene dis-
orders [17]. To date, more than 100 genes have
been identified to be responsible for the devel-
opment of IBD [18]. Genetic testing is advisable
for all patients with IBD who are younger than
2 years and for some other patients who are older
than this age (Table) [19].

Genetic counseling on future pregnancy and
genetic screening of concomitant risks (including
lymphoproliferative diseases) are important as-
pects in the prevention of IBD. Depending on the
detection of a specific genetic defect, additional
treatment options may appear — for example, he-
matopoietic stem cell transplantation.

Strategies for monitoring
and curation of children with IBD

Optimizing treatment outcomes requires op-
timal management strategies. This can be done
through patient clinical care networks with care-
ful monitoring of outcomes so that treatment pro-
cesses and methods can be reviewed, updated and
improved to optimize clinical care. Figure 1 sum-
marizes current aspects of the treatment of IBD
in children, along with recent and future devel-
opments.

ECCO-ESPGHAN (European Crohn’s and
Colitis Organization European Society of
Paediatric Gastroenterology, Hepatology and
Nutrition) presented Recommendations for the
treatment of CD and UC with an emphasis on
the rapid transfer of a patient with resistance to
treatment to biologics with immunomodulators or
“top-down” therapy in patients with a disease with
a high risk of complications [20]. Tt is necessary to
develop the tools for predicting the course of the
disease and the response to the therapy.

Over the past 20 years, there has been a cen-
tralization of medical care for patients with IBD.
A similar trend is observed with many acute and
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Table. Criteria for the appropriateness of genomic testing for patients with inflammatory bowel
diseases

Taé6auua. Kpurepun 11e1ecoo6pasHOCTH TEHOMHOTO TECTUPOBAHMUS JI/IS MAIIUEHTOB ¢ BOCHAINTETbHbI-
MU 3a00JIEBAaHUSMU KUIIEYHUKA

When to test Additional criteria
Koeda caedyem nposooums donoanumenvuvie kpumepuu
A. Onset of IBD before the age of 2 years. 1. Susceptibility to infections when laboratory parame-
B. Onset of IBD before 6 years of age ters deviate from the norm — immunodeficiency.
and the presence of one or more additional criteria | 2. Congenital immune disorders (IPEX syndrome or he-
(1-6). mophagocytic lymphohistiocytosis).
C. Children over 6 years of age only if a monogenic | 3. Congenital multiple intestinal atresia or congenital
variant of IBD is suspected diarrhea.
and additional criteria 1—6 are present 4. Malignant neoplasm with early onset (before 25 years).
5. Family history of suspected monogenic IBD.

A. Jlebrom B3K 6 ospacme do 2 zem. 6. Before performing surgical interventions and/or start-
B. /le6iom B3K do 6 nem u naiuuue 001ozo ing therapy

u 6oaee donosnumenvioix kpumepues (1—6).

C. [demu cmapwe 6 1em moavko npu nodospenuu | {. Bocnpuumuugocmo k unpexuyusm npu omxionenu

Ha monozennwitl sapuanm B3K npu naruuuu 1a6OpamopHvLx noxasameneti om HopMmvl —

donoanumenvhoix Kpumepues 1—6 umMynodeduyum.

2. Bposdennvle napyuenus umMmMynume-
ma (IPEX-cundpom uiu zemopazouumapiwiii
AUMPOZUCTRUOYUMO3 ).

3. Bposdennvle MHOKeCMEEHHbIE AMPE3UL KUUEUHUKA
uau 8poxdennas ouapes.

4. 3noxauecmeenioe H06000pa306anUe ¢ PAHHUM HA-
yanom (do 25 aem).

5. Cenmetinvlil anammes ¢ nodo3penueMm Ha MOHO2ZeHHOe
B3K.

6. Ileped nposedenuem onepamuenozo eMewUameibcmed-
MU U/ UNU HAUATIOM NPOBeDeHUs MePanulL

Note: IBD — inflammatory bowel diseases.
ITpumeuanue: B3K — Bocnaiutesbhble 3a60/1€BaHIS KUIICUHIKA.
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Figure 1. Current and future aspects of the treatment of inflammatory bowel diseases in children
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chronic diseases in children when specialized
centers for the treatment of a certain pathology
provide a leading role in their management [21].
Help is provided closer to home — after an initial
visit to a general pediatrician or gastroenterologist
in an outpatient healthcare unit, the patient is
sent to a specialized center for the treatment of
IBD or to local hospitals where doctors with the
necessary competencies work.

It should be emphasized that the rapid increase
in the incidence of IBD in children has a great
impact on the healthcare system. Doubling the
number of patients in a short time causes a heavy
burden on diagnostic services (including endosco-
pists), requires rapid training of relevant special-
ists, related medical professionals and the expan-
sion of hospital staff. Psychological assistance to
the child is also an important aspect. In the future,
the possibility of delivering monoclonal therapy at
home (subcutaneous infliximab) should also be con-
sidered in the treatment of patients with IBD [22].

Stratification of patients with IBD

The concept of the early use of biological thera-
py of CD, which leads to a longer remission of the
disease, remains today mainly theoretical and is
rarely used in practical medicine. Optimization of
the therapy and prevention of complications still
require rapid diagnosis of the disease and early
treatment of the patients for medical help. Not
all patients will require biological, immunomod-
ulator or small molecule therapy to achieve long-
term remission. Other individuals will require tai-
lored therapy due to underlying genetic variation.
Achieving a personalized approach will have a pro-
found impact on patient quality of life outcomes.

New developments in diet therapy

Exclusive enteral nutrition has a long-stand-
ing and significant evidence base of efficacy at
inducing and maintaining remission in CD. The
works established the achievement of induction of
remission in more than 80 % of children with CD
using exclusive enteral nutrition. To date, more
and more attention is being paid to the study of
the effectiveness of the use of exclusive enteral
nutrition in patients with UC.

Despite the interest in the use of various diets and
dietary correction in IBD, none of them has signifi-
cant evidence of effectiveness in maintaining remis-
sion, including low-FODMAP (fermentable oligo-,
di-, monosaccharides and polyols), Mediterranean,
vegetarian, and other restrictive diets (gluten-free
or dairy-free) [23, 24]. The role and effectiveness
of partial enteral nutrition remain not fully estab-
lished today [25]. At the moment, the evidence to
recommend a certain diet, volume or percentage of

calories as a partial enteral nutrition or to adhere
to exceptions from the diet of certain food groups
as a treatment direction for induction or mainte-
nance of remission is contradictory or absent al-
together. However, this does not mean that diet
therapy is not a viable treatment option in the
future. Today, data are accumulating on the effec-
tiveness of new diets with the exclusion of certain
food groups in CD. In addition, the prevention
of obesity in children with IBD is currently as
important as the prevention of prolonged malnu-
trition [26, 27].

Pharmacotherapy

The pharmacological landscape of IBD is a rap-
idly developing area. At the same time, new drugs
used in adult patients are gradually beginning to
be used in pediatric practice. Despite a significant
shift that was seen with anti-tumour necrosis factor
(TNF) agents in the 2000s, additional therapeutic
options have been slow to emerge but are now much
more available. Understanding of the best ways
to use current drugs, including therapeutic drug
monitoring (TDM), is also having patient impact.
Selecting the best drug for a patient, based on clini-
cal and anamnestic data, will further improve effica-
cy and outcome. A summary of the various current
treatments targeting the pathogenesis of the under-
lying disease is presented in Figure 2.

Information about the formation of antibodies
against infliximab has been accumulating for de-
cades. The ability to use this knowledge and adapt
therapy to the patient through TDM increases,
which increases the effectiveness of therapy [28].

“Top-down” therapy, especially in patients with
CD, is quite widespread. At the same time, the data
obtained in children with IBD indicate comparable
results after one year and potentially fewer treat-
ment failures compared to “step-up” therapy [29].
There is still insufficient evidence of the long-term
effect of this strategy in CD, including in the pe-
diatric population; although early remission rates
are often higher with first-line biological therapy,
the effect seems to weaken over time [30]. Despite
this, differentiating “top-down” from aggressive
therapy in moderate to severe disease is very import-
ant. “Top-down” therapy has its focus on treating
all patients with biologics at disease onset to pre-
vent complications and aims at “turning off” the
inflammatory process [31]. Aggressive therapy for
refractory disease or severe disease may also require
the introduction of biological therapy at diagnosis.

Ways to use monoclonal antibodies

more effectively

Infliximab and adalimumab have been ap-
proved for use in pediatric practice for many years.
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However, we are only now beginning to optimize
their use, to make personalized treatment regi-
mens and to understand the pharmacodynamics in
young children. Perhaps the best example of this
is the dosing of infliximab, since anti-TNF thera-
py were the basis for the treatment of IBD first in
CD, and then in UC.

The traditional infliximab therapy regimen
consisted of administering the drug at a dosage of
5 mg/kg once intravenously at weeks 0, 2 and 6,
and to maintain remission, infusions were repeat-
ed every 8 weeks. Today, this scheme is outdat-
ed. Often, the terms of induction of remission are
shortened by shortening the interval between in-
jections, and the initial dose may be 10 mg/kg [32].
In accordance with the TDM, the maintenance
dose is selected individually for patients to ensure
an adequate level of the drug, reduce inflamma-
tion markers (C-reactive protein, erythrocyte sedi-
mentation rate) and minimize the risk of anti-drug
antibodies [33]. Simultaneous immunomodulation

with thiopurines or methotrexate was the basis
of therapy aimed at reducing the immunogenicity
of monoclonal therapy [20]. Although the routine
use of these drugs is widely discussed due to the
potential toxicity and risk of lymphoma.

Adalimumab is apparently less immunogenic
than infliximab. However, it is unclear whether
the subcutaneous route of its administration af-
fects this. Modern genetic data have identified
human leukocyte antigen (HLA) of the HLA
DQA1*05 genotype as the main risk factor for the
development of anti-drug antibodies [23]. Since
subcutaneous administration of the drug appears
to be less immunogenic, subcutaneous infliximab
is also planned to be used in pediatric practice in
addition to adalimumab [22, 34].

Increasingly, the possibilities of the more ef-
fective usage of available drugs and, thus, better
stratification of patients by the risk of loss of re-
sponse to treatment are being studied. At the same
time, there is also evidence of the possibility of
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canceling simultaneous immunomodulation after
12 months of dual anti-TNF therapy [35].

New monoclonal drugs and small molecules

In pediatric practice, ustekinumab (an-
ti-IL-12,/23) and vedolizumab (anti-a4p7) are be-
ginning to be used and are proving their effec-
tiveness and safety. The drugs are an alternative
to anti-TNF therapy with special advantages for
the treatment of concomitant pathologies, includ-
ing psoriasis (ustekinumab) [36, 37]. New drugs
are emerging, including the biological risankizum-
ab (selective anti-IL-23), which is likely to be
available within the next year for patients aged
16 and older. Additional p19 inhibitors (such as
mirikizumab) may also be transferred to pediat-
ric practice from adult medicine. Similarly, the
small molecule class joins the pediatric therapeu-
tic arsenal, while in certain cases, such as acute
severe colitis, JAK-STAT inhibitors (filgotinib,
tofacitinib, upadacitinib) and sphingosine-1-phos-
phate inhibitors (ozanimod) appear as potent oral
variants [38]. Widespread use of these drugs in
everyday clinical practice is likely to take some
time. The results of evaluating of the effectiveness
of drugs vary depending on the indications [39].

Linking with adult therapy
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POAB CBIBOPOTOYHBIX U YABTPACOHOMETPUUECKUX
MapKepoOB B PaHHEN AMATHOCTUKE
3A0Ka4YeCTBEHHOU TPaHCHOpMaIuU
IIEPUAYKTAABHOTO (PUOPO3a IeyeHu Ha (poHe
nHBa3uu Opisthorchis felineus

A.E. Kosmmmpuna', O.C. @enoposa'’, 10.B. Kosmmpuna?, B.A. Ilerpos!

"®DIrBOY BO «Cubupckuil zocydapcmeenuvlii MmeQuuunckutl ynusepcumems Munucmepcmea 30pasooxpanenus Poccuiickou
Dedepavuu, Tomck, Poccuiickas Dedepaus

2 DI'BY <«Ilenmpanvhvlii HAYUHO-UCCAEI0BAMENCKUL UHCTRUMYM OPLAHUZAUUL U UHDOPMAMUIAUUU 30PABOOXPAHEHUS>
Munucmepcmesa 30pasooxpanenusi Poccutickou Dedepayuu, Mockea, Poccutickas Dedepavus

Llenb nccnepoBaHus: N3yynTb POJIb CbIBOPOTOUHbBIX U Y/ILTPACOHOMETPUYECKNX MAPKEPOB B PaHHEN AMarHOCTuKe
3/10Ka4eCTBEHHOM TpaHCchopMauumn nepuaykTanibHoOro Groéposa neyeHm npy GopMm1poBaHN X0aHTMOKapLIMHOMBI
Ha POoHe XpoHunyeckom nHeasum Opisthorchis felineus y HaceneHns aHOEMUYHbIX PEFTMOHOB.

MeToabl. [IpoBEeOeHO KOMMIIEKCHOE OOHOMOMEHTHOE CPaBHUTENIbHOE UCCNefoBaHWe B AM3aniHe «Cly4am-KOH-
TPOJIb» C UCMOJIb30BAHNEM OLEHKM BMOXMMUYECKNX MapamMeTpoB (JlakTaT, anaHMHaMUHOoTpaHcdepasa, acnaprar-
aMUHOTpaHcdepasa, raMmma-ryTaMmunTpaHcnenTugasa, wenoyHas docdarasa, rmokosa, npaMon U HENPAMOM
OUNMPYOVH, NMMNONPOTENHbLI BEICOKOW MAIOTHOCTU U IMMOMNPOTENHbI HU3KOW MIOTHOCTU, TPUIMULLEPULI, MOYEBMHA
1 obLwnii 6enok), MMMYHONOTMYECKUX NapamMeTpoB (TpaHchopMUpyOLLMi dakTop pocTa 6eta 1) n oHkoMmapke-
poB (CA 19-9, CYFRA 21-1) B 06pa3sLiax CbIBOPOTKM KPOBU, MOy4EHHbIX OT 60bHbIX MHBa3uel O. felineus, nmeto-
LMX NepuaykTanbHbIi Gnbpo3 1 6e3 TakoBOro, 60bHbIX X0NaHMMOKaPLMHOMOM, pa3BuBLLENCS HAa HOHE MHBA3UN
Opisthorchis felineus, n 60JbHBIX ONUCTOPX030M, @ TakXe NpeacTaBmUTeNen rpynnbl KOHTPOSIS.

Pe3ynbraTtbl. OueHKa B3aUMOCBSA3M MEXAY HaNYMeM YIbTPA3BYKOBbLIX MPU3HAKOB OMMCTOPX03-aCCOLMNPOBAH-
HOro nepuaykTanbHoro obunbposa 1-2-i cTeneHn 1 NSMEHEHUSIMU BUOXMMNYECKUX, UMMYHOOMMYECKMX Napame-
TPOB 1 COAEPXXaHNSA OHKOMAPKEPOB Y NauMeHTOB Ha doHe nHBasunm O. felineus NpoaeMOHCTPUPOBana, YTo YPOBHU
weno4yHon pocdaTtassbl, npamoro bunmpybuHa, ACT, rioko3bl 1 oHkomapkepa CA 19-9 6binv 3HAYMMO BbILLE B IPyI-
rne NauyeHToB C XOJNIaHrMOKapLUMHOMOM Ha GOHE ONMCTOPX03a, YEM Y UCClieyeMbIX FPynn ¢ nepuaykTanbHeiM Gu-
6po30om Ha doHe nHBa3uu 1 6e3 Hee, a Takxke KoHTponsaMu (p < 0,01).

BbiBoAbl. BriepBbie nosiy4eHbl NUIOTHBIE AaHHbIE O B3aMMOCBSA3U YJIbTPACOHOMETPUYECKUX MPU3HAKOB Nepuayk-
TanbHOro Grbpo3a NevyeHn 1 yBenmiyeHus GuoxnMmyecknx nokasarenem (LenoyHas docdarasa, npsiMon bGunmpy-
OvH, acnapTatamMuHoTpaHcdepasa, Miokos3a), a Takke nosbilleHns oHkomapkepa CA 19-9, koTopblie MOryT ObiTb
MCMOIb30BaHbI 419 PaHHEen OAMarHOCTUKWM 3J1I0KaYeCTBEHHOM TpaHchopMaumm nepuaykTanbHOro ¢pudpo3sa nevyeHu
¢ GOPMMPOBAHMEM XONIAHIMOKAPLUMHOMbI Ha (POHE XPOHMYeckor nHeasum Q. felineus y HaceneHns aHOEMUYHbIX
PErMoHOB.

KnioueBbie cnoBa: xonaHrmokapumHoMa, OHKOMapKepsbl, pak, nepuaykTanbHblii Grubpos, nakrat, GoxmumMmyeckmne
Mapkepsbl, HBaaus Opisthorchis felineus, ynsTpacoHorpadus

duHaHcupoBaHUe: 1cclieqoBaHMe BbIMOJIHEHO Npu noaaepXke Poccninckoro Hay4yHoro ¢doHga, rpaHT «M3ameHe-
HUEe MUKPOBUOTHI KMLLEYHMKA Kak GakTop MPOrpeccupoBaHus nepuayktanbHoro Gpubéposa u pasBuUTUS X0aHrmo-
KapumHombl» (Ne 23-25-00432).

KoHdnukT MHTEepecoB: aBTopbl 3asBASIOT 06 OTCYTCTBUN KOHMNNKTA UHTEPECOB.

Ona uutupoBanusa: KoewwupuHa A.E., ®enoposa O.C., KoewupuHa HO.B., MetpoB B.A. Ponb CbIBOPOTOYHBLIX U YNIETPACOHOMETPU-
YECKUX MAPKEPOB B PaHHEN OMArHOCTUKE 3JI0KAYECTBEHHOWN TpaHCcGOpMaumn nepuayktasibHoro ¢urbposa neveHn Ha hoHe WHBA3UM
Opisthorchis felineus. Poccuiickniiz >ypHan racTpO3HTEPOIOrin, renartosiorin, kononpoktonorun. 2023;33(6):16-25. https://doi.org/
10.22416/1382-4376-2023-33-6-16-25
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Role of Serum and Ultrasonometric Markers in the Early Diagnosis
of Malignant Transformation of Periductal Liver Fibrosis in Patients

with Opisthorchis Felineus Infection

Anna E. Kovshirina', Olga S. Fedorova'", Yulia V. Kovshirina?, Vyacheslav A. Petrov'

! Siberian State Medical University, Tomsk, Russian Federation

2 Central Research Institute for Organization and Informatization of Health Care, Moscow, Russian Federation

Aim: to study the role of serum and ultrasonometric markers in the early diagnosis of malignant transformation of
periductal fibrosis of the liver during the formation of cholangiocarcinoma against the background of chronic inva-
sion of Opisthorchis felineus, in the population of endemic regions.

Methods. A comprehensive one-stage comparative study was conducted in a case-control design, using the as-
sessment of biochemical parameters (lactate, alanine aminotransferase, aspartate aminotransferase, gamma-glu-
tamyl transpeptidase, alkaline phosphatase, glucose, direct and indirect bilirubin, high-density lipoproteins and
low-density lipoproteins, triglycerides, urea and total protein), immunological parameters (transforming growth fac-
tor beta) and tumor markers (CA 19-9, CYFRA 21-1) in blood serum samples obtained from patients with O. felineus
infection, with and without periductal fibrosis, O. felineus-infected patients with cholangiocarcinoma and represen-
tatives of control groups. During the analytical stage, the relationship between the structural features of the liver ac-
cording to the results of ultrasound examination (presence of opisthorchiasis-associated periductal fibrosis), clinical
parameters, parasitological study data (infection intensity), and changes in biochemical, immunological parameters
and tumor markers in patients against the background of O. felineus infection was assessed. Statistical analysis was
performed using the R programming language (version 3.6.1).

Results. Evaluation of the relationship between the presence of ultrasound signs of stage 1-2 opisthorchiasis-asso-
ciated periductal fibrosis and changes in serum levels of the biochemical, immunologic parameters and oncomark-
ers in patients with O. felineus infection demonstrated that the levels of alkaline phosphatase, conjugated bilirubin,
AST, glucose and CA 19-9 oncomarker were significantly higher in the serum of patients in the group with cholangio-
carcinoma and opisthorchiasis (p < 0.01).

Conclusion. The first pilot data on the relationship between ultrasonometric signs of periductal liver fibrosis and
the increase of CA 19-9 oncomarker as well as biochemical parameters (alkaline phosphatase, direct bilirubin, as-
partate aminotransferase, glucose), which can be used for early diagnosis of malignant transformation of periductal
liver fibrosis with the formation of cholangiocarcinoma in O. felineus-infected population in endemic regions, were
obtained.

Keywords: cholangiocarcinoma, tumor markers, cancer, periductal fibrosis, lactate, biochemical markers, Opist-
horchis felineus infection, ultrasonography

Funding: the study was supported by the Russian Science Foundation, grant “Changes in intestinal microbiota as
a factor in the progression of periductal fibrosis and the development of cholangiocarcinoma” (No. 23-25-00432)
Conflict of interest: the authors declare that there is no conflict of interest.
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1-if Tpymnmbl ¢ I0Ka3aHHOH OHKOTEHHOCTBIO [IJISI JIIO-
neit [11, 12].

B sumemnunbIx permonHax Poccum akTyambHOCTH
MpeICTaBISIET U3yueHne MpobaeMbl OTIMCTOPX03a U ac-
COIMUPOBAHHBIX C HUM XPOHUYECKUX 3a00JieBaHUIi,
MOCKOJIBKY  TledeHouHasi TpeMartona Opisthorchis
felineus (O. felineus) sBasgercs NPUYIUHON XPO-
HUYECKOTO BOCHAJUTENBHOTO TIPOIECCa, JJTUTETbHO
MPOTEKAIOIET0 GECCUMITOMHO U CIIOCOOCTBYIOIIETO
pPasBUTHIO HepuaAyKTaibHoro ¢ubposa, mpeapac-
nosaraiomiero Kk paspurnio XK [5, 13, 14]. Panee

BBeaenue

OnkoJiornyeckue 3a60jeBaHus eYeHN ABISIOTCS CO-
IIIATbHO 3HAYNMOI MATOJOTHEN B MUPOBBIX OUarax Tpe-
MaTo/1030B YesioBeka [1—8]. XosaHrHOIELTIOISPHBIIA
pak meuenn (xomamrmokapummoma, XK) — ommo
u3 Hanbosiee HeGJATONPUITHBIX B OTHOIIEHUU TIPOTHO-
3a 3JIOKQUECTBEHHBIX HOBOOOPA30BAHUI BBUIY BBICO-
KOl CMEPTHOCTU BCJIEJICTBUE arpecCUBHOCTH OITyXOJeit
JAHHOU JIOKQJN3AIMU, OTCYTCTBUS CIEIn(pIIecKux
CUMIITOMOB, JIJINTEJILHOTO OECCUMIITOMHOTO TeYeHUs
u pesucreHTHOCTH K Teparnuu [9, 10].

B wmacrosimee BpeMsi HAKOIIEHO TOCTaTOYHO
SIM/EMUOJOTUYECKUX  JaHHbIX, IOATBEPIKIAIOUIMX
B3aMMOCBsI3b pa3Buthsg XK ¢ 1e4eHOYHBIME TpeMa-
Tomo3aMu, pactpocTpaHeHHbIME B FOro-Boctounoit
Asun. Taxk, rempmunTnl Opisthorchis viverrini
(O. viverrini) u Clonorchis sinensis (C. sinensis)
BKJIIOUEHBI B peecTp OHOJOTMYECKUX KaHI[EPOTEHOB

OIyOJMKOBAHHDIE ATIH/IEMUOJOTHYECKIE JaHHbIE MPO-
JIEMOHCTPUPOBAIN 3HAYMMYIO ACCOIUAINIO WHBA3UN
O. felineus ¢ du6poszom mevenn n XK [15, 16].

B Hacrosimee BpeMsi B Mupe He paspabOTaHbI
QITOPUTMBI paHHEH MJOKJTMHUYECKON IUAaTHOCTUKHI
XK, acconuupoBaHHOW € XPOHUYECKON WHBa3uel
O. felineus, 4ro MpUBOAUT K TO31HEN BepudUKAIIHT
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JINATHO3a, HECBOEBPEMEHHOMY JIEYEHUIO U BBICOKON
neramxpHocT [17, 18].

[IpoBenenue ucciaenoBanus /st pa3paboOTKU HO-
BBIX IOJIXO/M0B K CKPUHUHTY OHKOJOTHYECKUX 3a-
60JIeBaHMIl TeNaTOOUINAPHOII 30HBI TO3BOJHUT YyCO-
BEPIIEHCTBOBATD PAHHION [UATHOCTUKY TSKETBIX
3a60JieBaHUIl TIeYeHH, IPOBOJUTH CBOEBPEMEHHOE
JIeUeHrEe TIAIIMEeHTOB, CHOCOOCTBYS YJIYUIIEHUIO MPO-
rHO3a y JAHHON KaTeropuu GOJbHBIX.

Taxkum o6pa3oM, I1eTb UCCTEeIOBAHNS — H3YYUTDh
pPOJIb  CBIBOPOTOYHBIX U yJIbTPACOHOMETPUYECKUX
MapKepoB B paHHell AMATHOCTHKE 3JI0KAYeCTBEHHOI
TpancdopManyuy nepuyKraabHoro ¢dpubposa medeHu
npu (GOPMUPOBAHUU XOJAHTHOKAPIIMHOMBI Ha (hoHE
xpounveckoit muBasun O. felineus y HacejeHust sH-
JIEMIYHBIX PETTOHOB.

MarepuaJjbl U METO/bI

UccnenoBanme BoimoaneHo #Ha 6Gaze OIBOY
BO «Cubupckuiti rocy/lapcTBeHHbII  MeIUITTHCKUI
yHuBepcuter>  MUHHCTEPCTBA  3[PABOOXPAHEHUS
Poccniickoit @egepaunu (Cu6I'MY); mpotokon omo-
6pen drmyecknM komuretoM Cu6IMY (3akmouenue
Ne 4815 ot 20.06.2016 T.). BbIosHeHO OIHOMOMEHT-
HOE CPABHUTEJIBHOE MCCJIEIOBAHIE «CIyYaii-KOHTPOJIbY.

B wuccrienoBanue pekpyTHpPOBAHBI YYACTHUKU pa-
Hee IPOBEJEHHBIX MPOEKTOB <«DyHIaMeHTaTIbHbIE
HOJXO/bl K OINTUMHU3AIUN [UATHOCTUKH U Teparuu
npupojiHo-oyarooil uuBazun Opisthorchis felineus
B DHIEMHUYHBIX peruonax» n «Mpenrtudukaius HO-
BbIX [IHATHOCTUYECKUX MapPKEPOB it pa3pabOTKu
TEXHOJIOTUH THONYJSIIMOHHOTO CKPUHUHTA TPEMATO-
no30B» [14, 15]. ChopMupoBaHbI ciegyonye uccie-
JlyeMble TPYIIIbI B3POC/IBIX TTAIUEHTOB:

— Tpynma 1 — mamweHThl ¢ THCTOJOTHYECKU Be-
pudunmpoannoit XK, pasBusiieiicsa na ¢one onu-
cropxosa (n = 24);

— I'pynna 2 — nanuentst ¢ unBasueii O. felineus,
OCJIOKHEHHOW TePUAYKTAIbHBIM (HUOPO30M 10 JIaH-
HBIM yJIbTpasBykoBoro ucciaegosanns (Y3M) rema-
To6uuapHoii cucremsl (n = 36);

— I'pynmna 3 — narwentst ¢ unBasueit O. felineus
n 6e3 nepuaykraabHoro ¢pubposa 1o ganubM Y 3U
remaroOuanapHoi cucreMsr (n = 29);

— TIpymma 4 — KOHTpPOJIbHaAs, COCTOSIIAsS
u3 06poBoJIbIleB, He uMeomux nuasasun O. felineus,
6e3 KJIMHUYECKN 3HAYMMbIX M3MEHEHWil remnatoOuin-
apnoii cucremsr (n = 30).

Kpurepuem BKJIOUEHUS [JisI YYACTHUKOB BCEX
IPYIIl  SIBJSIZIOCH HAJUYMe MOAIMUCAHHOTO UHMOP-
MHUPOBAHHOTO COTJIACUSI Ha YdYacTHe B HCCJIEeI0Ba-
Hun. /lMarHo3 «XOJIAHTMOKAPIMHOMA»  BBICTABJIS-
JIU Ha OCHOBAHWU PE3YJbTATOB TUCTOJOTUIECKOTO
U/ W THCTOXUMHYECKOTO HUCCJIEOBaHUST OUONCHI-
HOTO WJHU MOCTOIEPAIMOHHOTO MaTepuaja IedeHH
B cooTBercTBUM cO caeayoinmmu kogamu MKB-10:
C22.1 — pak BHYTPUIIEYEHOYHOTO >KETYHOTO IPO-
toka; C24 — 310KauecTBEHHOE HOBOOOpPAa30BaHWeE
JIPYTUX W HEYTOUYHEHHBIX YacTeil JKeJIeBBIBOJSIIIX

nyreit; C24.0 — 370KavecTBEHHOE HOBOOOpA30BaHME

BHEMIEYECHOTHOTO >KeTIHOTO mpoTroka; C24.9 — 3mo-
KavyeCcTBEHHOE HOBOOOPA30BaHWE JKEMUHBIX TyTell He-
YTOYHEHHOE.

Nupasuio O. felineus panarHOCTHPOBAIN TIPHU TO-
JIOKUTEJBHOM  Pe3yJIbTaTe TMapasuTOJOTHIECKOTO WC-
caenoBanus (MUKPOCKONHUS JBYX 06PasIoB CTyJa C M-
MOJIb30BaHMEM KOHIEeHTpaTtopoB «Parasep» («DiaSys
Ltd», BemukoGpuranus)).

Hammune nepuayxrambHoro dubposa 1—2-ii cre-
MeHN MOATBEp:K/aau npu nposejgedun Y 3U renaro-
OWJIMAapHOI CHCTEMBI ¢ UCITOJIb30BaHNEM MOOUTIHBHOTO
yJAbTPA3BYKOBOIO CKAHHEPA BBICOKOTO pasperieHust
(«Mindray M7», «Shenzhen Mindray Bio-Medical
Electronics Co, Ltd», KHP) B cooTBeTcTBUH C IIPO-
TOKOJIOM, TIPE/IJIOSKEHHBIM B paMKaX paHee MpPOBe/leH-
ubix B IOro-Bocrounoii Asun snneMuoornyecKknx
uccaenoBanuii onucropxosa [19]. OnenuBanuch pas-
Mepbl IeyeHH, CTPYKTYpPHble 0COOEHHOCTH MapeHXu-
MBI Treuenn (9XONpU3HAKK NepUAyKTantbHOTO (Gubpo-
3a: yBeJUYeHIe ePUIIOPTAIbHON 9X0reHHOCTH 6osiee
3 MM BOKPYT BHYTPHUIIEYEHOUYHBIX JKEIUHBIX IIPOTO-
KOB BTOPOTO IOPS/IKA; & TaKyKe pacIIupeHue 1 yToJ-
HIEHNE CTEHKM JKETIHBIX MPOTOKOB).

Buoxumuveckoe uccienoBaHie CbIBOPOTKH KpPO-
BU TPOBOJWIN Ha 0asze IMEHTPATbHON KJINHUKO-IHA-
rHocTuyeckoit maboparopun Cu6I'MY ¢ momoribio
aBTOMATHYECKOTO  OHMOXMUMHYECKOTO  aHAJU3aTOpa
ARCHITECT ¢4000 («Abbots, CIIIA) ¢ kommuye-
CTBEHHBIM OIpe/IeJIeHneM CJIeyIONNX MapaMeTpoB:
acmmapraramunorpancgepasa (ACT); asaHumHAMHHO-
tpancdepasa (AJIT); o6muii, psaMoil n HenpaAMoit
6mupy6uH; o6l 6e0K aabOyMuH, 00Nl X0oJ1ecTe-
POJI; JMIONPOTENHBI BBICOKOI maotHoctr (JIIIBIL);
JIMIIONPOTenHbl HU3KOH miaoraoctu (JIITHIT); tpu-
TJIUIEPU/IbI; MOYEBHUHA; TaMMa-TJIyTaMUJITPAHCIIEITH-
npasa (I'TT); menounas ¢ocdarasza (ID), raokosa
(«DiaSys Diagnostic Systems GmbH», TepmaHust).
VsmepeHre KOHIIEHTpAIIMU JlaKTata B CbIBOPOT-
Ke KPOBU MPOBOJMIOCH MPHU TOMOIIM aHAJIU3aTOpa
Biosen C-line ¢ ucnosb3oBaHneM BCTPOEHHOTO YHII-
cencopa («EKF-diagnostic GmbH», Tepmanmus).

VMMyHosIOTHYECKHE METO/bI OIpe/ieJieHUsl B Chbi-
BOPOTKE KPOBU YPOBHSI IUTOKUHA TPAHCPOPMUPYIO-
umii daxrop pocra Gera 1 (TGF-B1), a rakxke oH-
xomapkepoB CA 19-9 m CYFRA 21-1 mposoauan
METO/IOM MMMYHO(hEPMEHTHOrO aHAJAN3A C UCIOJIb30-
BanmeM HaGopoB OO0 «Xema» (Poccuss) n «Cloud-
Clone Corp.» (CIITA).

CrarucTudecKuii  aHajJnu3  JAHHBIX  [POBOJU-
JIN C WCIOJb30BAHMEM $I3bIKA I[POrPAMMUPOBAHUS
R Bepcum 3.6.1. [lng olleHKM MEXTPYNNOBBIX pas-
JINYUN 110 M3MEPEHHDBIM IapaMeTpaM HCIIOIb30BAIN
kpurepuii Kpackena — Yomammca n tect ManHa —
Yutau — DBuikokcona B ciy4ae OTCYTCTBUS HOP-
MajabHOTO pacnpezaenaenuss au6o ANOVA u t-tect
CrpiofieHTa TpU HAJINYUN HOPMAJIBHOTO paclpe-
nenerusi. MeToabl peasn30BaHbl B makere «statss
(R Core Team, 2019). IIposepky pacupe/ejaeHuii
napaMeTpoB HAa COOTBETCTBUE HOPMAJIbLHOMY 3aKOHY
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OCYIIECTBJISLTH ¢ UCTIOIb30BaHeM Kputepust [lanupo
— VYunka. B3auMocBs3u omnpenenssin ¢ UCHOTb30Ba-
HueM paHroBoil Koppessaiun CrinpMeHa, peaan3oBaH-
Hoit B makere «psych» (R package version 1.9.12).
Kareropuasibabie IepeMeHHbIe CPaBHUBAJIUCH C T0-
Mortbio y? kpurepust [Tupcona.

Jlis Bu3yanmusanuu  UCHOJB30BAIU  TTAKET
«ggplot2» (2016). JomomuurenbHas naeHTH(MIKAIILSL
(akTOpoB, ACCONUUPOBAHHBIX C IEPUAYKTAIbHBIM
¢pubpo3oM, TPOBOANTACH C MCIOJTH30BAHIEM METO/1a
Boruta. /lannblil MeTO/{ OCHOBAH Ha HCIIOJIb30BAHUU
QJITOPUTMA CJAyYaiiHOro Jieca sl KJaaccupuKainum
HaOTI0/IEHUI IO U3MEPEHHDBIM MTapaMeTpaM B COOTBET-
CTBUU C 3aJaHHON rpynnuposkoii (1o mammumio XK,
nepupykranbHoro ¢Gubposa, unsasuu O. felineus)
U Tocjeyfonieil OleHKe Ba)KHOCTH KayKIOTO U3 Ma-
pameTpoB s kiaccuduraruu [20].

Pe3yabTaTbl

B wuccnenosanme Briaovyenbl 119  yuyacTHUKOB:
53,0 % — myskumHbl; Bozpact — 18—87 ser, cpeaauii

Bo3pact — 53,1 = 1,6 roga. I'pynnbl 6bH conocra-
BUMBI 110 TIOJIy 1 Bo3pacty. [lemorpadudeckast u Kin-
HUYECKash XapaKTEePUCTUKU HCCIeAYeMOil BbIGOPKHU
npexacTaBienbl B tabuuie 1.

B rpynmax cpasuenus (rpymmsl 1—3) GbLia oie-
HEeHa CPeHss HHTEHCUBHOCTh WHBA3WH, OHA COCTABU-
ga 1284,1 £ 655,6; 2083,3 £ 760,5 u 865,6 + 406,3
giina reapmunTa B 1 T Kama coorBercTBento (tabor. 1).

Pesysbrarhl POJEMOHCTPUPOBAIN, YTO y 6O0JIb-
nbix XK na ¢one onmmecropxosa (rpynma 1) npenmymnie-
CTBEHHO BCTPEYAHCH TAKNE CUMIITOMBI, KaK JKeJTyXa,
aboMuHaTbHAS 00Jib, TemaToMerayus, OGOJe3HEH-
HOCTD MEeYeHU MPH IMaJbIAIUH, [Ty3bIPHbIE CUMIITOMBI.
Bo/bIIMHCTBO HAIMEHTOB, CTPAJAIONINX WHBA3Hel
O. felineus (rpynmer 1, 2 u 3), uMenn KJIuHUYE-
CKH BBIpakeHHYIO (opMy Gose3nn. Hambosee gacto
BCTPEYAIONIMMUCS CUMIITOMAME Y YYaCTHUKOB UCCJIe-
JIOBAHUS SIBJSLIMCH GOJIb B JKHBOTE, B3yTHE, MOJIO-
JKUTeJIbHbIE My3bIpHble cuMnToMbl Kepa u OprHepa,
6OJIE3HEHHOCTD MEYEHN IIPH TTAJbIAIII, relaToMera-
s (tabm. 2).

Tab6auua 1. [Iemorpadudeckiie 1 KINHIUYECKNE XAPAKTEPUCTUKHI UCCIETYEMBIX TPYTITT
Table 1. Demographic and clinical characteristics of the study groups

Ilokazarenr / Parameter Ig?’:;; ; Ig)g;sg 13)3;;;;3 I‘GP%H;; j p
[lemorpacdmnueckne xapakrepuctuku / Demographic characteristics
ggga:r(?;)(%)
syl /e, SGy | eGas | ware | 13060 | p>oos
Bospacrt, mer
Age, years 630422 | 541424 | 489+35 | 48+34 | p>005
95% IV / 95 % CI 8,6—15,4 11,4—18,4 15,03—25,6 | 14,9-25,2
dusukanpHoe uccaenosanue / Physical examination
Jluxopazaxka, n (%) P, > 0,05
gj’}e’ye’; % 1(4,2) 2 (5,6) 1(3,4) B P> 0,05
Her / no 23 (95,8) 34 (94,4) 28 (96,7) p, . > 0,05
Kenryxa, n (%)
£Zu/nc;zecse, n(%) 7 (29,2) 1(2,8) . _ P, <0,05
T /e 17 (70,8) 35(97,2)
Bosb B xusore, n (%) P, <0,05
ﬁf@ozﬁgﬂ pain, n (%) 12 (50,0) 12 (33,3) 1 (3,4) _ Piy < 0,05
Her / no 12 (50,0) 36 (66,7) 28 (96,7) p, . < 0,05
Banyrne sxnsotra, n (%) P, <0,05
féo?t;;g, n(%) 2(8,3) 12 (33,3) 1(3,4) 3(10,0) | p,,<0,05
ha/ yes 22 (91,7) 24 (66,7) 29 (96,6) | 27 (90,0) 5 <005
[TososxuTenbHbIE 1Ty 3bIpHbI€
cumnrtombl, n (%)
Gositive signs of gallbladder 1200 | 2656 _ P <005
xa / yes 12 (50,0) 34 (94,4)
Her / 1o
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HIpoodonxenue mabauya 1. [emorpadideckne n KINHIYECKNE XaPAKTEPUCTIKH UCCIELyEMBIX TPYIII
Continuation of Table 1. Demographic and clinical characteristics of the study groups

Mukpockonust o6pasnos crymaa / Microscopy of stool samples

MHTEeHCUBHOCTD MHBA3UH

O. felineus (s B 1 T crTyna)
Intensity of O. felineus infesta- | 1284,1 + 655,6 | 2083,3 + 760,5| 865,6 + 406,3 _ > 0.05
tion (eggs per 1 g of stool) 1858,8—4004,2 | 3639,1—5894,6 | 1466,2—2723,5 P ’
M +m
95% AU / 95 % CI

YbTpasByKoBoe HCCae0BaHNe renatobmmapHoit cucrembl / Ultrasound examination of the hepatobiliary system
Pacimpenune >KeT4HbIX IPOTOKOB, <0.05
n (%) ) Py )

<
Jll)azl?t;(;isi of bile ducts, n (%) 13 (54.2) 3(8.3) 2 (6.9) - P, < 0,05
ot Smo 11 (42,8) 33 (91,7) 27 (93,1) P, < 0,05
Yrommenne, HEPOBHbBIE CTEHKH
SKEUHBIX MPOTOKOB, 1 (%) P, < 0,05
Thickened, uneven walls of bile <0.05
ducts, n (%) 10 (41,7) 4 (11,1) 1(3,4) 1@ | T
/ yes ) ) ) y

ﬁ;}T P 14 (58,3) 32 (88,9) 28 (96,6) 29 (96,7) | p,, <0,05
[epuaykranbublii hpuépos, n (%)
Periductal fibrosis, n (%) <005
na / yes 18 (75,0) 36 (100) _ _ Py )
ner / no 6 (25,0) 0 (0)

Hpumeuanue: M + m — cpeanee + cranmaptHas ommoOka; 95 % [ — 95 %-Hblil JOBEpUTETbHBIN HHTEPBAI;

I1ax IIpu II0IIapHOM CpPaBHEHUH, P, —

rpynn 2 u 3; p, , — upu cpasenuu rpynn 1 u 4; p, . —

npu cpapienuu rpynn 1 u 2; p, o —

* — BO BCEX Ipyl-

npu cpapiennu rpynn 1 u 3; p, , — 1pu cpaBHEeHHI

IIpU CPaBHEHUU IPynm 2 1 4.

Note: M + m — mean * standard error; 95 % CI — 95 % confidence interval; * — in all groups for pairwise comparison, p, , —

for comparison of groups 1 and 2; p, , —
comparing groups 1 and 4; p, ,

[To pesyabratam Y 3U renaro6unuaphoii cucre-
MBI TefaToMerajus, HOBOOODA30BaHUS B IE€YECHH,
YTOJIIIEHNe U HEePOBHOCTb CTEHKU JKEJTYHOTO ITy3bi-
psi, XOJIeJUTHA3, MEPUAYKTATbHBIH (HUOPO3, a Tak-
JKe pacliipeHne W CTPYKTypHblE H3MEHEHUs >Kesd-
HBIX TIPOTOKOB BCTPEYATHMCH CTATUCTHUYECKHU 3HAYMMO
Bbime B rpymie 1. ITamuwenTsr u3 rpymmbr 2 Takxke
3HAUYMMO Yallle MMEeJN yBeJTMYeHNe TIeYeHN U MaTOJIO-
ruio skesrdeBbiBosNX myTeil (p < 0,05). Hannuwe
o6pa3oBaHuil B revyeHu ObLIO BepUDUITMPOBAHO Me-
TOJIAMU KOMIIBIOTEPHOI 1/ W MarHUTHO-PE30HAHC-
HOI ToMorpaduu BCeM Y4yacTHUKAM U3 TPymibl 1
(rabn. 1).

B xome wuccieoBaHUs TaKKe OIEHWIM YPOBEHD
6uoxumnueckux Mapkepos (makrar, ACT, AJIT,
ITT, menounas docdarasa, TIOK03a, TPAMON U He-
npamoii 6unupy6un, JIIIBIL, JITIHII, tpurauiepu-
JIbI, OOIIUIT XOJIeCTepOoJI, MOYEBMHA U OOMINH GEJIOK),
a Takke uMMyHoJormuecknx Mapkepos (TGF-p1)
n onkomapkepo (CA 19-9, CYFRA 21-1) B o6pas-
1[aX CBIBOPOTKU KPOBHU, IOJYYEHHBIX OT OOJBHBIX
uuBasueir O. felineus, nmeonmx XK u mepuayk-
tanbubiii ¢pu6pos (rpymmbr 1 1 2 COOTBETCTBEHHO)
n 6e3 takopbix (rpynma 3), HEMHBa3MPOBAHHBIX WH-
JIUBUJIOB 0e3 3JI0KauecTBEHHBIX HOBOOOpPa30BaHUI
(rpymma 4). Y nanmentos ¢ XK na ¢one nnBasum
O. felineus yposuu menounoit ocdaraspr, mpsiMoro
6mmupy6una, ACT u T/0K03bI ObLTH 3HAYUMO BbIIIIE

when comparing groups 1 and 3; p, , —

when comparing groups 2 and 3; p, , — when

— when comparing groups 2 and 4.

[0 CPaBHEHWIO C JPYTUMH TPYNIAMH ITIPU HAPHOM
cpasennu (p < 0,01). Pesysbrarhl HMCC/IeA0BAHUS
06pasIoB ChIBOPOTKU KPOBU IPE/CTABIEHbI B TabJIN-
mnax 2—3.

O1leHka B3auMOCBSI3U  MEXKIY OCOOEHHOCTSIMU
CTPYKTYPbBI TI€YEHU [0 Ppe3yJbTataM YJbTPa3BYyKO-
BOro wuccaenoBanus  (HaJau4me  ONUCTOPXO3-acco-
IIUUPOBAHHOTO MHEPUAYKTaIbHOrO (ubposza 1—2-i
CTEIIeHW) U WU3MEHEHUSIMU OGUOXUMHUYECKUX, UMMY-
HOJIOTUYECKUX TIaPaMeTPOB U COJEPIKAHUS OHKOMAap-
KepOB B CBHIBOPDOTKE y TAlUEHTOB HA (DOHE MHBA3UH
O. felineus mnpogeMOHCTPUPOBAa, YTO YPOBEHb
CA 19-9 B rpynne naruentoB ¢ XK 6bl1 3HaunMo
BBIIIE TI0 CPABHEHUIO C TAIMEHTAMU JIPYTUX TPYIII
(p < 0,01). B rpynnax 2—4 3Ha4MMbIX PasINIUi
10 yYPOBHIO HUCCJEyeMbIX OHKOMAapKEpPOB IOJYYEHO
He ObLIO.

Busyammusupytonuii  MeTos ¢ HMCIOJb30BaHU-
eM makera <«ggplot2» (puc.) mokasan, uTO H3MeHe-
HUS YPOBHEH Takux OMOXUMUYECKUX TIOKasaresei,
Kak 1enounas Qocdaraza, npamoit OuaupyoOuH,
ACT, rtmokosa, a Takxke onkoMmapkepa CA 19-9
B KOMILJIEKCE SIBJISTIOTCSI 3HAYUMBIMU IIPEAUKTOPAMHE
nepuaAyKTagabHoro ¢puéposa nedyeHn Ha (GoHE XPOHU-
uyeckoil wuBasuu O. felineus y HacejeHUs] dHIAEMUY-
HbIxX pernonos (p < 0,01).

Ha ocu a6ciuce npusenenbl usMmepenHbie dak-
TOPbBI, Ha KOTOPBIX MNPOBOJWIACH KJaacCupUKAIUS
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Ta6auya 2. Pesynbrarsl onpeenenns GMOXUMIYECKUX MOKasaTelieii B ucceayeMpix rpyrmax, Me (Q1; Q3)*
Table 2. Results of determination of biochemical parameters in the study groups, Me (Q1; Q3)*

Tpymna 1 / Tpymma 2 / Tpymna 3 / ITpymmna 4 /
Tokazatear / Parameter Group { Group 2 Group 3 Group 4
(CCA+ OPI+) (PF+ OPI+) (PF— OPI+) (PF— OPI-)
ACT, En./n } : . .
AST, U/L 42,5 (30; 78,5) 19,0 (15; 23,5) 16,5 (14,0; 31,3) 19,0 (14,0; 31,3)
AJIT, Exn./n . ) . .
ALT, U/L 23,5(9,5; 57,5) | 9,5(6,0;17,8) | 10,0 (6,0; 17,0) | 10,0 (6,0; 19,0)
Bunmpy6us o6, MKMOJIb,/ 11 . . . .
Total bilirubin, umol/L 16,5 (6,8; 77,4) 5,2(3,2; 9,4) 7,3 (3,8; 12,4) 10,1 (1,9; 15,4)
BumpyGutt IDAMOf, MIGIOML/ 1|5 3 (9 6:39.3) | 2,4 (1,9; 3,1) 2,6 (1,9;3,6) | 235(1,8;3,8)

Direct bilirubin, umol/L

O6muit 6es0K, /71
Total protein, g/L

Anp6ymuH, T/ 71

70,0 (59,8; 78,3) | 80,0 (75,0; 84,0) | 80,0 (72,5; 83,0) | 75,5 (69,9; 80,9)

i 33,5 (28; 43) | 45,0 (20,7; 48,0) | 47,0 (43,0; 48,5) | 46,0 (14,1; 48,5)
Qi xTecTepom MMOTE/T | 4,939 5,7) 54 (46,57 | 464,254 | 423550
g%le:[;nl\;lnlv([)(;gl}l/ﬂ 0,9 (0,6: 1,3) 1,3(1,1; 1,7) 1,3 (1,2; 1,8) 1,4 (1,0; 1,8)
%fgfl%‘;ﬁl?;eﬂ;ﬂﬁl‘%}]}i/ﬂ 1,3(0,9; 1,6) 1,0 (0,7; 1,6) 0,9 (0,7; 1,2) 0,6 (0,4; 0,9)
l‘l}f:fj‘n‘{n%;}“zom/ﬂ 4,9 (4,2; 8,9) 5.1 (3,9; 6,6) 3,9(3,2;5,7) 4,5 (4,2; 4,8)
T 250,5 (144,0; 715,5) | 20,0 (16,0; 29,0) | 22,0 (13,3; 60,0) | 14,0 (11,8; 30,3)
o 216,0 (145,5; 429,0) | 75,0 (65,0; 95,0) | 70,0 (47,8; 80,0) | 66,0 (54,0; 79,0)

[10K03a, MMOJIb/ JI

Lactate, mmol /L

e — 5,6 (4,9; 7,2) 4,8 (4,1; 5,2) 4,5 (4,2; 4,9) 4,8 (4,0; 7,6)
JlakTaT, MMOJIb,/ I 3,1 (2,5; 3,5) 4,2 (3,0; 5,5) 4,05 (2,6; 5,5) 4,1 (2,6; 5,2)

ITpumeuanue: *

— JaHHble TpeacTasiennl B Buge Meauanbl (Me), sepxuero (Q7) u nmxknero (Q3) ksapruseir; CCA — xonan-
ruokapuunoma, OPT — unBasus O. felineus; PF — nepuaykrambupiii pu6pos; ACT — acnapraramunorpancgepasa; AJIT — asa-
HuHaMuHTOTpaHchepasa; JIIIBII — munonporennst Bbicokoil miaotHoctn; [TT — ramma-rnyramuiarpancdepasa; D — miesounas
docdarasza; «—» Wi «+» — HaJINYNE WK OTCYTCTBIE MPU3HAKA.
Note: * — data are presented as median (Me), upper (Q7) and lower (Q3) quartiles; CCA — cholangiocarcinoma; OPI —
O. felineus infection; PF — periductal fibrosis; AST — aspartate aminotransferase; ALT — alanine aminotransferase; HDL — high
density lipoproteins; GGT — gamma glutamyl transpeptidase; ALP — alkaline phosphatase; “—” or “+” — presence or absence of a sign.
Tabauua 3. Pesysbrarol orpe/ieieHrsi UMMYHOJIOTHYECKUX 1 OHKOMapKepoB MetozioM VMDA B uceemyeMbix
rpymax, Me (Q1; Q3)*
Table 3. Results of determination of immunological and tumor markers by ELISA in the study groups,

Me (O1; O3)*

ITpymma 1 / IT'pymna 2 / IT'pyma 3 / Tpymna 4 /
Tokazarean / Group 1 Group 2 Group 3 Group 4
Parameter
(CCA+ OPI+) (PF+ OPI+) (PF— OPI+) (PF—- OPI-)

TGF-p1, ir/Ma /

pg/mL 573,0 (308,3; 783,0) | 498,0 (262,5; 649,5) | 498,0 (349,5; 675,0) | 507,0 (351,8; 669,8)
CA 199, Ex/n /| 3 3(14,8, 240,00 | 8,4 (4,15 12,1) 6,0 (3,6; 12,8) 8,0 (5,0; 16,5)
CYFRA 21-1, ar/mn / ) : : .

o/l 2,0 (0,9; 3,8) 0,9 (0,5; 2,1) 0,9 (0,8; 1,8) 0,9 (0,3; 1,7)

ITpumeuanue: * — nannble pejcTaBIenbl B Buze Meauanbl (Me), Bepxuero (Q1) u nusknero (Q3) kpapruneii; CCA — xonmaHruo-
kapuuuoma, OPI — unBasus O. felineus; PF — nepupykranbhbiii puopo3; «—» WK «+» — HAJINYKHE WK OTCYTCTBUE MPU3HAKA;
TGF-p1 — tpancdopmupytomuii ¢pakrop pocra 6era 1; CA 19-9, CYFRA 21-1 — oHKOMapKepsbl.

Note: * — data are presented as median (Me), upper (Q7) and lower (Q3) quartiles; CCA — cholangiocarcinoma; OPI —
O. felineus invasion; PF — periductal fibrosis; “—” or “+” — presence or absence of a sign; TGF-p1 — transforming growth
factor beta 1; CA 19-9, CYFRA 21-1 — oncomarkers.
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Importance

o6wwit
6enok TGFbl CYFRA

6unupy6bun

6unupybun
CA19-9 L@ rmokosa ACT  npamoi

o6wmin

n - nakrar AJIT MoueBMHa

shadowMean shadowMean shadowMean

attnbutes

Pucynox. OreHka napaMeTpa Ba)KHOCTH OGMOXUMHUYECKHUX TIOKa3aTeseil M OHKOMApKepOB IS MPEICKA3aHMs O~
CTOPX03-aCCOIMMPOBAHHOTO TMepuayKranbioro ¢pubposa (¢ ncnosbsosanueM naxkera <«ggplot2»); AJIT — ananun-
ammunorpancdepasa, ACT — acnaprarammnorpancdepasa, D — menouynas ocdaraza, TGF-p1 — rpancdopmu-
pytomuit ¢paxrop pocra 6era 1; CA 19-9, CYFRA 21-1 — onxomapkepbl

Figure. Estimation of the importance parameter of biochemical parameters and tumor markers for predicting
opisthorchiasis-associated periductal fibrosis (using the ggplot2 package); ALP — alkaline phosphatase; ALP —
alkaline phosphatase; ALT — alanine aminotransferase; AST — aspartate aminotransferase; TGF-p1 — transforming

22

growth factor beta 1; CA 19-9, CYFRA 21-1 — oncomarkers

HAIMEHTOB 1O KJIMHUYECKUM TPYIIaM, CpeAu HUX
shadowMin, shadowMean n shadowMax — wuckyc-
CTBEHHBbIEe (DaKTOPBI, HCIOJb3yeMble /IS OLEHKH JI0-
CTOBEPHOCTH BA)KHOCTH, HA OCH OPJAMHAT TIPHUBE/EHA
BAXKHOCTb KaXJ0ro ¢akropa JJsi KaacCupuKaImy.
3eJIeHBIM IIBETOM OTMEYeHbI (PaKTOPDI, [JIS KOTOPBIX
BaskHOCTD 3HaunMo (p < 0,05) mpeBbiana BasKHOCTD
MCKYCCTBEHHBIX (DAKTOPOB, BBEJICHHBIX B MO/IEJ]b;
CHHUM IIBETOM OTMEYeHbl MCKYCCTBEHHBbIe (haKTOPDI;
KPACHBIM U JKEJITBIM IIBETOM — (DAKTOPBI C BASKHO-
CTBIO HIDKE WM PaBHON MCKYCCTBEHHBIM (PaKTOpaM.

[Ipn ananmse acconmanuu MeK1y YPOBHEM JIaK-
tTata ¥ OUOXMMHYECKUX [OKasaresell, WMMYHOJO-
THYeCKIX, OHKOJIOTHYECKHX MapKepOB B CBHIBOPOT-
Ke KpOBM ¥ WHTeHCHBHOCTBIO muBazum O. felineus
YCTaHOBJIEHO, YTO B IPYyIe HAIMEHTOB C WHBa3uel
O. felineus, ocnoxHeHHON MEPUAYKTATBHBIM (HuGpo-
30M, UMeeTCs TEHAEHINS K CHIDKEHHWI0 OHKOMapKepa
CA 19-9 y y4gacTHHKOB ¢ 6ojiee BBICOKON MHTEHCHB-
nocroio unsasuu O. felineus (p = 0,05).

B pesysnbrate ImpOBEAEHHOTO FWCCJEIOBAHUS TOJIY-
YeHBbl NMIJIOTHBIE JaHHBIE O B3aNMOCBSI3U YJIbTPACOHO-
METPUYECKUX MPHU3HAKOB TIOBBINIEHUS MEPUTIOPTATb-
HOH U TepuyKTaJIbHON 3XOT€HHOCTU C yBeJIUYeHUeM
6uoxuMuuecknx Tokasatesneil (imenounas ¢ocdarasa,

npsvoit 6umupy6un, ACT, Tmokosa) m OHKOMapkepa
CA 19-9, KoTOpble MOTYT CJIYXKUTb PAaHHUMH MapKe-
paMH  3JI0KQYeCTBEHHON TpaHC(OpMAIIN NepUayK-
tasbHOro (hubpo3a Ha (oHEe XPOHUYECKO WHBA3UU
O. felineus y naceseHunst SHAEMIYHBIX PETHOHOB.

O6cy:kaenne

[Tpo6iema 3abosieBanuii renaToONJINAPHON CUCTeE-
MBI, ACCOIMUPOBAHHBIX C XPOHUYECKUM OMUCTOPXO-
30M, OCTAETCsI MO-TIPEKHEMY AKTYaJTbHOU B JHIEMUY-
ubix o waBasun O. felineus permonax Poccuiickoii
Depnepanuu [4, 5, 14—16].

B macrositiee BpeMsi mosiBiisieTcst Bce GOJIbIIIE IIU-
JIEMUOJIOTHYECKUX [TOKA3ATEJNbCTB B II0JIb3Y KAHIEPO-
rennoctu tpemartojbl O. felineus, urpatworieil posb
B pas3BuTHM nepuaykraibHoro ¢pubposa u XK [4, 5,
11, 16].

XK saBasercst onuuM u3 Hanbosee HeOGJIATONPUSIT-
HBIX [0 TIPOTHO3Y 3J0KAYeCTBEHHBIM HOBOOODPA30Ba-
HUEM BBUY [JTUTETHHOTO GECCUMITOMHOTO TeYeHUs,
PE3UCTEHTHOCTH K TEPAINH U BBICOKOII JIETATBHOCTHIO
[8]. B cBsA3u ¢ BblllleCKa3aHHBIM TIPE/ICTABJISIET WH-
Tepec MOUCK COBPEMEHHDBIX METOJOB [OKJIMHUYIECKON
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JINAarHOCTUKY  TIepulyKTasibHoro ¢gubépo3a mnevyeHu
n XK y HaceseHus 9HIEMUYHDBIX PETHOHOB.

[ qnarnoctuku XK MCHoOIb3yi0TCsT METO/IBI YJIb-
Tpa3ByKoBoil anmarnoctuku, a Takke KT m MPT ¢ kon-
TPACTHPOBAHUEM, KOTOPbBIE 11eJ1eCOO06PA3HBI [IJIsT yTOU-
HEHWS [MAarHo03a, HO He MOTYT ObITh HCIOJb30BAHDI
JUUTST CKDUHUHTA B CHJIY BBICOKOW CTOMMOCTH, [[JTHTENb-
HOCTH TPOIEyPhl, HATPY3KN HA OPTaHU3M TallMeHTa
1 BO3MOXXHBIX TIPOTHBOIIOKa3aHuii. B To ke BpeMms
UCTIOJTh3yeMble Ha JAHHBI MOMEHT JUATHOCTHYECKUE
TECTBI HA OILEHKY YPOBHSI OHKOMApKePOB He 06/1a/1ai0T
JIOCTATOYHOM YyBCTBUTEIBHOCTBIO U CHENU(PUIHOCTBIO,
HO B COBOKYITHOCTH C [ONOJHHUTEJIbHBIMUH OUOXUMU-
YeCKUMHU TTapaMeTpaMu KPOBHU, BO3MOKHO, MO3BOJIST
OIIEHUTb CTA/IMI0 MeYeHOYHOro Gmubpo3a Kak mpejpa-
KOBOTO COCTOSTHHSI, YTO MOXKET OBITb PEKOMEH]I0OBAHO
JUUIsI CKPUHIHTOBOTO HCCJIE/[OBAHUSI.

Tak, Hanbosee YyBCTBUTEIBHBIM U CHEU(PUIHBIM
mapkepoM XK saBnasiercst pakosbiii anturedn CA 19-
9: yBesmveHHe ero Co/epsKaHWsl B CBHIBOPOTKE BBIIIE
100 Ex./Mi MoskeT ObITb MCIIOJIb30BAHO AJS JAMArHO-
ctukn XK ¢ 9yBCTBUTEHHOCTBIO, 1O PA3JTMYHBIM JIaH-
HbIM, OT 72 10 97 % u cuenuduunocTbio 84—86 %
[21, 22]. TlpoBenenHoe Hamu HCCJeOBaHUE TOKa3a-
70, yrto ypoBenb CA 19-9 B cbIBOpoTKe KpOBH Tia-
muerToB ¢ XK u onmucTopxo30oM OblJI 3HAYUMO BBIIIE
[0 CPAaBHEHMIO C IMAI[MeHTaM¥, WH(PUIMPOBAHHBIMU
O. felineus, nmelonmMu mnepuayKTaibubiii Guépos,
1 KOHTPOJbHOH rpymmoi (p < 0,01). 3HaunMbIx pas-
Jn4uil 110 JaHHOMY MapKepy B I'pyliiax 2—4 10/1y4eHo
He ObLTO, OJIHAKO B XO/Ie HACTOSIIEr0 HCCJeI0BAHUS
YCTAHOBJIEHO, YTO M3MEHEHUE YPOBHS OMOXUMUYECKITX
nokasareneii (memnounas Qocdarasza, npamoii Guin-
py6un, ACT, rmokosa), a takxke oHkomapkepa CA
19-9 B KoOMILIEKCe SBJSIOTCS 3HAYMMBIMU TTPEINKTO-
pamu nepuykTanbHoro Gpubposa nevern (p < 0,05).

B mocientee BpeMsi TakKe NPeJCTABSIET aKTy-
AJbHOCTD M3yYeHUe JUATHOCTHYECKOTO 3HAUYEHUS
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Role of Serum and Ultrasonometric Markers

in the Early Diagnosis of Malignant
Transformation of Periductal Liver Fibrosis

in Patients with Opisthorchis Felineus Infection

Anna E. Kovshirina', Olga S. Fedorova'®, Yulia V. Kovshirina?, Vyacheslav A. Petrov!

" Siberian State Medical University, Tomsk, Russian Federation
2 Central Research Institute for Organization and Informatization of Health Care, Moscow, Russian Federation

Aim: to study the role of serum and ultrasonometric markers in the early diagnosis of malignant transformation
of periductal fibrosis of the liver during the formation of cholangiocarcinoma against the background of chronic inva-
sion of Opisthorchis felineus, in the population of endemic regions.

Methods. A comprehensive one-stage comparative study was conducted in a case-control design, using the as-
sessment of biochemical parameters (lactate, alanine aminotransferase, aspartate aminotransferase, gamma-glu-
tamyl transpeptidase, alkaline phosphatase, glucose, direct and indirect bilirubin, high-density lipoproteins and
low-density lipoproteins, triglycerides, urea and total protein), immunological parameters (transforming growth fac-
tor beta) and tumor markers (CA 19-9, CYFRA 21-1) in blood serum samples obtained from patients with O. felineus
infection, with and without periductal fibrosis, O. felineus-infected patients with cholangiocarcinoma and represen-
tatives of control groups. During the analytical stage, the relationship between the structural features of the liver ac-
cording to the results of ultrasound examination (presence of opisthorchiasis-associated periductal fibrosis), clinical
parameters, parasitological study data (infection intensity), and changes in biochemical, immunological parameters
and tumor markers in patients against the background of O. felineus infection was assessed. Statistical analysis was
performed using the R programming language (version 3.6.1).

Results. Evaluation of the relationship between the presence of ultrasound signs of stage 1-2 opisthorchiasis-asso-
ciated periductal fibrosis and changes in serum levels of the biochemical, immunologic parameters and oncomark-
ers in patients with O. felineus infection demonstrated that the levels of alkaline phosphatase, conjugated bilirubin,
AST, glucose and CA 19-9 oncomarker were significantly higher in the serum of patients in the group with cholangio-
carcinoma and opisthorchiasis (p < 0.01).

Conclusion. The first pilot data on the relationship between ultrasonometric signs of periductal liver fibrosis and
the increase of CA 19-9 oncomarker as well as biochemical parameters (alkaline phosphatase, direct bilirubin, as-
partate aminotransferase, glucose), which can be used for early diagnosis of malignant transformation of periductal
liver fibrosis with the formation of cholangiocarcinoma in O. felineus-infected population in endemic regions, were
obtained.

Keywords: cholangiocarcinoma, tumor markers, cancer, periductal fibrosis, lactate, biochemical markers, Opist-
horchis felineus infection, ultrasonography
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PoJib CbIBOPOTOYHbIX M YJILTPACOHOMETPUYECKUX MAapPKEPOB B paHHen
ANarHoCTuKe 3J10Ka4yecTBeHHOMN TpaHchopmauum nepuaykranbHoro pmuoposa
nedyeHu Ha ¢poHe uneBa3um Opisthorchis felineus
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Llenb nccnepoBaHus: N3y4nTb POJIb CbIBOPOTOUHbBIX U YIIbTPACOHOMETPUYECKNX MAPKEPOB B PaHHEN AMarHOCTuKe
3/10KQYeCTBEHHOV TpaHCHOpMaLMKN NeEPUAYKTaNbHOro Gpnbposa neveHr npy GopMmMpPOBAHUN XONAHTMOKAPLIMHOMbI
Ha PoHe XpoHuyeckon nHeasum Opisthorchis felineus y HaceneHns 3HAEMUYHbIX PEFTMOHOB.

MeToabl. [IpoBeOEeHO KOMMIEKCHOE OOHOMOMEHTHOE CPaBHUTENIbHOE UCCNefOoBaHWe B AM3aNHE «Cly4am-KOH-
TPOSb>» C UCMONb30BAHMEM OLIEHKM BMOXMMMNYECKMX NMapaMeTPOoB (1akTaT, anaHMHaMuHoTpaHcdepasa, acnaprar-
aMunHoTpaHcdepasa, ramma-ryramunTpaHcnenTnaasa, wenovHaa gocdarasa, roko3a, NPpaMor 1 HenpsMon
OUNMPYOUH, NMNOMPOTENHbLI BLICOKOW MAIOTHOCTU 1 JINMOMPOTENHbBI HA3KOM MIOTHOCTU, TPUINLEPUOLI, MOYEBMHA
1 obLwmii 6enoK), MMMYHONOIMYECKUX NMapamMeTpoB (TpaHchopMupyoLmii ¢pakTop pocTta 6eta 1) u oHKoOMapke-
poB (CA 19-9, CYFRA 21-1) B o6pa3sLiax CbIBOPOTKN KPOBU, MOJy4YEHHbIX OT B0/bHbIX MHBa3ueln O. felineus, nveio-
LMX NepuayKTanbHbIi GUOpPo3 n 6e3 TakoBOro, 60JIbHbIX XOIaHMMOKAPLIMHOMOW, Pa3BMBLUENCA Ha HOHE NHBA3UM
Opisthorchis felineus, n 60NbHbIX ONMUCTOPX030M, a TakXe NPeacTaBUTeNen rpynmbl KOHTPONS.

Pe3ynbraTtbl. OueHKka B3aMMOCBA3M MeXAy HaM4yMeM YbTPa3BYKOBbLIX MPU3HAKOB OMUCTOPX03-aCCOLMNPOBAH-
HOro NepuaykTanbHOro eubposa 1-2-ii cTeNneHn N N3MeHEeHUIMN BUOXMMUYECKNX, UMMYHOJIOFMYECKNX Napame-
TPOB 1 COAEP>XXaHNSA OHKOMAPKEPOB Y NaLMeHToB Ha poHe uHBasunm O. felineus NpoaeMOHCTPUPOBana, YTo YPOBHU
Leno4yHom pocdatasbl, NpsaMoro bunmpybuHa, ACT, rioko3bl 1 oHkoMmapkepa CA 19-9 6binv 3HAYMMO BbiLLE B Fpyr-
rne NauyeHTOB C XONIaHIMOKapPLUMHOMOM Ha OHE ONMCTOPX03a, YEM Y UCClieLyeMbIX FPynn C NepuayKTanbHbIM Gu-
Opo30oM Ha hoHe NHBa3UK 1 Be3 Hee, a Takke KoOHTponamu (p < 0,01).

BbiBOoAbl. BriepBbie nosiy4eHbl NUIOTHbIE AaHHbIE O B3aMMOCBSA3U YIbTPACOHOMETPUYECKUX MPU3HAKOB Nepuayk-
TanbHOro Gudpo3a NevYeHn 1 yBenmyeHns BMoxmmMmniecknx nokasarenen (LwwenoyHasa dpocdarasa, NpAMon dunmpy-
OuH, acnapTaTaMuHoTpaHcdepasa, MMKo3a), a TakkKe rnoBbilleHns oHkoMmapkepa CA 19-9, koTopble MOryT ObiTb
MCMNONb30BaHbl A1 PaHHEN ANArHOCTUKN 3/10KA4eCTBEHHOW TpaHchopMaLmm nepmuaykTanbHoro Grubposa neyveHun
¢ GOPMMPOBAHMEM XONTAHIMOKAPLMHOMbI Ha (pOHE XpPOHM4Yeckor nHeasum O. felineus y HaceneHns aHOEMUYHbIX
PErMOHOB.

KnioueBble cnoBa: xofaHrmokapLumHomMa, OHKOMapKepsbl, pak, NepuaykTanbHbii Grubpo3a, nakrar, 6uoxmMmyeckmne
MapKkepsbl, nHBaaus Opisthorchis felineus, ynstpacoHorpadus

duHaHcupoBaHUe: 1ccliegoBaHe BbIMOJIHEHO NpuY noaaepXke Poccninckoro Hay4yHoro ¢oHaa, rpaHT «M3meHe-
HVE MUKPOOMOThI KMLLIEYHUKA KaK PpakTop NMPOrpeccnpoBaHng nepuayktanbHoro epubposa v pa3BuUTUS XOaHTMo-
KapumHombl» (Ne 23-25-00432).

KoH®NUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOH(IMKTA UHTEPECOB.

Ana uutupoBanus: KoswwupuHa A.E., ®epoposa O.C., KoewwupuHa KO.B., MetpoB B.A. Ponb CbIBOPOTOYHBLIX U YNETPACOHOMETPU-
YECKMX MapKEpPOB B pPaHHEN AMArHOCTMKE 3N0KAYECTBEHHOW TpaHchopMaumm nepuayktasbHoro ¢opmbposa neveHn Ha GoHe WMHBa3WUu
Opisthorchis felineus. POCCUNCKMIA XypHan racTposHTeponornm, renaronorum, kononpokronorun. 2023;33(6):16-25. https://doi.org/
10.22416/1382-4376-2023-33-6-16-25

Introduction

Liver cancer is a socially significant pathol-
ogy in the world foci of human trematodiasis
[1—8]. Cholangiocellular carcinoma (cholan-
giocarcinoma, CCA) is one of the most unfa-
vorable malignant neoplasms in terms of prog-
nosis due to high mortality, the aggressiveness
of tumors, lack of specific symptoms, long as-
ymptomatic course and resistance to therapy
[9, 10].

At present there is enough epidemiologic
data confirming the correlation of CCA de-
velopment with hepatic trematodiasis, wide-
spread in Southeast Asia. Thus, trematodes
Opisthorchis viverrini (O. viverrini) and
Clonorchis sinensis (C. sinensis) are includ-
ed in the register of biological carcinogens of
group 1 with proven oncogenicity for humans
[11, 12].

In endemic regions of Russia, the study of
the problem of opisthorchiasis and associated
chronic diseases is of relevance, since the liver
trematode Opisthorchis felineus (O. felineus)

is the cause of chronic inflammatory process,
which is asymptomatic for a long time and
contributes to the development of periductal
fibrosis, predisposing to the development of
CCA [5, 13, 14]. Previously published epide-
miologic data demonstrated a significant asso-
ciation of O. felineus infection with liver fi-
brosis and CCA [15, 16].

Currently, no algorithms for early preclini-
cal diagnosis of CCA associated with chronic
infection of O. felineus have been developed
in the world, which leads to late verification
of the diagnosis, untimely treatment, and high
mortality [17, 18].

Conducting a study to develop new ap-
proaches to screening of oncologic diseases of
the hepatobiliary zone will improve early di-
agnosis of severe liver diseases, conduct time-
ly treatment of patients, contributing to im-
proved prognosis in this category of patients.

Thus, the aim of the study is to investigate
the role of serum and ultrasound markers in
early diagnosis of malignant transformation
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of periductal liver fibrosis in the formation
of cholangiocarcinoma in O. felineus-infected
population of the endemic regions.

Materials and methods

The study was performed on the basis of the
Siberian State Medical University (SibMed);
the protocol was approved by the Ethical
Committee of SibMed (conclusion No. 4815
of 20.06.2016). A one-stage comparative case-
control study was performed.

The study recruited participants of the pre-
viously conducted projects “Fundamental ap-
proaches to optimize the diagnosis and therapy
of natural-focal infection of Opisthorchis fel-
ineus in endemic regions” and “Identification
of new diagnostic markers for the development
of technologies for population screening of
trematodiasis” [14, 15]. The following study
groups of adult patients were formed:

— Group 1 — patients with histologically
verified CCA and opisthorchiasis (n = 24);

— Group 2 — patients with O. felineus in-
fection complicated by periductal fibrosis ac-
cording to ultrasound examination (US) of the
hepatobiliary system (n = 36);

— Group 3 — patients with O. felineus in-
fection and without periductal fibrosis accord-
ing to ultrasound of the hepatobiliary system
(n = 29);

— Group 4 — a control group consisting of
volunteers without O. felineus infection and
without clinically significant changes in the
hepatobiliary system (n = 30).

The inclusion criterion for participants in
all groups was the presence of signed informed
consent for participation in the study. The
diagnosis of “cholangiocarcinoma” was made
based on the results of histologic and/or histo-
chemical examination of biopsy or postopera-
tive liver material, according to the following
ICD-10 codes: C22.1 — cancer of the intrahe-
patic bile duct; C24 — malignant neoplasm
of other and unspecified parts of biliary tract;
C24.0 — malignant neoplasm of extrahepatic
bile duct; C24.9 — malignant neoplasm of bil-
iary tract unspecified.

O. felineus infection was diagnosed by a
positive result of parasitological examination
(microscopy of two stool samples using Parasep
concentrators (DiaSys Ltd., UK)).

The presence of periductal fibrosis of the
1—2nd degree was confirmed by ultrasound of

the hepatobiliary system using a high-resolu-
tion mobile ultrasound scanner (“Mindray M7”,
“Shenzhen Mindray Bio-Medical Electronics
Co., Ltd.”, China) in accordance with the
protocol proposed within the framework of
epidemiologic studies of opisthorchiasis previ-
ously conducted in Southeast Asia [19]. The
liver size and structural features of the liver
parenchyma (echo signs of periductal fibrosis:
increased periportal echogenicity of more than
3 mm around the intrahepatic bile ducts of the
second order; as well as dilation and thicken-
ing of the bile duct wall) were evaluated.

Biochemical study of blood serum was per-
formed at the central clinical and diagnos-
tic laboratory of SibMed using an automatic
biochemical analyzer ARCHITECT ¢4000
(“Abbot”, USA) with quantitative determina-
tion of the following parameters: aspartate ami-
notransferase (AST); alanine aminotransferase
(ALT); total, direct and indirect bilirubin;
total albumin, total cholesterol; high density
lipoproteins (HDL); low-density lipoproteins
(LDL); triglycerides; urea; gamma-glutamyl
transpeptidase (GGT); alkaline phosphatase
(ALP), glucose (“DiaSys Diagnostic Systems
GmbH”, Germany). Lactate concentration
in serum was measured using Biosen C-line
analyzer with built-in chip-sensor (“EKF-
diagnostic GmbH”, Germany).

Immunologic methods of determining the
level of cytokine transforming growth fac-
tor beta 1 (TGF-B1), as well as CA 19-9 and
CYFRA 21-1 oncomarkers in serum were per-
formed by enzyme immunoassay using Kkits
from Chema LLC (Russia) and Cloud-Clone
Corp. (USA).

Statistical analysis of the data was performed
using the R programming language version
3.6.1. To assess intergroup differences in the
measured parameters, the Kraskell — Wallis
test and the Mann — Whitney — Wilcoxon
test were used in the absence of normal dis-
tribution, or ANOVA and Student’s t-test
in the presence of normal distribution. The
methods were implemented in the stats pack-
age (R Core Team, 2019). The distributions
of parameters were checked for conformity to
the normal law using the Shapiro — Wilk cri-
terion. Relationships were determined using
Spearman rank correlation implemented in the
package “psych” (R package version 1.9.12).
Categorical variables were compared using
Pearson’s y? test.
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The “ggplot2” package (2016) was used
for visualization. Additional identification
of factors associated with periductal fibrosis
was performed using the Boruta method. This
method is based on the use of a random forest
algorithm to classify observations according to
the measured parameters in accordance with a
given grouping (by the presence of CCA, peri-
ductal fibrosis, O. felineus infection) and the
subsequent assessment of the importance of
each parameter for classification [20].

Results

One hundred and nineteen participants
were included in the study: 53.0 % were male;
age — 18—87 years; mean age — 53.1 £ 1.6
years. The groups were comparable by sex and
age. Demographic and clinical characteristics
of the study sample are presented in Table 1.

In the comparison groups (Groups 1—3), the
mean infection intensity was evaluated and it
was 1284.1 + 655.6, 2083.3 + 760.5 and 865.6
+ 406.3 helminth eggs in 1 g of stool, respec-
tively (Table 1).

The results demonstrated that the symptoms
such as jaundice, abdominal pain, hepatomeg-
aly, liver tenderness on palpation, and bladder
symptoms were predominantly found in CCA
patients with opisthorchiasis (Group 1). Most
of the patients suffering from O. felineus infec-
tion (Groups 1, 2 and 3) had clinically distinct
form of the disease. The most common symptoms
in the study participants were abdominal pain,
bloating, positive bladder symptoms of Ker and
Ortner, liver tenderness on palpation, and hepa-
tomegaly (Table 2).

According to the results of ultrasound of the
hepatobiliary system, hepatomegaly, neoplasms

Table 1. Demographic and clinical characteristics of the study groups
Tab6auua 1. [Iemorpadudeckiie 1 KINHIUYECKNE XAPAKTEPUCTUKHI UCCIETYEMBIX TPYTITT

Group 1 Group 2 Group 3 Group 4
Parameter / IToxazameas i) Ty Tpind | Bwmind P
Demographic characteristics / [emoepaguueckue xapakmepucmuxu

Gender.(n ()%)
Ion. n (%

o y 15 (62.5) 17 (47.2) 16 (55.2) 15 (50) .
g oo 9 (37.5) 19(528) | 20048 | 15G0) | p>005
Age. years
Bospacm. zem .
95 11 / 95 % CI 63.0 + 2.2 541 + 2.4 48.9 + 3.5 48 + 3.4 p>0.05
M/-/-Dj;[n S 8.6—15.4 11.4—18.4 15.03-25.6 14.9-25.2

Physical examination / @usuxaivnoe uccaredosanue
Fever. n (%) P, > 0.05
%’C}”’a"f"“' n (%) ) 2(5.6) L0 B P,y > 0.05
Ny et 3(95.8) 34 (94.4) 8 (96.7) b, . > 0.05
Jaundice. n (%)
;fefseﬂ/m ;a. n(%) 7 (29.2) 1(2.8) 3 B p,, <0.05
no / nem 17 (70.8) 35(97.2)
Abdominal pain. n g%) p,_, <0.05
bonw 6 :kusome. n (%
yes / da 12 (50.0) 12 (33.3) 1(3.4) 3 Pis < 0.05
no / nem 12 (50.0) 36 (66.7) 28 (96.7) p, ., < 0.05
Bloating. n (%) o p,_, <0.05
Bzoymue xusoma. n (%
yes e 2(8.3) 12 (33.3) 1(3.4) 3(10.0) | P23 <0.05
no / Hem 22 (91.7) 24 (66.7) 29 (96.6) 27 (90.0) <0.05
Pry =Y

Positive signs of gallbladder
disease. n (%)
Honoxumenvrvie nysvipHovie
cumnmonmvt. n (%) 12 (50.0) 9 (5.6) - - p,_, <0.05
yes / 0a 12 (50.0) 34 (94.4)
no / nem
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Continuation of Table 1. Demographic and clinical characteristics of the study groups
HIpoodonxenue mabauya 1. [emorpadirdeckne n KINHITYECKNE XaPAKTEPUCTIKH HUCCITELyEMBIX TPYIII

Microscopy of stool samples / Muxpockxonus 00pasyos cmyia
Intensity of O. felineus infesta-
tion (eggs per 1 g of stool)
Humencuenocmov uneasuu 1284.1 £ 655.6 | 2083.3 £ 760.5| 865.6 + 406.3 _ > 0.05°
O. felineus (auy 6 1 2 cmyaa) 1858.8—4004.2 | 3639.1—5894.6 | 1466.2—2723.5 p :
M +m
95% AU / 95 % CI
Ultrasound examination of the hepatobiliary system / ¥Yiompaseyrosoe ucciedosanue zenamobusuapioi cucmemol
Dilation of bile ducts, n (%) p,, <0.05
Pacwupenue xenunvix "
<

npomoros, = (%) 3(342) | 3(33) 2(6.9) L | et
T 11 (42.8) 33 (91.7) 27 (93.1) p,, <0.05
Thickened, uneven walls of bile
ducts, n (%) P, <0.05
Ymonwenue, neposnvie cmenxu

P, <0.05
T IPomoKes: 1 %) 10 (41.7) 4(11.1) 1(3.4) 1(3.3) - 0.05

<

Yo 14 (58.3) 32 (88.9) 28 (96.6) 29 (96.7) | p_, <0.
Periductal fibrosis, n6(%) o
Iepudyxmanvrovii hubpo3s, n
yesp/ b0 pusp z 18 (75.0) 36 (100) 5 3 Py, <0.05
no / mnem 6 (25.0) 0 (0)

Note: M + m — mean * standard error; 95 % CI — 95 % confidence interval; * — in all groups for pairwise comparison, p, , —

for comparison of groups 1 and 2; p, , —
comparing groups 1 and 4; p, , —

[IaxX 1pu 1IomapHOM CpaBHEHUU, Py —

rpynn 2 u 3; p, , — upu cpasuenuu rpynn 1 u 4; p,  —

in the liver, thickening and irregularity of
the gallbladder wall, cholelithiasis, periduc-
tal fibrosis, as well as dilation and structural
changes of the bile ducts were statistically
significantly higher in Group 1. Patients in
Group 2 were also significantly more likely to
have liver enlargement and biliary tract pa-
thology (p < 0.05). The presence of masses in
the liver was verified by computerized and/or
magnetic resonance imaging in all participants
from Group 1 (Table 1).

The study also evaluated the levels of bio-
chemical markers (lactate, AST, ALT, GGT,
alkaline phosphatase, glucose, direct and indi-
rect bilirubin, HDL, LDL, triglycerides, total
cholesterol, urea, and total protein), as well as
immunologic markers (TGF-p1) and oncomark-
ers (CA 19-9, CYFRA 21-1) in serum samples
obtained from patients with O. felineus in-
fection having CCA and periductal fibrosis
(Groups 1 and 2, respectively), from patients
without CCA and periductal fibrosis (Group 3)
and from uninfected individuals without ma-
lignancy (Group 4). The levels of alkaline
phosphatase, direct bilirubin, AST and glucose
were significantly higher in patients with CCA

when comparing groups 1 and 3; p, , —

npu cpapienuu rpynn 1 u 2; p, o —

when comparing groups 2 and 3; p, , — when

when comparing groups 2 and 4.
HMpumeuanue: M + m — cpeanee + cranpaptHas ommoOka; 95 % AU — 95 %-Hblil JOBEPUTETbHBIN HHTEPBAIT;

* — BO BCex rpyi-

npu cpapiennu rpynn 1 u 3; p, , — 1pu cpaBHeHUH

IIpU CPaBHEHUNU IPynm 2 1 4.

and O. felineus infection compared to other
groups in pairwise comparison (p < 0.01). The
results of the study of blood serum samples are
presented in Tables 2—3.

Evaluation of the relationship between the
peculiarities of the liver structure according to
the results of ultrasound examination (presence
of opisthorchiasis-associated stage 1—2 periduc-
tal fibrosis and changes in biochemical, immu-
nologic parameters and content of oncomarkers
in serum in patients against the background of
O. felineus infection demonstrated that the level
of CA 19-9 in the group of patients with CCA
was significantly higher compared to patients of
other groups (p < 0.01). In Groups 2—4, no sig-
nificant differences in the levels of the studied
oncomarkers were obtained.

Visualization method using the package “gg-
plot2” (Fig. 1) showed the significant increase
in such biochemical parameters as alkaline
phosphatase, conjugated bilirubin, AST, glu-
cose, as well as high CA 19-9 oncomarker in
patients in ;Group 1 with CCA and opisthor-
chiasis (p < 0.01).

The x-axis shows the measured factors on
which the classification of patients into clinical
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Table 2. Results of determination of biochemical parameters in the study groups, Me (Q1; Q3)*
Ta6auya 2. Pesynbrarsl onpeeneHnst GMOXUMIUECKUX MoKasatelieii B uecseayeMpix rpyrmax, Me (Q1; Q3)*

Group 1 Group 2 Group 3 Group 4

Parameter / IToxazame.s I'pynna 1 I'pynna 2 I'pynna 3 I'pynna 4

(CCA+ OPI+) (PF+ OPI+) (PF— OPI+) (PF—- OPI-)
AST, U/L . . . :
ACT. E9./n 42.5 (30; 78.5) 19.0 (15; 23.5) 16.5 (14.0; 31.3) | 19.0 (14.0; 31.3)
ALT, U/L . . . .
AT Ed./x 23.5(9.5; 57.5) 9.5 (6.0; 17.8) 10.0 (6.0; 17.0) 10.0 (6.0; 19.0)
Total bilirubin, umol /L . . . .
Bunupybus obugdl, mcnons,/ 16.5 (6.8; 77.4) 5.2 (3.2; 9.4) 7.3 (3.8; 12.4) 10.1 (1.9; 15.4)
Diirest [plilbiln, wiwl/ 1L 5.3 (2.6,39.3) | 2.4(1.9; 3.1) 2.6 (1.9;3.6) | 2.35(1.8; 3.8)

Bunupybun npsmou, Mmxmon,/ i

Total protein, g/L . ) : .
U Gemere. o/ 70.0 (59.8; 78.3) | 80.0 (75.0; 84.0) | 80.0 (72.5; 83.0) | 75.5 (69.9; 80.9)
Albumin, g/L
Anvoymun, 2/ 1

Total cholesterol, mmol/1

33.5 (28; 43) 45.0 (20.7; 48.0) | 47.0 (43.0; 48.5) | 46.0 (14.1; 48.5)

o v e/ | 49 (3.9 5.7) 5.4 (4.6; 5.7) 4.6 (4.2; 5.4) 4.2 (3.5; 5.0)
?I}%}%ﬁ?%ﬁl/ﬂ 0.9 (0.6; 1.3) 1.3 (1.1; 1.7) 1.3 (1.2; 1.8) 1.4 (1.0; 1.8)
}‘2522222%@?%%3;//1 1.3(0.9; 1.6) 1.0 (0.7; 1.6) 0.9 (0.7; 1.2) 0.6 €0.4; 0.9)
}\Jfgjéef;‘;f‘aflj/nkoﬂb/ﬂ 4.9 (4.2; 8.9) 5.1 (3.9; 6.6) 3.9 (3.2; 5.7) 45 (4.2; 4.8)
IQIQ‘TTE%//Lﬂ 250.5 (144.0; 715.5) | 20.0 (16.0; 29.0) | 22.0 (13.3; 60.0) | 14.0 (11.8; 30.3)
IAL%, %.L/ﬂ 216.0 (145.5; 429.0) | 75.0 (65.0; 95.0) | 70.0 (47.8; 80.0) | 66.0 (54.0; 79.0)
%;‘fg;}“ﬁ%%% 5.6 (4.9; 7.2) 48 (4.1; 5.2) 4.5 (4.2; 4.9) 4.8 (4.0; 7.6)
Lactate, mmol /L 3.1 (2.5, 3.5) 4.2 (3.0; 5.5) 4.05 (2.6; 5.5) 4.1(2.6; 5.2)

Jlaxmam, mmonv/ 1
Note: * — data are presented as median (Me), upper (Q7) and lower (Q3) quartiles; CCA — cholangiocarcinoma; OPI —
O. felineus infection; PF — periductal fibrosis; AST — aspartate aminotransferase; ALT — alanine aminotransferase; HDL — high
density lipoproteins; GGT — gamma glutamyl transpeptidase; ALP — alkaline phosphatase; “—” or “+” — presence or absence of a sign.
ITpumeuanue: * — paunble npejcrasieubl B suge Meauannt (Me), sepxnero (Q7) u mkuero (Q3) ksapruneii; CCA — xosan-
ruokapuunoma, OPI — wunBasus O. felineus; PF — mepugykrampupiii pu6pos; ACT — acnapraramunorpancdepasa; AJIT — ana-
HuHamunToTpancdepasa; JIIIBIT — aunonporennnst Bbicokoii maotnoct; I'T'T — ramma-rayramunrpancdepasa; D — menounas

ocdarasza; «—» wam «+» — HaIMYHE WX OTCYTCTBHE IIPU3HAKA.

Table 3. Results of determination of immunological and tumor markers by ELISA in the study groups,
Me (Q1; Q3)*

Tabauua 3. Pe3ybTaThbl ONpe/iesieHns IMMYHOJIOTHYECKUX U OHKOMapKepoB Metosiom MDA B mcceryeMbix
rpymmax, Me (Q1; Q3)*

Group 1 Group 2 Group 3 Group 4
Parameter / I'pynna 1 I'pynna 2 I'pynna 3 I'pynna 4
IToxazameao
(CCA+ OPI+) (PF+ OPI+) (PF—- OPI+) (PF—- OPI-)

;1;2(}/1;51, pg/mL / 573.0 (308.3; 783.0) | 498.0 (262.5; 649.5) | 498.0 (349.5; 675.0) | 507.0 (351.8; 669.8)
CA 199, U/L / . . . .
7. 32.3 (14.8; 240.0) 8.4 (4.1; 12.1) 6.0 (3.6; 12.8) 8.0 (5.0; 16.5)
CYFRA 21, ng/mL /| 9.0 0.9; 3.8) 0.9 (0.5; 2.1) 0.9 (0.8; 1.8) 0.9 (0.3; 1.7)
Note: * — data are presented as median (Me), upper (Q7) and lower (Q3) quartiles; CCA — cholangiocarcinoma; OPI —
O. felineus invasion; PF — periductal fibrosis; “—" or “+” — presence or absence of a sign; TGF-p1 — transforming growth

factor beta 1; CA 19-9, CYFRA 21-1 — oncomarkers.

Hpumeuanue: * — paunbie npencrasnaenst B Buae Meauannst (Me), sepxuero (Q1) u mwxnero (Q3) ksapruaeii; CCA — xomanruo-
kapuunoma, OPI — unBasusi O. felineus; PF — nepuaykranbupiii puépos; «—» Win «+» — HaJIM4YUe WM OTCYTCTBHE NPU3HAKA;
TGF-p1 — tpancdopmupyomuii daxrop pocra 6era 1; CA 19-9, CYFRA 21-1 — oHKOMapKepsl.
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Figure. Estimation of the importance parameter of biochemical parameters and tumor markers for predicting
opisthorchiasis-associated periductal fibrosis (using the ggplot2 package); ALP — alkaline phosphatase; ALP —
alkaline phosphatase; ALT — alanine aminotransferase; AST — aspartate aminotransferase; TGF-p1 — transforming
growth factor beta 1; CA 19-9, CYFRA 21-1 — oncomarkers

Pucynoxk. Orenka napamMerpa BaKHOCTH OGHOXMMHUYECKHX [OKasareseil 1 OHKOMAapKEPOB /ISl MPEJACKA3AHUS OITH-
CTOPX03-aCCOLUUPOBAHHOIO HepuayKranbioro ¢pubposa (¢ ucnosbzoBanueM naxkera <«ggplot2»); AJIT — ananun-
amuuorpancdepasa, ACT — acmapraramunorpancdepasa, [IIMD — menounas dpocdaraza, TGF-p1 — tpancdopmu-

22

pyfoutuii paxrop pocra 6era 1; CA 19-9, CYFRA 21-1 — oukoMaprepbr

groups was performed, among them shadow-
Min, shadowMean and shadowMax are the ar-
tificial factors used to assess the reliability of
importance, the y-axis shows the importance
of each factor for classification. Green color
indicates factors for which importance signifi-
cantly (p < 0.05) exceeded the importance of
artificial factors entered into the model, blue
color indicates artificial factors, red and yel-
low colors indicate factors with importance
lower than or equal to artificial factors.

When analyzing the association between the
level of lactate and biochemical parameters,
immunological, oncological markers in serum
and the intensity of O. felineus infection, it
was found that in the group of patients with
O. felineus infection complicated by periduc-
tal fibrosis there is a tendency to decrease CA
19-9 oncomarker in participants with higher in-
tensity of O. felineus infection (p = 0.05).

As a result of this study, pilot data on the
relationship between ultrasonometric signs

of increased periportal and periductal echo-
genicity and increased biochemical parameters
(alkaline phosphatase, direct bilirubin, AST,
glucose) and CA 19-9 oncomarker, which can
serve as early markers of malignant transforma-
tion of periductal fibrosis O. felineus-infected
population in endemic regions, were obtained.

Discussion

The problem of hepatobiliary system diseases
associated with chronic opisthorchiasis is still rel-
evant in regions of the Russian Federation endem-
ic for O. felineus infection [4, 5, 14—16].

Currently, there is more and more epidemio-
logical evidence in favor of carcinogenicity of
O. felineus trematode, which plays a role in the
development of periductal fibrosis and CCA [4,
5, 11, 16].

CCA is one of the most unfavorable malignant
neoplasms in terms of prognosis due to its long
asymptomatic course, resistance to therapy, and
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high mortality [8]. In connection with the above,
it is of interest to search for modern methods of
preclinical diagnostics of periductal liver fibrosis
and CCA in the population of endemic regions.

The methods of ultrasonic diagnostics, as
well as CT and MRI with contrast are used to
diagnose CCA, which are reasonable to clarify
the diagnosis, but cannot be used for screening
due to the high cost, duration of the procedure,
burden on the patient’s body and possible con-
traindications. At the same time, the currently
used diagnostic tests to assess the level of on-
comarkers do not have sufficient sensitivity and
specificity, but in conjunction with additional
biochemical blood parameters, it is possible to
assess the stage of hepatic fibrosis as a precan-
cerous condition, which can be recommended
for screening study.

Thus, the most sensitive and specific marker
of CCA is cancer antigen CA 19-9: the increase
of its content in serum above 100 U/mL can
be used for CCA diagnosis with sensitivity, ac-
cording to different data, from 72 to 97 % and
specificity 84—86 % [21, 22]. Our study showed
that the level of CA 19-9 in the serum of patients
with CCA and opisthorchiasis was significantly
higher compared to patients infected with O. fel-
ineus with periductal fibrosis and the control group
(p <0.01). No significant differences were obtained
for this marker in Groups 2—4; however, the present
study found that changes in the level of biochemical
parameters (alkaline phosphatase, direct bilirubin,
AST, glucose) as well as CA 19-9 oncomarker in
combination are significant predictors of periduc-
tal liver fibrosis (p < 0.05).
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DOyHKIIMOHAABHASA AKTUBHOCTD
303UHO(PUAOB KPOBU Y OOABHBIX C MTHBA3UEN
Opisthorchis felineus

B.B. Ilykanos!’, H.E. Becenona!, A.A. Casuenko!, O.A. Konenuykosa', 1.1. I'Bo3nes!,
A.B. Baciotun!, 3.B. Kacnapos!, 10.JI. Toukux!, A.T'. bopucos!, E.T'. T'opuniosa'?,
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Llenb nccnepoBaHua: N3y4nTb YHKLMOHANIbHYIO aKTUBHOCTb 303UMHOMWUIIOB KPOBU Yy BOMbHBLIX C MHBA3UEWN
Opisthorchis felineus (O. felineus).

Matepuan u metoabl. Bcero 6b110 06cnenosaHo 328 60nbHbIX ¢ MHBa3uel O. felineus (120 my>unH n 208 xeH-
LWMH, cpeaHuin Bo3pact — 40,3 roga) n 34 npaktuyeckn 3a0poBbix Yenoseka (14 MyxX4nH 1 20 XEHLLUWH, CpeaHni
Bo3pacT — 41,1 roga) B Bo3pacte o1 18 0o 70 net. OCHOBHbIM METO40M ANArHOCTUKN ONNCTOPX03a ABJANIOCH Onpe-
[eneHne auL UamM Ten B3pOCbiX NapasnToB B AyoaeHaIbHOM COOEPXUMOM /UK B Kane, KOTOPOe NPUMEHSANIOCH
y Bcex 328 naumeHTOB C ONMMCTOPX030M. Bcem naumeHTam BbIMONHANNCH KITMHUYECKUIA U BUOXUMUYECKUIA aHanm-
3bl KPOBU, 930haroracTpoayoLeHOCKONUS 1 yNbTPa3ByKOBOE MCCllefoBaHMe opraHoB OptoLlHon nonocTtu. Nccne-
noBaHMe PYHKLMOHANBHOW aKTUBHOCTM 303MHOMUIIOB KPOBU ObifIo NMpoBeaeHo 42 60/bHbIM ONMUCTOPX030M U 34
300POBbLIM INLAM U3 FPYMMbl KOHTPOS METOL0M XEMUTIOMUHECLEHTHOIO aHanM3a ¢ U3MepPEHNeM MHTEHCUBHOCTU
BbIPabOTKM aKTUBHbIX GOPM KMCIOPOAA B CMIOHTAHHOM 1 3UMO3aH-MHOYLIMPOBAHHOM peakuuu B JIIOLUMUIEHNH- U Jt0-
MWHOJ-32BMCUMBbIX MPOLLECCaX.

Pe3ynbraTbl. HacToTa BhIABNEHUS 303MHODUAINN Y 06CNeA0BaHHbIX O0JIbHBIX ONMUCTOPX030M cocTaBuna 19,5 %.
MoBbiLEHME coaepXaHns 903MHODUIOB B KPOBU Y BOJTbHBLIX ONMNCTOPX030M ObI1I0 aCCOLMMPOBAHO C YBEIMYEHUEM
4acToTbl Xanob Ha 601K B NpaBoM Noapebepbe, KOXHbIM 3yA, KOXHbIE BbIChINMaHUS, YBENIMYEHNEM A0S IENKONEHNN
1 HENTPOMEHUN, NOBbILLEHNEM YPOBHS raMMa-rinyTaMuaTpaHcnenTuaasbl B KPOBU M YaCTOThl Y/IbTPA3BYKOBbIX MPU-
3HaAKOB xonieuncTuTa. Bmecte ¢ aTuM y naumeHToB ¢ nHBa3uvel O. felineus Habnioaanochb BbIPaXXEHHOE MOBLILLEHNE
DYHKLMOHANTbHOW aKTUBHOCTW 903UHODUIIOB KPOBU, ONPeaenieMon XeMUItOMUHECLEHTHBIM METOAO0M.

BbiBogbl. Mpu nHBasum O. felineus naupeHTbl 1 303HOPUNVEN KPOBU MMEIOT O0Nee arpeccmMBHOE TeYeHue 3a-
©oneBaHus.

KnioueBble cnoBa: Opisthorchis felineus, 3031HOdUINbI, PYHKLMOHANIbHAA aKTUBHOCTb, XEMUTIIOMUHECLIEHLINS
KoH®NUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ansa uutupoBanus: LlykaHos B.B., Becenosa H.E., CaBuyeHko A.A., Konenuykosa O.A., I'Bo3aeB W.U., BactotuH A.B., Kacnapos 3.B.,
ToHknx KO.J1., Bopucos A.l., Topunnosa E.I., Onbxosckass M.IO., MpokonbeBa H.O. ®PyHKumoHanbHas akTMBHOCTb 303UHOPUIOB
KpoBM Yy BGonbHbIX C uHBa3weln Opisthorchis felineus. Poccuinckuii XypHan racTpOo3HTEpPOsIoriun, renaTonorim, KONomnpoKTONornu.
2023;33(6):26-35. https://doi.org/10.22416/1382-4376-2023-33-6-26-35

Functional Activity of Blood Eosinophils in Patients
with Opisthorchis Felineus Invasion

Vladislav V. Tsukanov'’, Natalya E. Veselova', Andrei A. Savchenko', Oksana A. Kolenchukova', Ivan I. Gvozdev',
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Aim: to study the functional activity of blood eosinophils in patients with Opisthorchis felineus (O. felineus) invasion.
Material and methods. A total of 328 patients with O. felineus invasion (120 men and 208 women, mean age —
40.3 years) and 34 practically healthy people (14 men and 20 women, mean age — 41.1 years) aged 18 to 70 years
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were examined. The main method for diagnosing opisthorchiasis was the determination of eggs or bodies of adult
parasites in the duodenal contents and/or feces, which was used in all 328 patients with opisthorchiasis. All patients
underwent a complete blood count and biochemical blood test, esophagogastroduodenoscopy and ultrasound ex-
amination of the abdominal organs. The study of the functional activity of blood eosinophils was carried out in 42 pa-
tients with opisthorchiasis and 34 healthy individuals from the control group by chemiluminescent analysis with the
measurement of the intensity of production of reactive oxygen species in spontaneous and zymosan-induced reac-

tions in lucigenin- and luminol-dependent processes.

Results. The frequency of eosinophils in the complete blood count above 5 % in the examined patients with opist-
horchiasis was 19.5 %. An increase in the content of eosinophils in the blood in patients with opisthorchiasis was as-
sociated with an increase in the frequency of complaints of pain in the right hypochondrium, pruritus, skin rashes, an
increase in the proportion of leukopenia and neutropenia, an increase in the level of gamma glutamyl transpeptidase
in the blood, and an increase in the frequency of ultrasound signs of cholecystitis. At the same time, a pronounced
increase in the functional activity of blood eosinophils, determined by the chemiluminescent method, was observed

in patients with O. felineus invasion.

Conclusions. Patients with O. felineus invasion with an increase in the content of eosinophils in the blood due to the
likelihood of an aggressive course of the pathology deserve close attention of practitioners with the need for a thor-
ough comprehensive examination, including immunological methods.

Keywords: Opisthorchis felineus, eosinophils, functional activity, chemiluminescence
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Bseaeunne

Or1mcTopx03 gaBJsieTcst TA06aMbHON TPOGIeMoNt 3/1pa-
Booxpanenust. Opisthorchis viverrini u Clonorchis sin-
ensis onpe/esistiorest y 45 MJIH 4esioBek B crpanax IOro-
Bocrounoit 1 Bocrounoit Asuu [1]. B Poccun nnBasusa
Opisthorchis felineus (O. felineus) muarnocrupyercst
B aHJeMUYHbIX odarax y 10—15 % Hacenenus [2]. B nHa-
CTOsIIIlee BPEMsT aKTHBHO M3Y4YaeTcsl POJIb OIMUCTOPX03a
B Pa3BUTHM XOJIaHTHOKapimHoMbI [5]. EBporneiickas ac-
CoIMAIMS 10 U3YUYEeHUIO MeyeHn (European Association
for the Study of the Liver, EASL) B 0630pe o posn
MAPA3UTOB B PA3BUTHU MATOJOTHH MOJYEPKHYJIA BaXK-
noe sHauenne O. felineus B TeHese nupposa mnede-
HU U XoJaHruokapimHoMsl [3]. B coBpemennoit poc-
cuiickoii pa6ote, BbinosiHennoit B ToMmckoii o6mactu
n XauTbl-MaHCHICKOM aBTOHOMHOM OKpPYyTe, aBTO-
Pbl OOHAPYKUJIM TECHYIO ACCOIHUAIUIO MEKIy WHBA-
sueit O. felineus m caydasMu XOJaHTHOKAPITTHOMBI
(p = 0,008) [4].

M3BectHO, 9YTO UHHATHAS WMMYHHAs CHCTEMA,
BKJTIOYatonas 6a3opuiibl, 203WHOMUIDI, JIEHIAPUTHBIE
KJIETKH, HeHTPOMUIbl, MOHOIUTBI, SIBJSETCS KJIOYe-
BOi1 cucreMoil, pery/upylolieil 3aury opranusMa Xo-
3siuHa OT reJbMuHTOB [6, 7]. B 1nociennue rojbl pe3ko
BO3pPOC WHTEpEC K IIEHOTPONu3My 203uHOPUIOB [8].
OrMeuaeTcs PoJb 203WHOMUIOB HE TOJBKO B 6OPb-
6e ¢ HEKOTOPBIMU TTapa3uTapHbIMH, GAKTEPUATHHBIMU
U BUPYCHBIMU WHMEKIUSMHU, AUCKYTUPYETCS TaK:Ke
pPOJIb ATHX KJIETOK B PAa3BUTHH ACTMbBI, XPOHUYECKHUX
PUHOCUHYCUTOB M HEKOTOPBIX JKENTyJT0YHO-KHITEUHBIX
paccrpoiictB [9]. 3HauwWTebHOE BHUMAHUE YIEJSeT-
¢t OOCYSK/IEHUIO [TMATHOCTUKHM W BEJCHUS TAIlMEHTOB
¢ so3uHODMWIbHBIM 330parutom [10, 11]. Omgaum
u3 HamboJiee WHTEPECHBIX JOCTIKEHUI B HACTOSIIEe

BpeMsl ABJSETCS U3Y4YeHUE POJHM 303MHOMUIOB B Ma-
ToreHese (PYHKIMOHAJBHON AWcrencuu. B coBpeMeH-
HOM MeraaHasuse ObLIO 0TOOGpPAHO 22 UCCIe0BaHUS,
Brjovasmux 1108 mnamuenroB ¢ (yHKIMOHATbHOI
qucnerncueir u 893 yesoBeka KOHTPOJIBHON T'PYIIIBI.
Bbuto 3aperumcTpupoBaHO OTYETINBOE yBEJNYEHHE KO-
smgectBa so3unoduioB (p = 0,0001) u Ty4HBIX KIle-
ok (p = 0,0001) y narueHToB ¢ (HYHKIMOHATILHON
nuctienicueii [12]. Bee Bolmenepednciaennoe o0ycaoB-
JITBAeT aKTYyaJTbHOCTb M3YYeHUsT (DYHKINOHATIBHON aK-
TUBHOCTH 203WHO(UJIOB KPOBH Y TMAIMEHTOB C WHBA-
sueit O. felineus.

MarepuaJjbl 1 METObI

PaGora Oblia BbiosiHeHna Ha 6Gase TepaneBTH-
yeckoro otraenennsa kiamHukn HUWUM MeaummHCKuX
npo6sem Cesepa DOUIL KHII CO PAH wu ractpo-
aHTeposiorndyeckoro oraenenuss UY3 «Kauawmueckas
6osbauiia “PrK/[-Memgummua” ropoga KpacHosipcks.
Bceero 6pu10 00cienoBaHo 328 GOJIbHBIX ¢ MHBa3ueil
O. felineus (120 my:kuun n 208 >KEHITMH, CPeIHUI
Bospact — 40,3 roga) u 34 MPaKTUYECKU 3I0POBBIX
yesoBeka (14 MyxunH U 20 SKeHIINH, CPeaHuil BO3-
pact — 41,1 rona) B Bospacte ot 18 10 70 Jer.

Kpurepuu BrJIOUeHUs /Jisl TTAITUEHTOB C OMUCTOP-
xo3oM 6bumn: 1) Bospact or 18 1o 70 mer; 2) BbIAB-
JIEHHBIH XPOHUYECKUiT OMUCTOPX03; 3) MOAMMCAHHOE
nH(POPMUPOBAHHOE COTJIACHE.

KpurepusMu MCKIOUEHUS U3 UCCJAEIOBAHUS CJIYy-
skmm: 1) Bospact Muamme 18 u crapme 70 ger;
2) BUY-undeknus; 3) OHKOMOTHUECKHE 3a00J€Ba-
Hud; 4) XpoHudeckue 3a0oJeBaHUS IIeYEHU Pas3jiny-
HOiT sTrosorny (BUPYCHBIE TENMATHTHI, AJKOTOJbHAS
60Jie3Hb T€YeHU, HEeaJKOTOJIbHAs >KUpoBas 60JIe3Hb
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neueru, Gose3nb Bunbcona — KoHoBasoBa, reMox-
poMaros3, ayTOMMMYHHBII TemaTtuT u ap.); 5) TyGepKy-
Jie3; 6) 6epeMeHHOCTD; 7) BbIPasKEHHbIE XPOHUYECKUE
3a60JIeBaHNS PA3JIMYHBIX OPraHOB M CHCTEM; 8) OTKa3
MPUHSTH yYacTHe B HAYYHOM HCCJIEOBAHUMN.

'pynma KOHTpOJS coCTOsa W3 3[0POBBIX JIUII,
KOTOpBIE BO BpeMs TPOMUIAKTHUECKOTO OCMOTpa
HE TIPEIBSBJSIN TacTPOIHTEPOJOTHUECKUX KAJI00,
He WMeJTH BBIPAKEHHBIX XPOHUYECKUX 3a00JIeBaAHUIT
PA3JUYHBIX OPTaHOB W CHCTEM, XapaKTePH30BAJNCDH
HOPMAJTHHBIMHU MOKA3ATEJSIMU KJINHUYECKOTO U OHOXH-
MHUYECKOTO aHAIM30B KPOBW, OTCYTCTBHEM MapKepOB
K BHUDYCHBIM TelaTHTaM, aHTUTEN K OIMUCTOPXUCAM,
OTCYTCTBHUEM SIWIl TEJTbMUHTOB B aHAJIN3e Kajua d JHEN
MOJIPSI/I, OTPUITAHNEM B aHAMHe3€e CBeJIEHUH O 37I0yTI0-
TPeOJIEHNN AJTKOTOJIEM.

Kiunnveckass cuMITOMaTHKa W aHaMHeECTHYe-
CKHe CBeJIEHNS M3y4Yaduch y BceX 00C/IeIOBAHHBIX
C TpUMEHEHWEM CTaHJAPTHOW aHKeThl, pa3paboTaH-
HOWl Ha OCHOBAHWH JAEHCTBYIOINX MEXKIYHAPOTHBIX
knaccudukanmit  [13]. Kpurepusimu auarnoctuku
OTMCTOPX03a SIBJISAJNCL OIpe/le/ieHne Sull WIH TeJl
B3POCJBIX TMAPA3UTOB B IYOJEHATBHOM COIEPKUMOM
u/WIn B Kaje, KOTOPOe TPUMEHSIOCh ¥ Beex 328 ma-
IIUEHTOB C OIMUCTOPX030M. XPOHUUYECKUI OIMUCTOPXO3
OTIpeIe/IsiiCs Ha OCHOBAHUW JUIUTENBHOCTH  HAJTUYHUS
unBasuu O. felineus Gonee 6 MecsiieB 10 aHAMHECTH-
YECKUM JIAHHBIM.

JlyoneHanmbHOe 30HIUPOBAHUE  OCYIIECTBJSIIOCH
mocjae TpeaBapuTeTbHON TPEXIHEBHOW TOATOTOBKU
C OTpAaHMYEHUSIMU B JIHEeTe Ta3000PasyIoNiux MPOIYK-
TOB, CJAJKUX, SKUPHBIX 6o u 1ocjie 12-yacoBoro
roJIoflaHusi. BBIMOMHSAIOCH MONyYeHHe KIACCUIEeCKH
Tpex mopiuii xkeman: «Ay, «By» n «C» ([[yO[[eHaJIbHaH,
Iy3bIPHAST U TI€YEHOYHAsI), M3BJIEYEHHDIX /[0 U MOCJIe
CTUMYJIUPOBAHUS [[BUTATEBHON aKTUBHOCTH JKEJTU-
HOTO my3bIpsi. /JlJist cTUMYyJUpOBaHUS JBUTATENbHOM
AKTHBHOCTU JKEMYHOrO my3bipst mpiversm 30 M1 30%-1o
pacTBopa cepHOKHcI0i Maruesun. ccienoBanue
MPOJIO/KATIOCH B T€YEHUE BCETO BPEMEHU HCTEYEHUS
my3bIpHO# mopuuu 1 eme 15—20 MuHYT Mocie To-
SIBJIEHUST CBETJION TeYeHOYHOW TMOpIuu. B Kaxmaon
MOPIUU  OTIPEIEJISICST  00beM, TIBET, BBIOJIHSIOCH
ee MaKPOCKOTHMYECKOe OINCaHue, B TOCTEAYIONEM
MPOBOIMJIACH MUKPOCKOIHUSI HATHBHBIX Ma3KOB JKeJ-
gy o 5—10 o6pasioB u3 Bcex mopiuii. HambGomee
nHOOPMATUBHBIME cUUTATNCh mopiun «Bs» m «C».
Takske mpu yruoyGJeHHOM IOWCKE BBITIOJHSJIACH MHU-
KPOCKOTIHSI M OCAJIKA JKEeTUH MocJe ee MeHTPUudyrupo-
BaHUS C TeJbI0 yBeJandeHus: 3 (GEeKTUBHOCTI TTOMCKA
SIUT OTIMCTOPXHCOB.

UccnenoBanme ¢ekanmuii Ha HaJIWdle OMHCTOPXO-
3a MPOBOAMIOCH TI0 MeToay Kato — MeTom ToJcToro
Maska Toj 1esnodanoM. ToscTorii Mazok TpecTaB-
Jger co6oil coit Hepa36aBIeHHbIX (eKaTUil Ha Tpejl-
METHOM CTeKJie, CIIPECCOBAHHBIN TOJ| JUCTKOM TOH-
KOTO TUTPOCKOMUYHOTO Tesmodana, mpeaBapuTesbHO
MPOITUTAHHOTO TJIUIEPUHOM.

Beem manmeHTaM  BBITIOJHSINCH — KJINHUYECKUI
1 GUOXUMWYECKUT aHAIU3bI KPOBU. B 6moxmMudeckom

aHajim3e KPOBU OIpe/lesisiin aJlaHuHaMuHOTpaHcdepa-
3y (AJIT), acnmaprarammnorpancdepasy (ACT), ram-
Ma-rayTamuarpancientugasy (ITTID), comepskaHue
TJIOKO3bI W o6miero OmaupyOmHa. Bcem marmenTam
MTPOBOINJINCH  930(DAroracTpo/lyo/IEHOCKOTHST U YJIb-
TpasBykosoe ncciegosarne (Y3U) opranos Gproim-
HOH TOJIOCTH.

WccnepoBarne (HyHKINOHATHHON AKTHBHOCTH 30-
3UHOMUIOB KPOBH OBLIO TIPOBEIEHO 42 GOJBLHBIM OITH-
CTOPX030M ¥ 34 310POBBIM JHIIAM W3 TPYIIbI KOH-
TpoJisi. VIHTEHCUBHOCTD BBIPAOOTKU aKTHUBHBIX (HopM
kucaopoaa (ADK) B KyabpType 503uHOPHUIOB KPOBH
n3yyajsach MeTOJIOM XEMUJTIOMUHECIIEHTHOTO aHAJIN3a.
Otpesiesiinach akKTUBHOCTD JIOIMUTEHWH- U JIOMUHOJI-
3aBUCUMOI CIIOHTAHHOW W WHAYLUMPOBAHHOU 31MMO3a-
HOM XeMUJTIOMUHecTeHInn. C TOMOIIbIO JTIOIUTeHNHA
uccaepoBamuch nepsudnbie ADK (cymepoxcumHbii
aHNOH), ¢ MOMOWIBIO JTIoMuUHOMa — Bropmanble ADK
(H,0,, -OH, HCIO). CroHranHas XeMHIIOMHHEC-
IEHITNST  MOKa3biBaeT 0a30BbIil  yPOBEHb (DYHKIHO-
HAJIbHON aKTUBHOCTU 303WHO(MUIOB, IPU CTUMYJISAIIIT
3MMO3aHOM OTIPE/IEJSINCh Pe3ePBHBIE BO3MOKHOCTH
KJIeTOK. XeMUJIOMUHECIIEHTHAs aKTUBHOCTb OIE€HU-
Bamach B Tederne 90 MuHyT Ha 36-KaHAJIBHOM XEMU-
JoMEHecHeHTHoM aHaausaTope «CL3606» (Poccust).
Ompezensiin -~ CAAYONAE XapaKTEePUCTHKN  (DYHK-
IIMOHAJTBHOW AKTUBHOCTU KJIETOK: BpeMs BBIXO/A
Ha MakenmyM (T ), MakcuMasibHOe 3HaUYCHHE HHTEH-
cusrocru (I ) n momanp mox kpusoii (S) xemuio-
MUHeCTIeHIIY. Boraucmasin waaekc aktuarmm (M1A)
IyTeM OTHOIIEHUSI S B 3UMO3aH-UHAYIIMPOBAHHON pe-
aKIMN K S B CHIOHTAHHON PEaKIINH.

UccaeoBanne BBITIOJHAIOCh C Pa3pelieHus Jio-
KanabHoro stuueckoro komurera OUIL KHI[ CO PAH
(mporokos Ne 4 or 02.08.2019 r.). Kak/plii yyacTHUK
HOATNCHIBAT (PopMy HH(MOPMUPOBAHHOTO COTJIACUS
Ha o6cJieloBaHNe, COrJIAaCHO XeTbCUHKCKOH JleKaapa-
mmn BceMupHOW MeAWIIMHCKON acCOIMaIlny, perJia-
MEHTHPYIOIIe MpoBe/leHne HAYUYHbIX MCCJIe0BAHMIA.

Crarucrudeckasi o6paGoTKa pe3yJabTaToOB HUCCJIe-
JIOBaHUS TPOBOJUIACH HA TEPCOHATHHOM KOMITbIO-
Tepe TP MOMOIM TaKeTa TPUKIAIHBIX IMTPOrPAMM
«Statistica» (Bepcust 7.0) u SPSS v. 12.0. [lng ana-
JIn3a KOJWYECTBEHHBIX TIOKa3aTesell MpOou3BOIUIOCH
Bbruncaenne Meguanbl (Me) M MHTEPKBApPTHIBHOTO
pasmaxa (C,.—C..). Jl0CTOBEPHOCTD Pa3INIMi MEKLY
MOKA3aTeIsIMH  HE3aBUCUMBIX BBIOOPOK  OIEHUBAJH
10 HerapaMeTpuieckoMy Kputepuio Manna — YuTHH.
[l aHasm3a cTaTuCTUYeCKOl 3HAYMMOCTU Pa3Iuunii
KAueCTBEHHBIX IPU3HAKOB HCIHOJb30BAJIOCh BbIUUC-
senne ornomenus mancos (OIIl) u goBepuTebHOrO
narepsana (JIW) gaa OLU (IW onpenensicsa mpu mo-
MoK JJorut-Merona Bynda). JoCcTOBEPHBIM CYMTAICS
ypoBeHb 3HaunMoctn npu p < 0,05.

Pe3yibTaThl

B paMkax gaHHOi paGoOThl MbI TIPOAHAIM3UPOBAIH
JIOCTAaTOYHO GOJbIIOE KOJMYECTBO MCTOPHil GoJe3HH
naruentos ¢ unsasueit O. felineus (n = 328) ans Toro,
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94TOOBI OIPEIETUTh B3AUMOCBSI3b MEXK/IY MOBbIIIEHNEM
YPOBHS 203WHO(UIOB B KPOBHM U KJIMHUKO-Ta60paTOp-
HBIMH TIpOsiBJeHusiMi. Yacrora BbISIBJIEHUS 903UHO-
dummu kposn (copepkanus 203MHOPUIOB B KJIMHU-
YECKOM aHa/IM3e KPOBU BbILIE 5 %) y 06CAeJ0BAHHBIX
GOJIBHBIX ONMUCTOPX030M Gblaa paBHa 19,5 % (y Myx-
yun — 21,7 %, y senmun — 18,3 %; OII = 1,24;
AN: 0,71—2,16; p = 0,55). Mbl He 0GHAPYKHUJIU ac-
coluanuu 903MHOGUINNA B KPOBH C U3MEHEHHEM BO3-
pacra TarueHToB.

Y GoJbHBIX C cofepsKaHueM 303MHOMUIIIOB KPOBH
BBIIIE 5 % PErHCTPUPOBANOCH YBEJHUYEHHE YACTOTDI
6osieii B mpaBoM Tmojpedepbe, KOXKHOTO 3yJa W BbI-
chimanuii Ha Koxke. Q4eHb UHTEPECHBIM (HPAKTOM OBLIO
YCTAHOBJIEHNE B3aMMOCBSI3M 203WHOMUINY C JIeHKOoTe-
Huell n HeliTporienueii. B cBoux npeapiaymmx padorax
MBI TIOKa3aJu, 4To y 6osbHbIX ¢ unBasueit O. felineus
Habo/1aeTcst cHusKeHne (PYyHKIIMOHAJIBHON aKTUBHOC-
1 Heiitpoduyao B kposu [14, 15]. B atoii paGore
MbI BIIEPBbIe IPOJEMOHCTPUPOBAIN ACCOIUAINIO DO~
3uHOUIMK C JiefikonieHnell u Helitponenueit. Cpean
JIPYTUX TIOKA3aTesell CJIe[yeT BbIIEJIUTh ITOBBIIIEHIE
conepxkanust [TTII u Gosee BBICOKYIO 4acTOTy YJIb-
TPasBYKOBBIX TIPU3HAKOB xoseructuta (yToJmenne
CTEHKH JKEJTYHOTO Ty3bIpst 4 MM 1 6oJiee) Y Mal[ieHTOB
C TIOBBINMIEHUEM COJIEPKAHMS 203MHOMWUIOB B KPOBU
B CPaBHEHUM C JIUIAMM C HOPMAJIbHOW JIeHKOIUTAp-
Hoit popmyoii (tab. 1).

ODyHKIMOHANbHASL ~ AKTUBHOCTb  H03MHOMUIOB
B JIIOMUHOJI-3aBUCUMOM TIpoIiecce ObLIa 3HAUYNTETHHO
6oJiee BBICOKOI y GOJTbHBIX OMICTOPXO030M B CpaBHe-
HUM €O 310poBbIMU JuiiaMu. [lionaap nox KpuBoii
(S) pas cuoHTaHHOW peakiuu y GOJTHHBIX C MHBA-
sueit O. felineus Gbina BoIIE B 7,5 pasa, a nNpu 3u-
MO3aH-UHIYIIUPOBAaHHOW peakiuun — B 15,4 pa3sa.
Cnenyer o6paruth BHUMaHUE, YTO CIIOCOOHOCTDH 90-
3MHO(UJIOB BBIPAOATHIBATH AKTHBHBIE (DOPMBI KHC-
JIOPO/Ia 3HAYNMTEJHHO YBEJINYMBAIACH Y TIAI[EHTOB
C OIUCTOPXO30M TPH CTUMYJUPOBAHUM 3UMO3aHOM
(A = 3,36) B cpaBHEHMH CO 3J0POBBIMHU JIUIIAMU
(A = 1,61; Taba. 2).

Ananornunpie  3aKOHOMEPHOCTH  OIIPe/IeJIsLINCh
U B JIONUTeHWH-3aBUCUMOM miportecce. [Lnomann
10/ KPUBOI, OIpeNesionias CyMMapHyIo BbIPaGOTKY
AKTUBHBIX (DOPM KHUCJIOPOAA, Y OOJbHBIX OMUCTOPXO-
30M B CPABHEHWHU CO 3[0POBBIMU JIUIIAMU ObLIa BBIIIE
B crmoHTanHo# peakiuu B 20,6 pasa, a B 3uMO3aH-
UHAYUMPOBaHHON peakiun — B 11,4 pasza (tabu. 3).

Taknm o6pasoM, Mbl HOJTYYWIH JAHHBIE, COTJIAC-
HO KOTOPBIM TMOBBIIIEHNE COAEPIKAHUS 203MHODUIOB
B KPOBHU Y GOJIbHBIX OIICTOPX030M OBLIO aCCOIUUPO-
BAaHO C yBeJWYEHUEM YacTOTHI JKajmo6 Ha Gou B mpa-
BOM mojape6epbe, KOKHDII 3y, KOKHbIE BBICHITAHUS,
YBEJIMYEHUEM [IOJIN JICHKOTIEHW W HEHTPONeHNH, TO-
BoieHueM ypoBHsi [TTII B kpoBu u moBbilieHuEM
YacTOTBI YJbTPA3BYKOBBIX IPU3HAKOB XOJEIUCTHTA.
Bumecre ¢ atum y marmentoB ¢ unBasueit O. felineus
HAGJII0IATIOCh  BBIPAJKEHHOE  TIOBbINIeHe  (DYHKINO-
HATBHOW AKTHBHOCTH 903MHOMUIOB KPOBH, OIIPEIeis-
eMOIl XeMHJIIOMUHECIIEHTHBIM METO/IOM.

Oocy:kaenne

Jo3uHObUIBI — ITO KJIETKH MUEJOUTHOTO PsIa,
KOTOpble Pa3BUBAIOTCSI B KOCTHOM MO3Te B OTBET
Ha crenuduyueckie KoOMOMHAIMKM (PAKTOPOB TPAHC-
kpuniun 1 uuroxkunos. Ilocne auddepennuposku
U CO3PEBAaHUS 203WHOMUIILI TOKUIATOT KOCTHDBIH MO3T,
HOMAMAI0T B KPOBOTOK U OBICTPO PEKPYTUPYIOTCS
B nepudepudeckue Tranu. Menee 1 % o6uiero mysa
903MHO(MIJIOB B OpraHu3Me HAXOJUTCS B KPOBOTOKE,
I7le OHU COCTaBJLIIOT MeHee 5 % OesblX KJIETOK KPOBH.
[Mogasustioniee GOMBITMHCTBO 303UHOMUIOB HAXOAUTCS
B CJM3UCTOI 060JI0UKe TIUIEeBApUTENTbHOTO TpakTa [16].

D03uHOMUIIBI TTPECTABISAIOT COO0N TPAHYJIOIUTDHI
U COJEepPXKAT MHOTOYKCJIEeHHbIE TPAHYJbI PA3JIUYHOIO
cocrasa. bBesky KaTMOHHBIX TPaHyJl ONOCPEAYIOT 6OJIb-
MIMHCTBO IUTOTOKCUYECKUX 3(P(PeKTOB 203uHOMUIIOB,
UTPAIOT POJIb B 3allUTE OPTraHW3Ma XO3SHMHA U CIIO-
COOCTBYIOT Pa3BUTHIO BOCHAJEHUSA. JO3MHOMIIbHAS
MepOKCH/Ia3a TeHepupyer aKTUBHbIE (OPMbI KHUCJIO-
polia, KOTOpble TaKyKe CIHOCOGCTBYIOT I[IUTOTOKCHY-
Hoctu. ['panysibl 303MHOMUIOB COMEpPKAT TUTOKUHDI,
XEMOKUHBI, (PaKTOPbI POCTA U JIUIH/HbIE MEJIMATOPDI,
KOTOpbIe W30MPATETHbHO BBICBOOOKAAIOTCS B OTBET
Ha pasjuuHble pasapaxkurenu [17].

Krnaccuueckoit  dynkimeit 203uHOPUIOB CcYUTA-
Juch 6oppba ¢ TeJbBMUHTAMU U yYacTue B IIpoIeccax
amteprun [18]. Ilpu Murpanuy JUYMHOK T€JTBMUHTOB
B TKAHSX Pa3BUBAECTCS UMMYHHbBIN OTBET, YTO IPUBOJNUT
K 9KCIIAHCUH 903WHOMUIOB U MPOAYKIMNA UMMYHOIJIO-
6yannoB IgE-tuna. Anturena IgE cBasbiBaiorest ¢ anTu-
FeHOM-MUIIIEHBIO W AKTUBUPYIOT H03UHOMIIIBI, KOTOPbIE
BBICBOOOJK/IAIOT IIMTOTOKCHYEeCcKre Berecrsa [19].

[Tocieguue 20 jeT 03HAMEHOBAJINCH M3MEHEHUEM
IPEJCTABICHI O (QYHKIMAX 503WHO(UIOB. bBblTo
ONUCAHO YYaCTHe ITUX KJIETOK B MMMYHHOM TOMEO-
cTaze. ITH KJIETKH CIIOCOOHBI MOIYJUPOBATh (HyHK-
KM B-KJeTok, miasMaTiyecKuX KJETOK M T-KJIeToK,
y4acTBOBATb B PETYJSIINU MHUKPOOMOTHI KHUIICUHUKA
[20]. B psime coBpeMeHHBIX PabOT YCTaHOBJIEHA Ia-
TOT€HHASI POJIb 03MHOMUIOB B PA3BUTHH HEKOTOPDIX
3a6osneBannii. Oco6eHHO XOPOIIO POJib 303UHODUIIOB
6bLTa U3yveHa y MAIMeHTOB ¢ OPOHXUATIbHOU acTMOI.
B pannux wucciaenoBaHusgx ObLIO TPOJAEMOHCTPUPOBA-
HO, 4TO O0O0Iee KOJUYECTBO 303MHOMUIOB OTPAKAET
aCTMaTHYECKYIO AKTUBHOCTH W TOJIE3HO [IJIS PEryJiu-
poBaHus 103bl crepouioB [21]. B panbueiiem 6bLia
BepU(UIIMPOBAHA B3aUMOCBI3b MEXKIY KOJHMYECTBOM
903MHO(UIOB B KPOBH U MOKDPOTE C TSXKECTbIO acT-
Mbl [22]. B 2002 r. mostBUIOCH KCCJIEJOBAHKE, II0-
KazaBiliee, 9YTO TEPANEBTHYECKUI TIOJXO, HalleJeH-
HBII HA 903MHOMUIBHOE BOCHANEHNE, II03BOJISIET
HOJYYUTh OITUMAJbHBIE PE3YJIbTAThl TEPAIUU AaCT-
Mbl [23]. B pgasnbHeiinieM npu M3y4eHUH KOTOPTBHI
n3 130 Tbic. manueHTOB B BesMKoOpUTAHUN ABTOPDI
MPOJEMOHCTPUPOBAJIH, YTO KOJUYECTBO H03MHODUIOB
B KPOBU SBJISIETCS GUOMAPKEPOM TSKENOT0 000CTPEHUS
actMbl [24]. B nocsieqnee BpeMsi 3HaUnUTEbHAS POJIb
903MHO(UIBHOTO BOCHATEHUs] OblJa yCTAHOBJIEHA
TS psifla IPYTuX 3a60JieBaHUil, K KOTOPBIM OTHOCST
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Tab6auua 1. Kmianuko-sa6opartopHble MOKa3aTe n Y GOJHHBIX OMHCTOPX030M B 3aBUCHMOCTH OT CO-

JlepsKaHus 903MHO(MUIOB B KPOBH

Table 1. Clinical and laboratory parameters in patients with opisthorchiasis depending on the

content of eosinophils in the blood

Josunoduist < 3,0 %
Eosinophils < 5.0 %

Josunoduint > 3,0 %
Eosinophils > 5.0 %

Tlokaszatear / Parameter (n = 264) (n = 64) (())III€1, Iél;l’ ,’;
a6e. / % a6e. / % T
EO abs. © EO abs. ©

Bousmn B mpaBoM mogpe6epne 0,44; 0,25—0,78;
Pain in the right hypochondrium o g 2 45,3 p = 0,007
Bosm B smracTpun 1,41; 0,77—2,58;
Epigastric pain 20 = 1 288 p=0,32
KoxHbril 3y1 0,44; 0,25—0,77;
Pruritus e 22 2 422 p = 0,007
KoskHble BbIChITaHNS 0,37; 0,21—0,64;
Skin rashes 81 30,7 35 94,7 » < 0,001
Osxupenne (MMT > 30,0) 1,58; 0,66—3,79;
Overweight (BMI > 30.0) & B 8 A »=0,36
Jefikomenns (< 4 x 109/71) 0,37; 0,17—0,79;
Leukopenia (< 4 x 10°/L) 21 8,0 12 18,8 p = 0,02
Heitirponenna (< 47,0 %) 0,39; 0,22—0,68;
Neutropenia (< 47.0 %) & 25 S A5 p = 0,001
Jlmmonuros (> 37,0 %) 1,32; 0,76—2,28;
Lymphocytosis (> 37.0 %) 18 A 2 5 p=0,39
IToBbrmennbrii ypoenb AJIT 0,60; 0,28—1,30;
Elevated ALT levels 2y o2 iy 18 p=0,32
[Tosbrmennsrit ypoeab ACT 0,54; 0,22—1,34;
Elevated AST levels 1 B 4 12 p=0,33
ITosbimennasg I'TTII 0,28; 0,14—0,55;
Increased GGTP g e 13 288 < 0,001
[ToBbllIEHHAS IJIIOKO3a B CIBOPOTKE

kposu (> 6,1 MMoab,/ 1) 15 57 6 94 0,56; 0,21—1,46;
Increased serum glucose ’ ’ p = 0,42
(> 6.1 mmol/L)

{IOBbILHeHHbH‘/'I 0611;1/11?1 6mnpyoun

>21,0 MKMOJIb/ 11 0,83; 0,42—1,64;
Elevated total bilirubin 47 17,8 13 20,3 p=10,78
(>21.0 umol/L)

T'enatomeranusa no Y3U 0,64; 0,34—1,22;
Hepatomegaly on ultrasound . gt s 23 »=0,26
IIpusnaku xomenuctura no Y 31 8 3.0 7 10.9 0,25; 0,09—0,71;
Signs of cholecystitis on ultrasound ’ ’ p = 0,02
bunmapsbrii caampk no Y3U 0,63; 0,33—1,19;
Biliary sludge on ultrasound = Lo -8 230 p=10,23
[Tonmmbl B skesqyHOM 1y3bipe 110 Y 3U . .
Polyps in the gallbladder 31 11,7 5 7,8 1,46; 0’:5?)_53’77’
on ultrasound p 5
CreaTo3 B neuenn mno Y 31 21 8.0 9 31 2,21; 0,58—8,42;
Steatosis in the liver on ultrasound D Z p=0,28
S3Bennasa 6osie3Hb 2,43; 0,64—9,23;
Peptic ulcer 4 Sl 2 Shi p=0,21

IIpumeuanue: 10CTOBEPHOCTD PA3INYMIl TOKA3aTeell BbIUMCIEHA PN OMOIIH oTHOMmeHust mancoB; OIIl — oTHomeHue 1MaHcos;

[ — pnosepurenbnpiii unrepayn; MMT — unpekc macewt tena; AJIT — amanunamunorpancgepasa; ACT — acmapratamuno-

tpancdepasa; [TTII — ramma-riyramMuaTpaHcienTniasa.
Note: the significance of the differences in indicators was calculated using the odds ratio; EO abs. — absolute eosinophil count;
OR — odds ratio; CI — confidence interval; BMI — body mass index; ALT — alanine aminotransferase; AST — aspartate

aminotransferase; GGTP — gamma glutamyl transpeptidase.
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Tabauua 2. Xapakrepuctuku (DYHKIMOHAJBHON aKTUBHOCTH 303UHOMUIOB B JIIOMUHOJI-3aBUCUMOM
nporiecce y MAIMEeHTOB C OIMMCTOPX030M B cpaBHeHnn co 30posbivit jmiamu, Me (C,.—C..)
Table 2. Characteristics of the functional activity of eosinophils in the luminol-dependent process
in patients with opisthorchiasis in comparison with healthy individuals, Me (C,.—C,.)

Ilokasareanp / Parameter

ITanmenTs! ¢ oMUCTOPX030M
Patients with opisthorchiasis

3noposbie Jnna

Activation index

Healthy individuals j7)
(n = 42) (n = 34)
Cronrannas  |T,.,c /s 1154 (888—1428) 635 (307—1723) 0,04
peaKiis I ., orH. ex. / RU 16 759 (2801—28 079) 2230 (977—4396) < 0,001
Spontaneous i
reaction S, x10° otw. ex. / RU 36 260 (10 370—64 340) 4823 (1135—12 890) | < 0,001
3umo3an- T ,c/s 1332 (977—1600) 848 (308—1477) 0,01
I/IH}IyLII/IpOBaHHH}I
DeAKIST I, or ex. / RU 41 879 (10 644—57 676) 5371 (1219—9459) < 0,001
idiymosan 1S <10 om. ex. / RU | 125 200 (30 330137 600) 8108 (2047—21 000) | < 0,001
Uilsyrjercs QTsmm 3,36 (1,37—4,94) 1,61 (1,14—3,75) 0,01

ITpumeuanue: 10CTOBEPHOCTD PA3JNYNI MTOKa3aTeNell onpe/eseHa ¢ MoMoIbio Kputepud Manna — Yurnu; T

Ha MakcumyM; |

max

HOCUTEJIbHbIE €UHUIbI; C — CEKYH/IbI.

max

— BpeM:A BbIXO/ia
— MaKcCuMaJIbHO€ 3Ha4YeHNe MHTEHCUBHOCTU; S — T101a/Ib IO /1 KpHBOﬁ XEeMUJIIOMUHECIIEHIIN; OTH. €/I. — OT-

Note: the reliability of differences in indicators was determined using the Mann — Whitney test; T = — time to reach

maximum; I

max

— maximum intensity value; S — area under the chemiluminescence curve; RU — relative units; s — seconds.

Ta6auua 3. XapaktepucTuk (PYHKIIMOHAIBHON aKTHBHOCTH H03MHOMUIIOB B JIOIIUT€HNH-3aBUCUMOM

Ipoliecce y MANMEHTOB ¢ OMICTOPX030M B CPABHEHHH €O 310poBbiMu suiami, Me (C,

_C75)

5

Table 3. Characteristics of the functional activity of eosinophils in the lucigenin-dependent process
in patients with opisthorchiasis in comparison with healthy individuals, Me (C,—C )

ITauuenTs! ¢ ONUCTOPXO30M 31opoBbie JHIa
IMokasarear / Parameter Patients with opisthorchiasis | Healthy individuals p
(n = 42) (n = 34)
Crowtammast |T. ¢ /s 1472 (1250—1598) 888 (492—1846) 0,03
IDEETOIgT [ ,orH. en. / RU 4576 (925—11 712) 227 (72—1461) < 0,001
Spontaneous ok
reaction S, x10% omn. ex. / RU 9674 (1947—31 570) 470 (322—3555) < 0,001
Bumosar- [T ¢ /s 1420 (1277—1661) 707 (282—1353) 0,001
WH/IyIINPOBaHHAST
peakius I .., orH er / RU 6893 (1419—9400) 612 (128—1072) < 0,001
g lymosant | 103 omm. ex. / RU 18 540 (356626 570) 1633 (511-2973) | < 0,001
Wnpexkc aktuBammm
e B 1,92 (0,64—4,46) 3,41 (0,83—6,02) 0,04

IIpumeuanue: 10CTOBEPHOCTb PA3JINUNIl TOKA3aTENEN OTpe/iesieHa ¢ MoMONbio Kputepust Manna — Yurthu; T

Ha MakcumyM™; [

max

HOCUTeJIbHbIE €UHUIbI; C — CEKYH/bI.

Note: the reliability of differences in indicators was determined using the Mann — Whitney test; T

maximum; I

max

XPOHWYECKNN PUHOCUHYCHUT C TIOJUIIO30M HOCA, 90-
3UHOMWIBHBIN TPAHYJIEeMaTo3 € MOJHAHTHUTOM, JKe-
JIyJOYHO-KUIIEYHYI0 matoaoruio (503uHOPUIbHBIT
930(aruT W AUCHENCHs) U TUNEePIO3UHOMDUIBHBIN
CHUH/IPOM, B CBSI3W C 4eM OblJ NpeJI0KeH TePpMUH
«203uHOMUIbHAS UMMYHHad auchyHkuus» [8, 25].
Ha 3nauumocTtb npo6ieMbl 3a6oJieBaHUil, accoOIUu-
POBAaHHBIX € THIEepI03WHODUINEH, oOpaTnja BHU-
MaHnue Bcemupnas opraHumsainus 31paBOOXpPaHEHUSI,
kortopast B 2022 r. ony6auKoBaja pPEKOMEH[AINH

tosaoruei [26].

max

ax

— BpeM:A BbIXO/la
— MaKCHMaJbHOE 3HAa4YCHNE MHTCHCHUBHOCTH, S — IJIonfaab IO/ KpI/IBOﬁ XEeMUJIIOMUHECIIEHIINN, OTH. €. — OT-

— time to reach
— maximum intensity value; S — area under the chemiluminescence curve; RU — relative units; s — seconds.

II0 AUATHOCTUKE U BeJEeHUI0 MAIlIeHTOB C JTOM Ia-

[Tonyuyennble HaMU Pe3yJbTaTbl, C OJHOU CTOPO-
HbBI, TIOATBEPIKAAIOT KOHIEMI[UIO O 3alUTHOW POJn
903uHO(GUIOB B 60pbbe ¢ mapasutapHbIMu 3a60Je-
BaHUSIMM, C J[PYTONl CTOPOHBI — TIO3BOJISIOT MPeEJ-
MOJIOKHUTH, UYTO y YacTH TAIMEHTOB C WHBa3Weil
O. felineus orMedalOTCsT TPOSIBJIEHUST BEPOSITHOI
«203MHOMDUIBbHON UMMYHHOH IUCHYHKINN», 3aKJIIO-
yalolleiicsl B accolualuu runepaosunoduinn ¢ 6oJee
arpecCUBHBIM TE€YEHHEM ITaTOJIOTHH.
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3akioueHue

BoinoHenHOe  KJIMHUKO-Ta00PAaTOPHOE  HCCIIE0-
Banne 328 manumenroB ¢ mnBasueir O. felineus B co-
YeTaHUU C olpejeseHneM (OYHKIIMOHAIbHON aKTHUB-
HOCTH 203WHO(PUIOB XEeMUTIOMUHECTIEHTHBIM METOIOM
y 42 6OJBHBIX OTMUCTOPX030M U 34 MPAKTHUECKU 3/10-
POBBIX JIUI] KOHTPOJBHON T'PYHIBI TO3BOJIIO yCTa-
HOBUTb HaJWUUe aCCOIMAIMK 203MHO(PUINHM KPOBU
C yBeJIMYEHWEM YaCcTOTHI KaJ06 Ha O6OIM B IPABOM
nozpe6epbe, KOXKHBIN 3y, KOKHbIE BBICHIIAHUS, YBe-
JIMYEHNEeM [IOJU JIEWKONEeHWW U HEHTPONeHUH, Mo-
BoiieHneM ypoBHs [TTII B kpoBu U TOBbBIIEHUEM
YaCTOTBI  YJbTPAa3BYKOBBIX MPU3HAKOB  XOJEIHCTH-
Ta. XeMUJTIOMHHECIEHTHOE HCCIe/IoBaHIe I10Ka3aso
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Functional Activity
of Blood Eosinophils in Patients
with Opisthorchis Felineus Invasion
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Aim: to study the functional activity of blood eosinophils in patients with Opisthorchis felineus (O. felineus) invasion.
Material and methods. A total of 328 patients with O. felineus invasion (120 men and 208 women, mean age —
40.3 years) and 34 practically healthy people (14 men and 20 women, mean age — 41.1 years) aged 18 to 70 years
were examined. The main method for diagnosing opisthorchiasis was the determination of eggs or bodies of adult
parasites in the duodenal contents and/or feces, which was used in all 328 patients with opisthorchiasis. All patients
underwent a complete blood count and biochemical blood test, esophagogastroduodenoscopy and ultrasound ex-
amination of the abdominal organs. The study of the functional activity of blood eosinophils was carried out in 42 pa-
tients with opisthorchiasis and 34 healthy individuals from the control group by chemiluminescent analysis with the
measurement of the intensity of production of reactive oxygen species in spontaneous and zymosan-induced reac-
tions in lucigenin- and luminol-dependent processes.

Results. The frequency of eosinophils in the complete blood count above 5 % in the examined patients with opist-
horchiasis was 19.5 %. An increase in the content of eosinophils in the blood in patients with opisthorchiasis was as-
sociated with an increase in the frequency of complaints of pain in the right hypochondrium, pruritus, skin rashes, an
increase in the proportion of leukopenia and neutropenia, an increase in the level of gamma glutamyl transpeptidase
in the blood, and an increase in the frequency of ultrasound signs of cholecystitis. At the same time, a pronounced
increase in the functional activity of blood eosinophils, determined by the chemiluminescent method, was observed
in patients with O. felineus invasion.

Conclusions. Patients with O. felineus invasion with an increase in the content of eosinophils in the blood due to the
likelihood of an aggressive course of the pathology deserve close attention of practitioners with the need for a thor-
ough comprehensive examination, including immunological methods.

Keywords: Opisthorchis felineus, eosinophils, functional activity, chemiluminescence
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DyHKUMOHANIbHAA aKTUBHOCTb 303UMHO(PUIIOB KPOBU
y 60sbHbIX C UHBa3uen Opisthorchis felineus

B.B. LlykaHoB'", H.E. Becenosa', A.A. CaByeHko', O.A. Konenuykosa', .. lBo3aes’, A.B. BaciotuH', 3.B. Kacnapos',
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Llenb nccnepoBaHus: N3y4nTb YHKLMOHANIbHYIO aKTUBHOCTb 303UHOMUIIOB KPOBU Yy BOMbHBLIX C MHBA3UEWN
Opisthorchis felineus (O. felineus).

2% Poc xypu ractposurepoJ rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)



www.gastro-j.ru Original articles / OpurnHasbHbIe MCCIEOBAHUS

Matepuan u metopabl. Becero 6110 o6cnenosaHo 328 60nbHbIX ¢ MHBaduel O. felineus (120 MmyxynH n 208 eH-
LWVH, cpegHuiin Bo3pacT — 40,3 roga) v 34 npakTnyeckn 340p0oBbix Yenoseka (14 My>uUmH 1 20 XEHLLMH, CpeaHni
Bo3pacT — 41,1 roga) B Bo3pacte o1 18 0o 70 net. OCHOBHbIM METO40M ANArHOCTUKN ONNCTOPX03a ABSANOCH Onpe-
JesleHne auvL, Uiy Ten B3POCIbIX NapasnuToB B AyO4eHaIbHOM COLEPXUMOM U/Uin B Kase, KOTOPOoe NMPUMEHSAN0Ch
y Bcex 328 nauueHToB C ONMMCTOPX030M. Bcem naumeHTam BbIMOJIHANUCH KIIMHUYECKUI 1 BUOXUMUYECKUI aHanum-
3bl KPOBU, 330aroracTpoAyoaeHOCKONUS 1 ybTPa3BYKOBOE MCC/Iel0BaHME OpraHoB 6ptoLuHoi nonoctu. Mccne-
[oBaHne GYHKLMOHANbHOW akTUBHOCTU 303MHOMUIOB KPOBU ObII0 NpoBeaeHo 42 60J1bHbIM ONMUCTOPX030M 1 34
300POBbIM N1LAM U3 rPYMMbl KOHTPOJIS METOLOM XEMUTIOMUHECLLEHTHOIO aHanm3a ¢ USMepeHneM MHTEHCUBHOCTU
BbIpabOTKM aKTUBHbIX POPM KMCNOPOAA B CIOHTAHHOM 1 3MO3aH-VMHAYLIMPOBAHHOM pPeakuumy B IOLUIEHVH- 1 Jt0-
MVHOJ1-3aBUCUMBIX MPOLLECCax.

PesynberaThl. HacToTa BbiSiBAEHUS 303MHOGUINN Y 06CNen0BaHHbIX 60JIbHLIX ONMCTOPX030M cocTaBuna 19,5 %.
MoBkILEeHVEe coaepXaHns 903MHOMUIOB B KPOBM Y 60JIbHBLIX ONMUCTOPX030M ObINI0 aCCOLMMPOBAHO C YBESIMYEHVEM
4acToThl Xanob Ha 6051 B NpaBoM Nnoapebepbe, KOXHbIV 3y, KOXHbIE BbIChINAHWS, YBEIMYEHNEM [0 IEAKONEHNN
1 HENTPOMEHUU, NOBbLILLEHNEM YPOBHS raMmmMa-riyTaMuaTpaHcnenTuaasbl B KDOBU U 4aCTOThl YIbTPA3BYKOBbIX MPU-
3HaKkoB xoJsieuncTuTa. Bmecte ¢ aTum y nauneHToB ¢ HBasuel O. felineus Habnoaanochb BbipaXeHHOE MOoBbILLIEHME
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One of the most interesting achievements at pres-
ent time is the study of the eosinophils role in
the pathogenesis of functional dyspepsia. The cur-
rent meta-analysis identified 22 studies, including
1108 patients with functional dyspepsia and 893
control group people. There was a clear increase
in the number of eosinophils (p = 0.0001) and
mast cells (p = 0.0001) in patients with functional
dyspepsia [12]. All of the above determines the
relevance of studying the functional activity of
blood eosinophils in patients with O. felineus in-
vasion.

Introduction

Opisthorchiasis is a global health problem.
Opisthorchis viverrini and Clonorchis sinensis
determined in 45 million people in the countries
of Southeast and East Asia [1]. Opisthorchis fe-
lineus (O. felineus) invasion is diagnosed in 10—
15 % of the endemic foci population in Russia
[2]. The role of opisthorchiasis in the development
of cholangiocarcinoma is currently being actively
studied [5]. European Association for the Study
of the Liver (EASL) emphasized the importance
of O. felineus in the genesis of liver cirrhosis and
cholangiocarcinoma in a review about the role of
parasites in the development of pathology [3]. In
a modern Russian study carried out in the Tomsk
Oblast and Khanty-Mansi Autonomous Okrug,
the authors found a strong association between
O. felineus invasion and cases of cholangiocarci-
noma (p = 0.008) [4].

It is known that the innate immune system,
including basophils, eosinophils, dendritic cells,
neutrophils, and monocytes, is a key system regu-
lating the host’s defense against helminths [6, 7].
In recent years, interest in eosinophil pleiotropism

Materials and methods

The work was carried out on the basis of the
therapeutic department of the clinic of the Federal
Research Centre “Krasnoyarsk Science Centre” of
the Siberian Branch of Russian Academy of Sciences,
Scientific Research Institute of Medical Problems of
the North, and the Gastroenterological Department
of the Krasnoyarsk Private Clinical Hospital “Russian
Railways-Medicine”. A total of 328 patients with
O. felineus invasion (120 men and 208 women, average
age — 40.3 years) and 34 practically healthy people

has increased sharply [8]. The role of eosinophils
is noted not only in the fight against some par-
asitic, bacterial and viral infections, the role of
these cells in the development of asthma, chronic
rhinosinusitis and some gastrointestinal disorders
is also discussed [9]. Considerable attention is
paid to discussing the diagnosis and management
of patients with eosinophilic esophagitis [10, 11].

(14 men and 20 women, average age — 41.1 years)
aged from 18 to 70 years were examined.

Inclusion criteria for patients with opisthorchiasis
were: 1) age from 18 to 70 years; 2) diagnosed chron-
ic opisthorchiasis; 3) signed informed consent.

The exclusion criteria from the study were:
1) age under 18 and over 70 years; 2) HIV infec-
tion; 3) oncological diseases; 4) chronic liver diseases
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of various etiologies (viral hepatitis, alcoholic liver
disease, non-alcoholic fatty liver disease, Wilson —
Konovalov disease, hemochromatosis, autoimmune
hepatitis, etc.); 5) tuberculosis; 6) pregnancy; 7) se-
vere chronic diseases of various organs and systems;
8) refusal to participate in scientific research.

The control group consisted of healthy individ-
uals who, during a preventive examination, did
not present gastroenterological complaints, did
not have severe chronic diseases of various organs
and systems, were characterized by normal com-
plete blood count and biochemical blood test, the
absence of markers for viral hepatitis, antibodies
to opisthorchiasis, and the absence of helminth
eggs in stool analysis for five consecutive days,
and denial of a history of alcohol abuse.

Clinical symptoms and anamnestic information
were studied in all subjects using a standard ques-
tionnaire developed on the basis of current inter-
national classifications [13]. The criteria for the
diagnosis of opisthorchiasis were the identification
of eggs or bodies of adult parasites in the duode-
nal contents and/or in the feces, which was used
in all 328 patients with opisthorchiasis. Chronic
opisthorchiasis was determined based on the du-
ration of O. felineus invasion for more than six
months according to anamnestic data.

Duodenal intubation was carried out after a
preliminary three-day preparation with restric-
tions in the diet of gas-forming foods, sweet, fatty
foods and after a 12-hour fast. Classically, three
portions of bile were obtained — “A”, “B” and
“C” (duodenal, bladder and hepatic), extracted
before and after stimulating the motor activity of
the gallbladder. To stimulate the motor activity
of the gallbladder, 30 mL of a 30 % solution of
magnesium sulfate was used. The study continued
throughout the expiration of the cystic portion
and another 15—20 minutes after the appearance
of the light hepatic portion. In each portion, the
volume and color were determined, and its macro-
scopic description was performed. Then microsco-
py of native bile smears was performed, 5—10 sam-
ples from all portions. Portions “B” and “C” were
considered the most informative. Also, during an
in-depth search, microscopy of bile sediment after
centrifugation was performed in order to increase
the efficiency of searching for opisthorchis eggs.

The examination of feces for the presence of
opisthorchiasis was carried out using the Kato
method — the thick smear under cellophane meth-
od. A thick smear is a layer of undiluted feces on
a glass slide, pressed under a sheet of thin hygro-
scopic cellophane, previously impregnated with
glycerin.

All patients underwent complete blood count
and biochemical blood test. A biochemical blood

test determined alanine aminotransferase (ALT),
aspartate aminotransferase (AST), gamma-glu-
tamyl transpeptidase (GGTP), glucose and total
bilirubin levels. All patients underwent esophago-
gastroduodenoscopy and ultrasound examination
of the abdominal organs.

A study of the functional activity of blood eosin-
ophils was carried out on 42 patients with opisthor-
chiasis and 34 healthy individuals from the control
group. The intensity of the production of reactive
oxygen species (ROS) in blood eosinophil cultures
was studied using chemiluminescent analysis. The
activity of lucigenin- and luminol-dependent spon-
taneous and zymosan-induced chemiluminescence
was determined. Primary ROS (superoxide anion)
were studied using lucigenin, and secondary ROS
(H,0,, -OH, HCIO) were studied using luminol.
Spontaneous chemiluminescence shows the basic level
of functional activity of eosinophils; upon stimulation
with zymosan, the reserve capabilities of the cells were
determined. Chemiluminescent activity was assessed
for 90 minutes on a 36-channel chemiluminescent an-
alyzer “CL3606” (Russia). The following characteris-
tics of the functional activity of cells were determined:
time to reach maximum (T _ ), maximum intensity
value (I ) and area under the curve (S) of chemilu-
minescence. The activation index (AI) was calculated
by the ratio of S in the zymosan-induced reaction to S
in the spontaneous reaction.

The study was carried out with the permission of
the local ethics committee of the Federal Research
Centre “Krasnoyarsk Science Centre” of the Siberian
Branch of Russian Academy of Sciences (proto-
col No. 4 of 08.02.2019). Each participant signed
an informed consent form for the examination, in
accordance with the World Medical Association
Declaration of Helsinki, which governs scientific
research.

Statistical processing of the research results
was carried out on a personal computer using the
Statistica (version 7.0) and SPSS v. 12.0 application
package. To analyze quantitative indicators, the medi-
an (Me) and interquartile range (C,.—C..) were calcu-
lated. The significance of differences between the indi-
cators of independent samples was assessed using the
nonparametric Mann — Whitney U test. To analyze
the statistical significance of differences in qualitative
characteristics, the calculation of the odds ratio (OR)
and confidence interval (CI) for the OR was used
(CI was determined using the Woolf logit method).
Differences were considered statistically significant at
p <0.05.

Results

As part of this work, we analyzed a fairly
large number of medical records of patients with
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O. felineus invasion (n = 328) in order to de-
termine the relationship between increased levels
of eosinophils in the blood and clinical and labo-
ratory manifestations. The frequency of detection
of blood eosinophilia (the content of eosinophils
in complete blood count is higher than 5 %) in
the examined patients with opisthorchiasis was
19.5 % (in men — 21.7 %, in women — 18.3 %;
OR = 1.24; CI: 0.71-2.16; p = 0.55). We did not
find an association of eosinophilia in the blood
with age of patients.

In patients with a blood eosinophil content
above 5 %, an increase in the frequency of pain
in the right hypochondrium, skin itching and skin
rashes was registered. A very interesting fact was
the establishment of a relationship between eo-
sinophilia with leukopenia and neutropenia. In
our previous works, we showed that patients with
O. felineus invasion have a decrease in the func-
tional activity of neutrophils in the blood [14,
15]. In this work, we demonstrated for the first
time the association of eosinophilia with leukope-
nia and neutropenia. Among other indicators, one
should highlight an increase in GGTP content and
a higher frequency of ultrasound signs of cholecys-
titis (thickening of the gallbladder wall of 4 mm
or more) in patients with an increase in the con-
tent of eosinophils in the blood compared to per-
sons with a normal leukocyte formula (Table 1).

The functional activity of eosinophils in the
luminol-dependent process was significantly
higher in patients with opisthorchiasis compared
to healthy individuals. The area under the curve
(S) for the spontaneous reaction in patients with
O. felineus invasion was 7.5 times higher, and
for the zymosan-induced reaction it was 15.4
times higher. It should be noted that the abil-
ity of eosinophils to produce reactive oxygen
species increased significantly in patients with
opisthorchiasis when stimulated with zymosan
(AI = 3.36) in comparison with healthy indi-
viduals (Al = 1.61; Table 2).

Similar regularities were determined in the
lucigenin-dependent process. The area under the
curve, which determines the total production of
reactive oxygen species, in patients with opis-
thorchiasis in comparison with healthy individ-
uals was 20.6 times higher in the spontaneous
reaction, and 11.4 times higher in the zymosan-
induced reaction (Table 3).

Thus, we obtained data according to which
an increase in the content of eosinophils in the
blood in patients with opisthorchiasis was associ-
ated with an increase in the frequency of com-
plaints of pain in the right hypochondrium, skin
itching, skin rashes, an increase in the proportion
of leukopenia and neutropenia, an increase in the

level of GGTP in the blood and an increase in
the frequency of ultrasound signs of cholecysti-
tis. At the same time, a pronounced increase in
the functional activity of blood eosinophils, de-
termined by the chemiluminescent method, was
observed in patients with O. felineus invasion.

Discussion

Eosinophils are myeloid cells that develop in the
bone marrow in response to specific combinations
of transcription factors and cytokines. After dif-
ferentiation and maturation, eosinophils leave the
bone marrow, enter the bloodstream, and are rap-
idly recruited to peripheral tissues. Less than 1 %
of the body’s total eosinophil pool is found in the
bloodstream, where they constitute less than 5 % of
white blood cells. The vast majority of eosinophils
are found in the mucosa of the digestive tract [16].

Eosinophils are granulocytes and contain nu-
merous granules of varying composition. Cationic
granule proteins mediate most of the cytotoxic
effects of eosinophils, play a role in host defense,
and promote inflammation. Eosinophil peroxidase
generates reactive oxygen species, which also con-
tribute to cytotoxicity. Eosinophil granules contain
cytokines, chemokines, growth factors and lipid me-
diators that are selectively released in response to
various stimuli [17].

The classical function of eosinophils was con-
sidered to be the fight against helminths and
participation in allergic processes [18]. When
helminth larvae migrate in tissues, an immune
response develops, which leads to the expansion
of eosinophils and the production of IgE type im-
munoglobulins. IgE antibodies bind to the target
antigen and activate eosinophils, which release
cytotoxic substances [19].

The last 20 years have been marked by a change
in ideas about the functions of eosinophils. The in-
volvement of these cells in immune homeostasis has
been described. These cells are able to modulate
the functions of B cells, plasma cells and T cells,
and participate in the regulation of the intestinal
microbiota [20]. A number of modern studies have
established the pathogenic role of eosinophils in the
development of some diseases. The role of eosino-
phils has been studied particularly well in patients
with bronchial asthma. Early studies demonstrated
that total eosinophil count reflects asthmatic activ-
ity and is useful for steroid dose adjustment [21].
Subsequently, the relationship between the num-
ber of eosinophils in the blood and sputum and the
severity of asthma was verified [22]. A study in
2002 showed that a therapeutic approach target-
ing eosinophilic inflammation resulted in optimal
asthma treatment outcomes [23]. Subsequently,
when studying a cohort of 130,000 patients in the
UK, the authors demonstrated that the number
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Table 1. Clinical and laboratory parameters in patients with opisthorchiasis depending on the

content of eosinophils in the blood

Tab6auua 1. Kmianko-sa6opartopHble MOKa3aTe I Yy OOJbHBIX OMHCTOPX030M B 3aBUCHMOCTH OT CO-

JePKAHMS 903UHO(DUIOB B KPOBH

Eosinophils < 5.0 %
dosunoduavt < 5,0 %

Eosinophils > 5.0 %
dosunoduavt > 5,0 %

Parameter / IToxazamean (n = 264) (n = 64) O(I)III{'; Z(I:%p »
EO abs. / % EO abs. / % ’ ’
aée. ° aée. °

Pain in the right hypochondrium 0.44; 0.25—0.78;
Boau 6 npasom nodpedepue i 5,9 22 493 p = 0.007
Epigastric pain 1.41; 0.77—-2.58;
boau 6 sanuzacmpuu 20 . 1 288 p =0.32
Pruritus 0.44; 0.25—0.77;
Koxnwvil 3yo = 2 el A p = 0.007
Skin rashes 0.37; 0.21—0.64;
Koxnoie evicoinanus S g 59 e p < 0.001
Overweight (BMI > 30.0) 1.58; 0.66—3.79;
Ouxupenue (UMT > 30,0) 39 14.8 6 e p = 0.36
Leukopenia (< 4 x 109/L) 0.37; 0.17—0.79;
Jeuronenus (< 4 x 10°/1) 2 8.0 12 LSS p=0.02
Neutropenia (< 47.0 %) 0.39; 0.22—0.68;
Heiimponenus (< 47,0 %) 67 2 30 SR p = 0.001
Lymphocytosis (> 37.0 %) 1.32; 0.76—2.28;
Jumpouyumos (> 37,0 %) 134 20.8 28 43.8 p=0.39
ITosbrmennsrit yposeasb AJIT 0.60; 0.28—1.30;
Elevated ALT levels 20 g2 o L3dE p=0.32
Elevated AST levels 0.54; 0.22—1.34;
IHosviwennviti yposenv ACT 1 B 7y 0 p=0.33
Increased GGTP 0.28; 0.14—0.55;
Hoeviwennas I'TTIT 24 2l 17 2868 p < 0.001
Increased serum glucose
Ilosviuennas 22110034 6 Cbl8OPOMKE : : p =0.42
kpoeu (> 6,1 mmonv,/ 1)
Flevated total t;ilirubin

>21.0 umol /L 0.83; 0.42—1.64;
Hosvrwennvil 06wutl 6urupyoum 47 et 1 A p=10.78
(=>21,0 mxmonv/ 1)

Hepatomegaly on ultrasound 0.64; 0.34—1.22;
TI'enamomezarus no Y3H = gt s 250 p = 0.26
Signs of cholecystitis on ultrasound 8 3.0 7 10.9 0.25; 0.09—0.71;
Ipusnaxu xoneyucmuma no Y3HU : : p =0.02
Biliary sludge on ultrasound 0.63; 0.33—1.19;
Bunuapnoui caadx no Y3HU 4 e 15 2500 p=0.23
Polyps in the gallbladder on ultrasound 31 117 5 78 1.46; 0.56—3.77;
Honunwvt 6 xenunom nysvipe no Y3HU ’ : p =05
Steatosis in the liver on ultrasound 21 8.0 9 31 2.21; 0.58—8.42;
Cmeamos 6 neuenu no Y3HU : : p=0.28
Peptic ulcer 2.43; 0.64—9.23;
Azeennas 601e3H 4 sed 2 <ol p=0.21

Note: the significance of the differences in indicators was calculated using the odds ratio; EO abs. — absolute eosinophil count;
OR — odds ratio; CI — confidence interval; BMI — body mass index; ALT — alanine aminotransferase; AST — aspartate
aminotransferase; GGTP — gamma glutamyl transpeptidase.
Ipumeuanue: TOCTOBEPHOCTb PA3JIMUNI MOKa3aTe/leil BBIYNCAEHA TPH TTOMOIIHN oTHOMIeHNs mancoB; OIIl — oTHOIIeH e MaHCOoB;

AN — nosepurenbubiii unrepsas; UMT — wungexc macceor tena; AJIT — amanunamunorpancdepasa; ACT — acnapratamuHo-

tpancdepasa; I'TTII — ramMa-riyraMIITpaHCIENTHIA3A.
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Table 2. Characteristics of the functional activity of eosinophils in the luminol-dependent process
in patients with opisthorchiasis in comparison with healthy individuals, Me (C,,—C,,)
Tabauua 2. Xapakrepuctuku (DYHKIMOHAJBHON aKTUBHOCTH 303UHOMUIOB B JIOMUHOJI-3aBUCUMOM

Tporecce y MAIMEHTOB ¢ ONMCTOPX030M B CpaBHeHHH co 310posbivu smnami, Me (C,.—C. )

Parameter / IToxazamean

Patients with opisthorchiasis
IMavyuenmot ¢ onucmopxoszom

Healthy individuals

Hnoexc axmusauuu

3doposvie auua j7)
(n = 42) (n = 34)

Spontaneous |T,., s/ ¢ 1154 (888—1428) 635 (307—1723) 0.04

ienoron I, RU / omn. ed. 16 759 (2801—28 079) 2230 (977—4396) < 0.001
Cnonmannas MR

peaxyust S, x10* RU / om. eo. 36 260 (10 370—64 340) 4823 (1135—12 890) | < 0.001

Zymosanginduced T ,s/c¢ 1332 (977—1600) 848 (308—1477) 0.01
Sunosanundy- |l RU / omu. ed. 41 879 (10 64457 676) 5371 (1219-9459) | < 0.001
o ekuns | S <10'RU / ommn. ed. | 125 200 (30 330137 600) 8108 (2047—21 000) | < 0.001

A vaicion ke 3.36 (1.37-4.94) 1.61 (1.14-3.75) 0.01

Note: the reliability of differences in indicators was determined using the Mann — Whitney test; T = — time to reach

maximum; I

Ha MakcuMyw™; I
HOCHUTEJIbHbIE e/[UHUIIbI; C — CeKYH/bI.

X

s — Maximum intensity value; S — area under the chemiluminescence curve; RU — relative units; s — seconds.
IIpumeuanue: nocrosepHoCTDh pasimdnii okasareseii onpesiesiena ¢ moMombo kKpurepus Manna — Yuram; T, — Bpems BbIxoza

max MaKCHuMaJbHOe 3HaYeHne MHTEHCUBHOCTU, S — ILJI0Ia/Ib 110/ KpI/IBOﬁ XeMUIIOMUHEeCHeHIIn; OTH. €. — OT-

Table 3. Characteristics of the functional activity of eosinophils in the lucigenin-dependent process
in patients with opisthorchiasis in comparison with healthy individuals, Me (C,—C,.)
Ta6auua 3. XapakTepucTuk (PYHKIIMOHAIBHONH aKTHBHOCTH H03MHOMUIIOB B JIIOIUT€HNH-3aBUCUMOM

IIpoIlecce y MAlMEHTOB ¢ ONMCTOPX030M B CPaBHEHMH CO 340poBbiMu Jmmamu, Me (C 25—C75)

Patients with opisthorchiasis Healthy individuals
Parameter / IToxazamens Havuenmot ¢ onucmopxo3zom 30oposvie uya p
(n = 42) (n = 34)
Spontaneous |T. ., s/ c 1472 (1250—1598) 888 (492—1846) 0.03
reaction I ,RU / omn. eo. 4576 (925—11 712) 227 (72—1461) < 0.001
Cnonmannas — {—mex
peaxuyus S, x10* RU / om. eo. 9674 (1947—31 570) 470 (322—3555) < 0.001
Zymosant-induced T,ws/cC 1420 (1277—1661) 707 (282—1353) 0.001
reaction
Bumosanundy- | Lo RU / omn. €0, 6893 (1419—9400) 612 (128—1072) < 0.001
N ecuus | S 10°RU / omm. eo. 18 540 (3566—26 570) 1633 (511-2973) | < 0.001
Activation index
Hndexc axmusayuu 1.92 (0.64—4.46) 3.41 (0.83—6.02) 0.04

Note: the reliability of differences in indicators was determined using the Mann — Whitney test; T

maximum; I

max

ITpumeuanue: 0CTOBEPHOCTD Pa3/IMYMil IOKaszaTe eli onpeeseHa ¢ noMonbio kpurepus Manna — Yurhn; T —

Ha MakcuMyM; I
HOCHUTEJbHbIE €ANHUIbI;, C — CEKYH/Ibl.

of eosinophils in the blood is a biomarker of se-
vere asthma exacerbation [24]. Recently, the sig-
nificant role of eosinophilic inflammation has been
established for a number of other diseases, which
include chronic rhinosinusitis with nasal polypo-
sis, eosinophilic granulomatosis with polyangiitis,
gastrointestinal pathology (eosinophilic esophagi-
tis and dyspepsia) and hypereosinophilic syndrome,
in connection with which the term “eosinophilic
immune dysfunction” was proposed [8, 25]. The
significance of the problem of diseases associated

— time to reach
e — Maximum intensity value; S — area under the chemiluminescence curve; RU — relative units; s — seconds.
BpEMSI BBIXO/1A
e — MaKCHMaJbHOE 3HAYEHHE WHTEHCHBHOCTH; S — ILIOMA/b N0/[ KPHBON XeMHJTIOMUHECICHINN; OTH. el. — OT-

with hypereosinophilia was drawn attention by the
World Health Organization, which in 2022 pub-
lished recommendations for the diagnosis and man-
agement of patients with this pathology [26].

Our results, on the one hand, confirm the con-
cept of the protective role of eosinophils in the fight
against parasitic diseases, on the other hand, they
suggest that some patients with O. felineus invasion ex-
hibit manifestations of probable “eosinophilic immune
dysfunction”, consisting of an association of hypereo-
sinophilia with a more aggressive course of pathology.
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Conclusion

A clinical and laboratory study of 328 patients
with O. felineus invasion in combination with de-
termination of the functional activity of eosinophils
using the chemiluminescent method in 42 patients
with opisthorchiasis and 34 practically healthy con-
trols made it possible to establish the presence of
an association of blood eosinophilia with increased
frequency of pain in the right hypochondrium com-
plaints, skin itching , skin rashes, increased propor-
tion of leukopenia and neutropenia, an increase in
the blood GGTP level and increased frequency of
cholecystitis ultrasound signs. A chemiluminescent
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DIBOY BO «Canxm-Ilemepbypecruti zocydapcmeennviti ynusepcumems, Canxkm-ITemepoype, Poccuiickas @edepayuu

Llenb nccnepoBaHus: NpoaHanM3npoBaTh Pe3ynbTatbl aHOHMMHOIO aHKETUPOBAHUSA NMALUVMEHTOB C CUHOPOMOM
pasgpaxeHHoro kuweyHvka (CPK) ons oueHkr CTeneHu nx yooBneTBOPEHHOCTU pedyibTaTamMuy NPOBEOEHHON Te-
panuun 1 Ha 3TOM OCHOBaHWY ONPEAENUTb Hanbosee oNTUManbHbIE MOAX0Ab! K JIEYEHMIO.

Martepuan n metogbl. PaboTta BbinosHeHa B 8 cybbekTax CeBepo-3anagHoro dpenepanbHOro okpyra. AHOHUM-
HOE aHKETMPOBaHME nNpoBeneHo y 422 naumeHtoB CPK nerkon n cpegHen ctenenun. Mo oueHke yncna niogen, oT-
METUBLLMX UCHE3HOBEHUE WM CYLLLECTBEHHOE CHUXEHME WHTEHCUBHOCTM OCHOBHbLIX MPOSIBNIEHUI 3abonieBaHus

yepes 1 n 3 mecsua noce fevyeHns, naydanacb 9OPEeKTMBHOCTb KOMMIEKCHOM Tepanun. Cpeamn 605bHbIX, BKIIOYEH-
HbIX B UCCNeAoBaHue, NauneHTbl Co cMellaHHbiM BapraHToM CPK ¢ npeobnagaHuem 6oseBoro cuHgpoma (n = 206)

NPOBOANIIN CAMOOLLEHKY OO B XMBOTE MO BU3YaslbHO LLKaNe MHTEHCUBHOCTY 60nn. OcTanbHble (n = 216) Bbino-
HSIM CaMOOLLEHKY CBOEIO COCTOSIHMSA MO YacToTe gedekauunii u no bpuctonbckon wkane dopmbl cTyna. B kaxgon

13 3TuX rpynn dopmMmpoBanu Tpy NoArpynnel: 1-9 — neyeHne npenaparamy raCTpo3HTEPONOrN4ecKoro npoduns;

2-9 — neyYeHne covyeTaHHoW papmMakoTepanmelt (C Ha3HaYeHNneM NCUXOTPONHbIX CPeacTs); 3-9 — JieyeHne KoMourHa-
LIMeN raCTPOSHTEPONOMMHECKMX M ICUXOTPOMHbIX IEKAPCTB U MPUMEHEHNE HENEKAPCTBEHHbIX METOLAOB NCUXOTEPANUN.

PesynbraTtbl. MakcumanbHas pa3HOCTb CyOBbEKTUBHOW YO0BIETBOPEHHOCTU GOJIbHBIX CBOUM fle4eHnem bbina oT-
MeyeHa yepes 3 Mecsiua Nocne 3aBepLueHns Kypca neveHus B 3-1i nogrpynne (79 % — nerkuii CPK, 71 % — CPK
CpeaHen TaxXecTu TedeHus). MaunenTobl 2-11 noarpynnel 4epes 3 Mecsiua NO0XUTENBHO OLEHUNN pedyNibTaTbl CBO-
ero neyeHuvs B 34 n 27 % cny4yaeB COOTBETCTBEHHO. Y NaumMeHToB 1-1 noarpynnbl paccMaTprBaeMble nokasaTenu

okasanuch elle MeHee 3Ha4Mbl — 28 1 22 %.

BbiBoAbl. JleuebHblli komnneke ans nauyeHTtoB CPK MoXeT cumMtaTbCs onTUMasibHbIM NPY HEMPEMEHHOM BKJIlO4e-
HUW B HEFO MOMUMO CUMMTOMATUYECKMX NEKAPCTBEHHbBIX CPEACTB LLENeco0bpasHbIX NCUXOTPOMHbLIX JIEKAPCTBEH-
HbIX MPenapaToB Ha OCHOBAHUWN AMArHOCTUYECKOM OLEHKN NMCUXO3MOLMOHANBLHOIO cTaTyca KOHKPETHOrO 60JIbHO-
ro, a Takxe Ha3Ha4YeHUN NHANBUAYaNbHO NOA0OPAHHBIX HEIEKAPCTBEHHbLIX METOLOB MNCUXON0rMYECKON KOPPEKLMN
B COOTBETCTBUM C NCUXOCOMATUYECKON CUMNTOMATUKON. B 06pa3oBaTenbHbie NPOorpaMmbl NOBbILLEHNUS KBanMpU-
Kauuun Bpayei, paboTawoLmx ¢ naumeHTammn ¢ CPK, cnenyeT BktoYaTb OYHbIE LIMKIIbI MO MCUXOAMArHOCTUKE U NMCU-
xoTepanuu.

KnioueBble cnoBa: CMHAPOM PasfpaxeHHOro kuweyHuka, CPK, ncuxoopueHTupoBaHHaa Tepanusi, addekTus-
HOCTb Ie4eHns

KoHdnukT HTEepecoB: aBTopbl 3as8BASIOT 06 OTCYTCTBUN KOHMNNKTA NHTEPECOB.

Ansa umtupoBanus: bapaHosckuii A.1O., PeweToBa T.B., CakesH U.C. CnHApOM pasapakeHHOW KULLKK: B YEM MPUYMHBI HEYOO0BET-
BOPEHHOCTU neyveHunst 605bHbIX 1 Bpaden? (Mo onbiTy neuyebHbix yupexaeHunin CeBepo-3anagHoro denepansHoro okpyra Poccum).
Poccuinckunia xypHan ractpoaHTeEPOorim, renatonoruu, kononpokronorun. 2023;33(6):36—43. https://doi.org/10.22416/1382-4376-
2023-33-6-36-43
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Aim: analyze the results of an anonymous survey of patients with irritable bowel syndrome (IBS) to assess the degree of
their satisfaction with the results of the therapy and, on this basis, determine the most optimal approaches to treatment.
Material and methods. The work was carried out in 8 subjects of the North-Western Federal District of Russia. An
anonymous survey was conducted in 422 patients with mild to moderate IBS. By assessing the number of people who
noted the disappearance or significant decrease in the intensity of the main manifestations of the disease one and
three months after treatment, the effectiveness of complex therapy was studied. Among the patients included in the
study, people with a mixed variant of IBS with a predominance of pain syndrome (n = 206) self-assessed abdominal
pain using a visual pain intensity scale. The rest (n = 216) completed a self-assessment of their condition using the
frequency of bowel movements and the Bristol Stool Form Scale. In each of these groups, three subgroups were
formed: Subgroup 1 — treatment of patients with gastroenterological drugs; Subgroup 2 — treatment with combined
pharmacotherapy (with the appointment of psychotropic drugs); Subgroup 3 — treatment with a combination of
gastroenterological and psychotropic drugs and the use of non-medicinal methods of psychotherapy.

Results. The maximum difference in the subjective satisfaction of patients with their treatment was noted three
months after the completion of the course of treatment in Subgroup 3 (79 % — mild IBS, 71 % — moderate IBS).
Patients of Subgroup 2 after three months positively assessed the results of their treatment in 34 and 27 % of cases,
respectively. In patients of Subgroup 1, the considered indicators were even less significant — 28 % (mild IBS) and
22 % (moderate IBS).

Conclusion. The treatment complex for IBS patients can be considered optimal if, in addition to symptomatic
medications, appropriate psychotropic medications are necessarily included in it basing on diagnostic assessment
of the psychoemotional status of a particular patient, as well as the appointment of individually selected non-
medicinal methods of psychological correction in accordance with psychosomatic symptoms. Full-time cycles on
psychodiagnostics and psychotherapy should be included in the educational programs of advanced training of
doctors working with IBS patients.
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Y KaskJOro U3 Bpaueil, Tpexk/e Bcero aMOyJaTOPHO-
IO 3BeHa MeJMIIMHCKON TOMOIIM, OKAa3bIBAETCsl BEChMa
6OMBITIM. MbI BBIIOJHIIM COOTBETCTBYIONIEE MCCIC-
nosatne B Cankr-IlerepGypre 1 HEKOTOPHIX 061ACTSIX
n pecrny6mukax CeBepo-3amagHoro  (heaepasbHOro
okpyra (C3®O) [1].

BBeaenue

CungpoM paszapaxkennoro kumeununka (CPK) —
3a0osieBaHne, BbBICOKAs 4YacToTa KOTOPOrO B IIPaK-
THKE TaCTPOHTEPOJIOra, Bpaya oOlIell IIPaKTHKN
U TepaneBTa yCTYTAeT JUIIb XPOHNYECKOMY TaCTPUTY.
[Tpu sTOM ecam Jedenne GOTBHBIX ¢ 060CTPEHUEM XPO-
HIUYECKOTO TacTpuTa, TeM 6oJiee C HMCIOJb30BaHUEM
CXEM 9PAJUKAIMN TUIOPUYECKOTO XEJTUKOOAKTEPA, JIaeT
JIOCTaTOYHO OBICTPBI M YCTONUYMBBIN MOJOKUTETbHBIN
apdekr, To seuenne naipentoB ¢ CPK tpebyer Becbma
TPOJIOJKUTEIBHOTO BPEMEHHU, KaK MPABUJIO, BBIXO/ISIIIE-
TO 32 TIpe/iesibl IBYX-TpeX W 6oJjiee MeCSIEB, COIMPOBO-
JKJIAETCST YaCThIMKU W JITTUTETbHBIMI KOHCYJIbTaTUBHBIMI
BCTpeYaMu Bpaya ¢ OOJbHBIM, HEOOXOJAUMOCTHIO He-
OJITHOKPATHO M3MEHATh CoJepiKaHue MeAMKaMEeHTO3HON
Tepanuu, NepcOHn(UIUPYsT ee IO WHAUBHU/YATbHbIE
TICUXOCOMAaTHYeCKe 0COGEHHOCTH TaienTa. Ilpu atom
3HAYUTETbHAS YaCTh GOJILHBIX BCE JK€ OCTAETCS HE Y/IOB-
JIETBOpEHa Ppe3yJbTaTaMM JIeYeHHs, BILIOTb /IO KOH-
(pIMKTOB € JleyalM CIEIHAIICTOM.

B dyeM ke mpuymHa TaKUX CUTyaluil B MPaKTUKe
Bpava? A ecam y4ecTb, UTO 3MUIEMUOIOTUYCCKIE JaH-
weie 0 CPK cBugerenscrBytor, uro or 10 mo 13 %

[less wccse0Banms: MPOAHATM3UPOBATD Pe3yJIbTa-
Thl AHOHUMHOIO AHKETHPOBAHUS MHAIlUEHTOB C CHHJPO-
MoM pasapakenHoro knmeunnka (CPK) mma omenkn
CTEleHH MX YAOBJETBOPEHHOCTH pe3yJ/IbTaTaMM IPOBE-
JIEHHOIT Tepalny 1 Ha 5TOM OCHOBAHUK OIPE/EINTh Hal-
6oJiee ONITIMAIbHBIE TIOAXObI K JICYEHHIO.

Marepuajbl 1 METOIbI

N3zyuenne ynosaerBopennoctn mnaimentos ¢ CPK
9(HEeKTUBHOCTBIO JieueHUsI CBOEro 3a00JIeBaHUs Bbl-
nosHeHo B 8 cy6bektax C3MO [2]. AHoHMMHOE aH-
KetnpoBanue BoimoHmIN 422 6oapupix CPK, mpoxo-
JMUBIIMX aMOyJIATOPHOE JiedeHne B 26 MeIUITMHCKUX
YVUPEKIEHUAX, CPeAu KOTOPbIX ObLio 12 moaukin-
HUK, 4 racTtposHTeposormuecknx 1entpa u 10 kom-
MepYeCKX MEAMIMHCKUX TIeHTpoB. IIpoBoaniaoch

B3POCJIOTO HACETIEHNS CTPAIAET OT 3TOTO 3a60JIeBaHNS,
nout 30 % cpein KOTOPBIX HAGJIOMAIOTCS Yy racTpo-
9HTEPOJIOTA WJIN TEpalleBTa, U ecJu Jaxe HeGOJbIIas
4acTb CpEeAM 3TOT0 KOHTHMHTEHTA HE Y/IOBJETBOpPEHA
pe3yJabTataMy JIEYeHUs, TO YHCJIO TaKUX OOJbHBIX

nusyuenre 3(POEKTUBHOCTH KOMIIEKCHOI —Tepaniu
MO0 OIleHKe Yncaa OGOJbHBIX, OTMETHUBIINX WCYE3HO-
BeHNe WM CYIeCTBEHHOe CHU)KEHUE MHTeHCHBHOCTH
OCHOBHBIX TpOsBIeHuil 3aGoseBanusi yepes 1 u 3
Mecsila TocJje Jjedenns. B uccienoBanne BKIIOYEHBI
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422 manueHTa ¢ CHHJIPOMOM pa3pakeHHOTO KWIIed-
HUKa JIeTKOH m cpenHeii cremeHedl. [lanmenTtsr pas-
JIeJIEHbI 110 OCHOBHO# skamobe. M3 HUX TainueHTbl
¢ mpeobaaganueM 6osesoro cungpoma (n = 206) mpo-
BOJIMJIK CaMOOIIEHKY OOJIM B JKMBOTE 10 BHU3YaJbHOI
mkane unrencusnoctu 6omu [3]. Ocranbuble (86 ma-
IUEHTOB ¢ JAuapeeii, 76 MalMeHTOB ¢ 3all0poM, >4 Ia-
IIIIEHTa CO CMENIAHHBIM BapUAHTOM) BBINOIHIAINA Ca-
MOOIIEHKY CBOETO COCTOSHUS 110 4actoTe jedeKrariiii
u o Bpucroabekoit mkanze GOpMBI CTyJIA.

Jluera nmanmentam ¢ CPK noxbupanach WHINBUIY -
AJbHO TTyTeM WMCKIIOYEHUS MPOYKTOB, BBI3BIBAIOIINX
yCHJIeHHe CUMIITOMOB 3a60/ieBanus (3MMUHAIOHHAST
quera). Bpumm pekoMeHgoBaHbI yMepeHHble (pusuue-
ckne Harpysku (xozp6a, e3a Ha BEJOCHIIEAE, 3aHs-
TS a3pOOUKOIL).

BceMm GosibHBIM, BOIIEAIIMM B HCCJAEAOBaHHUE, Ha-
3Havajgach OAHOTHUITHAA (hapMaKoTepanusi B COOTBET-
CTBUU C TIOJIOKEHUSIMHU KJIMHUYECKUX PEKOMEeH/[allnii
Poccuiickoii  racTpoaHTEPOJOTUYECKONW — aCCOIHAIIIT
n Acconmanuu KoJionnpokTosioros Poccun [1]. Tak,
nanuentam ¢ CPK npu nanuuunn xano6 va 60J1b B K-
BOT€ HA3HAYAJUCH CHA3MOJUTUKU IS KyHMUPOBAHUS
60JIeBOTO CHH/pOMa. B ciydae amapen Ha3HAYaJINCh
ambo Jonepamuj, Ju00 CMEKTUT JUOKTa’APHUECKUii,
60 MPOTUBOIUAPENHbIE TTPenapaThl GUOJIOTHYECKOTO
pacturesbHOoro mpoucxoxaenus. Ilanmmenram ¢ CPK
¢ 3aropoM ObLIN PEKOMEeH/I0BaHbI cJaabuTeTbHbIe TIpe-
napaTbl, YBEJUYUBAOINIME OOBEM KHIIEYHOTO COJEP-
SKUMOTO /IS HOPMATM3AIUHI CTYJIA.

Pe3ybraThl HCCJIe10BaHHS
U 00CYysKAeHHE

[Tpesxe yeM paccMOTpeThb CTeleHb Y0BJIeTBOPEH-
noctu nanuentos ¢ CPK snedennem nx 3abosieBaHus,
[peICTaBUM HEKOTOpble OPTaHU3alMOHHbIE ACHEKThI
MEJIUIIMHCKON TIOMOIIM 3TOW KaTeropuu NallUeHTOB

B C3MO, a uMEHHO XapaKTEPUCTUKY MEIUITMHCKUX
VUPEXRACHUN, T/ie TPOBOAUTCS NATHOCTUKA, JieUeHUE
U JAuHaMuuYeckoe HalOJIoJleHne 3a HalleHTaMM JlaH-
Hoit karteropun B Cankr-IlerepGypre m cy6bekrax
C3®O (taba. 1), crenenb obecrnedeHHOCTH IallieH-
toB CPK nepcormndutinposannoii tepanueit 8 C30O
(tabn. 2) u ob6ecrnevyennoctsb namuentos CPK crerma-
JIN3UPOBAHHON JIe4eOHO-KOHCYJIbTATUBHON MOMOIITBIO
B C3®MO (rabn. 3). KommiekcHast oljeHka opraHusa-
1uu JedeGHO-IUArHOCTUIECKON PAGOThI ¢ MAIHeHTaMK
CPK BblnosiHeHa HAa OCHOBAHMU OTYETOB Psijia TJIABHBIX
HemTaTHeIX racTposrTeposoroB C3MO ¢ anHamm3oM
648 BepudunmpoBanHbIx KauHnueckux ciaydaeB CPK.
AHKeTHpOBaHMe CPEN HUX TIPOBEECHO y 422 TalneHTosB.

Kax BugHO u3 mpejcrasjeHHbIX B Tabuuie 1 maH-
HBIX, JIe4eOHO-INArHOCTUYECKYI0 MOMOIIh GOJbHBIM
CPK B cy6pbekrtax C3MDO oka3piBaioT TpeuMyIiie-
CTBEHHO YyYaCTKOBbBIE TIOJUKJINHIKI, B MEHbIIEl cTere-
HU — KOMMeEpUecKue MeJUIMHCKNE EHTPbI U clielfa-
JIN3UPOBAHHBIE  TACTPOIHTEPOJOTUYECKIE  I[CHTPBI
(ropojckoii, B cocraBe MHOTOMPOMUIBHBIX GOJHHUIL
u ap.). B mrate HEKOTOPBIX PaHOHHBIX MOJMKJIMHUK
Canxr-IletepOypra MMeEIOTCS BpavyM-TaCTPOIHTEPOJIO-
ru. He6onbimas vacts marmmentoB CPK monygaer Bce
BUJIBI HEOOXOANMOIl JieueGHO-IMarHOCTHYECKON TTOMO-
mwm B nosmkanHukax MYC, MunncrepcrBa 060pOHBI
P®, By30B u jp. [ogassioniee yncio naimentos CPK
(96 %) B obmactsix u pecnybmikax C3DO mnosyyaor
110 MECTY SKUTEJIbCTBA BCE BH/IbI MEAMIIMHCKON 1TOMOIIH,
JIOCTYTTHBIE B MEIUTIMHCKIX YUPEKICHUAX.

[lanHble TIPOBEICHHOTO AaHAIM3a COJCPIKAHUS  Te-
pamin narreHtoB ¢ CPK (tabu. 2) cBUIETETBCTBYIOT,
YTO BO BCEX MEAMIMHCKUX YUPEXKICHUAX IPU Jeue-
HUM JIAHHON KaTeropuu GOJBbHBIX OTAAETCS TPUOPHUTET
ME/MKAMEHTO3HOMY JICYEHHIO, —COJepsKalleMy pasHo-
oOpasHble cpezicTBa KynupoBauus cumntoMoB CPK,
B TOM YHCJIE JUapen, 3arnopoB, aGJOMUHATIBHOII GOJIH.
Cuemyer ormerutb, uto noutn y 85 % maruentos ¢ CPK
B Cankr-IlerepGypre u mpyrux cyobekrax C3DO

Tab6auua 1. Menununckue yupesxgenns C3MO, KOTopble 0KA3bIBAIOT MEIUITMHCKYIO MOMOIIb TATH-

€HTaM C CUHIPOMOM pa3/paK€HHOro KuIleYyHnKa

Table 1. Medical institutions of the Northwestern Federal District that provide medical care to

patients with irritable bowel syndrome

MeaunuHCKUE yYPe:KIeHUs
Medical institutions

Cankr-IlerepOypr
Saint Petersburg

Cy6bextor C3DO
Subjects of Northwestern Federal
District of Russian Federation

CHEL[I/Ia]II/ISI/IPOBaHHbIe rocyZlapCTBEHHbIC
racTPOSHTEPOTIOTHUECKUE I[eHTPbI
Specialized state gastroenterological centers

8 %

YdacTKOBBIE MOJUKJINHUKHN, O(ICH Bpaveit
o01ieil TTPAKTUKHN, PA3INYHbIE MEIUIIHHCKUE
MYHKTBI B CEJBCKON MECTHOCTH

Local clinics, general practitioners’ offices,
various medical centers in rural areas

76 % 96 %

KOMMepquKI/Ie MeJJUIIMHCKNE TEHTPbI
For-profit medical centers

14 % 3,5 %

[Tpoune MeNIUHCKIE YUPEKIEHIS
Other medical institutions

2 % 0,5 %
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Ta6auua 2. O6ecnevennoctsb nanmentoB CPK nepconndummposannoii Tepamnueit 8 C3DO
Table 2. Provision of personalized therapy for IBS patients in the Northwestern Federal District

Cyo6pbextsr C3DO
Bux meununckoii nomonu 6oababiM CPK Cankr-IlerepGypr Subjects of Northwestern
Type of medical care for patients with IBS Saint Petersburg Federal District of Russian
Federation

JlexapctBeHHast Tepanus (6e3 ICUXOTPOIHBIX CPEJCTB) 90 % - 90 %
Drug therapy (without psychotropic drugs) ° °
JlekapcTBeHHast Teparnust + meuxohapMaKoTeparmst 8 % <99
Drug therapy + psychopharmacotherapy ° °
JlekapcTBeHHasT Tepanus + ncnxodapMaroTepanus +
HEJIEKAPCTBEHHAS [ICHXOTEePAIIHSI 99 <19
Drug therapy + psychopharmacotherapy + ? ’
non-drug psychotherapy

Me/IMKaMEeHTO3HbII KOMILIEKC hpapMaKoTepaluu  CooT-
BETCTBYeT pekoMeHzaanusim  Poccniickoll  racTposHTe-
POJIOTHYECKON accolualny, a y OCTaJbHBIX ITallieH-
TOB BPAauYM WUCIOJB3YIOT COBETHI PA3JMYHBIX HAYYHDLIX
U MHBIX MCTOYHUKOB, B TOM 4ucje IyGaukanuili B Me-
JUTITHCKUX JKypHAJIaX W WHTEPHETE, JOKIA0B KoH(De-
peHIMi pasHoro opmara, pasaTOuHbIX MaTepHUATIOB
JapmarieBTHUeCKIX (HUPM U [IP.

Oxasanocb, 4YTO IOJHOCTBIO Y/IOBJETBOPEHBI Jie-
YeHneM CcBoero 3abosieBaHus Juib 23,2 % OMpo-
HIEHHBIX OOJIbHBIX, OOJIBHIMHCTBO CPEAM KOTOPBIX
(84 u3 98 wyen.) mosydyannm COOTBETCTBYIOINLYHO Tepa-
[IUI0 y TacTPOIHTEPOJIOTOB, OCTaJbHble — Y TepaleB-
TOB MOJUKJUHUK. U3 Bcex aHkerupoBaHHbIX 12,7 %
BBICKA3aJll YaCTUYHOE Y/OBJETBOPEHUE OT IIPOBe/leH-
HOTO WM KOMILIeKca Je4eOHbIX Meponpusatuii. OHO
CKJIQ/IbIBAJIOCh U3 YMEHDIIEHUS BbIPA’KEHHOCTH CHMII-
tomoB CPK, B nepByIo odepesb aboMIHAIBHOM 60JIH,
13 CHMIPKEHUS 4YacTOTbl IIOHOCOB M IIPOJIOJIKUTENIHHO-
CTH 3aMopoB. DOJBIIMHCTBO 13 ONPOIIEHHBIX TIAIld-
enros ¢ CPK (79,6 %), BbIcKasaau pasHoil cTemneHn
HEY/IOBJIETBOPEHNE OT Pe3yJbTaTOB JIEKAPCTBEHHOI
tepanun CPK, koropyio mnoJsiydaau Bce IIallleHTBHI,

IJIaBHBIM 00pa3oM, B COOTBETCTBUHU C PEKOMEH/AIi-
amu Poccuiickofl TacTpOIHTEPOJOTHYECKON accolma-
un [1], nmonoxkenusymu Pumckux kpurepues IV [4]
U IPYTUMH HAyYHO-METOIMYECKUMH UCTOUHUKAMU.
BayXHbIM BOIPOCOM OIIEHKH COCTOSTHHS KBaJTU(U-
MUPOBAHHON MeAUIIMHCKOI momorn narmentaM ¢ CPK
JUIA Hac OKasajach crerenb oOecrieuenHoctu B C3DO
MAIMEHTOB HE TOJIbKO TacTPOIHTEPOJIOTAMU U TeparieB-
TaMU, HO ¥ WHBIMH BpavyaMU-CIEIMAJINCTaMU, 06ecTieun-
BAIOTIIMI T1€7T€CO00PA3HYI0 KOHCYIBbTATUBHYIO TIOMOIIIDb
(taba. 3). Oxkasasoch, uro B Cankr-IlerepGypre, 1 Tem
6osiee B ipyrux cyObekrax C3MDO, mopassgiomniee yrc-
J0 Goabubix ¢ CPK mnosyyaror HeoGX0AUMYI0 MeMUITITH-
CKYyI0 TIOMOIIb Y YYaCTKOBBIX TEPAIEeBTOB WM J[PYTHX
KJIMHUIINCTOB PABHOTO UM IEPBUYHOTO 3BeHA 3/PaBO-
oxpanenust: 76 1 93 % coOTBETCTBEHHO. JIMATHOCTHKA
3a6osieBanns u Jjeuverne nanuedToB ¢ CPK mox na6umo-
JenneM ractpoanTeposioroB B Cankr-IlerepGypre ocy-
mecTBisiercst e Gosee 4yeM B 19 % ciydaeB, B cyGb-
ektax C3MDO — B mpenenax 7 %. KoncymnbrarnBHOe
[IPUBJIEUEHNE TICUXOTEPANEBTOB /MM KJIMHUYECKUX
(MeIMIMHCKIX) ICHXOJIOTOB K JIedeOHOH paboTe ¢ IIa-
muentamu ¢ CPK orpanmumBaercst peikuMu CaydasiMu

Tabauua 3. Obecnevennocth manuentoB ¢ CPK crermanmusupoBanHoil 1eqe6HO-KOHCYTbTaATHBHON

noMmolipio B C3DO

Table 3. Provision of specialized medical and advisory care for IBS patients in the Northwestern

Federal District

Cy6bextor C3MO Poccuu
Kiaunuyeckuii npoduip gevenus nanuentos ¢ CPK Cankr-IlerepOypr Subjects of Northwestern
Clinical profile of treatment of patients with IBS | Saint Petersburg | Federal District of Russian
Federation
Jleuenue TeparneBTOM ® 9
Treatment by a general practitioner 75 % 92 %
Jleuerne TacTPOIHTEPOTOTOM 19 9% 7%
Treatment by a gastroenterologist ’ ?
CoBMecTHOE JIeUeHHe TaCTPOIHTEPOTIOTOM
(uu TepaneBTOM) U IICHXOTEPAIEBTOM 5% 1%
Joint treatment by a gastroenterologist ¢ °
(or general practitioner) and a psychotherapist
CoBMeCTHOE JIEUEHTE TACTPOIHTEPOTIOTOM
(Wm TepamneBToOM), MCUXOTEPAIIEBTOM M KIMHUYECKUM
MICHXO0JIOTOM 1% 0
Joint treatment by a gastroenterologist (or general
practitioner), psychotherapist and clinical psychologist
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U He TpeBbiaer B obmel ciaokHoctn 6 % B CaHKT-
[TerepGypre u 1 % B o6actsax u pecnybankax C3DO.
Taxum o6pa3oM, Kak IOKA3ajJ0 HUCCIeN0BAaHUE, HAU-
6ombImii 06beM W TSZKECTb PaldOoThl ¢ TAIMeHTaMu
CPK 1o Bepudukanum auar{osa, WHIUBULYATU3AINN
JIeYeHNUsI, OPTraHM3allu W TPOBEIEHWI0 C HUMH BCEX
MepONpUATHI NCIIAHCEPHOTO IMHAMUYECKOro HalJIio-
JICHUST JIESKUT Ha Bpadax IEPBUYHOTO 3BEHA MEIWIIH-
CKOM IIOMOIIY, HO HE Ha racTposHreposorax. lloatomy
MBI TIOCTABWJIN TIepel cO0O0iT 3a/1a4y — OIEHWUTH CTENeHb
3HAHUS TepareBTOB NOJNKJIMHUAK U Bpadell o0muieil mpax-
tikn C3MO BaKHEHNNX TOJTOXKEHNH KJINHIYECKIX
pexomengaimii  Poccuiickoil racTposHTeposornyeckoi
accormarmu [1]. Kak mokazano TectmpoBaHue Bpauei,
Ha 30 BOIIPOCOB, OTPAXKAIONINX 3HAHUE TepareBTaMU Te-
opeTnuecKux u TpakTtimdeckux acmektoB CPK, 5 % Bpa-
Ueil TPaBIJIbHO OTBETHIN Ha 26 BOIPOcoB, 12 % — pamu
BEepHBIN oTBeT Ha 22 Bompoca, 26 % — Ha 18 Bompocos
u 57 % — mwib Ha 17 u MeHee Borpocos. IIpu aToM ca-
Mble caalble 3HAHWUS Bpadl TOKA3aJl B Bompocax ¢ap-
makoreparmu CPK, oco6enno ncuxodapmaxkorepanim.
Y ncuxorepareBTa, TPUBICYCHHOTO K UCCTIEIOBAHNIIO,
B apceHajie ecTb JOCTATOYHO METOJI0B M CPEICTB IICUXO0-
JIMArHOCTUKY U JIEYE€HNS, UCTOTb3YeMbIX B 3aBIHCUMOCTI
OT BBIABJIEHHON TIcuxomnatosiornu. [Ipu TpeBore, Harpu-
Mep, 9TO PETAKCAIMOHHDbIE TEXHUKN, KOTOPBIM TICHXOTe-
parneBT o6yuaeT maieHTa. KorHuTHBHO-TIOBEIeHIeCKast
Teparnus TTOMOTAeT ONPe/IeIUTh UCTOUYHUK CJIOMKHBIX CH-
TYaI[i-TPUITEPOB, CKOPPEKTUPOBATh NPPAIOHAIbHDIE

ycraHoBku. Ouenb 3(PdEKTUBHBI TPU TPEBOTE METOIbI
ocosHannocTn (HanpuMep, TexHuKa « MaitHadyaHece ).
I'iriHo3 moMoraeT GbICTPO, HO, K COXKAJIEHUIO, BPEMEHHO
CMSATYUTD TPEBOTY. AYTOTPEHWHT TIO3BOJISIET YMEHbBIITHUTD
NICXOCOMaTHYeCKHe TIPOSIBJIeHnsT TpeBoru. Takike mme-
TOTCS MHOTOUYNCJIEHHBIE bIXaTeJIbHbIE TEXHUKNA CHIKE-
Hust TpeBoru. IIpm BBICOKOI pas3apaKUTENHHOCTH O-
MOTaloT MEeTOIbl KaHaJM3aluu arpeccuu. IJto padora
C MBIIIEYHBIMU 33KUMaMU, METO] MPOTPECCUBHON MbI-
nrevHol penakcarun J[eiiko6coHa, TocuibHas (usn-
yeckasl Harpyska, MeTojibl apT-repanuu u jip. [Ipu acre-
Him y mammeHToB ¢ CPK BaskHO y6path ee TpIMHHY
(ICHXMYECKYIO MM COMATUYECKYI0) U OOCYIUTh OT/IbIX
Kak MeTon JiedeHus. DGQPEKTUBHBIMA OKA3AINCh JHO-
6ble pecypcHble TexHUKU. [lcmxorepareBTbl TOKas3asy,
qyto Tipu jenpeccun 3HEHEKTUBHA «TEXHUKA MAJEHBKUX
11aroB», TOJe3HO BeJleHNe JIHEBHWKA, HappaTUBHbIE
Meto/ibl. [Ipu 9TOM CHeruainucT B mporpaMMe HejeKap-
CTBEHHOW TICUXOTepanuu o6ydyaeT TaIlfeHTa U CaMO/IH-
AQrHOCTHKE, UM CaMOIOMOIIU P JIAHHBIX COCTOSTHUSIX
B OOBIYHON JKU3HH, a TIPH HEOOXOAUMOCTH — Ha3HAYaeT
Kypc TicuxogapMaKoTeparui.

Y Bcex manmentoB ¢ CPK mncuxorepaneBT mpoBo-
JIAT TICUXOJMATHOCTUKY W TPU HATWYAU TCUXTIECKUX
paccTpoiicTB of6UpaeT ncuxodapMakoTepanuio — WH-
JIMBU/YQTU3UPOBAHHO, B COOTBETCTBUU C WMEIONIEHCS
y TalueHTa KJAMHUKOH. Tak, Tpu BbIsIBJIEHUN y Tallu-
€HTOB OIIPE/IeJIEHHOTO YPOBHSI TPEBOXKHOCTH, KaHIIe-
pooburr uaM JIernpeccu U3 MHPOKOTO PEIENnTyPHOTO
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Figure 1. Efficiency of pain relief in patients with mild and moderate IBS (patient survey)
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U KJINHUYECKOTO CIIEKTPOB TPENapaToB-aHKCHOJIUTUKOB
mipdepeHIPOBAHHO  HA3HAYAIICh CPEJICTBA, BJIMISIO-
I1e Ha Pa3Hble aCHEKThI TPEeBOTU. M3 GOMIBIIOro crimcka
[ICUXOTPOIHBIX JIEKAPCTBEHHBIX CPEJCTB BA)KHO WHJIU-
BuyasbHo mogo6path narmenty ¢ CPK ¢ coorBercTBY-
Iomell KIMHUKOH Helipojentukn (aHTHICHXOTHKK), aH-
Tugenpeccantbl (IIPH BBISAB/ICHUN JEIIPECCUN) U JAPYTHE
CPE/ICTBAa HOPMAJM3AINY TICHXUIECKUX PACCTPOICTB.

Wccneposanne mokasano (puc. 1), 4To K KOHILY
nepBoro Mecsia Jjedenust nainuentos ¢ CPK ¢ a6pomu-
HAJBHON OOJIbIO TIPU HAa3HAUEHWN TOJIBKO JIEKAPCTBEH-
HBIX TIPENapaToB TacTPOIHTEPOJOTHIECKOTO TPOQIIIS
(6e3 meuxorponHbIx cpeacTs) 40 % GOMbHBIX € JIETKON
dopmoit 3a6oseBanus 1 36 % GOJBHBIX CO CPEIHETSIKE-
Jioit (hOpPMOIi TTOJIOKUTEILHO ONEHNIH TIPOBE/IEHHYIO UM
Teparnuio. Bo BTOPOIT TPyIITe MaIMeHToB, Y KOTOPBIX Te-
parnust mpenapaTaMi racTpOIHTEPOJOTHYECKOTO TPOdu-
JISI COYETAJIaCh C HA3HAYEHUEM ICUXOTPOITHBIX CPEJICTB,
YIOBJIETBOPEHBI CBOUM JIEUEHUEM W TIOJIOKUTENBLHO €T
meHmm 56 % TaIMeHTOB C JIETKUM TedeHreM 3a00Jie-
Bauust u 64 % — c¢ CPK cpexateil crereHu TsLKECTH.
Hakownerr, B TpeTbeil TpyIme TAIMEeHTOB, TOTyYaBITIX
HE TOJIbKO COYETaHHYIO (apMakoTepanuio, HO U Hese-
KapCTBEHHbIE METOJIbI TIcuxoTeparnuu, yepe3 1 mMecsiy Ta-
KOTO JIeYeHVsI BBISIBUIN OOJIBINYIO, YeM B MPEIAbIIYIIX
JIBYX TPYMIAX, yJIOBJIETBOPEHHOCTH OT JIEYEHHS: TIOJIO-
JKUTEJIBHYIO OIEHKY Jajii 75 Y% Tal[MeHTOB C JIErKUM
CPK u 84 % — €O CpeIHETSKEBIM.

[Tocnie 3 MecsiieB ¢ MOMEHTA OKOHYAHUS MECSTYHOTO
kypca Jeuernss CPK (puc. 1) B mepBbIx AByX Tpymmax
MAIMEeHTOB, HAXO/MBIIUXCS TOJBKO Ha JIEKAPCTBEHHON
Teparnuy, YJOBIECTBOPEHHOCTh JI€UeHNEM 3HAYUTETHbHO
cumsmiach. He Gostee 34 % HAlMEHTOB C JIETKUM Tede-
wueM CPK 6jaronpusitHo OTO3BAINCh O pe3yJibTaTax
[IPOBE/IEHHOTO MM JieyeHust. Bmecre ¢ tem 79 u 71 %
TIAIEHTOB C JIETKON 1 cpesiHeil crenenbio Tsbkectn CPK
COOTBETCTBEHHO, TIOJTYYaBIINX JIEKAPCTBEHHYIO TEPATTHIO
TacTPOIHTEPOJOTUYECKUMHI TIpenapaTaMi B COYETaHUN
¢ ricuxoapMakoTeparnueii, yCuJaeHHOW WH/IUBU/LY ATN31-
POBaHHBIMU METO/[AMI HEJIEKAPCTBEHHON TICHXOTEePaTiy,
BBICKA3JIN y/IOBJIETBOPEHNE OT PE3YJIbTATOB KOMILIEKC-
HOTO JICYEHMS.

Cuenytonmii pasjiesi uccjae[oBaHusi ObLI TTOCBSIIEH
n3y4eHnio 3(@PEeKTHBHOCTH PA3INIHBIX KOMILJIEKCOB
Jledyerus o camoorienke maimentoB ¢ CPK ¢ nuapeeii
u 3amopoM. Tak, okasaaoch, uTo 38 % MAIMeHTOB C ana-
peeit, 24 % maimeHToB ¢ 3amopaMu U 38 % HalleHTOB
co cMmemaHHbIM TederneM CPK, KOoToppIM mpoBOAMIACh
TOJIBKO TEPAIusi TacTPOIHTEPOJIOTUYECKUME TTperapara-
Mi 6e3 TICHXOTPOIHBIX CPECTB, MOJOKUTENBHO OIeHU-
JIU TIPOBEJIEHHOE WM JIeYeHNEe Yepe3 MeCSI] MOCIe OKOH-
yanus Kypca tepaman (puc. 2).

KomruiekcHast dhapmakoreparusi ¢ TIICUXOTPOITHBIMU
npenapaTtamu yepe3 1 Mecsir mocJie poBeIeHHOTO Kypca
severns CPK, kak okaszasoch, nana xoporuii addexr
y 44 % marmentos ¢ CPK cpenreit Tsokectn ¢ nuapeeit,
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Pucynox 2. dpdexrusnocts tepanuu CPK cpeaneii crenenn (aHkeTnpoBanue MmanneHToB)

Figure 2. Efficacy of treatment for moderate IBS (patient survey)
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y 24 % mnainueHToB ¢ 3anopamu 1y 40 % GOJIbHbBIX C Ye-
peloBaHMEM 3allOPOB U JIHAPEN.

CylIeCTBEHHO OTJIMYAIOTCS B IOJIOMKUTEJIBHYIO CTO-
poHy pesyJbTarhbl camoorieHkn marnmerToB ¢ CPK cpen-
Heil CTeleHW, MporpaMMa JIeUeHUs KOTOPBIX TaKKe
COCTOSJIa W3 COYETAHWS TPENapaToB TacTPOIHTEPOJIO-
TUYeCKOro MPoMUIs U IICHUXOTPOIHBIX JIEKAPCTBEHHBIX
CPEJICTB, HO YCHJIEHHBIX METOJaMU HeJeKapCTBEHHOM
MICUXOKOPPeKIMoHHo# Tepanuu. Yepes 1 Mecdir mo-
cJie IPOBEJIEHHOTO Kypca JeUeHUsT XOPOIIO OIEeHNJIN
pesyJsbpTatel Tepanuu 68 % MNAIlMEeHTOB ¢ Auapeei,
48 % OOJBHBIX € 3al0paMu U 535 % HAIUEHTOB C CO-
yerannoit popmoit CPK.

AHaMM3 KJIMHUYECKON IefiCTBEHHOCTH dYepe3 3 Me-
csIa mocJe OKOHYaHus JiedeHust y marmentos ¢ CPK
CpeiHeli cTeneHn W B TPYTIIe ¢ WCTIOJb30BaHuEM 00TIe-
OPUHATON (papMaKoTepanuy, pPeKOMEeHIOBAHHOW KJIU-
HUYECKUMH PEeKOMeHJAIsAMI  PoCcHiicKoil  racTposH-
TEPOJIOTMYECKON aCCOLMAIU, U B TPYIIE IalHeHTOB
C COUYeTaHWeM TMPENApPaTOB TacTPOIHTEPOJOTIIECKOTO
npouisi € TCUXOTPOIHBIMU JIEKAPCTBEHHBIMU CPEJl-
CTBaMH, 0OGO3HAYEHHBIX B TOM K€ JOKyMEHTE, TTOKa3aJl
cJleyIoliee: TOJIOXKUTEIbHO BO BCeX 06CJEI0BAHHDBIX
rpynmnax OleHNU Pe3yJIbTaThl CBOETO JiedeH!s He GoJiee
32—33 % nanumentos [1].

PactmpeHHbBIIT KOMILTEKC JIe4eOHbIX CpelicTB — <«ap-
MaKoTepalusl + IICUXOTPOIHbIE IIperapaTbl + HeseKkap-
CTBEHHAST TICMXOKOPPEKIMOHHAS Tepariisiy> 4epe3 3 MecsIa
CO JIHSI OKOHYAHUS JIedyeHusT okazascst Hambosiee adek-
TUBHBIM, ¥ TIOJIOYKUTEIBHYIO OLEHKY JIEYeHHIO Jaii 73 %
GOJIbHBIX ¢ Jmapeeii, 58 % maieHToB ¢ 3armopaMu 1 64 %
C YepeIOBAHNEM [TVAPEN 1 3aTTOPOB.

C TOuKM 3peHUs TIPHHIMIOB WHANBHIYTH3AIINH
Jedenns narmentoB ¢ CPK u nepcorndumpoBanHOTro
HAa3HAYeHUsT JleyeGHbIX METOJOB JIEKAPCTBEHHOU U He-
JIEKAPCTBEHHOI TCUXOTEPANny, SBJSIONIENHCS, COTJIac-
HO MaTepuajiaM HaIllero WCC/Ie0BaHNs, BOKHEHIIM
cTparermueckuM (haKTOPOM JiedeHUsI, CYIIeCTBEHHO II0-
BbIMAONNM 3h@eKTHBHOCTD BCErO TIPOIlecca JieYeHHst
MAIMEeHTOB, BAKHO OTMETUTD creytoriee. [1pu sedennm
narmenToB ¢ CPK oxna gapmakorepanus wim jaxe
KOMOWHAIMSA JIEKAPCTBEHHBIX CPE/ICTB, (€3 MCIOJb30-
BaHUSI METOJIOB U CPEJCTB ICUXOTEeparnuu, He obecIe-
YUBAET HAJEKHOTO W JUIUTEJBLHOTO TEPANeBTHYECKOTO
neiictBusi. OHAKO B NPHYMHAX HEYIOBJIETBOPEHHOCTH
MAIMEHTOB Pe3yJIbTaTaMU JIEYeHUS W Hey/I0BJIETBOPEH-
HOCTH Bpaueil pe3yJsibTaTaMu CBOeil paGOThI C MalueH-
tamun CPK goMuHUpYIOT Be TMPOGIEMbI CeTOTHSIITHETO
BpeMenu. [lepBasi n3 HUX OTHOCHTCS K KaT€rOpPHUHU TIPO-
(peccronammaMa caMux Bpaveil, paboOTAIONNX C MalieH-
tamu ¢ CPK, u sak/miouaeTcsi B OTCyTCTBUM Y HUX 3HA-
HUIf ¥ HaBBIKOB MPUMEHEHUS TICHXOTPONHBIX CPEICTB
IpU JieYeHUN TAIMeHTOB JaHHOW Kareropuu. Bropas
mpobeMa KacaeTcsi He TOJIbKO TaK HAa3bIBAEMOM «ITe-
pudepHiiHoil MeIUINHBI», HO W MEIUIUHbI KPYITHBIX
TOPOJIOB. DTO OTCYTCTBUE peaTN3aluu MOTPeGHOCTH
B KOHCyJIbTaTUBHOI moMomm narmentam ¢ CPK menn-
[[MHCKAME TICUXOJIOTaMU 1/ I TICHXOTEPATIEBTAMI.

Uro MoxkHO caenaTb, 4robpr mamuentor ¢ CPK
OB YJIOBJIETBOPEHBI, BUJS MOJOKUTENbHBIH aderT

OT IIPOBOJAMMOTO JIEYEHUS, W BPaudl 3MOIMOHATIBHO
He BBITOPAJIN, BUJS BO MHOTHX CJIy4asiX HEAOCTATOUHYIO
Pe3yJIbTaTUBHOCTH cBoell pabotbl ¢ naruentamu ¢ CPK?
Ecsmm mpakTiyeckn HEBO3MOYKHO YBEJIWYHTH UYUCIO JIU-
IJIOMUPOBAHHBIX ~ [ICHUXOTEPAIEBTOB U MeIUIIMHCKIX
TICUXOJIOTOB B JIEYeGHO-TTPODUTAKTIYECKIX  YIPEXKIe-
HUSAX U, TeM OoJiee, 06ECIEYUTb COOTBETCTBYIONMMU
CTaBKaMU 3TUX CIEIUATICTOB TepudepuitHbie Meu-
IIMHCKUE YYPEKJEHUs, TO HeoOXOIUMO HAHTH APYToil
myTh. MBI BUIUM B 9TUX YCIOBHUSAX JIUITH OJMH BBIXO]] —
dhopmuposanue 6azoBoro (HaYATLHOTO, HJIEMEHTAPHOTO)
TICUXOTEPANIEBTHYECKOTO  00PA30BAHUST  KJIMHUITICTOB,
OKa3bIBAIOIINX JIeueOHO-IMATHOCTHYECKYIO TIOMOIIb T1a-
nuentam ¢ CPK. B aroit cBsisu piast peanmusaiun 060-
3HAUEHHOIT TIpo6IeMbl Ha Kadeape racTpoIHTEPOTIOrUi
u renarosorun CankT-IleTepGyprckoro rocymapcTBeH-
HOTO yHHBepCHTeTa HauaTa IIO/'OTOBKA K IPOBEIECHHIO
yueOHBIX TKIOB «lIcnxonarHocTiKa n ICIXOTeparmst
B paboTe TepareBTa U TaCTPOIHTEPOIOTA.

MHorre KJIMHWIMCTBI BBICTYTAIOT MPOTUB TaK Ha-
3BIBAEMOTO  HENPOMIJIBHOTO 06peMeHeHUsT  3HAHUSI-
MH TEpaneBTOB, T'aCTPOIHTEPOJIOTOB, BKJIOYEHUS B WX
00513aHHOCTH XOT Obl 3JIEMEHTOB ICUXOJMATHOCTUKI
U TICHXOKOPPEKINH TPpU padoTe ¢ MCUXOCOMATUIECKOI
natosiorueii. [lelicTBUTENIbHO, TTPUEM MEPBUYHOTO GOJIb-
HOTO TaCTPOAHTEPOJIOT JOJDKEH OCYIecTBUTH 3a 30 Mu-
HYT, HOBTOPHOTO — 3a 20 MuHyT. ECTb /11 BO3MOKHOCTD
y Bpaya MpOBOAUTH JIONOJHUTETbHBIE INATHOCTHYECKUE
u TeM Gosiee JieueOHbIE TTPOTIETYPbI?

3akjoueHue

Ha cerognst pazpa6otan u TpeAoKeH /I [puMe-
HEHUSI B TEPAIEBTUYECKON KJIMHHUKE PSJi METOJI0B MU-
HUMAJTbHON  3KCIPeCcC-TICUXOAUArHOCTUKHU, JIOCTYITHON
racTPO3HTEPOJIOTY B TIOBCe[HEBHOI pabore. Tak, Ha-
pUMep, TOCHHUTANbHAS IIKala TPEBOTU U JEIIPECCUH
(Hospital Anxiety and Depression Scale, HADS) no-
3BOJISIET HE GoJiee YyeM 32 2—3 MUHYTBI JIMarHOCTUPOBATh
U ONpPEJENUTh CTETeHb JENPECCUH W TPEBOTH, BILIOTH
JI0 CyOKJIMHUYECKIX NPOSIBICHUN BbIABJIECHHBIX CHHPO-
MoB [5—7]. Eme oaun nipumep — Tect «CyObeKTHBHAS
mKkana onenkn acrenun» (Multidimensional Fatigue
Inventory, MFI-20) B TeueHnme KOPOTKOTO BpEMEHH
(me Gomee 10 MuHYT) obecneunBaeT AMATHOCTUKY acTe-
HUM, B TOM YKCJIE MOCTKOBUIHYIO aCTEHUIO Y OOJbHBIX
CPK [8]. B kavecTBe JONOJHUTENHHON apryMeHTAIlun
MHEHHSI aBTOPOB O JIOCTYITHOCTH HEKOTOPBIX METO/IOB
NICUXO/INArHOCTUKY TEPAIEeBTY 1 raCTPOIHTEPOJIOTY B €TI0
pa6ore ¢ marerTaMu CPK MoKeT CJIy:KUTh OIPOCHHUK
auarHoctnky arpeccun Bacca — Ileppu (Buss — Perry
Aggression Questionnaire, BPAQ), paspaGoranmblii
B 1992 r., 3a 6 MuHyT OGeCreunBaIONNIl KJIMHUIIUCTA
yOeIUTEIbHOI OIEHKOH TICHXOJIOTHYECKOTO CcTaTyca Ta-
nuenrta [9]. OnepaTuBHO mNOJIyYeHHbIE JIJAaHHbIE O TICU-
xosiornyecknx tpurrepax CPK momorator Bpavy-tepa-
MEeBTY M TaCTPOIHTEPOJIOTY JHOO CaMOMY IPOBOIUTD
NCUXOOPUEHTUPOBAHHYIO  JIEKAPCTBEHHYIO  TEPAIuio,
Jm6GO MOTUBUPOBATH MAIMEHTA HA BKJIOYEHUE B JieueO-
HbBII MTPOIIECC MICUXOTEPAIeBTa UK TICHXO0JIOTA.
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Irritable Bowel Syndrome: What Are the
Reasons for Dissatisfaction with the Treatment
of Patients and Doctors?

(Based on the Experience of Medical Institutions
of the Northwestern Federal District of Russia)

Andrey Yu. Baranovsky, Tatyana V. Reshetova, Inga S. Sakeian®

Saint Petersburg State University, Saint Petersburg, Russian Federation

Aim: analyze the results of an anonymous survey of patients with irritable bowel syndrome (IBS) to assess the degree of
their satisfaction with the results of the therapy and, on this basis, determine the most optimal approaches to treatment.
Material and methods. The work was carried out in 8 subjects of the North-Western Federal District of Russia. An
anonymous survey was conducted in 422 patients with mild to moderate IBS. By assessing the number of people who
noted the disappearance or significant decrease in the intensity of the main manifestations of the disease one and
three months after treatment, the effectiveness of complex therapy was studied. Among the patients included in the
study, people with a mixed variant of IBS with a predominance of pain syndrome (n = 206) self-assessed abdominal
pain using a visual pain intensity scale. The rest (n = 216) completed a self-assessment of their condition using the
frequency of bowel movements and the Bristol Stool Form Scale. In each of these groups, three subgroups were
formed: Subgroup 1 — treatment of patients with gastroenterological drugs; Subgroup 2 — treatment with combined
pharmacotherapy (with the appointment of psychotropic drugs); Subgroup 3 — treatment with a combination of
gastroenterological and psychotropic drugs and the use of non-medicinal methods of psychotherapy.

Results. The maximum difference in the subjective satisfaction of patients with their treatment was noted three
months after the completion of the course of treatment in Subgroup 3 (79 % — mild IBS, 71 % — moderate IBS).
Patients of Subgroup 2 after three months positively assessed the results of their treatment in 34 and 27 % of cases,
respectively. In patients of Subgroup 1, the considered indicators were even less significant — 28 % (mild IBS) and
22 % (moderate IBS).

Conclusion. The treatment complex for IBS patients can be considered optimal if, in addition to symptomatic
medications, appropriate psychotropic medications are necessarily included in it basing on diagnostic assessment
of the psychoemotional status of a particular patient, as well as the appointment of individually selected non-
medicinal methods of psychological correction in accordance with psychosomatic symptoms. Full-time cycles on
psychodiagnostics and psychotherapy should be included in the educational programs of advanced training of
doctors working with IBS patients.

Keywords: irritable bowel syndrome, IBS, psychooriented therapy, treatment effectiveness
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CvHapoM pa3apaxXeHHOW KULWKU: B 4eM NPUYMNHbI HeYA0BJIETBOPEHHOCTU
nevyeHus 6onbHbIX U Bpadein? (Mo onbiTy Ie4eOHbIX yupexaeHuin Cesepo-
3anagHoro ¢pepepanbHOro okpyra Poccun)

A.10. BapaHosckuit, T.B. PewweTtoea, U.C. CakesiH’
®rb0yY BO «CaHkT-lNeTepbyprckuii rocyaapcTBeHHbIV yHuBepcuteT», CaHkT-lleTepbypr, Poccurickas Peneparymn

Llenb nccnepoBaHus: npoaHanM3npoBaTb pesdy/ibTaTbl aHOHMMHOIMO aHKETUPOBAHUA NALMEHTOB C CUHLPOMOM
pasapaxeHHoro kuweyHmka (CPK) ons oueHkr CTeneHu nx yooBneTBOPEHHOCTU pedyibTaTaMu NPOBEOEHHON Te-
panuu 1 Ha 9TOM OCHOBaHMW OMpPeaennTb Hanbosiee ONTMasbHbIE MOAXOAbI K TIEYEHMIO.

Martepuan u meToapl. PaboTa BbinosHeHa B 8 cybbekTax CeBepo-3anagHoro denepanbHOro okpyra. AHOHUM-
HOE aHKETMpPOBaHMe NpoBeaeHo y 422 naumeHtoB CPK nerkon n cpegHen cteneHun. Mo OueHke ymicna niogen, oT-
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METUBLLMX UCHE3HOBEHUE WM CYLLLECTBEHHOE CHUXEHWE WHTEHCUBHOCTM OCHOBHbLIX MPOSiBNIEHMI 3aboneBaHus

yepes 1 1 3 MecsiLa noce evyeHust, ndydanacb 3pdEKTUBHOCTb KOMMIEKCHOW Tepanuu. Cpeaun 60bHbIX, BKIIOYEH-
HbIX B UCCNedoBaHue, NaumeHTbl Co cMellaHHbiM BapraHToM CPK ¢ npeobnagaHmem 6oseBoro cuHgpoma (n = 206)
NPOBOANIIN CAMOOLLEHKY OO B XMBOTE MO BU3YaslbHOM LLKae MHTEHCUBHOCTY 60nn. OcTanbHble (n = 216) Bbino-
HSJIM CaMOOLLEHKY CBOEIro COCTOSIHUS MO YacToTe gedekaunin n no bpucrtonbckon wkane dopmbl cTyna. B kaxgon

13 aTnX rpynn Gopmrposanu Tpu noarpynnsl: 1-4 — nevyeHne npenaparamMm raCTPO3HTEPOJIOrMYECKOro Npodung;
2-9 — neyYeHne covyeTaHHoW papmMakoTepanmelt (C Ha3Ha4YeHNneM NCUXOTPONHbIX CPeacTs); 3-9 — JieyeHne KoMOuHa-
LIMEeN raCTPO3HTEPOSIOMMYECKMX U MCUXOTPONHbIX JIEKAPCTB 1 NMPUMEHEHNE HENIEKapPCTBEHHbIX METOLOB McUxoTepanmu.

PesynbraTtbl. MakcrumManbHas pa3HOCTb CyOBbEKTUBHOW YA0BIETBOPEHHOCTU GOJIbHBIX CBOUM Nle4eHneM bbina oT-
Me4yeHa yeped 3 MecsLa nocne 3aBepLueHns Kypca nedeHuns B 3-n nogrpynne (79 % — nerkuin CPK, 71 % — CPK
CpeaHen TaXecTu TedeHus). MauneHTsbl 2-1 noarpynnel 4epes 3 Mecsiua NO0XUTENBHO OLLEHUNN pedyNibTaTbl CBO-
ero neyeHuvs B 34 n 27 % cny4yaeB COOTBETCTBEHHO. Y NauUMEHTOB 1-1 NOArpynnbl paccMaTprBaeMble nokasaTenu

0Kasanuchb eLe MeHee 3Ha4nuMbl — 28 n 22 %.

BbiBoAbl. JleuebHblli komnneke ans nauyeHtoB CPK MoXeT cumMtaTbCs onTUMasibHbIM NPU HEMPEMEHHOM BKJIlOHe-
HUW B HEFO MOMWMO CUMMTOMATUYECKUX NNEKAPCTBEHHbIX CPEACTB LIENeco0bpasHbIX NCUXOTPOMHbLIX JIEKAPCTBEH-
HbIX MPenapaToB Ha OCHOBAHUWN ANArHOCTUYECKOW OLEHKN MCUXO3MOLMOHANIbHOrO CTaTyca KOHKPETHOro 60s1bHO-
ro, a Takxe Ha3Ha4YeHUN NHANBUAYaNbHO NOA06PAHHbIX HEIEKAPCTBEHHbLIX METOLOB MNCUXON0rMYECKON KOPPEKLMN

B COOTBETCTBUM C NCUXOCOMATUYECKON CUMNTOMATUKON. B 06pa3oBaTenbHbie NPOrpaMmbl NOBbILLEHNUS KBaUbU-
Kauuwn Bpayei, paboTawoLmx ¢ naumeHTammn ¢ CPK, cnenyet BkoYaTb OYHbIE LIMKIIbI MO MCUXOAVNArHOCTUKE U NMCU-
xoTepanuu.

KnioueBble cnoBa: CMHOPOM Pa3fpaxeHHOro kuweyHuka, CPK, ncuxoopueHTupoBaHHaa Tepanusi, addekTus-
HOCTb JIeYeHUs

KoHdnukT HTEepecoB: aBTopbl 3asBASIOT 06 OTCYTCTBUN KOHMNNKTA NHTEPECOB.

Ana untupoBanua: bapaHosckuii A.1O., Pewwetosa T.B., CakesH U.C. CuHApOM pas3apaeHHOM KULKN: B YEM NPUYMHbI HEYOOBNET-
BOPEHHOCTU neveHunst 60sbHbIX 1 Bpaden? (Mo onbiTy neuyebHbix yupexaeHnin CeBepo-3anagHoro denepansHoro okpyra Poccum).
Poccuinckunia xypHan racTpo3aHTEPOOrin, renatonoruu, kononpokronormun. 2023;33(6):36—43. https://doi.org/10.22416/1382-4376-

2023-33-6-36-43

Introduction

Irritable bowel syndrome (IBS) is a disease,
the high frequency of which in the practice of a
gastroenterologist, general practitioner and therapist
is second only to chronic gastritis. At the same
time, if the treatment of patients with exacerbation
of chronic gastritis, especially with the use of
Helicobacter pylori eradication regimens, gives a
fairly quick and sustainable positive effect, then
the treatment of patients with IBS requires a very
long time, usually extending beyond two to three
or more months, is accompanied by frequent and
lengthy consultative meetings between the doctor
and the patient, and the necessity to repeatedly
change the content of drug therapy, personalizing
it to the individual psychosomatic characteristics of
the patient. At the same time, a significant portion
of patients remain dissatisfied with the results of
treatment, which even leads to conflicts with the
treating specialist.

What is the reason for such situations in a doctor’s
practice? And if we consider that epidemiological
data on IBS indicate that from 10 to 13 % of the
adult population suffers from this disease, almost
30 % of whom are seen by a gastroenterologist or
therapist, and if even a small part of this contingent
is dissatisfied with the results of treatment, then
the number of such patients for each of the doctors,
primarily in the outpatient medical care sector, turns
out to be very large. We carried out a corresponding
study in Saint Petersburg and some regions and

republics of the North-Western Federal District of
Russia [1].

Aim of the study: analyze the results of an
anonymous survey of patients with irritable bowel
syndrome (IBS) to assess the degree of their
satisfaction with the results of the therapy and, on
this basis, determine the most optimal approaches to
treatment.

Materials and methods

A study of the satisfaction of IBS patients with
the effectiveness of treatment for their disease was
carried out in 8 subjects of the Northwestern Federal
District of Russia [2]. An anonymous survey was
completed by 422 patients with IBS undergoing
outpatient treatment in 26 medical institutions,
including 12 clinics, 4 gastroenterological centers and
10 commercial medical centers. The effectiveness of
complex therapy was studied to assess the number of
patients who noted the disappearance or significant
decrease in the intensity of the main manifestations
of the disease one and three months after treatment.
The study included 422 patients with mild to
moderate IBS. Patients are divided according to the
main complaint. IBS patients with a predominant
pain syndrome (n = 206) self-assessed abdominal
pain using a visual pain intensity scale [3]. The rest
of the patients (86 people with diarrhea, 76 — with
constipation, 54 — with a mixed variant) performed
self-assessment of their condition according to the
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frequency of bowel movements and the Bristol Stool
Form Scale.

The diet for patients with IBS was selected
individually by excluding foods that increase
symptoms of the disease (elimination diet). Moderate
physical activity (walking, cycling, aerobics) was
recommended as well.

All patients included in the study were prescribed
the same type of pharmacotherapy in accordance
with the provisions of the clinical recommendations
of the Russian Gastroenterological Association and
the Association of Coloproctologists of Russia [1].
Patients with IBS who had complaints of abdominal
pain were prescribed antispasmodics to relieve pain.
In case of diarrhea, either loperamide, dioctahedral
smectite, or antidiarrheal drugs of biological plant
origin were prescribed. For patients with IBS with
constipation, laxatives were recommended to increase
the volume of intestinal contents to normalize stool.

Results

Before considering the degree of satisfaction
of patients with IBS with the treatment of their
disease, we will present some organizational aspects
of medical care for this category of patients in the
Northwestern Federal District of Russia, namely, the
characteristics of medical institutions where diagnosis,
treatment and dynamic monitoring of IBS patients
are carried out in Saint Petersburg and the subjects
of the Northwestern Federal District of Russia
(Table 1), the degree of provision of IBS patients
with personalized therapy in the Northwestern
Federal District (Table 2) and the provision of IBS
patients with specialized medical and advisory care
in the Northwestern Federal District (Table 3). A
comprehensive assessment of the organization of
diagnostic and treatment work with IBS patients was
carried out basing on the reports from a number of

chief non-staff gastroenterologists of the Northwestern
Federal District of Russia with an analysis of 648
verified clinical cases of IBS. Questioning among them
was carried out in 422 patients.

As can be seen from the data presented in Table
1, treatment and diagnostic care for patients with
IBS in the subjects of the Northwestern Federal
District is provided mainly by local clinics, and to
a lesser extent by commercial medical centers and
specialized gastroenterological centers (urban, as part
of multidisciplinary hospitals, etc.). Some district
clinics in Saint Petersburg have gastroenterologists
on staff. A small part of IBS patients receives all
types of necessary medical and diagnostic care in
the clinics of the Ministry of Emergency Situations,
the Ministry of Defense of the Russian Federation,
universities clinics, etc. The overwhelming number
of IBS patients (96 %) in the regions and republics of
the Northwestern Federal District of Russia receive
at their place of residence all types of medical care
available to medical capabilities institutions.

Data from the analysis of the content of therapy
for IBS patients (Table 2) indicate that in all
medical institutions, when treating this category
of patients, priority is given to drug treatment
containing a variety of means of relieving IBS
symptoms, including diarrhea, constipation, and
abdominal pain. It should be noted that in almost
85 % of IBS patients in Saint Petersburg and other
subjects of the Northwestern Federal District, the
drug complex of pharmacotherapy complies with the
recommendations of the Russian Gastroenterological
Association, and for the remaining patients, doctors
use advice from various scientific and other sources,
including publications in medical journals and the
Internet, conference reports of various formats,
handouts from pharmaceutical companies, etc.

It turned out that only 23.2 % of the surveyed
patients were completely satisfied with the treatment

Table 1. Medical institutions of the Northwestern Federal District that provide medical care to

patients with irritable bowel syndrome

Tabéauua 1. Menununckue yupesxaenns C3MO, KOTopble 0Ka3bIBAIOT MEIUITMHCKYIO MTOMOIIb TATH-

€HTaM C CUHIPOMOM pa3/JpaK€HHOro KUIleYyHnKa

Medical institutions
Meduvuunckue yupexoenus

Saint Petersburg
Canxm-Ilemepoype

Cy6bextor C3DO
Subjects of Northwestern Federal
District of Russian Federation

Specialized state gastroenterological centers
Cneyuaruuposantle 20cyo0apcmeenvie
2acmpo3aHmepoiozutecKue yeHmpol

8 %

Local clinics, general practitioners’ offices,
various medical centers in rural areas
Yuacmrosvie noruxaunuku, opucvl spavei
obwelr npakmuxu, paauunsvie MeOUYUHCKUE
NYHKMBL 8 CEbCKOU MECIMHOCTNU

76 % 96 %

For-profit medical centers
Kommepueckue meduyuncxue uenmpuot

14 % 3.5 %

Other medical institutions
Ipouue meduyunckue yupexoenus

2% 0.5 %
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Table 2. Provision of personalized therapy for IBS patients in the Northwestern Federal District
Ta6auua 2. O6ecnevennoctsb nanmentoB CPK nepconndummposannoii Tepamnueit 8 C3DO

Subjects of Northwestern
Type of medical care for patients with IBS Saint Petersburg Federal District of Russian
Buod meduvuunckoii nomouwsu 6oavtvin CPK Canxm-Ilemep6ype Federation
Cyo6vexmovr C3DO

Drug therapy (without psychotropic drugs) o @S
Jlexapcmeennas mepanus (6e3 ncuxomponvlix cpedcms) 90 % 90 %
Drug therapy + psychopharmacotherapy 8% <9
Jexapcmsennas mepanus + ncuxopapmaxomepanus ? °
Drug therapy + psychopharmacotherapy +
non-drug psychotherapy 99 <19
Jlexapcmeennas mepanus + ncuxogpapmaxomepanus ¢ ’
+ HeJleKapCmeenHds NCUXomepanust

of their disease, the majority of whom (84 out
of 98 people) received appropriate therapy from
gastroenterologists, the rest from clinic physicians.
Of all respondents, 12.7 % expressed partial
satisfaction with the complex of treatment measures
they carried out. It consisted of a decrease in the
severity of IBS symptoms, primarily abdominal
pain, a decrease in the frequency of diarrhea and
the duration of constipation. The majority of the
surveyed patients with IBS (79.6 %) expressed
varying degrees of dissatisfaction with the results of
drug therapy for IBS, which all patients received,
mainly in accordance with the recommendations
of the Russian Gastroenterological Association [1],
the provisions of the Rome IV criteria [4] and other
scientific and methodological sources.

An important issue for us in assessing the state
of qualified medical care for IBS patients was
the degree to which patients in the Northwestern
Federal District are provided not only with
gastroenterologists and therapists, but also with
other medical specialists who provide appropriate
advisory assistance to them (Table 3). It turned out
that in Saint Petersburg and, especially, in other

subjects of the Northwestern Federal District, the
overwhelming number of patients with IBS receive
the necessary medical care from local therapists
or other clinicians of equal primary care: 76 and
93 %, respectively. Diagnosis of the disease and
treatment of IBS patients under the supervision of
gastroenterologists in Saint Petersburg is carried out
in no more than 19 % of cases, in the subjects of
the Northwestern Federal District — within 7 %.
The advisory involvement of psychotherapists and/
or clinical (medical) psychologists in treatment work
with IBS patients is limited to rare cases and does
not exceed a total of 6 % in Saint Petersburg and
1 % in the regions and republics of the Northwestern
Federal District.

Thus, as the study showed, the greatest volume
and burden of work with IBS patients to verify the
diagnosis, individualize treatment, organize, and
carry out all follow-up activities with them lies with
primary care doctors, but not with gastroenterologists.
Therefore, we set ourselves the task of assessing
the degree of knowledge of clinicians and general
practitioners in the Northwestern Federal District
of the most important provisions of the clinical

Table 3. Provision of specialized medical and advisory care for IBS patients in the Northwestern

Federal District

Tabéauua 3. OGecnevennocth manuentoB ¢ CPK crermanmusupoBanHoil 1eqe6HO-KOHCYIbTATHBHON

roMmoIipio B C3DO

Subjects of Northwestern
Clinical profile of treatment of patients with IBS Saint Petersburg Federal District of Russian
Kaunuuecxuit npogpuns aeuenus nauuenmos ¢ CPK | Canxm-Ilemepoype Federation
Cyobsexmor C3DO
Treatment by a general practitioner 9 3
Jleuenue mepanesmom 75 % 92 %
Treatment by a gastroenterologist 19 % 7%
Jleuenue zacmpoanmeposiozon ° °
Joint treatment by a gastroenterologist
(or general practitioner) and a psychotherapist 5% 1%
CosmecmHoe Jseuenie 2acmpodIHmeposozom ? ¢
(unu mepanesmom) u ncuxomepanegmom
Joint treatment by a gastroenterologist (or general
practitioner), psychotherapist and clinical psychologist
Cogmecmnoe neuenue 2acmpoIHmepo.i020M 1% 0
(unu mepanesmon), ncuxomepanesmon
U KAUHULECKUM NCUXOL0Z0M
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recommendations of the Russian Gastroenterological
Association [1]. As testing of doctors showed, on
30 questions reflecting therapists’ knowledge of
the theoretical and practical aspects of IBS, 5 % of
doctors correctly answered 26 questions, 12 % — 22
questions, 26 % — 18 questions and 57 % — only
17 or fewer questions. Doctors showed the weakest
knowledge in matters of pharmacotherapy of IBS,
especially psychopharmacotherapy.

Psychotherapists involved in the study have
in their arsenal sufficient methods and means of
psychodiagnosis and treatment used in accordance
with an identified psychopathology. For anxiety, for
example, these are relaxation techniques that the
therapist teaches the patient. Cognitive behavioral
therapy helps to identify the source of difficult
trigger situations and correct irrational attitudes.
Mindfulness techniques are very effective for
anxiety. Hypnosis helps quickly, but unfortunately
temporarily, alleviate anxiety. Autotraining allows
you to reduce psychosomatic manifestations of anxiety.
There are also numerous breathing techniques. If
there is excess irritability, methods of channeling
aggression help. This includes working with muscle
tension, Jacobson’s method of progressive muscle
relaxation, feasible physical activity, art therapy
methods, etc. When asthenia in IBS patients, it is
important to remove its cause (mental or somatic)

and discuss resting as a method of treatment. Any
resource techniques turned out to be effective.
Psychotherapists have shown that the “small steps
technique” is effective for depression; keeping a diary
and narrative methods are useful. At the same time,
a specialist in a non-drug psychotherapy program
teaches the patient both self-diagnosis and self-help
for these conditions in everyday life, and, if necessary,
prescribes a course of psychopharmacotherapy.

In all patients with IBS, the psychotherapist
conducts psychodiagnostics and, in the presence of
mental disorders, selects psychopharmacotherapy —
individualized, in accordance with the patient’s
clinic. Thus, when a certain level of anxiety,
cancerophobia or depression was detected in patients
from a wide prescription and clinical spectrum of
anxiolytic drugs, drugs affecting different aspects of
anxiety were differentially prescribed. From a large
list of psychotropic medications, it is important to
individually select neuroleptics (antipsychotics),
antidepressants (if depression is detected) and other
means of normalizing mental disorders for a patient
with IBS with an appropriate clinic.

The study showed (Fig. 1) that by the end of the first
month of treatment of IBS patients with abdominal
pain, when prescribed only gastroenterological drugs
(without psychotropic drugs), 40 % of patients with
a mild form of the disease and 36 % of patients with
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Figure 1. Efficiency of pain relief in patients with mild and moderate IBS (patient survey)
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a moderate form assessed positively the carried-
out therapy. In the second group, where “therapy
with gastroenterological drugs” was combined with
the prescription of psychotropic drugs, 56 % of
patients with a mild course of the disease and 64 %
of patients with moderate IBS were satisfied with
their treatment and valued it positively. Finally, in
the third group of patients who received not only
combined pharmacotherapy, but also non-drug
methods of psychotherapy, after one month of such
treatment, greater satisfaction with treatment was
revealed than in the previous two groups of patients.
A positive assessment was given by 75 % of patients
with mild IBS and 84 % with moderate IBS.

After three months from the end of the monthly
course of treatment for IBS (Fig. 1), in the first
two groups of patients who were only on drug
therapy, satisfaction with treatment decreased
significantly. No more than 34 % of patients with
mild IBS responded favorably to the results of
their treatment. At the same time, 79 and 71 % of
patients with mild and moderate IBS, respectively,
who received drug therapy with gastroenterological
drugs in combination with psychopharmacotherapy,
enhanced by individualized methods of non-drug
psychotherapy, expressed satisfaction with the
results of complex treatment.

The next section of the study was devoted to
studying the effectiveness of various treatment
complexes according to self-assessment of IBS
patients with diarrhea and constipation. Thus, it
turned out that 38 % of patients with diarrhea, 24 %
of patients with constipation and 38 % of patients
with mixed IBS, who received only “therapy with
gastroenterological drugs” without psychotropic
drugs, positively assessed their treatment a month
after the end of the course of therapy (Fig. 2).

Complex pharmacotherapy with psychotropic
drugs one month after the course of treatment
for IBS was found to have a good effect in 44 %
of patients with moderate IBS with diarrhea, in
24 % of similar patients with constipation, and in
40 % of patients with alternating constipation and
diarrhea.

The results of self-assessment of patients with
moderate IBS, whose treatment program also
consisted of a combination of gastroenterological
drugs and psychotropic drugs, but enhanced by
methods of non-drug psychocorrective therapy, differ
significantly in a positive direction. One month after
the course of treatment, the results of therapy were
well assessed by 68 % of patients with diarrhea, 48 %
of patients with constipation and 55 % of patients
with combined forms of IBS.
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Analysis of clinical effectiveness three months
after the end of treatment in patients with moderate
IBS, in the group that was using conventional
pharmacotherapy recommended by the clinical
guidelines of the Russian Gastroenterological
Association, and in the group of patients with a
combination of gastroenterological drugs with
psychotropic drugs indicated in the same guidance
document, showed the following: in all examined
groups, no more than 32—33 % of patients assessed
the results of their treatment positively [1].

An expanded complex of therapeutic agents —
“pharmacotherapy + psychotropic drugs + non-drug
psychocorrective therapy” — three months after the
end of treatment turned out to be the most effective,
and 73 % of patients with diarrhea, 58 % of patients
with constipation and 64 % with alternating diarrhea
and constipation.

From the point of view of the principles of
individualization of treatment for IBS patients and
personalized prescription of therapeutic methods of
medicinal and non-medicinal psychotherapy, which,
according to our research, is the most important
strategic factor in treatment, significantly increasing
the effectiveness of the entire process of treating
patients, it is important to note the following. When
treating patients with IBS, pharmacotherapy alone,
or even a combination of drugs, without the use of
methods and means of psychotherapy does not provide
a reliable and long-term therapeutic effect. However,
the reasons for the dissatisfaction of patients with the
results of treatment and the dissatisfaction of doctors
with the results of their work with IBS patients are
dominated by two problems of today. The first of them
relates to the category of professionalism of doctors
themselves working with patients with IBS and
consists in their lack of knowledge and skills in the use
of psychotropic drugs when treating patients in this
category. The second problem concerns not only the
so-called “peripheral medicine”, but also the medicine
of large cities. This is the lack of implementation of the
need for advisory assistance to patients with IBS by
medical psychologists and/or psychotherapists.

What can be done so that IBS patients are
satisfied, seeing the positive effect of the treatment,
and doctors do not burn out emotionally, seeing in
many cases the insufficient effectiveness of their work
with IBS patients? If it is practically impossible to
increase the number of certified psychotherapists and
medical psychologists in medical institutions and,
moreover, to provide peripheral medical institutions

with appropriate rates for these specialists, then it
is necessary to find another way. We see only one
way out in these conditions — the formation of basic
(initial, elementary) psychotherapeutic education for
clinicians who provide therapeutic and diagnostic
assistance to patients with IBS. In this regard, to
implement the identified problem, the Department
of Gastroenterology and Hepatology of Saint
Petersburg State University has begun preparations
for conducting educational cycles “Psychodiagnostics
and psychotherapy in the work of a therapist and
gastroenterologist.”

Many clinicians are against the so-called non-
core burden of knowledge on therapists and
gastroenterologists, and the inclusion in their
duties of at least elements of psychodiagnostics and
psychocorrection when working with psychosomatic
pathology. Indeed, a gastroenterologist should see a
primary patient in 30 minutes, and a repeat patient
in 20 minutes. Is it possible for a doctor to carry
out additional diagnostic and especially therapeutic
procedures?

Conclusion

To date, many minimal express psychodiagnostic
methods available to a gastroenterologist in everyday
work have been developed and proposed for use
in a therapeutic clinic. For example, the Hospital
Anxiety and Depression Scale (ITADS) allows you
to diagnose and determine the degree of depression
and anxiety, up to subclinical manifestations of the
identified syndromes, in no more than 2—3 minutes
[5—7]. Another example is the “Subjective Asthenia
Rating Scale” test (Multidimensional Fatigue
Inventory, MFI-20) for a short time (no more than
10 minutes) provides diagnosis of asthenia, including
post-Covid asthenia in patients with IBS [8]. As
an additional argument for the authors’ opinion
about the availability of certain psychodiagnostic
methods for a therapist and gastroenterologist in
his work with patients with IBS, the Buss — Perry
Aggression  Questionnaire (BPAQ), developed
in 1992, provides the clinician with convincing
information in six minutes. assessment of the
patient’s psychological status [9]. Promptly obtained
data on the psychological triggers of IBS help the
general practitioner and gastroenterologist either
carry out psycho-oriented drug therapy themselves
or motivate the patient to include a psychotherapist
or psychologist in the treatment process.
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ONBIT ABYX3TAIIHOI'O A€YEHUS CBUILEN
IIPAMOU KUIIIKU C IIPYMEHEeHUueM
HU3KOTPOMOMHOBOT'O PUOPUHOBOIO
KAesa « Kprodut»

C.A. ®dponos, A.M. Kyspmunos, /I.B. Bermeropoanes, B.1O. Kopomuk”,
N.C. boropmuctpos, A.H. Poiaana

DI'BY «Hayuonanrvnoitli MmeOuyunckuil uccaedogamenvckuii uenmp xoaonpoxmoaozuu um. A.H. Poukuxs> Munucmepcmea
30pasooxpanenus Poccuiickoi Dedepayuu, Mockea, Poccuiickas Dedepavus

Llenb uccnepoBaHud: ynyyllivTb PE3YNbTATbl IEYEHMS NALNEHTOB CO CBULLLAMU NPSIMON KULLIKW.

MaTepuanbl u MeTOAbl. B nccnenoBaHve BKIOYEHbI 28 MaLMeHTOB CO CBULLLAMUW MPSMOM KULIKKU. M3 Hx 20 (71,4 %)

MY>XUUH 1 8 (28,6 %) XXEHLUMH, CpeaHnii BO3pacT KOTopbix cocTasnsieT 40 (24—-68) neT. Ha ocHOBaHUM faHHBIX OCMO-
Tpa 1 TpaHCPEKTaNbHOrO ybTPa3ByKOBOro nccneposanusa (TPY3N) y 13 (46,4 %) nauMeHTOB CBULLM OblIN MHTPAC-
duHkTEpHbIE, a 'y 15 (53,6 %) — TpaHcCchUHKTEPHbIE. BCeM maumeHTam Ha 4OrocnuTasbHOM 3Tane BbIMOHANOCh

TPY3U n chuHkTepoMeTpus ans OLEHKN PYHKLIMOHANBHOIO COCTOSHUSA 3anMpaTenbHOro annaparta npsiMoin KuLi-
K1, TakXXe NPOBOAMIICSA aHanM3 ONMPOCHMKA KadecTBa Xn3Hu SF-36 n Lwikanbl BekcHepa, ougHuBaloLLen QyHKLMO-
HaJIbHOE COCTOSsIHME 3anMpaTesibHOro annapaTta NPsiMon KULLKK. Y BCEX NaLMEHTOB, BKJIIOYEHHbIX B UCCIEA0BaHNE,
CBULLEBOW X0, Obl1 NPsAMbIM, 6€3 3aTEKOB 1 BbIPAXEHHbIX PYOLIOBLIX UISBMEHEHUIA aHANIbHOrO KaHana. MauneHtam

NMPOBOAMIIOCH ABYXATANMHOE XMPYPruyeckoe fievyeHUe C NPUMEHEHVUEM HU3KOTPOMOMHOBOro GuUBPMHOBOrO Kies

«Kpunoput». Nocnenyollee HabnoaeHne 3a naLmMeHTaMmmn OCyLLEeCTBNAN0Ck Ha 7, 14 1 21-11 AHK 1 BKO4Yasno B cebs

cbop xanob, oCMOTP NepuaHanbHOM 06nacTu, nanbLeBoe UccnegoBaHne NpPsAMoN KuLLKW. B nocneonepauyoH-
HOM Nepuoae C NMOMOLLLbIO BU3YyaibHOW aHaIOroBoi Lkabl 6051 NpoBOAUAACH OLLEHKA MHTEHCUBHOCTM 60ONEBOro

cunapoma. Ha 30-11 1 90-i4 aHM NpoBOAMNOCH KOHTPOoNbHOe TPY3WU, couHkTepomeTpust; Ha 7-i 1 30-11 oHM nocne

onepauumn — oLeHka Lukanbl BekcHepa v kayecTBa X13HU NauyeHToB Mo onpocHuKy SF-36.

Pe3ynbraTbl. IHTPaoONepaLOHHbIX N PAHHUX NOCIE0NEPALMOHHbBIX OCIIOXHEHMWI Y NALMEHTOB He Obino. CpeaHuia

KOVKO-AeHb cocTtaBun 6,8 (5-11) gHa. Cpokun HabnogeHns — ot 1 0o 42 mecsueB. PeunamBbl 3a00neBaHna ova-
rHocTupoBaHbl y 3 (10,7 %) naumeHToB. 10 JaHHBIM CHUHKTEPOMETPUN Y BCEX 28 MNAaLMEHTOB HE BbISIBJIEHO HapyLle-
HUN OYHKLUMN aHAJTbHOIO OEPXKAHUS.

SaknoueHue. Pe3ynbraThl HAalWero NCCneaoBaHnsa nokasanu, YTo pa3aeneHme NpeaBapuTenbHON XMPYPrmyeckom

06paboTKM CBULLEBOrO X04a C MOCNEAYLMM MECTHBIM NMPOTUBOBOCMNANIUTESIbHBIM JIEYEHVEM U MIOMOVPOBKM pa-
HEBOr0 KaHana ABYXKOMMOHEHTHbIM GUOPUHOBBLIM KJIEEM C HU3KUM coAepXaHnem TpombuHa «Kprnodut» Ha osa
aTana ad@EKTUBHO NOBLILLAET PesdynbTaThl NpeaniaraemMon Metoaukin. NpnumeHeHne GUOPUMHOBOro KNes Kak CPUHK-
TEPOCOXPAHSAIOLLEN METOAMKN MO3BOJISET UCKITIOYNTL PA3BUTVE NOCEONEPALMOHHOM aHaIbHOW HEAOCTATOYHOCTM,
2 HOBbIE TEXHOJIOrMM U MaTepuasbl CHUXKAIOT PUCK Pa3BUTUS peLmanea 3aboneBaHus.

KnioueBble cnoBa: MasoMHBA3VBHOE JIEYEHME, XPOHUYECKMIA NapanpoOKTUT, CBULL, HELOCTATOYHOCTb aHANIbHOrO
chuHkTEpPa, GUOPUHOBEIN KNEN

KoHNUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ansa untuposanusa: dponos C.A., KyabMmuHoB A.M., Beiweropoaues [.B., Koponuk B.1O., Boropmuctpos U.C., PoiHanH A.H.
OnbIT ABYX3TANHOIO NEYEeHNs1 CBULLEN MPSMOM KULIKA C NMPUMEHEHMEM HU3KOTPOMOUHOBOro GubpunHOBOro knesa «Kprnodur».
Poccuincknin xypHan racTpoaHTeponormm, renatonoruuv, kononpokronorun. 2023;33(6):44-52. https://doi.org/10.22416/1382-
4376-2023-33-6-44-52

Experience of Two-Stage Treatment of Rectal Fistulas Using Low-Thrombin
Fibrin Glue “Kriofit”
Sergey A. Frolov, Alexandr M. Kuzminov, Dmitry V. Vyshegorodtsev, Vyacheslav Yu. Korolik’,

llya S. Bogormistrov, Arseniy N. Ryndin
National Medical Research Center of Coloproctology named after A.N. Ryzhikh, Moscow, Russian Federation
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Aim: to improve the results of treatment of patients with rectal fistula.

Materials and methods. Twenty-eight patients with rectal fistulas were included in the study — 20 (71,4 %) men
and 8 (28,6 %) women, average age — 40 (24-68) years. Based on examination and transrectal ultrasound data,
13 (46.4 %) patients had intrasphincteric fistulas and 15 (53.6 %) had transsphincteric fistulas. All patients underwent
prehospital transrectal ultrasound and sphincterometry to assess the functional state of the anal sphincter, and the
SF-36 quality of life questionnaire and Wexner scale assessing the functional status of the anal sphincter were ana-
lyzed. All patients, included in the study, had straight fistulous passage, without collections and significant scarring of
the anal canal. Patients underwent two-stage surgical treatment using low-thrombin fibrin glue “Kriofit”. Follow-up of
the patients was carried out on days 7, 14, 21 and included collection of complaints, examination of the perianal area,
finger examination of the rectum. In the postoperative period, the intensity of pain syndrome was assessed using the
visual analog scale of pain. On days 30 and 90 control transrectal ultrasound, sphincterometry, assessment of Wex-
ner scale and patients' quality of life by SF-36 questionnaire on days 7 and 30 after the operation were performed.
Results. There were no intraoperative and early postoperative complications among patients. The average bed-
day was 6.8 (5-11) days. The follow-up periods ranged from 1 to 42 months. Disease recurrences were diagnosed
in 3 (10.7 %) patients. According to the sphincterometry data, no anal holding dysfunction was detected in any of
28 patients.

Conclusion. The results of our study have shown that the division of preliminary surgical treatment of the fistulous
passage followed by local anti-inflammatory treatment and filling of the wound canal with two-component fibrin glue
with low thrombin content “Kriofit” into two stages effectively increases the results of the proposed technique. The
use of fibrin glue as a sphincter-preserving technique makes it possible to exclude the development of postoperative
anal incontinence, and new technologies and materials reduce the risk of disease recurrence.

Keywords: minimally invasive treatment, chronic paraproctitis, fistula, anal sphincter incontinence, fibrin glue
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DubpuHOBbIN  KJeil cocTouT wu3 (GUOPUHOreHa,
TpoMOWHA W WOHOB Kajblusi. llpm pacmieriennn
¢ubpunorena Ha MoHoMepbl (dubpuHA 06pazyercs
(pUOPUHOBBII CTYCTOK, KOTOPBIN CTAaOUIH3NPYETCS
B IIPUCYTCTBUY MOHOB KBS W TPAHCTIYTAMUHA3DI
mnasmbl kposu (pakropa XIII). MuGpunoBbIii Kiaei
CTUMYJIUPYET MuUrpamuio u mnposudepainio ¢Guépo-
6/1acTOB ¥ IJIIOPUIIOTEHTHBIX JH/IOTEJNAJbHBIX KJIe-
TOK TalMeHTa W3 MPUJIeralonmx TKaHeil. B Teuenne
1—2 Henesb MJIA3MUH U3 OKPY’KAIOMINX TKaHel Ju3u-
pyer (puOGpUHOBBII CTyCTOK, 3aMeniasi €ero CUHTE3UPO-
BaHHBIM KoJutareHoM [1].

[lepBbie pesynbrarbl 2 ¢deKTUBHOIO IIPUMeEHe-
HUSE GUOJIOTUYECKOTO KJIesl y MalMeHTOB CO CBUIAMU
NPSIMOIl KUINKK ObLIM TIPeJICTaBAeHbl TPYIIION aBTO-
poB Bo rmaBe ¢ A. Hjortrup B 1991 r. OrcyrcTBue
perunBa 3a00JieBaHusT GbLIO OTMEYEHO Yy 52 % Ma-
[IUEHTOB, IPU ITOM aBTOPbI IIPOJAEMOHCTPUPOBAJIH

BBeaenue

3a60J1eBaeMOCTb CBUI[AMU TIPSIMOM  KHIIKU  CO-
CTaBJISIET 110 PA3JMYHBIM JaHHbIM OoT 1,2 nmo 2,8 ciy-
yasg Ha 10 Thic. Hacesnenuss B roj. HambGosee vacro
JIAaHHAsI T1aTOJIOTUSI BCTPEYAETCS B TPY/IOCHOCOOHOM
Bozpacre or 20 mo 50 Jser, uto o6ycJaBIUBaET ee
BBICOKYIO COIMAJIbHYIO 3HaYMMOCTb. [lo crarucruke
MY>KYMHBI CTPAAAIOT Yalle, 4YeM KeHIIUHLI B COOT-
nomenun 2:1 [1—4].

Xupypruveckoe JjedeHne — eIUHCTBEHHBIH MyTb
K BBI3JIOPOBJEHUIO MalMEHTa — IIPEJyCMaTpUBaeT
JIMKBUJAINIO CBUIIEBOTO XOJIa BMECTE C BHYTPEHHUM
CBUIIIEBbIM OTBepcTHeM. K HacrosimeMy BpeMeHn
uMmeercsi GOJIBINON apceHas Pa3aMUHbIX XHPypruye-
CKUX METOJUK JIEYEHUS MPSIMOKHUINEYHDBIX CBUIIEH.
OHaKO TPaKTUYECKU BCE 3TU METObI HEeM30eKHO
CBSI3aHbl C TpaBMaTH3alMeNl aHAJIbHOTO CHOUHKTEPA,

YTO MPUBOJAUT K PHUCKY BO3HUKHOBEHHS aHaJbHOI
HezocraToyHOCTU. Tak, [aske IIPU BBINOJHEHUU ILJa-
CTUYECKMX Ollepaliiil ¢ HU3BEJEHHEM CJU3MCTO-MbI-
[IEYHOTO JIOCKYTA, MO3BOJISIONIET0 MUHUMHU3UPOBATDH
TPaBMy 3alUpaTeSbHOrO ammapara IMPsSMOil KHUIIKN
(3AIIK), yacToTa BO3HUKHOBEHMS] aHAIHHOI WHKOH-
THHEHIMK gocTturaer 35 % [6], a mpu mpuMeHeHUH
jquratyproro meroga — 63 % [5]. Tloatomy mposmos-
JKaloTCst pa3paboTKa W BHEAPEHHE B KJINHHYECKYTO
[PaKTUKY MaJOMHBA3UBHBIX METOMOB JICUEHHS] CBH-
el mpsaAMON KUIIKU, KOTOPble MOTJIN Obl CyIeCTBeH-
HO CHU3WUTb BEPOSATHOCTb IIOBPEKACHHS aHaJbHOI'O
chunkrepa. OIHUM U3 TaKUX METOJOB SIBJISIETCS
MJIOMOMPOBKA CBUIEBOTO X07a (DMOPUHOBBIM KJIE€EM.

BO3MOYKHOCTH TIOBTOPHOTO IPUMEHEHUS METOUKU
6e3 pucka s marmenta [2]. 9rta pabora mokasa-
Jla TIOTEHI[MaJ JaHHOTO MeToja JIEUeHHS W Jajia UM-
MyJIbC JIJIST TIPOBEJAEHUS ellle HECKOJIbKUX COTOCTABHU-
TeJbHDBIX HCCJIeOBaHuii. BpImomHsAIOCh cpaBHEHNE
9TOI METOMUKH C KJIACCHYECKUME XUPYPTUIeCKUMU
MeTOoJaMu JiedeHus1 U oleHKa 3(hHEKTUBHOCTH METO-
Jla B 3aBHCUMOCTH OT BHUJa cBUIia. lcciaemoBaHus
rmokasaJsu, 4yto Meto/i HanGosee 3hdeKTUBEH MPH T0-
BEPXHOCTHBIX CBHUIaX 06€3 3aT€KOB M BBIPAKEHHDBIX
pyO1OBBIX u3MeHenmii [7—11].

B uccrenoBanuy rpynibl aMePUKAHCKUX YUEHBIX
Bo rmase ¢ R. Loungnarath (2004) neyenne csumieit
MPSIMOIl  KUITKM ¢ UCHOJb30BaHneM (huOGPUHOBOTO
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KJes: ObLIO BBIIIOJHEHO y 42 TaIMeHToB, 3 4YeJoBe-
Ka B JaJbHENIeM ObLIM HMCKJIIOYEHBI U3 HMCCJaeI0Ba-
wust; y 12/39 (31 %) [Q0oCTUrHYTO BBI3LOPOBIEHUE
[12]. Tlokasarenu BbBI3IOPOBIEHUS Yy TAIIMEHTOB
[PU TIEPBUYHBIX BMENIATETbCTBAX COCTaBUIN 38 %
(8/21 uwen.), a B rpynne GOJbHBIX, paHee TTEPEHECTINX
oneparuBHble BMemareibcTBa, — 22 % (4/18 uein.).
[Ipu moBTOpHOM TIPUMeHeHNN PUOPUHOBOTO Kies (-
dexTuBHOCTD Jledenust cocraBuiaa 12,5 %. ITo MHeHUO
aBTOPOB, NpuMeHeHne (GUOPUHOBOTO KJiesl B JIEYEeHUN
CJIOXKHBIX cBHUIIEN 00s1a/1aeT HU3KOH 3 (HEeKTUBHOCTHIO,
GOJIBIITMHCTBO PENUIMBOB 3a00JIeBaHUS JHATHOCTUPY-
IOTCSI B TeYeHHEe TPeX MECSIEB IOCJe BMeIIaTeabCTBa.
OmHako, yYUTBIBasE MaTyl0 WHBA3UBHOCTb W OTHOCHU-
TEJBHYIO TIPOCTOTY TIPOLELYPHI, HCCIE0BATENH IO-
canTann, 9to (UOPUHOBLINA K€l cjenyeT paccMaTpH-
BaTb B KauecTBe [EPBOI JIMHUY JI€YE€HUsT TTAIIUEHTOB CO
CTIOKHBIMH CBUIIAMU TTPSIMOI KHUIITKA.

B wuccrenosanmu, npoeenernoM J.M.C. Yeung et al.
(2010), BraouaBmeM 40 TAIMEHTOB CO CBUIAMHT
npsamoii kummku (28 (70 %) — €O CIOKHBIMI CBUILA-
v u 12 (30 %) — ¢ npocteiMu cBumamn), y 8,28
(29 %) manMeHTOB CO CJOXKHBIMU CBUIIaMU u 5/ 12
(42 %) ¢ MpOCTBIMM CBUIIAMM YAAJd0Ch JOCTUYDL BbI-
3/I0POBJIEHHS] ¥ OTCYTCTBUSI PEIUAUBOB 3a6o0JieBa-
HUS B Tepuoji HaOogeHust 10 Tpex Mecsies [13].
ABTODBI TI0JIaTAIOT, YTO HUCIOJb30BaHUEe (PUOGPIHOBO-
ro KJes HanboJiee OMPaBIAHO B KayecTBe MEpBOil Jin-
HUW TIPU JIEYEHUH TIPOCTBIX CBUIIEN MPSIMON KHUIIKH,
a MOBTOpPHOE TpuMeHeHne (GUOPUHOBOTO KJesh BPST
gu O6yJerT YCHENIHbIM U B JajbHelileM mHoTpebyer
IpyTuX MeTofoB Jjevyenus. [lo MHeHHMIO wncciaenoBa-
TeJsieil, MeToJ| SIBJISIeTCSI MAJOMHBA3UBHBIM M HE BO3-
JIefiCTBYeT Ha CTPYKTYPBI AHATHHOTO JKOMa, TPU 3TOM
PHUCK Pa3BUTHS OCJIOKHEHUN MIHUMAJEH, OJHAKO ero
2 PeKTUBHOCTD CHUKAETCS TPU JIEIEHUU CJIOKHBIX
cBuIIel TpsIMON KUIIKH.

B 2011 r. B ®I'BY «I'HIOK um. A.H. Prikuxs»
M3 P® 6bi1 paspaGoTaH UM 3amaTeHTOBAH JBYX-
STANHBIN COCO6 XWPYPrUUECKOTO JIEUeHUS CBUIIEH
OPSIMON  KHUIIKM C TIPUMEHEHHeM GHOJIOrHYecKOro
kaes (matenr Ne RU2579629C1). Hosusna wmero-
KK 3aKJI0YaJach B Pas/elleHud XHUPYPrHuecKoro
BMeNIATEJbCTBA HA /[B€ YACTHW: TEPBBIN aTam — pa-
JINOBOJIHOBAsI 06pa6OTKa CBUIIEBOTO XO/a, BTOPOW —
MJIOMOMPOBKA PaHEBOTO KaHajda (DMOPUHOBBIM KJEeM.
B nanbueiimeM 6bLIO MPOBEIEHO HCCIEIOBAHUE, KO-
TOopoe TMoKazano 3PPEeKTUBHOCTL TIpe/IaraeMoii Me-
topuku [14]. Cnexyer oTMeTHTh, YTO BO BCEX UCCJIE-
JIOBAaHUSX MPUMEHSINCH (PUOPUHOBBIE KJIEH CXOXKETOo
cocraBa ¢ BBICOKHM cojiepskaHueM tpoMGuna (Gosee
500—1000 ME).

B 2015 r. 6bi1 pazpaboTaH OTeYeCTBEHHDBIN /IBYX-
KOMIIOHEHTHBIHT  (puOpmHOBLIH kielt «Kpmodur»
¢ HUBKUM cogepskanneM tpomOuna (40 ME). Bouio
MPOBEIEHO WCCJIEJOBAaHNE B3aUMOJEHCTBUS KJIETOK
KepPaTHHOINTOB ¢ (UOPUHOBBIM KJ€eM C HU3KUM
co/lep:KaHueM TPOMOWHA, KOTOPOEe IMOKa3ajo TIpsi-
MYIO 3aBUCHMOCTb KOJIMUECTBA TPOMOMHA ¥ CKOPO-
CTW TMPOHWKHOBEHUS COOCTBEHHBIX KJIETOK TAI[MEeHTa

B Marpuily cryctka. Huskoe cojepskanue tpoMGuHa
croco6¢TByeT Gojiee JIETKOMY MPOHHKHOBEHWIO KJle-
TOK OKPY’KaIOUIMX TKaHeil B (DUOPUHOBBIN CryCTOK,
TEM CaMbIM YCKOPSISl MPOIECChl UMILTAHTAIINH CTYCT-
Ka u pereneparuu [15].

OpHako B MUPOBOH JHTepaType OTCYTCTBYIOT Pa-
6OTbI, TOCBSIIEHHbIE OlleHKe 3(PDEKTHBHOCTU [BYX-
HTAITHBIX METOJOB JIEYEHUS CBUIIEH MPSAMON KUITKH
C UpUMeHeHueM HU3KOTPOMOMHOBOTO (hUGPIUHOBOTO
KJIesi, MOITOMY IIeJIbI0 HANIero WMCCJe/[0BaHUS SBJIS-
ercs usydenne 3(MEPEKTUBHOCTH HPUMEHEHUs ABYX-
KOMIOHEHTHOTO  (ubpwHOBOTO KJes <«Kpuodurs
B JIEYEHUHM UHTPA- U TPAHCCHUHKTEPHBIX CBUIIEH
MPAMON KUIIKA U OIeHKA YacTOTBI Pa3BUTHS HElO0-
CTaTOYHOCTH AHAJTBHOTO JKOMA.

IlamenThI 1 METOABI

C wutong 2019 r. no nacrosimiee BpeMmsi B OI'BY
«HMMUIL xosonpokronorun wMm. A.H. Pookuxy» M3
PO mpoBoanTca MpoCceKTUBHOE HEPAHIOMU3UPOBAH-
HOoe uccienoBanme. B Hacrosimee BpeMs HAKOILICH
OMDIT JeYeHus 28 MalUueHTOB CO CBUIIAME TTPAMON
kumkn. M3 nux 20 (71,4 %) myskunn n 8 (28,6 %)
SKEHIIMH, cpeaunii Bospact — 40 (24—68) ner. Beem
rmaiMeHTaM Ha JIOFOCIUTAJbHOM 3Talle BBIIOJIHSI-
JINChb  TPAHCPEKTATbHOE YJIbTPA3BYKOBOE WCCIE0-
parue (TPY3U) n chpuuKkTepOMETpHS A ONEHKH
¢pyarnmonanpruoro cocrosinug 3AIIK. Taxxke mpo-
BOJIMJICSI aHAJN3 TPUMEHEHUSI OMPOCHWKA KavyecTBa
skuzun SF-36 u mkasnbr Bekchepa, orienuBaiotneit
¢ynkuunonanbnoe cocroguue 3AIIK. Ha ocnosa-
Huu jgandeix ocmorpa u TPY3U 6bno BbisiBIEHO,
yro y 13 (46,4 %) naumenTtoB cBUINM OBLIN WMH-
tpacunkrepubie, a y 15 (53,6 %) — tpanccdun-
KTepHble. Y BceX OO0JIbHBbIX, BKJIOYEHHBIX B HCCJIE-
JlOBaHue, CBUIEBON X0JI ObLI NPsAMbIM, (Ge3 3aTEKOB
U BBIPAKEHHBIX PYOIOBBIX W3MEHEHUI aHAJIbHOTO
kanasa (ta6a.).

[To mawHBIM CPUHKTEPOMETPUU HU Y OJIHOTO MAIU-
€HTa B JIOOTEPAIMOHHOM Iepuo/ie He ObLIO BbIsBJIE-
HO HEJOCTATOYHOCTH aHAJIbHOTO XoMa. Tak, cpeaHee
IaBJleHle B aHAJbHOM KaHaJle B IIOKOe U MaKCHUMaJlb-
HOe JaBJjieHWe B aHAJbHOM KaHaJjie TTPU BOJIEBOM CO-
KpalleHun [0 omepanuu coctapasan 38 (36—46)
n 146 (132—239) MM PT. CT. COOTBETCTBEHHO.

Texuuka XUPYPrud€CKoOro sMeuareJbCresa

Ilepeoiit aman

B nosoxxennu 60bHOTO /IS TUTOTOMUH TIOJ] MECT-
HOI MHWIHTPAIIMOHHON aHecTe3nel yepe3 HapysKHOe
CBUIIEBOE OTBEPCTHE BBOJUTCS MMAPUKOBBIN 3JIEKTPO/T
Pa/IMOBOJTHOBOTO arrapara, KOTOPbIil 110/] KOHTPOJIEM
maJsiblla, BBEJAEHHOTO B MPOCBET KUIIMKH, TTPOBOJINTCS
110 CBUINEBOMY XO/Iy /0 BHYTPEHHETO CBUIIEBOTO OT-
BepCTHsi. 3aTe€M CO CKOPOCTHIO 1 MM/'¢ IPOUBBOAUTCS
BBbIBEJIEHNE 3JIEKTPOJIa C OJJHOBPEMEHHON KoaryJisiu-
el BHyTPEHHEero CBUIEBOTO OTBEPCTHSI M CBUINEBOTO
xoza (puc. 1).

ITocne atoro mpm momomu J0XKH DoTbKMaHa
BBITIOJIHSIETCST KIOpeTaxk 0O6pabGoTaHHOrO CBHUIIEBOTO
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Ta6auya. XapakrepucTuka MCCaeayeMoil TpyInbl namuentos (n = 28)
Table. Characteristics of the study group of patients (n = 28)

Ilokaszarenr / Parameter

KoumuecTso namuentos /
Number of patients

ox / Gender Myskantbl / males n=20;71,4%
sKeHtuHbl / females n=238;286%
Bospacr, ser / Age, years 40 (24—68)"
Wumexe mMacco tena, kr/m? / Body mass index, kg/m? 27,1 (18,3—36,1)"
Anamues 3a6oneBanust, mec. / History of illness, months 4 (1—-84)

unTpachuakTepHslit / intrasphincteric

13 (46,4 %)

Tun ceuma / Type of fistula

TpaHcchUHKTEpHbIT / transsphincteric

15 (53,6 %)

[IporskeHHOCTD CBUIEBOTO X01a, MM/ Length of fistula tract, mm

22 (8—45)

JluaMeTp BHYTPEHHETO CBUIIEBOTO OTBEPCTHSI, MM
Diameter of the internal fistula opening, mm

3 (1=5)

ITpumeuanue: *

Note: * —mean and interquartile range.

Pucynox 1. O6paboTka CBUIIEBOTO X0/a PAIUOBOJHO-
BBIM anmnapaTtoM (IepBbId HTam)

Figure 1. Treatment of the fistula tract with a radio
wave apparatus (stage 1)

Xo/la ¥ MPOMBbIBAHNME PAHEBOTO KaHala PACTBOPOM
TPUIICMHA WM XUMOTpHIIcMHa 1—2 pasa B JieHb
Ha TPOTSCKEHUHM MOCJAEAYONHMX 3—5 CYTOK, MOocJe
Yero BbIMOJHSIETCS BTOPOW ATAll JIEUEHMUS.

Bmopoii aman

C 1esbio onpeaeseHust MpoTSKEHHOCTH U ITPOX0-
JIUMOCTH PAHEBOTO KaHAJa MPOU3BOJAUTCS €ro 30H/U-
poOBaHMe, Ha OCHOBAHHUH Y€ro PACCUMTHIBAETCS JJIITHA
«IIPOBOJIHUKA». ITO Heo6X0AuMO st 3P PHeKTUBHOTO

— cpe/Hee 3HAYEHNE U MEKKBAPTUIBHDBIN pa3Max.

3aM0JIHEHUST PAHEBOTO KaHaja (UOPUHOBBIM KJIEEM.
C 1moMOIIbIO TTYTOBYATOTO 30H/A U3MEPSETCS [ITIHA
PaHEBOTO KaHala, W K €ro MpOTSKEHHOCTH Npudas-
asgercs 2—3 mM. O6beM GUOGPUHOBOTO KJiest, HeoOXO-
JIUMDIIA JIJIST 3aIOJTHEHWST PAaHEBOTO KaHasa, pPaccuu-
TBIBAETCS MUCXO/IS U3 €TO MPOTSKEHHOCTH U JHaMeTpa
u3 pacdera oT 2 10 4 MJI mpenapata Ajas 06paboTKH
cpumeBoro xoja. 3a 10 mMuwHYT 10 BBeaeHus ¢u-
OPUHOBBIN KJIEll Pa3MOPAKUBAETCS TIPU KOMHATHON
TeMIeparype [0 SKHIKOTO COCTOSIHUS, IOCJe Yero
MPOU3BOAUTCS COOPKA CHUCTEMbBI, 0O6GecneYnBaioiei
BBeJleHNe KJes B paHeBoii kanan (puc. 2).

B wnamem wuccieoBaHUN MaKCHUMaJsbHAs [IJIMHA
PaHEBOTO KaHasla cocTaBuja 45 MM, a JuaMerp —
4 MM, TakuM 06pa3oM 06beM HCIO0Tb30BAHHOTO KJles!
BapbupoBasn or 1 g0 2 ma. B mnosoxenun 60JbHO-
ro JUIs JTUTOTOMUU 6e3 aHeCcTe3uu uYepe3 HapysKHOoe
OTBEpPCTUE [0 BHYTPEHHErO CBUIIEBOTO OTBEPCTUS
0 PaHEBOMY KaHAJY IO/ KOHTPOJIEM MaJblia TTPOBO-
JINTCST «TIPOBOJIHUKY», 3aTeM MPHU WM3BJICYCHUH <ITPO-
BOJHUKa» CO CKOPOCThIO 1 MM/¢ BBOgHTCS (hubGpmHO-
BRI KJIeH 0 TTOJTHOTO 3aIllOJHEHNS PaHEeBOTO KaHaJa.
Mo mcredenun 1 MUHYTB TPOUCXOAUT (OPMUPOBaA-
HUE CTYCTKA, MOCJe Yero MAIMeHT MOXKeT OBbITh aKTH-
Busuposad (puc. 3).

[Mocnenyroniee HabmO/eHNE 32 TAlMEHTAMH OCY-
mnrectBiasercda Ha 7, 14 u 21-ii 10U 1 BKJIo4YaeT B cebst
c60p Kajm00, OCMOTP TepUaHATbHON 00JACTH, MaJIb-
1[eBoe HccJaeloBanye INpaMoil Kumku. B nocieore-
PAllMOHHOM IIepHojie C IIOMOIIbI0 BHU3yaJTbHOW aHa-
soroBoii mKkaiabl (BAIID) Goin mpoOBOAUTCS OlEHKA
uHTeHCUBHOCTH OoJieBoro cuugpoma. Ha 30-it u 90-it
JIHU nipoBojuTcs KoHTpoabHoe TPY3U u chunkre-
pomerpus, Ha 7-i mw 30-ff AHU TOCJe omepanuum —
OIleHKa TIMKaJabl BekcHepa W KavyecTBa JKU3HU MaId-
eHTOB 1o onpocHNKY SF-36.

Kpurepusymu a¢d@eKkTHBHOCTH MeToja SIBJSIOCH
OTCYTCTBHE DPEIUAMBOB 3a00JI€BaHUS U TPU3HAKOB
HEJOCTATOYHOCTH AaHAJIBHOTO C(UHKTEpPa B OT/AJCH-
HbIe CDOKHM TOCJIe OlepaIuy.
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Pucynox 2. J|ByXKOMIOHEHTHBI (UOPUMHOBLINA Kireit
«Kpnodur»

Figure 2. Two-component fibrin glue “Kriofit”

Cratucruyeckass o6pabOTKa JaHHBIX

15 06paGOTKM TIOJYyYEeHHBIX JAaHHBIX HCIOJb30-
Bajgach mporpamma Office Excel 2016 (Microsoft
Corp., CIITA). Ilepea HayaaoOM aHAIU3a AMIUPHUYE-
CKIe pacIlpe/iesieHNs] MepeMEeHHbIX ObLIN HCIBITAHbI
Ha corjlacme ¢ 3aKOHOM HOPMaJbHOTO paclpejeie-
Hus no xkpureputo Hlammpo — Yuaka. HopmasbaO
pacmnpejieJieHHbIe KOJIMYECTBEHHbIE TTOKA3aTen MPe-
crasJjienbl B Buje Meauanbl (Me), a KauecTBeHHble —
B IIPOIEHTAX.

Pe3yabTaThl

MurpaotepalluoOHHbIX U PAHHUX [OCJEO0NEepaIiy-
OHHBIX OCJIOXKHEHUN y mamueHToB He 6b110. Ha arare
OCBOEHWSI METO/IMKU JieYeHUe TTPOBO/IMJIOCH B CTAIMO-
Hape, a B JlaJibHENIIEM — B YCJOBUSX JHEBHOTO CTa-
nuonapa. Cpeannii koiiko-genb cocrapui 6,8 (5—11)
JIHsI, BKJIoYasi B ceGsl MEPBbIIl XUPYPTrUYeCKuil arar,
MPOMBIBAaHWE PAaHEBOTO KaHajJa Ha TMPOTSKEHUU He-
CKOJIBKUX JHEH W ero MOCJeAYNYIo MJIOMOMPOBKY
JBYXKOMIIOHEHTHBIM (u6puHOBBIM KJeeM. llocre
mepBoro srama BMemaTenbctBa 17 (60,7 %) mauu-
€HTOB OTMeTWJIN O00JIeBOi CHHIpPOM caaboil WHTEH-
cunoctn (1—3 Gamra mo BAID), a y 6 (21,4 %)
HaiueHToB  6OJIEBOIl  CHUHAPOM  COOTBETCTBOBAJ
4 6ammam o BAIIl u cToiiKO CHUIKAJICS K TPETbEMY
JIHIO TIOCJIe BBITIOJTHEHWS MEPBOTO 3dTama Olepaliui.
[IpuMeHeHe HEHAPKOTUYECKUX AaHAJIBTETHKOB TIO-
tpeGosasiocs y 9 (32,1 %) naumentos. [To pannbM

Pucynox 3. Bsenenne ¢Gu6pUHOBOTO KJess B paHEBOI
kanas (Bropoii aram)

Figure 3. Introduction of fibrin glue into the wound
canal (stage 2)

cpuHKTEpOMETPHUH, BBITOJHEHHON Yepes 1 Mecdll 1o-
cJIe oTepaly cpejHee JaBJCHNE B aHATHHOM KaHa-
Jie B IIOKOEe U MaKCHMaJIbHOE JlaBjleHue B aHAJbHOM
KaHaJje IpU BOJIEBOM COKPAILEHUH COCTaBJsAIN 41
(38—48) 1 156 (142—182) MM pT. CT. COOTBETCTBEHHO,
YTO CBUJETEIBCTBOBAJIO 00 OTCYTCTBUM HETaTUBHOTO
BJIUSTHUST XUPYPrHYECKOTO BMeIaTeTbcTBA HAa (PyHK-
LUI0 aHAJBHOTO CPUHKTEpA.

Cpoku mHabmiogenus coctapunu ot 1 go 42 Me-
caneB. PernuauBpl 3a60/eBaHNg  IHATHOCTHPOBAHDBI
y 3 (10,7 %) naumentos. Yepes 2 u 3 Mecsna mnocse
onepann y 2 (7,1 %) 60JIbHBIX ¢ TPaHCCHUHKTEPHDI-
MH CBUIIaMHU ObLIO JMATHOCTHPOBAHO PAa3BHUTHE pe-
nuanBa 3aboseBanus. B panpHeiineM aTuM GOJbHBIM
Oblla TIPOBeJicHA IOBTOPHAs IpoIleypa, KOoTopas
nMeJia ycrex B ogHoM caydae. [locae moBTopHOTO pe-
IIU/IUBA Y MAIMEHTA CO CBUIIEBLIM XOJOM MPOTSKEH-
HOCTBIO 45 MM U HIUPUHON 4 MM BBINIOJTHEHO HCCeye-
Hue cpuia ¢ ymusanueMm cunkrepa. ¥ 1 (3,6 %)
HaiueHTa ¢ WHTPAC(UHKTEPHBIM CBUINEBBIM XO/I0M
Ha TPETbU CYTKH IOCJE OTIePAIMH BO BPeMS aKTa Jie-
dexkaru pousonTa caMONPOU3BOJIbHAS MUTPAIUS
¢ubpunosoro crycrka. Ilanmenty ¢ maTpachuHKTEp-
HBIM CBHUIIEBBIM XO/IOM, YYMTbIBAas HE3HAYUTEJNbHYIO
MPOTSKEHHOCTD PAHEBOTO KaHaJa, BBIIOJHEHO Hcce-
YeHWe CBUIA B MPOCBET KUMKW, B JaJbHEHIIeM pe-
nuanBa 3a60J€BaHNS HE OTMEYEHO.

Takum o6pasoM, HmpHUMEHEHUE [BYXITAHOTO Me-
TOJA JIeYeHHs] C TPUMeHeHHneM HHU3KOTPOMOMHOBOTO
¢ubpunOBOTO KJIEs « Kprmoduty mo3Boamio 1o6urbes
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Pucynox 4. dxorpamMa aHajbHoro kanaaa na 90-ii genb nocae onepanuu (A — coegnHnTENbHAs TKAaHb Ha MeCTe

BBeJIEHHOTO (GHGPUHOBOTO KJlest)

Figure 4. Echogram of the anal canal on day 90 after the surgery (A — connective tissue at the site of the injected

fibrin glue)

XOPOMUX pe3yabratoB. OTCyTCTBUE MPU3HAKOB pe-
muauBa cBuia orMedeHo y 26 (92,8 %) manneHros.

Uepes 3 Mecsiia mocJie omnepanny BceM TalneHTaM
JUIS OlleHKW (yHKIMOoHasbHOro cocrosiuus 3AIIK
BBITIOJIHATACh C(OMHKTEPOMETPHS, KOTOpas MoKa3aia
OTCYTCTBHE TPU3HAKOB HEOCTATOYHOCTH AHAJIBHOTO
cunkrepa. [lokasarenp cpegHero gaBaeHNUs B TTOKOE
COCTaBMJI Y KEHIIUH 48 + 3 MM PT. CT., Y MY>KUUH —
49 £ 5 MM pt1. cr. C 11eJbI0 BO3MOXKHON BU3yasn3a-
1un GuOPUHOBOTO KJjesl B MapapeKTaJbHON KjeTdar-
Ke BBITIOJHSAIOCh TPAHCPEKTAJbHOE YJIbTPAa3BYKOBOE
nccienopanre. Ha 90-ii genp mocje ornepanuu B Me-
cTe BBefleHns (DUOPMHOBOTO KJesl B MapapeKTaJIbHON
KJIeTYaTKE OTMEYaJsiCs TUIIOIXOTE€HHBIH OJHOPOIHDIN
0 CTPYKTYPE TSXK, KOTOPBIN TpeCTaBaeH pyOIoBOil
TKaHbio (puc. 4).

Oocy:kaenne

AHalN3 JaHHBIX JHUTEPATYpPbl FOBOPUT O BO3pac-
TAIOIIEM WHTepece K MPUMEHEHWI0 MaJOWHBA3WBHBIX
MEeTOJIUK B JICUEHUU CBUIIECH TPAMOIN KUIIKH.

B nayunoit pa6ore, mposeznennoit O. Zmora et al.
(2003), nmpumenenune (GUOPUHOBOTO KJes BBIIOJIHE-
HO y 24 manmeHTOB CO CJOKHBIMU CBUIIAMU TIPSIMOI
Kkumku, y 8/24 (33 %) JOCTUTHYTO BBI3JIOPOBJICHHE,
cpokn HabsoaeHns: coctapman 12,1 Mec. ABTOpPBI OT-
MeyaloT, YTO NMpUMEHeHHe AAHHOW MaJIOMHBA3UBHON
METOJMKH MO3BOJUIO JOOUTHCS JTUKBUIAIMH CBUIIA
y 33 % manueHToB, uU30eKaB MPH 9TOM CJOKHbBIX XHU-
PYPTUYECKUX BMEIIATENbCTB, 3a4aCTyI0 CBSI3aHHBIX

€ BO3MOKHBIM Pa3BUTHEM HEJIOCTATOYHOCTH aHATHHO-
ro cunkrepa [16]. Takke o XOpoImx pe3yabratax
npuMeHeHus (GUOPUMHOBOTO KJesl B JEUYEHUU MPSIMO-
KUIIIEYHBIX CBUINEH B 0630pe JIUTEPATYPbI COOOIIAIOT
M.T. Swinscoe et al. (2005). OxgHako aBTOpPbI, ONU-
pasicb Ha paboThl, Npe/ACTaBJIeHHble B 0030pe, MOJ-
YepKUBAIOT, YTO GOJIbIIAs pasHUNA B 3(P(PeKTHBHOCTH
npuMeHeHust GUOPUHOBOTO KJesl B JIEUEHUH CBUIIEi
TIPSMOH KWIITKW CBSI3aHA C PA3JIMYHON CTETeHbI0 MX
caoxHocTH. Metonuka 6osee apdeKTUBHA TIPU MPO-
cThIX cBummax [9].

Heckobko uHbBIE pe3yJbTaThl ObLIN ITOJYYEHBI
G6puranckuMu yueHbiMu Bo Toase ¢ 1. Lindsey (2002).
[IpoBepennoe uccienoBanue 1okaszano 3¢hdeKTuB-
HOCTb NpuMeHeHns (GMOPUHOBOTO KJesd TpU JedeHU N
IPOCTBIX CBUIIEH TPsiMoil Kumikn y 50 % HaiueHTos,
a mpu CIOKHBIX — Y 69 %. DUGPUHOBBIN KJell 06-
JIaJJaeT MHOTMMM IPEUMYIECTBAMU B JICUYCHUH CJIOXK-
HBIX CBUIEN TPSIMON KUMKW, K KOTOPBIM MOKHO OT-
HECTH COXPAHHOCTb (PYHKIIMU aHAJBHOTO C(PUHKTEPA,
MIPOCTOTY MPUMEHEHUS U BO3MOXKHOCTD TIOBTOPEHUS
MeToquKKH 6e3 PUCKA JJisd IMAIMeHTa, a Pa3BUTHE pe-
muauBa 3a0oJjieBaHUS He BJIUSeT Ha JaJibHellnee Jie-
yenue. [1oaToMy aBTOPBI CUMUTAIOT, YTO IPUMEHEHUE
(ubpuHoBOrO KJIES ONpaBJaHO B JEUYEHUU UMEHHO
CJIOKHDBIX CBUIILEH HPAMOI KMIIKH, T. K. I103BOJILET
JMOOUTBCS JTMKBU/IAIMKA CBUINA M, YTO OCOOCHHO BaXK-
HO, MaKCHMaJIbHO CHU3WUTb PHUCK Pa3BUTUS HELOCTa-
TOYHOCTU aHaJdbHOTO cpuHKTepa [7].

B wuccnemosanum, nposegenHom T. Adams et al.
B 2008 r., mpuMeHEHNE METOANKHU C MCIOJTH30BAHNEM
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(GuOPUHOBOTO KJiesd BBIMOJHEHO y 36 TalMeHTOB
C TpaHCCHUHKTEPHLIMH CBUIIAMH TIPSAMOI  KUII-
ku. Y 20 (56 %) MOCTUTHYTO BBI3JIOPOBJICHUE TIO-
cJie OJHOKPATHOTO TpuMeHeHus (GUOPUHOBOTO Kies,
ay 2 (6 %) — 3a cuer MOBTOPEHUsS MPOIEAYPHI.
[Tpn moarocpounom HaGmogenun (Me = 17,1 mec.)
y 16,/17 (94 %) nauueHToB penuanBOB 3a60/eBaHUS
He otMedeH0. HecMOTpst Ha GbICTPOE BBI3JIOPOBJICHIE,
3ameniene (puOPMHOBOTO CIyCTKA COEAMHHUTENbHOM
TKAHDIO MPOWCXOANT B TeUeHNE HECKOJIBKUX MECSIIEB,
4yTO of0ecreynBaeT HAAEKHYIO JHUKBUJAIUIO CBUIIA,
gunib y 1 manueHTa pasBUIICS PEIUIUB IMOCae 3-Me-
CSTYHOTO CcpoKa HaOmoaeHus [17].

B nHacrosiee BpeMs, ommpasich Ha JaHHbIE CO6-
CTBEHHDBIX HCCJIEJOBAHUI, MBI CYUTAEM, YTO BBICOKAs
YacTOTa PAa3BUTUSA PEIUANBOB 3a00J€BaHUS CBS3a-
HA C TEXHUYECKUMU OCOOGEHHOCTSIMHU IPUMEHSIEMOil
TexHoJornu. Tak, OJHOATATHBIN MeTO/ JieYeHus,
IpU KOTOPOM cpady Iocie oOpa0OTKU CBUIIEBOTO
X0/la TPOW3BOJUTCS €T0 KIOPETaX W IMPOMbBIBAHWE
C TIOCJIeYIONUM BBeleHneM (puOPUHOBOTO KJes, Mpu-
BOJUT K CHIDKEHUIO a/ire3nn. Bo3MOXXHON MpUYNHON
noBbimeHus: 3(GEKTUBHOCTH TTpUMeHeHusT (GubpuHo-
BOTO KJIesT ABJISETCS HU3Kast KOHIIEHTPAInsg TPOMOHA
(«Kpuodur» 40 ME tpoMbuna), KoTopass He yrHeTa-
eT cOOCTBEHHbBIE PereHepaTopHble CIIOCOOHOCTH B 00-
Jgactu ¢c()OPMUPOBAHHOTO CI'YCTKa M B MEHbIIEH cTe-
MEeHN TPETSITCTBYET OMOJErpaJalliil ¢ 3aMelleHueM
COOCTBEHHBIMU TKAaHAMH. JTO TaK)Ke JOKa3aHO KC-
nepuMeHTaabHOI padoroit A. Gugerell et al. (2012)
[15]. dDakropamu, BausiomuMu Ha 3PEHEKTUBHOCTD
METOJWMKHU, M0 HalleMy MHEHHIO, MOTYT OBITh TPOTS-
JKEHHOCTb ¥ JMaMeTp CBUIIEBBIX X0J0B. Tak, B Hc-
ciaenyeMoil HaMW TPYIIe MallueHTOB PeIruanB 3a00-
JIeBaHUSI OTMedeH y Tpex maiuentoB. Y 2 (7,1 %)
WX 9TUX TalWeHToB, mo maHHbIM TPY3U, mpots-
JKEHHOCTb CBHUIIEBOTO XOJa cocTaBisia 45 u 41 Mu,
a AuaMeTrp — 4 ¥ 3 MM COOTBETCTBEHHO. A y OJHOIO
naueHTa ¢ UHTPACPUHKTEPHBIM CBUIIEM €ero HpoT-
JKEHHOCTb ObLTa 8 MM, mwupuHa — 3 MM. PasButue
BBIIIEYKA3aHHDBIX PEIMINBOB Mbl CBS3bIBaeM B JIBYX
caydagx ¢ OOJbIION TMPOTSKEHHOCTBIO CBUIIEBOTO
X0/la, 4TO COIIPOBOJK/AETCS HEepaBHOMEPHON Koary-
JIATEH W CJIOKHOCTSMU KIOpeTaska CBUIIEBOTO XO/Ia,
a B OJIHOM CJydyae — C MaJIOil IPOTSKEHHOCTHIO CBU-
meBoro xogaa (Menee 10 MM), Korga He NPOM3OILIO
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Experience of Two-Stage Treatment
of Rectal Fistulas Using Low-Thrombin
Fibrin Glue “Kriofit"

Sergey A. Frolov, Alexandr M. Kuzminov, Dmitry V. Vyshegorodtsev,
Vyacheslav Yu. Korolik®, Ilya S. Bogormistrov, Arseniy N. Ryndin

National Medical Research Center of Coloproctology named after A.N. Ryzhikh, Moscow, Russian Federation

Aim: to improve the results of treatment of patients with rectal fistula.

Materials and methods. Twenty-eight patients with rectal fistulas were included in the study — 20 (71,4 %) men
and 8 (28,6 %) women, average age — 40 (24-68) years. Based on examination and transrectal ultrasound data,
13 (46.4 %) patients had intrasphincteric fistulas and 15 (53.6 %) had transsphincteric fistulas. All patients underwent
prehospital transrectal ultrasound and sphincterometry to assess the functional state of the anal sphincter, and the
SF-36 quality of life questionnaire and Wexner scale assessing the functional status of the anal sphincter were ana-
lyzed. All patients, included in the study, had straight fistulous passage, without collections and significant scarring of
the anal canal. Patients underwent two-stage surgical treatment using low-thrombin fibrin glue “Kriofit”. Follow-up of
the patients was carried out on days 7, 14, 21 and included collection of complaints, examination of the perianal area,
finger examination of the rectum. In the postoperative period, the intensity of pain syndrome was assessed using the
visual analog scale of pain. On days 30 and 90 control transrectal ultrasound, sphincterometry, assessment of Wex-
ner scale and patients' quality of life by SF-36 questionnaire on days 7 and 30 after the operation were performed.
Results. There were no intraoperative and early postoperative complications among patients. The average bed-
day was 6.8 (5-11) days. The follow-up periods ranged from 1 to 42 months. Disease recurrences were diagnosed
in 3 (10.7 %) patients. According to the sphincterometry data, no anal holding dysfunction was detected in any of
28 patients.

Conclusion. The results of our study have shown that the division of preliminary surgical treatment of the fistulous
passage followed by local anti-inflammatory treatment and filling of the wound canal with two-component fibrin glue
with low thrombin content “Kriofit” into two stages effectively increases the results of the proposed technique. The
use of fibrin glue as a sphincter-preserving technique makes it possible to exclude the development of postoperative
anal incontinence, and new technologies and materials reduce the risk of disease recurrence.

Keywords: minimally invasive treatment, chronic paraproctitis, fistula, anal sphincter incontinence, fibrin glue
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OnbIT ABYX3TANHOr0 JIeYeHUs CBULLLEN NPAMOA KULLKU C NTPUMEHEHNeM
HU3KOTPOMOUHOBOro pudbpuHoBoro kneqa «Kpnopur»

C.A. ®ponos, A.M. KyabmuHos, [1.B. Beiweropoaues, B.1O. Koponuk', N.C. BoropmucTtpos, A.H. PbiHOWH

DrbY «HavumoHanbHbIb MeaLMHCKUIA MCCenoBaTeIbCKUIA LIEHTP KOI0MpPoKToaoruv uM. A.H. Pbixxux» MuHucTepcTsa
3apaBooxpaHeHusi Poccurickori @enepavummn, Mocksa, Poccuiickast @enepavms

Llenb uccnepoBaHus: ynyylinTb PE3YNbTaThl IEHEHNS NALMEHTOB CO CBULLLAMW MPSIMOIA KALLIKU.

MaTtepuanbi nu meToabl. B nccnegoBaHme BKAOYEHbI 28 NaLMEHTOB CO CBULLLAMM NPAMON KULWKN. M3 HMX 20 (71,4 %)
MY>XXHUUH 1 8 (28,6 %) XXeHLUMH, cpeaHnin Bo3pacT KOTopbix cocTasnseT 40 (24—-68) neT. Ha ocHOBaHMM faHHBIX OCMO-
Tpa 1 TPaHCPEKTaNIbHOro yNbTPa3ByKOBOro nccnenosanuvs (TPY3WN) y 13 (46,4 %) naumeHTOoB CBULLM BblIM UHTPAC-
buHkTepHbIe, ay 15 (53,6 %) — TpaHcCchUHKTEPHbIE. BCceM nmaumeHTam Ha 4OrocnnTasbHOM 3Tane BblMOHANIOCh
TPY3W n chuHkTepoMeTpus ana oueHkn GyHKLUMOHANbHOrO0 COCTOSHUSA 3anMpaTtesnbHOro annapara npsiMon KMLL-
KW, TaKXXe NPOBOAMIICHA aHanM3 OMPOCHMKA KavecTBa Xn3Hn SF-36 n wkanel BekcHepa, oueHmBalowen @yHKLMo-
HaNIbHOE COCTOSIHME 3annpaTenbHOro annaparta NPSMON KALWKK. Y BCEX MNALMEHTOB, BKITIOYEHHbIX B UCCNea0BaHueE,
CBULLEBOW X0f, Obl1 NPSIMbIM, 6€3 3aTEKOB U BblpaXKEHHbIX PYOLIOBbIX MIBMEHEHUIA aHaNbHOro kaHana. NauneHtam
NPOBOAMIIOCH OBYX3TANHOE XMPYPruyeckoe neyvyeHne ¢ NPUMEHEHNEM HU3KOTPOMOMHOBOro GMOPUHOBOrO Kiles
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«Kpuodut». MNocnepyouiee HabAOLEHVE 32 NALMEHTAMM OCYLLECTBASANOCH Ha 7, 14 1 21-1 AHW 1 BKIOYano B cebs
cbop xanob, oCcMOTP NepuaHanbHOM 06nacTy, NanbLEBOE UCC/eaoBaHMe NPSMON KULLIKW. B nocneonepaumoH-
HOM MEPUOLE C NMOMOLLbIO BU3YasibHOM aHasioroBoli Lkanbl 6011 NpoBoaniack oLeHka MHTEHCMBHOCTU GONEBOrO
cungpoma. Ha 30-11 n 90-i1 aHM npoBOoAMNOCH KOHTPoNbHOe TPY3WU, counHkTepomeTpusi; Ha 7-in 1 30-11 gHM nocne
onepauun — oueHka Likanbl BekcHepa 1 kayecTBa XU3HM NauyeHTOB MO ONpoCcHUKY SF-36.

PesynbraThl. VIHTpaonepaLy OoHHbIX N PaHHUX MOCIEONEPALMOHHbBIX OCNOXHEHW Y NaLMEHTOB He Obino. CpeaHuit
KOMKO-AeHb cocTaBun 6,8 (5—11) gHs. Cpokun HabnogeHus — oT 1 no 42 mecsaues. Peumaveel 3abonesaHus ana-
rHocTupoBaHbl y 3 (10,7 %) naumeHToB. [10 4aHHBIM CHUHKTEPOMETPUN Y BCEX 28 NALMEHTOB HE BbISIBJIEHO HapyLUe-
HUN OYHKLUMN aHAJNIbHOIO OEPXKAaHUS.

3aknoueHue. Pe3ynbraThl HAWEro NCCNeaoBaHnsa nokasanu, YTo pa3aeneHme NpeaBapuUTenbHON XMPYPrmyeckom
06paboTKM CBULLEBOIO X042 C NOCneayLM MECTHBIM NPOTUBOBOCNANIUTENBHBIM JIEYEHVEM U NIOMONPOBKY pa-
HEBOro KaHana ABYXKOMMOHEHTHbIM GUOPUHOBBLIM KJIEEM C HU3KMM CcodepXXaHneM TpombuHa «Kprnodput» Ha aBa
aTana addEeKTMBHO MOBbLILLIAET pe3yfbTaThl Npeanaraemoi MetToankn. NprumeHeHne pubprHOBOro kies Kak ChUHK-
TEPOCOXPAHSAOLLEN METOAMKN MO3BOJISET UCKITIOYNTL PA3BUTUE NOCAEONEPALMOHHON aHabHOW HEAOCTATOYHOCTU,
a HOBblE TEXHOJIOMMW U MaTepUanbl CHUXAIOT PUCK PasBUTUS peunanea 3abosieBaHus.

KnioueBble cnoBa: MaslOMHBA3UBHOE JIEYEHNE, XPOHUYECKMIA NapanpoOKTUT, CBULL, HELOCTATOYHOCTb aHANIbHOrO
chuHkTEPA, PUOPUHOBBIN KNEe

KoHdnukT HTEepecoB: aBTopbl 3as8BNSIOT 06 OTCYTCTBUN KOHMNNKTA NHTEPECOB.

Ana untupoBanusa: ®ponos C.A., KyabmuHos A.M., Beiweropoaues [.B., Koponuk B.1O., Boropmuctpos U.C., PoiHanH A.H.
OnbIT OBYX3TAMNHOrO JIEYEHUS CBULLEN MPSIMON KULLKM C NMPUMEHEHUEM HU3KOTPOMOUMHOBOro ¢dunbpmnHoBoro knest «Kpnodbuts.
Poccuinckunia XxypHan raCTpo3aHTepPOsiorMm, renatonorumn, kononpoktonorun. 2023;33(6):44-52. https://doi.org/10.22416/1382-

4376-2023-33-6-44-52

Introduction

According to various data, the incidence
of rectal fistulas is from 1.2 to 2.8 cases per
10,000 population per year. This pathology
most often occurs in the working age from 20
to 50 years, which causes its high social signifi-
cance. According to statistics, men suffer more
often than women in the ratio of 2:1 [1—4].

Surgical treatment — the only way for a pa-
tient to recover — involves the elimination of the
fistulous passage together with the internal fistu-
lous opening. To date, there is a large arsenal of
various surgical techniques for the treatment of
rectal fistulas. However, almost all these meth-
ods are inevitably associated with traumatization
of the anal sphincter, which leads to the risk
of anal incontinence. Thus, even when perform-
ing plastic surgeries with mucosal-muscular flap
relegation, which allows minimizing the trauma
of anal sphincter, the incidence of anal incon-
tinence reaches 35 % [6], and when using the
ligature method — 63 % [5]. Therefore, the de-
velopment and introduction into clinical practice
of minimally invasive methods of rectal fistula
treatment, which could significantly reduce the
probability of damage to the anal sphincter, con-
tinues. One of such methods is filling the fistu-
lous passage with fibrin glue.

Fibrin glue consists of fibrinogen, throm-
bin, and calcium ions. When fibrinogen is bro-
ken down into fibrin monomers, a fibrin clot is
formed and stabilized in the presence of calcium
ions and plasma transglutaminase (factor XIII).
The fibrin glue stimulates the migration and

proliferation of the patient’s fibroblasts and plu-
ripotent endothelial cells from adjacent tissues.
Within 1—2 weeks, plasmin from surrounding tis-
sues lyses the fibrin clot, replacing it with syn-
thesized collagen [1].

The first results of effective application of
biological glue in patients with rectal fistulas
were presented by a group of authors led by
A. Hjortrup in 1991. The absence of disease re-
currence was noted in 52 % of patients, and the
authors demonstrated the possibility of repeat-
ed application of the technique without risk to
the patient [2]. This work showed the potential
of this treatment method and gave impetus for
several other comparative studies. These studies
compared the technique with classical surgical
treatment methods and evaluated the effective-
ness of the method depending on the type of fis-
tula. Studies have shown that the method is most
effective in superficial fistulas without collection
and pronounced scarring changes [7—11].

In a study by a group of American scientists
led by R. Loungnarath (2004), treatment of rectal
fistulas using fibrin glue was performed on 42 pa-
tients, three people were subsequently excluded
from the study; 12/39 (31 %) patients achieved
recovery [12]. The recovery rates in patients with
primary interventions were 38 % (8,21 patients),
and in the group of patients who had previously
undergone surgical interventions, — 22 % (4,18
patients). At repeated application of fibrin glue
the treatment efficiency amounted to 12.5 %.
According to the authors, the use of fibrin glue
in the treatment of complex fistulas has low
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efficiency, most recurrences of the disease are di-
agnosed within three months after the interven-
tion. However, given the low invasiveness and
relative simplicity of the procedure, the research-
ers felt that fibrin glue should be considered as
a first-line treatment for patients with complex
rectal fistulas.

In a study by J.M.C. Yeung et al. (2010),
involving 40 patients with rectal fistu-
las (28 (70 %) — with complex fistulas and
12 (30 %) — with simple fistulas), 8,28 (29 %)
patients with complex fistulas and 5/12 (42 %)
with simple fistulas achieved recovery and no re-
currence of disease during a follow-up period of
up to three months [13].

The authors believe that the use of fibrin glue
is most justified as a first-line treatment for sim-
ple rectal fistulas, while repeated use of fibrin
glue is unlikely to be successful and will require
other treatment methods in the future. According
to the researchers, the method is minimally in-
vasive and does not affect the structures of the
anal sphincter, and the risk of complications is
minimal, but its effectiveness is reduced in the
treatment of complex rectal fistulas.

In 2011, a two-stage method of surgical treat-
ment of rectal fistulas with the use of biological
glue was developed and patented in the National
Medical Research Center of Coloproctology
named after A.N. Ryzhikh of the Ministry
of Health of the Russian Federation (patent
No. RU2579629C1). The novelty of the method
consisted in dividing the surgical intervention
into two parts: the first stage — radio-wave
treatment of the fistulous passage, the second
one — filling of the wound canal with fibrin
glue. Subsequently, a study was conducted that
showed the effectiveness of the proposed tech-
nique [14]. Tt should be noted that all studies
used fibrin glues of similar composition with
high thrombin content (more than 500—1000 IU).

In 2015, a domestic two-component fibrin glue
“Kriofit” with low thrombin content (40 IU)
was developed. The interaction of keratinocyte
cells with low thrombin fibrin glue was studied,
which showed a direct correlation between the
amount of thrombin and the rate of penetration
of the patient’s own cells into the clot matrix.
Low thrombin content promotes easier penetra-
tion of the surrounding tissue cells into the fibrin
clot, thereby accelerating the processes of clot
implantation and regeneration [15].

However, in the world literature there are
no works devoted to the evaluation of the ef-
fectiveness of two-stage methods of rectal fistula
treatment with the use of low thrombin fibrin
glue, so the aim of our study was to investigate

the effectiveness of the use of two-component fi-
brin glue “Kriofit” in the treatment of intra- and
transsphincteric rectal fistulas and to evaluate
the frequency of the development of incontinence
of the anal sphincter.

Patients and methods

From June 2019 to the present time, in
the National Medical Research Center of
Coloproctology named after A.N. Ryzhikh of the
Ministry of Health of the Russian Federation a
prospective non-randomized study has been con-
ducted. At present, the experience of treatment
of 28 patients with rectal fistulas has been ac-
cumulated. Among them 20 (71.4 %) men and
8 (28.6 %) women, average age — 40 (24—68)
years. All patients at the prehospital stage under-
went transrectal ultrasound and sphincterometry
to assess the functional state of the rectal fistula.
The use of the SF-36 quality of life question-
naire and the Wexner scale assessing the func-
tional state of the sphincteral closure apparatus
was also analyzed. Based on the examination and
transrectal ultrasound data, it was revealed that
13 (46.4 %) patients had intrasphincteric fistulas
and 15 (53.6 %) had transsphincteric fistulas. All
patients included in the study, had straight fis-
tulous passage, without collections and marked
scarring of the anal canal (Table).

According to the sphincterometry data, no pa-
tient in the preoperative period had anal incon-
tinence. Thus, the average pressure in the anal
canal at rest and the maximum pressure in the
anal canal during volitional contraction before
surgery were 38 (36—46) and 146 (132—239)
mmHg, respectively.

Surgical technique

The first stage

In the position of the patient for lithotomy
under local infiltration anesthesia through the
external fistulous opening, a ball electrode of
the radio-wave device is introduced through the
external fistulous opening, which under the con-
trol of a finger inserted into the lumen of the
intestine, is carried along the fistulous passage
to the internal fistulous opening. Then at a speed
of 1 mm/s the electrode is withdrawn with si-
multaneous coagulation of the internal fistulous
opening and the fistulous passage (Fig. 1).

After that, with the use of a Folkman spoon,
curettage of the treated fistulous passage is per-
formed, and the wound canal is washed with
trypsin or chymotrypsin 1—2 times a day for the
next 3—5 days, after which the second stage of
treatment is performed.
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Table. Characteristics of the study group of patients (n = 28)
Tab6auya. XapakrepucTuka MCCIeayeMoil TpyInbl nanuentos (n = 28)

Parameter / IToxazamenw

Number of patients /
Koauuecmeo nayuenmos

Gender / ITox Males / myscuuno n=20; 71.4 %
Females /' senugumnot n=38;28.6%
Age, years / Bospacm, nem 40 (24—68)"
Body mass index, kg/m? / Hudexc maccol mena, xe,/ m’ 27.1 (18.3—36.1)"
History of illness, months / Anammnes sabonresanus, mec. 4 (1-84)

intrasphincteric / unmpacpunxmepnoiii

13 (46.4 %)

Type of fistula / Tun ceuwa

transsphincteric / Tpanccunrxmepmolii

15 (33.6 %)

Length of fistula tract, mm
IIpomsizkenHoCmsd C6UWEE020 X00d, MM

22 (8—45)

Diameter of the internal fistula opening, mm
uamemp snympentezo ceuwe6020 0meepCcmust, MM

3 (1=5)

Note: * —mean and interquartile range.

ITpumeuanue: *

Figure 1. Treatment of the fistula tract with a radio
wave apparatus (stage 1)

Pucynox 1. O6paboTKka CBHUIIEBOTO X0/ PaJIUOBOJHO-
BbIM arnmnapaToM (nepsblii sram)

The second stage

To determine the extent and patency of the
wound canal, it is probed, based on which the
length of the “guide” is calculated. This is nec-
essary for effective filling of the wound canal
with fibrin glue. Using a bulbous-end probe,
the length of the wound canal is measured, and

— Cpe/lHee 3HavYeHue n Me)KKBapTPUIbeIﬁ pasMmax.

2—3 mm is added to its length. The volume of
fibrin glue required to fill the wound canal is
calculated based on its length and diameter at
the rate of 2 to 4 mL of the drug to treat the
fistulous passage. Ten minutes before injection,
the fibrin glue is thawed at room temperature
to a liquid state, after which the system is as-
sembled to ensure the introduction of the glue
into the wound canal (Fig. 2).

In our study, the maximum length of the
wound canal was 45 mm and the diameter was
4 mm, so the volume of glue used varied from
1.0 to 2 mL. In the position of the patient for
lithotomy without anesthesia, a “guide” is
passed through the external opening to the in-
ternal fistula opening along the wound channel
under the control of a finger, then, when the
“guide” is removed, fibrin glue is injected at a
speed of 1 mm/s until the wound channel is
completely filled. After one minute, clot for-
mation occurs, after which the patient can be
activated (Fig. 3).

Follow-up of patients is carried out on days 7,
14 and 21 and includes collection of complaints,
examination of the perianal area, finger exami-
nation of the rectum. In the postoperative pe-
riod, the intensity of pain syndrome is assessed
using the visual analog scale of pain. On days
30 and 90 a control transrectal ultrasound ex-
amination and sphincterometry were performed,
on days 7 and 30 after the operation — assess-
ment of Wexner scale and patients’ quality of
life by SF-36 questionnaire.

The criteria of the method effectiveness were
the absence of disease recurrence and signs of
anal sphincteric deficiency in the distant terms
after the operation.

Poc sypH ractposutepoJt rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)



48

Original articles / OpurnHanbHbIe MCCIEOBAHUS

www.gastro-j.ru

Figure 2. Two-component fibrin glue “Kriofit”

Pucynox 2. [|ByXKOMIOHEHTHBIH (PHOPHHOBBIN Keit
«Kpnodur»

Statistical processing of data

Office Excel 2016 program (Microsoft Corp.,
USA) was used to process the obtained data. Before
analysis, empirical distributions of variables were
tested for agreement with the law of normal dis-
tribution using the Shapiro Wilk criterion.
Normally distributed quantitative variables are pre-
sented as median (Me), and qualitative variables
are presented as percentages.

Results

There were no intraoperative and early post-
operative complications in patients. At the stage
of mastering the technique the treatment was
performed in hospital, and later — in the con-
ditions of day hospital. The average bed-day
amounted to 6.8 (5—11) days, including the first
surgical stage, washing of the wound canal for
several days and its subsequent filling with two-
component fibrin glue. After the first stage of
intervention 17 (60.7 %) patients had mild pain
syndrome (1—3 points on VAS), and 6 (21.4 %)
patients had the pain syndrome corresponded to
4 points on VAS and steadily decreased by the
third day after the first stage of surgery. The
use of non-narcotic analgesics was required for
9 (32.1 %) patients. According to the data of
sphincterometry performed one month after the

Figure 3. Introduction of fibrin glue into the wound
canal (stage 2)

Pucynox 3. Beenenne (HuOpUHOBOTO KJes B paHEBOI
kanau (Bropoil sram)

operation, the average pressure in the anal canal
at rest and the maximum pressure in the anal
canal at volitional contraction were 41 (38—48)
and 156 (142—182) mmHg, respectively, which
testified to the absence of negative influence of
the surgical intervention on the function of the
anal sphincter.

The follow-up periods ranged from 1 to
42 months. Disease recurrences were diagnosed
among 3 (10.7 %) patients. In 2 and 3 months
after the operation 2 (7.1 %) patients with trans-
sphincteric fistulas were diagnosed with recur-
rence of the disease. Subsequently, these patients
underwent a repeat procedure, which was suc-
cessful in one case. After a patient’s recurrence
with a 45 mm long and 4 mm wide fistulous pas-
sage, excision of the fistula with suturing of the
sphincter was performed. In 1 (3.6 %) patient
with an intrasphincteric fistula, spontaneous mi-
gration of a fibrin clot occurred on the third day
after surgery during the act of defecation. The
patient with intrasphincteric fistulous passage,
considering the insignificant extent of the wound
canal, underwent excision of the fistula into the
lumen of the intestine, further recurrence of the
disease was not noted.

Thus, the application of two-stage method of
treatment with the use of low-thrombin fibrin
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Figure 4. Echogram of the anal canal on day 90 after the surgery (A — connective tissue at the site of the injected

fibrin glue)

Pucynox 4. IxorpaMma aHaiapHOro Kanama Ha 90-if genb mocae onepanun (A — coegmHnTETbHAS TKAHD HA MECTe

BBEJIEHHOTO (PUOPMHOBOTO KJI€ST)

glue “Kriofit” allowed to achieve good results.
Absence of signs of fistula recurrence was noted
in 26 (92.8 %) patients.

Three months after surgery, all patients un-
derwent sphincterometry to assess the functional
status of the anal sphincter, which showed no
signs of anal sphincter insufficiency.

The mean resting pressure was 48 + 3 mmHg
in women and 49 + 5 mmHg in men. Transrectal
ultrasound was performed for possible visualization
of fibrin glue in the pararectal tissue. On day 90 af-
ter the operation, a hypoechogenic homogeneous in
structure fiber band was observed in the pararectal
tissue at the site of fibrin glue injection, which was
represented by scar tissue (Fig. 4).

Discussion

Analysis of the literature data shows an increas-
ing interest in the use of minimally invasive tech-
niques in the treatment of rectal fistulas.

In the scientific work conducted by O. Zmora
et al. (2003), the use of fibrin glue was performed
in 24 patients with complex rectal fistulas, re-
covery was achieved in 8/24 (33 %), and the
follow-up period was 12.1 months. The authors
note that the use of this minimally invasive tech-
nique made it possible to eliminate the fistula
in 33 % of patients, avoiding complex surgical

interventions, often associated with the possible
development of anal sphincter insufficiency [16].
Also, good results of fibrin glue application in
the treatment of rectal fistula in the literature re-
view are reported by M.T. Swinscoe et al (2005).
However, the authors, based on the works pre-
sented in the review, emphasize that the large
difference in the effectiveness of fibrin glue in
the treatment of rectal fistulas is associated with
a different degree of complexity. The technique
is more effective in simple fistulas [9].

Somewhat different results were obtained by
British scientists led by I. Lindsey (2002). The
study showed the effectiveness of fibrin glue in
the treatment of simple rectal fistulas in 50 %
of patients, and in complex fistulas — in 69 %.
Fibrin glue has many advantages in the treat-
ment of complex rectal fistulas, including the
preservation of anal sphincter function, ease of
application and the possibility of repeating the
technique without risk to the patient, and the
development of recurrence of the disease does not
affect further treatment. Therefore, the authors
believe that the use of fibrin glue is justified in
the treatment of complex fistulas of the rectum,
because it allows to achieve the elimination of
the fistula and, most importantly, to minimize
the risk of anal sphincter insufficiency [7].
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In the study conducted by T. Adams et al.
in 2008, the application of the technique using
fibrin glue was performed in 36 patients with
transsphincteric fistulas of the rectum. Recovery
was achieved in 20 (56 %) after a single appli-
cation of fibrin glue and in 2 (6 %) by repeat-
ing the procedure. At long-term follow-up (Me =
17.1 months), no recurrence of disease was noted
in 16/17 (94 %) patients. Despite the rapid re-
covery, replacement of the fibrin clot by connec-
tive tissue occurs within several months, which
provides reliable elimination of the fistula; only
1 patient developed a recurrence after a 3-month
follow-up period [17].

Currently, based on the data of our own stud-
ies, we believe that the high incidence of recur-
rences is associated with the technical features of
the technology used. Thus, a one-stage method of
treatment, in which immediately after treatment
of the fistulous passage is performed its curet-
tage and lavage, followed by the introduction of
fibrin glue, leads to a decrease in adhesion. A
possible reason for the increased effectiveness of
fibrin glue is the low concentration of thrombin
(“Kriofit” 40 IU thrombin), which does not in-
hibit its own regenerative abilities in the area of
the formed clot and to a lesser extent prevents
biodegradation with replacement by its own tis-
sues. This is also proved by the experimental
work of A. Gugerell et al. (2012) [15]. The fac-
tors influencing the effectiveness of the technique,
in our opinion, may be the length and diameter
of fistulous passages. Thus, in the group of pa-
tients we studied, recurrence of the disease was
noted in three patients. In 2 (7.1 %) of these pa-
tients, according to transrectal ultrasound data,
the length of the fistulous passage was 45 and
41 mm, and the diameter was 4 and 3 mm, respec-
tively. And in one patient with intrasphincteric
fistula its length was 8 mm and width was 3 mm.
We attribute the development of the above recur-
rences in two cases to the large extent of the fis-
tulous passage, which is accompanied by uneven
coagulation and difficulties in curettage of the
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CHUHAPOM (POAAUKYAIPHOU OKKAIO3UU —
BO3MOJKHBIU BAPUAHT (POAUKYAAPHO-
PETEHITMOHHOT'O ITPONUCXOKAECHUS
BIIUTEAUAABHOT'O KOITYUKOBOT'O XOAQ

JI./1. Ilneik, M.H. Tlukysa, 10.E. Kunenko®, A.C. Iluporosa, H.B. [Tapamonosa,
P.T. P3aes, H.II. Terumok, II.B. I[lapbkoB

DIAOY BO <«Ilepsuviii Mockosckuil zocydapcmeennvii meduyunckui ynusepcumem um. U.M. Ceuenosas
Munucmepcmea 30pasooxpanenus Poccuiickoi Dedepayuu ( Ceuenoscruii ynusepcumem.)

Llenb uccnepoBaHusa: aHaNN3 1 OLLEHKA KIIMHUKO-MOP@OSIOrMYECKMNX NMPOABAEHNI SNUTENNANIBHOrO KOMYMKOBOIrO

xoaa (9KX) kak 04HOr0 13 NPOSBNEHN cUHAPOMa DONIKYNSAPHO okkto3umn (CPO).

Martepuanbl u MeToabl. B KnvHrke KononpokTonornm n ManonHBasnBHOWM XMPYPrm B nepmnon, HabnoaeHns ¢ Ho-
a6psa 2018 no nekabpb 2019 r. 6GuIM NpoonepupoBaHbl 80 NauMeHToB ¢ anarHo3omM IKX, n3 Hux 62 (77,5 %) obpa-
TUINCB B KIIMHUKY C NepBuYHbIM AKX n 18 (22,5 %) — ¢ peunanBom 3aboneBaHus.

Pe3ynbtaTthl. 113 80 HabnoaeHnin y 6 (9,7 %) naumeHToB C NEPBUYHBIM Uy OOHOTO (5,6 %) naumeHTa C peLnavBHbIM

OKX onpepenanucb CONyTCTBYIOLLME NPOSABAEHUS CUHAPOMA DOSNKYNSPHOM OKK03MK. Takum 06pa3om, 4acToTa

coyveTaHma AKX ¢ apyrumu BapmaHtamm TedeHns CPOO coctaBuna 8,8 %. Y 5 13 7 nauneHToB BCTPEYasCs rHOMHbIN

rMOpageHnuT NoaMblLLEYHbIX U NaxoBbix obnacteli. KoHrnobaTHble akHe kak oauH 13 koMnoHeHToB CPO oTmeve-
Hbl y TPEX NaLUMEHTOB. PaccekaroLmin LLenmiionnuT BOOCUCTON YaCTU roI0Bbl ANMArHOCTUPOBAH Y OAHOMO MaLMeHTa.
Tpraga GoNnMKynsapHOM OKKN03M Habnoaanack y AByX NaumeHToB. TeTpaga GonInkKynsapHOM OKKII03un He Gblna

OTMeY€eHa HY B OAHOM HabnoaeHuu. Bcem nauyeHTamMm NpoBeaeHo iedeHne B 00beMe NCCeYeHns anNnTennanbHOro

KOMYMKOBOrO X04a C MiacTukor aedekta MECTHbIMU TKaHaIMKU. B HacTosLee BpeMsi HA B OOHOM HabnoaeHun pe-
LMOMBOB HE OTMEYEHO, cpeaHee BpeMs HabnoaeHnsa coctarnseT 14,0 + 5,6 mec. (6—27 mec.). 9KX kak nposiBne-
Hue CPO xapaktepnadyeTtcsa boniee KpaHmanbHbIM 1 00JiIee€ MOBEPXHOCTHLIM PACMOJIOXEHNEM MOJIOCTU B KJIeTYaTKe

KPECTLLOBO-KOM4YMKOBOW 0651acTu. Mo faHHBbIM FMCTONOMMYECKOro UCCNefoBaHNs Y NaLUMEHTOB C MOATBEPXKAEHHbIM

C®dO mopdonornyeckas kapTuHa MOeHTUYHA C naumeHTamm, y kotopbix KX Habntogancs nsonmpoBaHHo. Bcem na-
LMeHTaMm ¢ noareepxaeHHbiM CPO Ha3HayveHa naToreHeTu4eckas MectTHas U KoHcepBaTuBHas Tepanus. Ha doHe

NPOBEAEHHOM Tepanum 0TMEYaeTCsl PEMUCCUS COYETAHHbIX 32001EBAHNIA.

SaknueHue. Hapsay ¢ KOMMIEKCHbLIM JIeHEHMEM B paMKax MeXANCLUMINHAPHOIO (COBMECTHO C AEPMATOJIOrOM)

BeJEeHMS NaumeHToB ¢ anarHo3om CPO nepcrnekTUBHLIM HarnpaB/ieHWeM BbIMSAUT NpUMeHeHne bosee waasawmx

no oO6beMy BMELLATENBLCTB, HAaNpPaB/EHHbIX HA Pa3pyLUeHNe SNUTENNANIbHON BbICTUIIKU NMOSIOCTU 1 YACTO UCMOMb3Y-
E€MbIX B IEPMATONOrMYECKOM NPaKTUKE.

KnioueBble cnoBa: cnHapoM GOANNKYISIPHON OKKITIO3UN, SNUTENMabHbIN KOMYMKOBBIN XOA4, KOMOPEKTaIbHasA X1-
pyprvsi, AePMaTOBEHEPOIOr S

KoHNUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ansa uutnpoanua: Lneik 4.4., Muky3a M.H., Kuuenko 10.E., Muporoea A.C., NMapamoHosa H.B., P3aeB P.T., Tenntok H.IM., Llapb-
koB .B. CuHapomM GonnmkynsipHOM OKKIO3UN — BO3MOXHbIN BaPUAHT DONMKYASPHO-PETEHLUNOHHOIO npoucxoxaeHnsa IKX.
Poccuincknin xypHan racTpoaHTeponormm, renatonoruu, kononpokronorun. 2023;33(6):53-64. https://doi.org/10.22416/1382-
4376-2023-33-6-53-64

Follicular Occlusion Syndrome — A Possible Option
of Follicular-Retension Origin of Pilonidal Sinus

Daria D. Shlyk, Maria N. Pikuza, Yuri E. Kitsenko’, Anna S. Pirogova, Nina B. Paramonova,
Ramin T. Rzaev, Natalia P. Teplyuk, Petr V. Tsarkov

1.M. Sechenov First Moscow State Medical University (Sechenov University)

Aim: to analyze and evaluate the clinical and morphological manifestations of pilonidal sinus disease (PSD) as a part
of follicular occlusion syndrome (FOS).
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Materials and methods. In the Clinic of Coloproctology and Minimally Invasive Surgery, 80 patients with PSD un-
derwent surgeries from November 2018 to December 2019: 62 (77.5 %) patients — with primary PSD, 18 (22.5 %) —
with recurrence of the disease.

Results. There were 80 patients, 6 patients (9.7 %) with primary and one (5.6 %) patient with recurrent cyst had
concomitant manifestations of follicular occlusion syndrome. Thus, the frequency of combination of PSD with other
variants of FOS course amounted to 8.8 %. Hidradenitis suppurativa of axillary and inguinal areas was found in 5 out
of 7 patients. Acne conglobata, as one of the components of FOS, was noted in three patients. Dissecting cellulitis of
the scalp was diagnosed in one patient. Follicular occlusion triad was observed in two patients. Follicular occlusion
tetrad was not noted in any observation. All patients were treated with excision of the pilonidal sinus disease with local
tissue-plasty of the defect. At present, no recurrences have been noted in any of the cases, and the mean follow-up
time was 14 + 5.6 months (6—27 months). PSD as a manifestation of follicular occlusion syndrome is characterized
by a more cranial and more superficial location of the cavity in the sacrococcygeal region. According to the data of
histologic examination of patients with FOS, the morphologic picture is identical with patients with isolated PSD. All
patients with confirmed FOS have received pathogenetic local and conservative therapy. After the therapy remission
of combined diseases is noted.

Conclusion. Deroofing of the lining of the cavity, often used in dermatologic practice, along with complex treatment
within the framework of multidisciplinary (together with a dermatologist) management of patients with FOS, looks

o4

promising.

Keywords: follicular occlusion syndrome, epithelial coccygeal tract, colorectal surgery, dermatovenerology
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[Mumonnganbuag  6OME3Hb, WIN  DIUTEJINATD-
HbIil KomumkoBblii xox (IKX), apagerca dersep-
TBIM TI0 PaCIpOCTpaHeHHOCTU 3a60JeBaHUEM CpeIu
KOJIOIPOKTOJIOTHYECKUX MallMeHTOB B CTallHOHape.
«30JIOTBIM CTAHJAPTOM» JIEUeHUsT HA CETO/HST SIBJIS-
eTcsl XMPYPruyecKkoe BMEIIaTeabCTBO B 0ObeMe HuC-
CEYEHNU MOJOCTH € TTOCTEYIONUM YITMBAHUEM DaHbI
[1—3]. ITo HekoTopbiM mauHBIM, DKX B 35 % Habi0-
JIEHII MOJKEeT COYeTaThbCsl ¢ THOMHBIM TUAPAJeHUTOM
[4]. THoiiablil THAPAJEHNUT, B CBOIO OYEPEb, B COBO-
KYITHOCTH € KOHTJIOOATHBIMH aKHE M PacCeKaroluM
LEJITIOJINTOM BOJIOCUCTOM YacTH TOJIOBBI TPEJCTaB-
ager co6oil cuHAPOM (POJUINKYIAPHON OKKJIIO3UH
(CDO) [5]. B ocHose marorenesa aTtux 3aboJieBa-
HUI, B TOM YHCJIe U MUJIOHUIAJIbHON OO0JIe3HU, C TOU-
KU 3PEeHHsT J[€PMAaTOBEHEPOJIOTOB, JIEKUT OKKJIO3US
B 00JIaCTH BOPOHKHU BOJIOCSHOTO (DOJIITUKYJIA C TO-
CJIEYIONUM MECTHBIM BOCHAJEHUEM B JlepMe U TOJI-
KOKHO-3KMPOBOI KJjeTuarke [6, 7].

CunzpoM GOJMMUKYISIPHON OKKJO3UN BKJIOYAET
B ce0s1 YeThIpe OT/ieJbHble HO30JIOTUU: THOWHbBINA T'i-
JIPQJIEHUT, KOHTJI0GATHbIE aKHe, PaCCeKaloIMil I1eJi-
JIIOJIUT BOJIOCUCTON YaCTH TOJOBBI M MUJIOHUJATBHYTO
607e3Hb. [lanHble 3a60/€BaHUS MOTYT BCTPEYATHCS
KaK M30JUPOBAHHO, TAaK U COYETATHCS MEKIY COOOii
B BUJE AMAJbI, TPUAJbI WU TETPAIAbI (DOJIUKYJISP-
Hoit okkmo3uu [8]. Bce mposBienusi Ha Koxke, He-
CMOTPSI Ha PA3HYI0 JIOKAJIU3AIUIO, XapaKTepU3YIoT-
Cs CXOJIHBIMU MATOJOTMYeCKUMU mpusnakamu [9].
Hau6osee pacmpocrpanenubiM mposiiernunem CDO
SBJISIIOTCS  KOHTJI0O0ATHBIE aKHe, KOTOpPbIe MpPUMep-
HO y 50 % OOJBHBIX COYETAIOTCSI C THOWHBIM TH-
JIpajieHuToM, y 35 % — ¢ HWIOHHIAJbHOH KHCTON
ny 6-8 % — c paccekaomum mestiogautoMm [12].
Coueranne BceX 4YeTbIpeX KOMIIOHEHTOB CHH/POMA

BCcTpeyaercss Kpaitne peako [9—11]. Ilomumo ecre-
CTBEHHDBIX TPY/IHOCTEH, CBA3aHHBIX C JIMAarHOCTHKON
U TOCJEAYIONNM JeYeHeM CHHApoMa (OJIUKYJISP-
HOHI OKKJITO3UH, BBI3BAHHBIX MPWHA/IJIEKHOCTHIO 3TUX
3a00JieBaHNNl K PAa3HBIM MEIUITUHCKUM CIIeIHaIbHO-
CTsIM, HeM30esKHO BCTAaeT BOIMPOC 006 MX COBMECTHOM
Jgedenun. Kpome TOTO, yMeCTHBIM Oy/JeT MOUCK OT-
BETOB Ha TaKue BOMPOCHI, Kak 3(P(PEeKTUBHOCTb Tpa-
JUITMOHHDBIX MeTonoB JedeHuss JKX mpu codetanum
¢ gepmarosormyeckumMu mposiiaeHusiMu CDOO u Bo3-
MOKHOCTH WCIHOJIb30BAHUS TPAIUINOHHBIX METO/I0B
XUPYPrUYeCcKOTO JIeYeHUs JepMaTOJOTMUYEeCKUX TIPO-
SBJIEHWI CUHJPOMa B TPAKTUKE JIeYeHUST KOIMYUKO-
BBIX KHCT.

MaTepI/IaJII)I H METO/AbI

B KinHuke KOJONPOKTONOTUN U MaJOMHBA3WB-
HOIl XUPYprum B nepuo/i Ha0aonenns ¢ Hoss6ps 2018
mo gexka6bpb 2019 r. Gbuaiu npoomnepupoBanbl 80 1ma-
IIUEHTOB C JNATHO30M «3THUTEINATHHBI KOMIMKOBBIi
xoza», u3 Hux 62 (77,5 %) o6paTHIMCh B KJIMHUKY
¢ meppmunbiM OKX n 18 (22,5 %) — ¢ penmampBoM
3a6oseBanusi. CpenHUil BO3PACT MAlMEHTOB COCTA-
Bua 28,0 + 3,8 roxa.

Kiaunnyeckast kapTuHa

Knnnnveckasi kapTuHa BO BCeX cJydasX TepBUY-
Horo JKX 3sakaooyanach B IOSBJIEHUU BbIAEJEHUN
CEepO3HOr0 WJM CEPO3HO-THOMHOIO XapakTepa U3 OT-
BEPCTUS WU OTBEPCTHUI, PACIIOJNOKEHHBIX B KPECTIO-
BO-KOTTYMKOBON 00JaCTH, TPEUMYINECTBEHHO B TIPO-
EeKI[UU MEKbATOJNYHON CKIAJIKU.

[TosiBJiIeHME BTOPUYHBIX OTBEPCTHIl, JIOKAIU3YTO-
MUXCS HA HEKOTOPOM PACCTOSIHUU OT MEXKbSATOIMUHON

Poc xypu ractposurepoJ rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)



www.gastro-j.ru

Opurunasibhbie ncciepoBanust/ Original articles

Pucynox 1. Bosmoxuble kiantnueckne Bapuantel DKX: A — nepBUYHbIN snuTeMaIbHbIA KOMYUKOBbIH X0 (cTpes-
KaMU yKasaHbl [EPBUYHbIE OTBEPCTHs); B — anmTesmaibHbiil KOMYUKOBBI X0/ ¢ MHOKECTBEHHBIME BTOPHYHBIME OT-
BEpCTUAMHI U 3aTeKaMi (CTPEJKaMM yKa3aHbl BTOPUYHBIE OTBEPCTUS, PACIIOJIOKEHHDIE JaTepalibHee MEsKbATONYHON

CKJTQJIKI)

Figure 1. Clinical variations of pilonidal sinus: A — primary pilonidal sinus disease (arrows indicate primary
orifices); B — recurrent pilonidal sinus disease with secondary orifices and leaks (arrows indicate secondary

orifices located lateral to the natal cleft)

CKJAJKK, CBUAETEJIbCTBOBAJO O TeyeHUH 3a00J/ieBa-
HUSI ¢ NMEPUOJUYECKMME OGOCTPEHMSMH B BHJIE IIO-
SABJIEHUS OOJIE3HEHHOTO VIUIOTHEHUS B IIPOEKIIUH
KOYKHBIX TOKPOBOB € TOCJEAYOIUM BbIJeJeHUEM
ruoitnoro orgensgemoro (a6eiecc) u OGIMM yJIydIIe-
HIEM COCTOSIHUS IAI[IeHTa.

N3 80 mabmogenuii y 6 (9,7 %) naumenTos ¢ mep-
BUUHBIM Uy oguoro (5,6 %) marmueHra ¢ penuanB-
HeiM IKX onpezessinch comyTCTBYIONME TPOSIBJIe-
Hust cuHApoMa (OJUTMKYISAPHON OKKo3un (Tab.).
Takum o6pasom, yactora coueranus IKX ¢ apyrumu
Bapuantamu teyennss CDO cocrasuaa 8,8 %.

Y 5 u3 7 nanueHToB BCTPeyasicst THOMHBIN Tupajie-
HUT IOAMBINIEYHBIX U HAXOBBIX 06/1aCTell, ¢ KOTOPhIM
MaIMEHThl paHee 06PaIlaIuch 3a MOMOIIbIO B 9KCTPEH-
HOM TOpsi/ike B Xupyprudeckuii cranmonap (puc. 2, 3).
TpeM maiueHTaM paHee MPOBOAUIOCH XUPYPrHYecKoe
JiedeHre THOWHOIO TUAPAJEHNTa B 00beMe BCKPBITHSI
U JpeHupoBaHus. J[ByM MallieHTaM Ha3HaueHa CH-
cTeMHas aHTHOAKTepUATIbHAsA M CHMIITOMATHIECKAsT
Tepanus gepMmarojoroM. Ha ¢one nposeieHHOIl Te-
panmny MAalUeHThl OTMeYa M KIMHUYECKH 3HAYUMOE
yJIyUIleHHE COCTOSIHUS B BHJIE YMEHbBIIEHUSI GOJIEBOTrO
CHHAPOMA U KOJIUYECTBA OTEISEMOTrO.

KoHryo6aTHble aKHe KaK OJMH U3 KOMIIOHEH-
toB CDO ormedennl y tpex manuentoB (puc. 4).

Paccexalonuil 1eJUIIOJUT BOJIOCUCTOH 4acTH TOJIOBbI
JIMATHOCTHPOBAH y oiHOTO nmanuenta (puc. 5).

Jluarnoctuka

[To maHHBIM yJIHTPA3BYKOBOTO MCCJEIOBAHUS MSIT-
KHMX TKaHel KPeCTIOBO-KOMUMKOBOi o6aactu (puc. 6),
IKX mnpencrapisier u3 cebsi TUMIO3XOTEHHYIO TTOJIOCTD,
PACIIOTIOKEHHYIO HEMOCPEICTBEHHO IO/l KOXKel, ¢ TH-
nepaxoreHHbiMu  BEJIouenusaMu  (Bosocer).  Ilosmoctsb
COe/IUHSETCS € KOXell I[MOCPEJICTBOM CBUIIEBBIX XO-
JIOB, OTKPBIBAIONINXCS MEPBUYHBIM M BTOPUYHBIM(-1)
orBepctueM(-samn).  Kontypel  mosioctn  yerkue,
6e3 yCUJIEHUSI KPOBOTOKA TIPU JIOTLIEPOBCKOM HUCCJIE-
JIOBAHUU.

B ciyvae Hammums BTOPUYHBIX OTBEPCTHH TIally-
eHTaM PEKOMEH/IOBAHO BbINOJHEHNE MArHUTHO-PE30-
nancnoii tomorpadpuun (MPT) opranos Majoro Tasa
C BHYTPUBEHHBIM KOHTPACTUPOBAHUEM C IIEJBIO HC-
KJIIOYEHUsT JIONOJHUTETbHBIX 3aTEKOB, a Tak:Ke Iud-
(epeHIMATHHON [IUATHOCTUKHM CO CBUIIOM IIPSIMON
KUK W TpecakpagbHoil kKuctoii. Ha MPT anmre-
JIMAJIBHBIN KOTTYUKOBBINM XO/| MPEJCTABJsIeT COO0N BbI-
TSHYTYIO TPYOUaTyio CTPYKTYPY € TMIIOMHTEHCHBHBIM
curnaaoM Ha T2-B3BemennoM usobpaxenun (T2-BI)
¢ HajamuumeM nojoctu ¢ (HuGpo3HO KarcyJoi, pac-
TOJIOKEHHON B TPOEKIUHU MEXDBATOANIHON CKJIAIKU
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Tab6auua. CpaBHUTEIbHAS XAaPAKTEPUCTUKA TAIIMEHTOB ¢ CUHAPOM (POJUTUKYJISIPHOM OKK/I03un 1 D KX
Table. Comparative characteristics of patients with follicular occlusion syndrome and pilonidal

sinus disease

Hauuentor / Patients
Kpurepun
Criteria C.. 2019 r r-, C-, H., q., B., ZI.,
v : 2019 r. | 2020r. | 2020 r. | 2021 r. | 2022 7r. | 2022 1.
EOSP"‘CT’ FOADE 24 43 29 32 28 51 44
ge, years
[lnarnos qo0 oneparumn Peunpus / . . [ .
Diagnosis before surgery Recurrence [Mepsuunstit IKX / Primary pilonidal sinus
[Ipossaenns CDO:
Manifestation of follicular occlusion syndrome
- KOHIJIO6ATHBIE aKHe + _ _ . _ . _
- acne conglobata
- tHolinbIl Tuapagenut (IT)
- hidradenitis suppurativa 4 1 4 — 4 — 3
(HS)
- PacceKaloluii IIeJII0IUT _ - _ - - _ _
- dissecting cellulitis
- MTOHU/TAJIBHAST KHCTA N N " . N N .
- pilonidal cyst
Cramus I'T no Hurley
HS Hurley stages I I I 1 I
Xupypruueckoe jgedenue I'T . . o o -
HS surgical treatment
[TosrocTh, BBICTIAHHAST MHOTOCJOIHBIM TJIOCKIM OPOTOBE-

BAIOIUM 3MuTeneM. B mepme onpenensioTces eIMHUIHbIE
CaJIbHbIE U MTOTOBBIE JKEJIE3bl, a TAKKE BOJIOCSHbBIE (POJLIH-

Contacting a dermatoven-
erologist and carrying out
conservative treatment of HS
after surgical treatment of
pilonidal sinus

Tucromornueckoe nccmenopanne | [panyasaimonnast | Kyasl. OUaroBasi CKyIHast BOCTATUTENbHAST MHOUIbTPATINS,

nocse uccedenunss IKX TKaHb npezcraBaeHHast JUMQGO-TUCTOIMTAPHBIMU dJIeMEeHTaMU

Histological examination af- | Granulation Cavity lined with keratinized stratified squamous

ter excision of pilonidal sinus | tissue epithelium. In the dermis, single sebaceous and sweat
glands, as well as hair follicles, are identified. Focal
scanty inflammatory infiltration, represented by
lymphohistocytic elements

OGpartenne K gepMaToBeHe-

POJIOTY U MPOBE/IEHNE KOHCEP-

BatuBHoro Jgeuenud [T nocre

XHUPYPTrHYECKOTO JIeUEHHST

IRX + + + — —

Permans 9KX mocie
XUPYPrUYECKOrO JIeYEeHMUsT
Recurrence of pilonidal sinus
after surgical treatment

56

HETOoCPE/ICTBEHHO 10/ KOKell B MOJKOKHON KUPOBOit
KJIeT4aTKe, KOTOpas JAPEHUPYeTCsS Ha TIOBEPXHOCTD
KOKH TIOCPEJICTBOM OJIHOTO WJIU HECKOJDbKHUX CBHIIE-
BBIX X0108B (puc. 7).

Jleuenne

CunIpoM (HOJITUKYJISIPHON OKKJII03UN HAGI0/1AJICS
HaunboJiee YacTo B BHJIe COYETAHMS THOWHOrO TUpajie-
HHUTA ¥ 3MUTETHAIBHOTO KOMYMKOBOrO Xoja. Tpmuamaa

GONNTMKYIAPHON  OKKJIIO3UN  HAOI0AMach y JBYX
nanenToB. Terpasa  GOMMUKYISPHON  OKKIIO3MH
He Gblla OTMeYeHa HU B ojHOM Ha6smogenuu (tadur. ).

Bcem narmenTaM GbLTO BBITIOJTHEHO XUPYPraYecKoe
Jedenne B oObeMe ucceuennss IKX ¢ nocaenyionmm
3aKpbITHEM OOpasoBaBiierocsi Jedexrta MeCTHBIMU
TKAHAMU IyTeM GOKOBOTO CMEIEHUST PaHbl OT CPE/INH-
HOW MEXDBATOANYHON CKJIAAKU IO METOanKe backoMm
I (puc. 8).
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A b

Pucynox 2. THOiHBII rHApaeHnT JIeBOil TaxoBoil 1 J106KoBoM obaacreii, cragus 1T no Hurley (cpeaHsist creneHb
TssKecTH): A — craaust oGoctpeHnst (OTMEYAIOTCsT He B3aUMOCBSI3aHHbIE MKy COOON MOKOKHBIE CBHINEBBIE XOJbI
C THOIHBIM OT/EJSIEMBIM, BOCTIAIUTENbHBIE Y3Ibl); B — JIOKaJIbHBIN cratyc yepes 1 Mecsiii KOMOMHHPOBAHHOI Tepa-
mn (oTMedaeTcst yMeHbleHHe 00beMa THOHHOTO OT/IE/ISIEMOTO, BBIPAKEHHOCTH BOCIAJIEHNSI, TIOJKOKHBIE CBUIIEBbIE
XOJIbI COXPAHSIOTCS)

Figure 2. Hidradenitis suppurativa of the left inguinal and pubic region, Hurley stage II (medium severity):
A — acute stage (limited not connected sinus tracts with purulent discharge); 5 — status localis after 1 month
of conservative therapy (decrease the volume of purulent discharge, severity of inflammation, subcutaneous sinus
tracts remain)

A b

Pucynox 3. THONHHbIA THAPaAEHUT MPaBoil moaMbImedHON obnactu, craaust 11 mo Hurley (cpeansist crenenn Tsixe-
cr): A — cragus oGocrpenust (OTMEYAETCS HAIUYKME CAUHUYHOIO MOAKOMKHOIO CBUIEBOIO X0 U HATOIHOMOHUYHO-
ro Juisi 3a60JeBanusl MHYPOBUAHOrO pyOua); B — JiokasbHblii craryc yepes 12 MecsiieB KOMGMHUPOBAHHON Tepanuu
(orMeuaeTcsi yMEHbIIEHUE BOCHANUTEIbHBIX U3MeHeHuid, arpoduueckuii py6er; Ha MecTe MOAKOMKHOIO CBUILEBOTO
xo/1a)

Figure 3. Hidradenitis suppurativa of the right axillary region, Hurley stage II (medium severity): A — acute
stage (a single subcutaneous sinus tract); b — status localis 12 months after conservative therapy (decrease
of inflammatory changes, atrophic scar at the site of subcutaneous sinus tract)
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A

Pucynox 4. KonrnoGarubie akie: A — crajust o6octpernsi (OTMEYAIOTCsi MHOTOYHCJIEHHbIE BOCIATUTENbHBIE Y3JIbI,
OTKPBITbIE KOME/IOHbI, COCTOSIHUE [0 Hauaja Tepanun); B — JIoKalbHbIi crartyc yepe3 6 MecsieB KOMOUHUPOBAHHON
tepainuu (MHOKecTBeHHbIE aTpoduueckue PyOibl B UCXO/E JICUEHHs], eJIMHUYHbIE COXPAHUBIIMECS] BOCIAMUTEbHbIE
9JIEMEHTBI, MHAMHYECKOE HAGTIOJEHNE 32 AIIMEHTOM TTPOIOJIKAETCST)

Figure 4. Acne conglobata: A — acute stage (multiple inflammatory nodules, open comedones, status before
therapy); B — status localis 6 months after conservative therapy (multiple atrophic scars in the treatment outcome,
single remaining inflammatory elements, dynamic monitoring of the patient continues)

A b

Pucynox 5. Paccexaomuii neamonur (abcuegupyouuii u nogpbiBaomuii pomnukyut u nepudosmkyaut Todd-
MaHa) obmacTu 6opojbl: A — 10 Havyasta JedeHns (04aroBasi OTEPS BOJIOC B 30HE PACIIOJIOKEHUS BOCIATUTETBHOTO
yana); B — nokanbHbil cratyc yepes 1 Mecsi Ha (oHe KOMOMHUPOBaHHON Tepanuu (yMeHbIIEHUE BbIPaXKEHHOCTH
SPHUTEMBI 1 BOCHAJIEHNs], YACTHYHOE BO30OGHOBJIEHHE POCTA BOJIOC)

Figure 5. Dissecting cellulitis (Hoffman’s perifolliculitis capitis abscedens et suffodiens) of the scalp: A — before
treatment (focal hair loss in the area where the inflammatory nodule is located); B — status localis 1 month after
conservative therapy (reduction of erythema and inflammation expression, partial resumption of hair growth)
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Pucynox 6. [Tonoctp KX 110 1aHHBIM yIbTPA3BYKOBOTO MCCIEIOBAHUS

Figure 6. Cavity of pilonidal sinus according to ultrasound

A b

Pucynox 7. MPT opranoB Majoro ta3a ¢ BHyTPHBEHHBIM KOHTPACTHPOBAaHWEM: A — caruTTajgbHas mpoeknns T2-
BU (crpenxoii ykazana mosocts IKX. Mexay MOIOCTbIO M KPECTIOBOH (hacimeil coxpaHeHa IIPOCI0iKa TTOIKOAKHO-
SKMpoBol Kaetuatkn); B — akcmanpnas npoexims T2-BU (crpenkoit ykasana nosocts IKX)

Figure 7. Magnetic resonance imaging of the pelvic organs with intravenous contrast: A — sagittal view T2-weight-
ed image (the arrow indicates the cavity. A layer of subcutaneous fatty tissue was preserved between the cavity
and sacral fascia); B — axial view T2-weighted image (arrow indicates cavity)

IlocieonepanmoHHbIit mepuo

B mocieonepallioHHOM — [IEPUOJIE  MPOBOAUINCH 4TO ObLIO CBS3aHO C HAPYIIEHUEM PEKOMEHJ0BAHHOTO
e’KeJJHEBHbIE I[EPEeBSA3KU C PACTBOPAMHU AHTUCENTH- PeKUMa (U3MIeCKOll aKTHBHOCTH. Y JPYTUX TIalld-
KOB, aHTHOAKTepPHAJbHAS U CUMIITOMATUYECKAsI Tepa- €HTOB OCJ0XKHEHUN CO CTOPOHBI I10CJeolepPalluoOHHOI
mus. Y oAHOTro GOJIBHOTO OTMEYasoch pacXojkjeHue paHbl oTMeueHo He Oblio. CpegHWe CPOKH CHATHSA
HIDKHEH TpeTH paHbl Ha 7-€ CyTKH Iocje omepaiui, MBoB coctasuan 13,0 + 2,8 cyr.
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Pucynox 8. Cxema oneparyn: A — IyHKTHPHOW JNHU-
eil o6o3HaueHa rpanuia pesexiun mnojoctu IKX; b —
MOOHMJIN30BAHHBIN KOKHO-TIOJKOKHBIH JIOCKYT, cOpMU-
POBAHHBII C I[eJIbI0 3aKPBITHS 06pa3oBaBIerocs aedexra
mocJe uccedenns; B — mocroitHo ymmTas pana

Figure 8. Operation scheme: A — the border of cavity
resection is indicated by the dotted line; B — mobilized
cutaneus-subcutaneus flap formed to close the defect
formed after excision laterally the natal cleft; B —
layer-by-layer sutured wound

Pucynox 10. Pucynoxk 10. 3KX, penuaus 3abosieBa-
Hud. I'panyssainonnas tTkanb. OKpacka reMaToKCUIMHOM
u 203uHOM, % 400

Figure 10. Recurrent pilonidal sinus disease.
Granulation tissue. Hematoxylin and eosin staining,
x 400

Pucynox 9. Ilepsuunbiii KX ¢ BbICTHIKOIT 13 MHOTO-
CJIOITHOTO TIOCKOTO OporoBesaiomiero smurenss (B 1o-
JIOCTH  ONPENENISIOTCS  BOJIOCSHbIe cTepskan). OKpacka
reMaToKCUJINHOM 1 s03uHOM, % 200

Figure 9. Primary pilonidal sinus with multi-layered
squamous keratinous epithelium lining (hair rods are
detected in the cavity). Hematoxylin and eosin staining,
x 200

Pucynox 11. IKX, penuaus 3a6ojeBaHusA. Y4YacTOK
ckieposa creHkn IKX ¢ «3aMypOBaHHBIMY BOJIOCSIHBIM
cTep:kHeM; ouaroBas JuMdbo-MakpodaraibHas MHPUIb-
TpaIus ¢ HATWYUEM TUTAHTCKUX MHOTOSIZIEPHBIX KJIETOK
paccachiBaHusl HHOPOAHBIX Teda. OKpacka TeMaTOKCHJIN-
HOM 1 303uHOM, X 200

Figure 11. Recurrent pilonidal sinus disease. Site of
sclerosis of pilonidal sinus, wall with a “walled” hair
shaft; focal lympho-macrophage infiltration with the
presence of giant multinucleated cells of foreign body
resorption. Hematoxylin and eosin staining, x 200
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Mopdoaornyeckoe uccienoBanue

y/laJIeHHBIX TPenapaToB

Mopdosornueckoe — uccaeoBaHUe — IIPeNapaToB
MEepBUYHOTO SMUTEINATHHOTO KOITYMKOBOTO XO/a TI0-
Ka3ajlo, 4TO PACIOJIOXKEHHAas B IMOIKOXHO-’KUPOBO
KJIeTYaTKe CTPYKTypa IIpe/CTaBJieHa IeJeBUIHOM
IOJIOCTBIO, BBICTJIAHHOW MHOTOCJIOMHBIM IIJIOCKUM OpPO-
TOBEBAIOIIMM JIHUTEJNEM PA3JIMYHON TOJIIUHBI C HAJU-
YieM Y4acTKOB HEKpPOOMO3a 1 HEKpPO3a AMUTETHOIUTOB
(puc. 9). Takxke onpeeancs TOHKHI CIOH OTEYHOI
TPAHYJISAINMOHHON TKaHW C PACCETHHON M OYaroBOil cJia-
60if, MecTaMu yMEPEHHO BBIPAYKEHHOI WHQWIbTPAIU-
el oMMOP(MHO-S/IEPHBIMU JIEHKOIIUTAMU C [IPUMECHIO
JIIMOITITOB, TUIA3MAaTHYECKNX KJIETOK 1 MaKpogaros.
B npocsere mosnoctn 'y 4 u3 6 1manmeHToB 0OHAPYIKU-
BAJIMCh BOJIOCSIHbIE CTEPKHHM U MX (DPAarMeHTbI, KpoMe
TOTO, y TAIMEHTOB B CTEHKAX XO/[a BU3YaN3NPOBAINCDH
BoJsiocsinble posuky/bl. B npunexamein k IKX co-
XPaHHOI TKaHW JepMbl OTMeYasach yMepeHHas Tuiepe-
MHUSI COCY/IOB, OYaroBBIil OTEK, 0YaroBast IepUBACKYJISP-
Has auM@o-TucTHoITapHas H(pUIbTpaIus.

[Tpn mMopdosorndaeckoM ncceJOBAaHUH TIperapaTa
C PeluAMBOM 3a00JIeBaHMS YCTAHOBJICHO, YTO BBICTHI-
Ka TOJIOCTH Ha OOJIBIIIOM MPOTSKEHUH MpPeCTaBIeHa
HNIMPOKUM CJIOEM TPAHYJSAIMOHHONW TKAaHU, MPeCTaB-
JIEHHON HOBOOOPA30BAaHHBIMU T'HIIEPEMUPOBAHHBIMHE
COCy/laMU € OTEYHBIMH CTEHKaMH, PACIOJOKEHHBIMI
B OTEYHOM MEKYTOUHOM BeIIeCTBe C OOWJIBbHOI, TIpe-
umyiecTBeHHo udy3Hoil auMdO-TIa3MOIUTaAPHON
nHUIbTPAIMell ¢ MPUMEChI0 TOJNMOP(PHO-SIIEPHBIX
neiikountos u Makpodaros (puc. 10, 11).

OrgaseHHble pe3yJbTaTbl

B macrosiiee BpeMsi HU B OJIHOM HAOJIOJIEHUH Pe-
IIMJMBOB HE OTMEYEHO, CpejHee BpeMs HaOJIOIeHUs
cocrasiser 14,0 + 5,6 mec. (6—27 mec.). Bee namuen-
TBI BeIyT aKTUBHBIN 06pa3 :Kus3Hu. [Ipn KOHTPOTBHOM
OCMOTpPE KPECTIIOBOW 06JIACTH Y BCEX TAIIMEHTOB OIpe-
JleJisieTcd ToJHOe 3aKUBJICHHE pPaHbl 6e3 NMPH3HAKOB
peruuBa 3a00JieBaHust. Y TAIMEHTOB C COMYTCTBYIO-
HIMMU TPOSBIEHUAMU CHHAPOMA (DOJINKYJISPHOH OK-
KJTI031M Ha (hOHE TTPOBE/IEHHOI KOMILJIEKCHON MECTHOM
U CUCTEMHOI KOHCEPBATUBHOI Tepanuu 1oj HabJIo-
JIEHUEM JIepMaToJIoTa OTMEYaeTCs MOJIOKUTeTbHAS [I1-
HaMWKa B BUJIE YJIyUYNIEHUS KauecTBa KU3HU Ha (poHe
JUTNTEIbHON PEMUCCHUM.

Oocy:xaenne

B 1980 r. J. Bascom Obuia mnpemioskena ¢oJi-
JINKYJISPHO-PETEHITMOHHAS ~ TEOPUS  BO3HUKHOBEHUS
AMUTEJNATBHOTO KOIMYMKOBOTO XO0j/la, KOTOpas B Ha-
crodiiee BpeMsi Tpeo0ajiaeT B 3alaJiHBIX CTpaHax
[13, 14]. CorsacHo 3TOW TEOpPHUH, IEPBBIM 3BEHOM
B Bo3HUKHOBeHnn IKX sBiseTcst ocTpblii THONHBIN
oMKy MT, TPEACTABIAIONINI COO0N «IEePBUYHbIN
abcieccy ¢ MUHUMAJIBHBIMUA KIMHUYECKUMHU TTPOSIBIIE-
Hugmu. [logBienune ke CBUINEBBIX XOJI0B 3a TIpe/ie-
JIAMU  MEKXDBATOJIMYHON  CKJIAJKH PaCCMaTPUBACTCS
B KauecTBe «BTOPUYHOTO abcrieccay, Kak MPOsIBJICHNE

TPUXOTEHHO-TIOMITOBOTO Mexauuama. Cnycrst 9 jer
A.B. KysgnuH B KaHAMJATCKOI JUCCEPTAIUU OMUCA
pe3yJbTaThl TUCTOJIOTUYECKOTO HCCJEJOBAHUS TIpe-
[apaToB KOIMYUKOBBIX XOJIOB IOCJIE€ MCCEYEHUs] U T10-
KasaJl OYeBHHOE CXOJCTBO NMUJOHUAJBHON 60JIe3HU
¢ THOIHBIM ruapajeHuToM [14].

CripaBeITMBOCTH PA/IN CJAEyeT OTMETHTD, UTO elre
3a HECKOJbKO JeT g0 storo, B 1975 r., G. Plewig,
Ha OCHOBAHUU CXOKECTH IaTOJOTHYECKUX TIPOSIBJIE-
HUIl TPUCOEMHII MUIOHUAAIBbHYIO OO0JIE3Hb K TPH-
azie cuHIpoMa (POJTHKYJISIPHON OKKJIO3UH, KOTOpasi
Ha TOT MOMEHT BKJIIOYAaJa B ceOsl THOWHBIN Trujapaje-
HUT, KOHTJIO0ATHBIE aKHe, PACCEKAIONINI IeJTIONUT
BOJIOCHCTOM vacth [4, 15].

Bce atu HO30/I0THYECKIE €MHUIIBI MOTYT BCTPEYATD-
cs KaK M30JMPOBAHHO [IPYT OT JIPyra, Tak U B COBO-
KYIHOCTH. B sintepaTtype HEPEIKO ONMUCHIBAETCS TPHA/IA
(hosUTMKYISPHOI OKKITIO3UH, OJJHAKO YIIOMUHAHHS O Te-
Tpaje, BRIOUaoIeid B cebst IKX, BCTpewaioTcest TOIbKO
B KauyecTBe OTJEJbHBIX KJIMHWYeCKuX ciaydaeB [9, 10].
ITO MOXKET ObITh OOBSICHEHO KAK PEIKOCTBIO COUETAHMUST
BCeX veThipexX 3a00JIeBaHUI, TaK W, BO3MOYKHO, HEIOJI-
HOIIEHHBIM OCMOTPOM KOKHBIX TIOKPOBOB KPECTIIOBO-
KOIMYMKOBON OOJIACTH TIAllHEHTa Ha TMpHeMe Yy JepMa-
TOJIOTA WA KOKHBIX TOKPOBOB CITHHDI, MOMBIIIETHON
00JIaCTH U BOJIOCSTHOTO TIOKPOBA TOJIOBBI KOJIOITPOKTOJIO-
rom. [Tocaennuii pakrop «wenoauarnoctukny CDO saB-
JISTETCST TIPSIMBIM CJTEZICTBHEM OTCYTCTBHSI OCBEIOMJIEHHO-
CTH TIPOKTOJIOTOB, THOIHBIX XUPYPrOB M JI€PMATOJIOTOB,
KTO CTQJKUBAETCSI B CBOEN MPAKTHKE C KAK/IBIM M3 DTUX
3a00JIEBAHUI, O TOM, YTO X COBOKYITHOCTH HOCHUT CHH-
JIPOMHBINT XapakTep W TpeOyeT MYyJbTHIUCIUILIMHAPHO-
ro TO/X0/1a.

Baxxno ato eme n notoMy, uto B pamrax CDO pas-
BUTHE JIAHHBIX 3a00JIeBaHUil, B TOM YKCJe U ITHJIOHN]A-
JILHOI GOJIE3HM, paccMaTpUBaeTcss KaK HapylleHue pa-
60THbI NUJIOCEOAIMOHHOIO KOMILJIEKCA BCJIELCTBUE OK-
KJTIO3UM B 00JIACTH BOPOHKH BOJIOCSHOTO (hOJIHKYJIA
[5—7]. B mocnenyionieM jaHHbIe MPOIECCHI MPUBO-
JAT K BOCIAJIEHUIO CAJbHO-BOJIOCSHOTO (hOJUINKY.JIA,
gopMupoBaHUIO a6CIECCOB U TOJKOKHBIX CBUIIEBBIX
XO/IOB, Pa3pyIIEeHUIO CTPYKTYPBI MOTOBBIX M CAJbHBIX
kesie3. Hanmuume ycoBHO-TIATOreHHON MUKPOQJIOPbHI
n QopmupoBanne OUOTLIEHOK o0ecreunBanT Gosee
CUJIBHYIO ¥ [UIUTEJNbHYI0 BOCITAJUTENbHYIO PEAKIHIo
[7, 10]. Baxnyto posb B pazpuruun CDO, no MHEHHUIO
HEKOTOPBIX aBTOPOB, TaKKe WIPAET TUCPETYJISIINS
BPOK/IEHHOTO 1 proGpeTeHHoro nmMmynurera [16].

B 1pOTHBOMNOIOKHOCTD B3TJISIIAM 3aMaHBIX KOJI-
JIET, Cpelll OTeYeCTBEHHBIX XHUPYProB MPHOPHUTETHOE
MECTO B BO3HUKHOBEHMU IUJIOHU/AJbHONU GOJIE3HU OT-
BOJIUTCS HAPYIIEHUSM MpoileccoB amOpuoreHesa [14,
17, 18]. [HeiictBuTenbHo, <«uzoaupoBaHHbiiiy KX
OOBIYHO PACIOJIOXKEH JOCTATOYHO TJIyOOKO, CBSI3aH
C aHOKOITYMKOBOW CBSI3KOW 1 uMeeT He Gosiee 2—3 OT-
BEPCTUIl, PACIOJIOKEHHBIX B MEXBSTOIUYHON CKIAJIKE,
YTO, BEPOSITHO, TIOATBEPIKAAET TEOPHIO N3IMOpPUOTe-
neza. OJHAKO BCe yallle BCTPEYAIOTCS TAIMEeHTbI C ITH-
JIoHUIaTbHON GoJie3Hbio B coctaBe CDO, Koropbie
oryinyaioTcst 6Gojiee MOBEPXHOCTHBIM PACIOJIOKEHEM
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MIJIOHUAQJIBHBIX ~ CUHYCOB, HECKOJbKHMHU  II€PBHY-
HBIMU OTBEPCTUSIMEU M, HEPEAKO, HAJUYNEM OJHOTO
WM JIBYX BTOPUYHBIX OTBEPCTHUIl, PACIOJIOKEHHBIX
3a TpeJielaMu MeKbATOANYHON Goposapl. Hecmorps
HA PasJMYHOe PACIIOJIOKEHNe U, BEpPOSITHO, DPasHOe
MPOMCXOXK/eHNe, BO BcexX caydasax JKX mmeer cxon-
Hyl0 Mopdosornyeckyio Kaptuny. IIpoananmusuposas
TUCTOJIOTHYECKYIO KApTUHY VJAJeHHDBIX —Ipernapa-
TOB KOIYMKOBBIX XOJOB KaK IPH <«U30JHPOBAHHOI
dopmes, Tak u B coctae CDO MBI MOKEM CKa3aTb,
9TO BO BceX 6 HAGIOAEHUSIX IOJIOCTb IEPBUYHOTO
OKX BbICcTIaHA MHOTOCJOWHBIM TIJIOCKUM OPOTOBEBa-
IONIM JMHUTENNEM, YTO KOCBEHHO NOJTBEPIKAAET TIPHU-
0OpeTeHHYI0 TeopHIo pa3BuTHs 3aboseBanus. B cra-
U BOCIAJIEHHsS B MUKpOIIpernaparax HabJIo[aioTcs
OyYarW HEKPO3a W TPaHyJSAIMOHHAS TKAaHb, a BHYTpPHU
MOJIOCTU TOYTU BCETJA HAXOSATCS BOJIOCBHI, HE UMEIO-
ne (UKCAM K SIUTETNAIbHON BbIcTHIKEe. CTOuT
06paTUTh BHUMAaHUE, YTO, IPU UAEHTUYHOU MOPQOJIO-
TUYEeCKON KapTuHe, KJAWHWYecKasd KaptuHa mpu IKX
n pu KX B CDO oranvaercsd. [l «u3oampoBaH-
HOTO BPOKJIEHHOTO» KOMUUKOBOTO XOJa XapaKTepPHO
HAJIMYKe OJJHOTO WJIU JABYX HMEPBUYHBIX OTBEPCTHIl, KO-
TOpBIE PACTIONIOKEHBI B 00ACTH HIDKHEH TPeTH MeXKb-
SITOJIMYHOI 60PO3/IbI, JOCTATOUHO OJIM3KO K aHycCy.
[To pawapiM MPT B GOJBIIUHCTBE CIy4YaeB pe-
rucTpupyercsi «dukcaiusi> 06pa30BAHHOI TIOJOCTH
K KOIYMKOBBIM TO3BOHKAM, OmNpejesseMas B BUJE
TSDKUCTBIX CTPYKTYpP runomHreHcusHoro MP-curnamna
Ha T2-BU, uro xapakrtepHo misg (HuOpPO3HON TKaHM.
B tom cayuae, ecau hopmupoBanue KX pacemarpu-
BaeTcsl B KAdecTBe <«IIPHOOpPETeHHOI» GopMbl 3a60J1e-
Bauust Ha pone pyrux nposisiennit COO, nepBuyHbe
OTBEPCTUS PACIOJNATAIOTCS B TPOEKITUN MEXbATO/ Y-
HOH CKJIAZIKU 6oJiee TIPOKCUMANIBHO I HAa GOJbIIEM
pPacCTOgHUM OT aHyca, 4eM Tmpu BpoxaeHHOM IKX.
C namieil TOYKu 3peHusi, mpu BbI6Ope o6beMa orepa-
1INy TaKUX TMAIMEHTOB B KAYeCTBE <«OTEPAIUU BbI-
60pa» CTOUT PaccMaTpPUBATH TaKie MaJOMHBA3UBHBIE
METO/IbI, KaK JiazepHas JeCTPYKIMS KOIMYHKOBBIX
xonoB (SiLaC) [19, 20], nepydusanus u Kooperask
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Follicular Occlusion Syndrome —
a Possible Option of Follicular-Retension
Origin of Pilonidal Sinus

Daria D. Shlyk, Maria N. Pikuza, Yuri E. Kitsenko®, Anna S. Pirogova,
Nina B. Paramonova, Ramin T. Rzaev, Natalia P. Teplyuk, Petr V. Tsarkov

I1.M. Sechenoov First Moscow State Medical University (Sechenoo University)

Aim: to analyze and evaluate the clinical and morphological manifestations of pilonidal sinus disease (PSD) as a part
of follicular occlusion syndrome (FOS).

Materials and methods. In the Clinic of Coloproctology and Minimally Invasive Surgery, 80 patients with PSD un-
derwent surgeries from November 2018 to December 2019: 62 (77.5 %) patients — with primary PSD, 18 (22.5 %) —
with recurrence of the disease.

Results. There were 80 patients, 6 patients (9.7 %) with primary and one (5.6 %) patient with recurrent cyst had
concomitant manifestations of follicular occlusion syndrome. Thus, the frequency of combination of PSD with other
variants of FOS course amounted to 8.8 %. Hidradenitis suppurativa of axillary and inguinal areas was found in 5 out
of 7 patients. Acne conglobata, as one of the components of FOS, was noted in three patients. Dissecting cellulitis of
the scalp was diagnosed in one patient. Follicular occlusion triad was observed in two patients. Follicular occlusion
tetrad was not noted in any observation. All patients were treated with excision of the pilonidal sinus disease with local
tissue-plasty of the defect. At present, no recurrences have been noted in any of the cases, and the mean follow-up
time was 14 + 5.6 months (6—27 months). PSD as a manifestation of follicular occlusion syndrome is characterized
by a more cranial and more superficial location of the cavity in the sacrococcygeal region. According to the data of
histologic examination of patients with FOS, the morphologic picture is identical with patients with isolated PSD. All
patients with confirmed FOS have received pathogenetic local and conservative therapy. After the therapy remission
of combined diseases is noted.

Conclusion. Deroofing of the lining of the cavity, often used in dermatologic practice, along with complex treatment
within the framework of multidisciplinary (together with a dermatologist) management of patients with FOS, looks
promising.

Keywords: follicular occlusion syndrome, epithelial coccygeal tract, colorectal surgery, dermatovenerology
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CuHpapom DONNUKYNAPHON OKKTIO3UN — BO3MOXXHbI BapuaHT pONSIUKYNAPHO-
PETEeHLMUOHHOIr 0 NPOUCXOXAEHUA ANUTENNasibHOro KoOn4YmKoBoro xoaa

O.40. Wneik, M.H. Muky3a, 10.E. Knuexko’, A.C. MNMuporosa, H.B. MapamoHosa, P.T. P3aes, H.I1. Tenniok, N.B. Llapbkos

®raA0Y BO «[lepsbiti MockoBCkuii rocyAapCTBEHHbI MEANLMHCKUE yHUBepcuTeT uMm. U.M. CeveHoBa» MuHucTepcTaa
3apaBooxpaHeHus Poccurickoi denepaimm (Ce4eHOBCKNIA yHUBEPCUTET)

Llenb uccnepoBaHusa: aHaNN3 1 OLLEHKA KIMHUKO-MOP@OIOrMYeCKMX NPOSBAEHNI SNUTENNANIbHOrO KOMYMKOBOrO
xoaa (9KX) kak 04HOro 13 NPOSBAEHN CUHAPOMA DONIVKYNSAPHON okkto3uun (CPO).

Martepuanbi n MmeTogbl. B KnnHuke KononpokTonornm n ManonHBa3MBHOW XMpPyprv B nepuog, HabnoaeHns ¢ HO-
a6ps 2018 no nekabpb 2019 r. GbM NpooneprpoBaHbl 80 NnaumeHToB ¢ anarHo3omM AKX, n3 Hux 62 (77,5 %) obpa-
TUJIUCb B KITMHUKY C NepBUYHbIM OKX 1 18 (22,5 %) — ¢ peumamnBom 3abosieBaHus.

Pesynbrathl. 13 80 HabnoaeHnin y 6 (9,7 %) naumMeHToB C NEPBUYHBLIM 1Y 0AHOrO0 (5,6 %) NnaumeHTa ¢ peLyaBHbIM
OKX onpenensnvck ConyTCTBYIOLLME NPOSBAEHUS CUHAPOMA POMKYNSPHON OKKN031K. Taknm 06pasom, YactoTa
coyeTaHus AKX ¢ apyrmm BapmaHtamm TedeHnss COO coctasuna 8,8 %. Y 5 13 7 naumeHToB BCTpeYasics FTHOMHbIN
rmopageHnT NnoaMbllLEeYHbIX 1 naxoBbix obnacten. KoHrnobaTHble akHe kak oguH U3 KomrnoHeHToB CPO oTmeue-
Hbl y TPEX NauMeHToB. PaccekaroLwwmin LennonuT BONOCUCTON YaCTU rOfI0Bbl ANArHOCTUPOBAH Y OAHOMO NauMeHTa.
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Tprapa GonnnkynspHoOM OKkI3UK Habnaanack y AByX NauneHToB. TeTpaga GonvKynsapHON OKKT031K He Obina
OTMEYEHa H1 B OAHOM HabnoaeHn. Bcem naupeHTam NpoBeLEHO NeHeHNE B 0O0bEME NCCEYEHUS ANUTENNANIBHOIO
KOMYMKOBOr0 X04a C NiacTukon aedekTa MeECTHbIMU TKaHAMU. B HacTosiLee BpeMsi HM B 04HOM HabnoaeHun pe-
UMOVBOB HE OTMEYEHO, cpeaHee BpeMs HabnoaeHus coctasnseT 14,0 = 5,6 mec. (6—27 mec.). 9KX kak nposiBne-
Hne CPO xapakTepusyeTcs 6onee KpaHnanbHbIM 1 60/1ee NOBEPXHOCTHLIM PACMOJIOXKEHMEM MOJIOCTU B KJIETYATKE
KPECTLLOBO-KOMYMKOBOM 06nactu. 1o JaHHbIM FMCTONOrMYECKOro UCCEeA0BaHMS Y NALMEHTOB C NOATBEPXKAEHHbLIM
C®dO mopdonornyeckas kKapTuHa MOEHTUYHA C NaumeHTamm, y kotopbix KX Habnopancs nsonmpoBaHHo. Bcem na-
LMeHTaM ¢ noareepxaeHHbIM CPO Ha3HayveHa naToreHeTu4eckas MecTHas U KOHcepBaTuBHas Tepanus. Ha doHe
NPOBEEHHOM TEPaANUN OTMEYAETCS PEMUCCUS COHETAHHbIX 3a00N1EBaHWIA.

3akniovyeHue. Hapsaay ¢ KOMMAEKCHbIM IEYEHMEM B PaMKaxX MEXANCLUNMINHAPHOIO (COBMECTHO C AEPMATOI0rOM)
BEeJEHMS NAUMEHTOB C AnarHo3oM CPO nepcrnekTUBHbLIM HanpaBieHNEM BbIMSAUT NPUMEHEHVE Bosee Laasawmx
no 06bLEMY BMELLIATENLCTB, HANPABJIEHHbIX HA Pa3pyLUEHNE SNUTENMATIBHOWN BbICTUIIKM MOMOCTU U HaCTO UCMONb3Y-
€MblX B LepMaTosiormyeckom npakTuke.

Kniouesble cnoBa: cMHAPOM DOJIINKYIAPHON OKKITIO3UN, SNUTENUASIbHBIN KONMYUKOBLIN XO4, KOJIOPEKTaJIbHAA Xn-
pyprus, nepMaToBeHeposiorng

KoHdnukT HTEepecoB: aBTopbl 3asBASIOT 06 OTCYTCTBUN KOHMNNKTA NHTEPECOB.

Ana uutnposanus: LWneik 4.4, NMukysa M.H., Kuuenko 10.E., NMuporosa A.C., NMapamoHosa H.B., P3aes P.T., Tenntok H.I1., Llapb-
koB I1.B. CuHapom dOonnnKynspHOM OKKIO3UN — BO3MOXHbIN BapuaHT GONMKYASPHO-PETEHLUMOHHOIO npoucxoxaeHns IKX.
Poccuinckunia xxypHan raCTpo3aHTepPOsiorMm, renatonorumn, kononpoktonorun. 2023;33(6):53-64. https://doi.org/10.22416/1382-

4376-2023-33-6-53-64

Pilonidal sinus disease or pilonidal cyst is the
fourth most common disease among inpatient
stays in a coloproctological unit. Today the gold-
standard treatment is surgical excision of the
cavity followed by closure of the wound with
sutures [1—3]. According to studies pilonidal dis-
ease can be seen in combination with hidradenitis
suppurativa in 35 % of cases [4]. Therefore, hi-
dradenitis suppurativa in combination with acne
conglobata and dissecting cellulitis of the scalp
represent follicular occlusion syndrome [5]. The
basis of the pathogenesis of these diseases, in-
cluding pilonidal, from the dermatovenerologists’
point of view, is occlusion of the hair follicle,
followed by local inflammation in the dermis and
subcutaneous fat [6, 7].

Follicular occlusion syndrome (FOS) includes
four separate diseases: hidradenitis suppurativa,
acne conglobata, dissecting cellulitis of the scalp,
and pilonidal disease. These diseases can occur
either isolated or combined with each other mak-
ing up follicular occlusion dyad, triad, or tetrad
[8]. Despite different localization all skin mani-
festations are characterized by similar pathologi-
cal characteristics [9]. The most common mani-
festation of FOS is acne conglobata, which in
approximately 50 % of patients coexists with hi-
dradenitis suppurativa, in 35 % — with pilonidal
sinus disease and in 6—8 % — with dissecting
cellulitis [12]. Four of these diseases together are
seen extremely rare [9—11].

In addition to the natural difficulties associ-
ated with the diagnosis and subsequent treatment
of FOS caused by the fact that these diseases
belong to different medical specialties, the ques-
tion of their joint treatment inevitably arises. In
addition, it would be appropriate to search for

answers to such questions as the effectiveness
of traditional methods of treating pilonidal si-
nus disease when it coexists with dermatological
manifestations of FOS and the possibility of us-
ing traditional methods of surgical treatment of
dermatological manifestations of the syndrome in
the practice of treating pilonidal cysts.

Materials and methods

Eighty patients with pilonidal disease had
been operated in the Clinic of Coloproctology and
Minimally Invasive Surgery from November 2018
to December 2019, of those 62 (77.5 %) — with
primary pilonidal disease and 18 (22.5 %) — with a
recurrent cyst. The average age of the patients was
28.0 + 3.8 years.

Clinical picture

The clinical picture in all cases of primary pilo-
nidal disease was the appearance of mucoid or puru-
lent drainage from primary and secondary openings
located in the sacrococcygeal region, mainly in the
projection of the natal cleft.

The appearance of secondary orifices, localized
at some distance from the gluteal cleft, indicates
the periodical exacerbations with the appearance of
a painful induration on the skin with subsequent
release of purulent discharge (abscess) and general
improvement of the patient’s condition.

Out of 80 observations, 6 (9.7 %) patients with
primary and one (5.6 %) patient with recurrent pi-
lonidal disease had concomitant manifestations of
follicular occlusion syndrome (Table). Thus, the
frequency of pilonidal sinus disease coexisting with
other variants of FOS was 8.8 %.

In 5 out of 7 patients hidradenitis suppurativa
of axillary and inguinal areas was identified, with

o4
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Figure 1. Clinical variations of pilonidal sinus: A — primary pilonidal sinus disease (arrows indicate primary
orifices); B — recurrent pilonidal sinus disease with secondary orifices and leaks (arrows indicate secondary
orifices located lateral to the natal cleft)

Pucynox 1. Boamoxuble kiunudeckue Bapuantbl DKX: A — nepBUYHbIN snuTe A bHbIA KOMYUKOBbIH X0 (cTpes-
KaMU yKa3aHbl [IEPBUYHbIE OTBEPCTHs); B — aluTesuaibHblil KOMYUKOBBI X0/ ¢ MHOYKECTBEHHBIME BTOPUYHBIME OT-
BEPCTHSIMU U 3areKaMit (CTPeJIKaMH yKa3aHbl BTOPUYHBIE OTBEPCTHSI, PACIONOKEHHBIE JIATEPATbHEE MEKBATOMIMTHON

CKJIQJIKI)

which patients had previously sought emergency
help in a surgical hospital (Fig. 2, 3). Three pa-
tients had previously undergone surgery with inci-
sion and drainage for acute lesions of hidradenitis
suppurativa. Two patients were prescribed systemic
antibacterial and symptomatic therapy by a der-
matologist. Patients noted a clinically significant
improvement in their condition during treatment
in the form of decrease in pain and the amount of
discharge. Acne conglobata, as one of the compo-
nents of FOS, was noted in three patients (Fig. 4).
Dissecting cellulitis of the scalp was diagnosed in
one patient (Fig. 5).

Diagnostics

On the ultrasound examination of the sacrococ-
cygeal region soft tissues (Fig. 6) pilonidal sinus
is a hypoechoic cavity located directly under the
skin, with hyperechoic inclusions (hair). The cavity
is connected to the skin through sinus tracts open-
ing with primary and secondary opening(s). The
boundaries of the cavity are well-defined, without
increased blood flow during doppler imaging.

In case of secondary pits patients are recom-
mended to undergo pelvic magnetic resonance im-
aging (MRI) with intravenous contrast to exclude

additional leakage, as well as differentiate with
anorectal fistula and presacral cyst.

On MRI pilonidal sinus can be visualized as an
elongated tubular structure with a hypointense sig-
nal on a T2-weighted image with the presence of a
cavity with a fibrous capsule located in the projec-
tion of the intergluteal fold directly under the skin
in the subcutaneous tissue, which drains to the skin
surface through sinus tracts (Fig. 7).

Treatment

Follicular occlusion syndrome was most often
observed as the combination of hidradenitis suppu-
rativa and pilonidal sinus disease. In turn follicu-
lar occlusion triad was indicated in two patients.
Follicular occlusion tetrad was not observed (Table).

The extent of surgical treatment for all patients
was excision of the pilonidal sinus, followed by clo-
sure of the resulting defect with local tissues by lat-
eral displacement of the wound from the median in-
tergluteal fold using Bascom II procedure (Fig. 8).

Postoperative period

Dressings with antiseptic solutions, antibac-
terial and symptomatic therapy were carried out
daily in the postoperative period. One patient had
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Table. Comparative characteristics of patients with follicular occlusion syndrome and pilonidal sinus disease
Tabauua. CpaBHUTEIbHAS XAaPAKTEPUCTUKA TAIIMEHTOB ¢ CUHAPOM (POJUTUKYJISIPHOM OKKo3un 1 DKX

56

L. Patients / ITauuenmot
Criteria T C - - B 1
Kpumepuu . ° .y . . .
pumep (B 2A0K) 2019 | 2020 | 2020 | 2021 | 2022 | 2022
g%g})ggjjs 201 24 43 29 32 28 51 44
Diagnosis before surgery Recurrence / 5 2 ~cnd : .
Juaznos do onepayuu Peyudus Primary pilonidal sinus / Ilepsuunviii IKX
Manifestation of follicular occlusion syndrome
Iposerenus CDO:
- acne conglobata . _ _ n _ n _
- Komzaobammvle axme
- hidradenitis suppurativa (HS)
- enounvitl zudpadenum (I'T) * * * N * N -
- dissecting cellulitis - - _ N - _ _
- paccexanouull ueanoaum
- pilonidal cyst " " + " " " "
- NUIOHUOANLHASL KUCTNA
HS Hurley stages
Cmadus I'T no Hurley I I I LI .
HS surgical treatment _ _ I n +
Xupypeuueckoe neuenue I'T’
Cavity lined with keratinized stratified squamous
epithelium. In the dermis, single sebaceous and sweat
glands, as well as hair follicles, are identified. Focal scanty
] : S ] inflammatory infiltration, represented by lymphohistocytic
Histological examination after | Granulation elements
excision of pilonidal sinus tissue 2
Tucmonozunecoe uccredosa- | Ipanyrsyuonnas Horocmo, 6vicmaannas MHOZOCAOUHBIM NIOCKUM OPO2Z0GE-
sarowum snumeauem. B depmue onpedensitomes edunuutvle
B DOGIE PO Sl K arnt CANLHBLE U NOMOBYIE JKeAe3bl, d MAKKE 80J0CIHbLLE
Ppornuxyavl. Ouazoeas ckyonas 60CNAIUMENLHAS
UHDUILMPAYUSL, NPEOCABIICHHAS TUMGPO-2UCTROUUNADHBLMUL
dNeMeHmamu
Contacting a dermatovenerol-
ogist and carrying out conser-
vative treatment of HS after
surgical treatment of pilonidal
sinus o o i . .
Obpawenue Kk depmamosene-
posozy u nposedenue Koucep-
eamuernozo aevenus I'l' nocae
XUPYP2UUECKOZO0 LeUeHUS
Recurrence of pilonidal sinus
after surgical treatment - - - - - - -
Peyuous OKX nocae
XUPYP2UUECKOZ0 LeUeHUs.

a divergence of the lower third of the wound on
the seventh day after surgery, which was associated
with recommended physical activity disorder.

In other patients no complications from the post-
operative wound were noted. Suture removal terms
were 13.0 + 2.8 days.

Morphologic study of specimen
It was shown by morphologic study of speci-
men of primary PSD that the structure located

in the subcutaneous fat tissue was represented by
a cleft cavity with multilayer squamous keratin-
izing epithelium of different thickness with the
presence of areas of necrobiosis and necrosis of
epitheliocytes (Fig. 9). A thin layer of granu-
lation tissue with scattered and focal weak, in
some places moderately expressed infiltration by
polymorphonuclear leukocytes with admixture of
lymphocytes, plasma cells and macrophages were
also determined. Hair rods and their fragments
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A B

Figure 2. Hidradenitis suppurativa of the left inguinal and pubic region, Hurley stage IT (medium severity):
A — acute stage (limited not connected sinus tracts with purulent discharge); B — status localis after 1 month
of conservative therapy (decrease the volume of purulent discharge, severity of inflammation, subcutaneous sinus
tracts remain)

Pucynox 2. THOWHBII rUapaeHnT NeBoil axoBoi 1 T06KoBOH obmacteii, cramus 11 mo Hurley (cpennsist cremenn
TsKecTn): A — cragust o6octpeHust (OTMEYAIOTCST He B3aMMOCBSI3aHHDBIE MEKIY COOON MOIKOKHBIE CBHUIEBBIE XOJIBI
C THOMHBIM OT/IENSEMBIM, BOCTIAMHTENbHBIE Y3Ib1); B — MOKaabHBIN cTatyc yepes 1 Mecsin KOMOMHUPOBAHHOI Tepa-
rmu (OTMedaeTcst yMeHbIeHne 00beMa THOWHOTO OT/IEISIeMOTO, BBIPAsKEHHOCTH BOCIATEHNs, TIOJKOXKHBIE CBUIIEBHIE
XOJIbI COXPAHSIIOTCST)

A B

Figure 3. Hidradenitis suppurativa of the right axillary region, Hurley stage IT (medium severity): A — acute
stage (a single subcutaneous sinus tract); B — status localis 12 months after conservative therapy (decrease
of inflammatory changes, atrophic scar at the site of subcutaneous sinus tract)

Pucynox 3. Tnoiinplii tuapajgenuT npaBoil moambimeynoii o6aactu, cragus 11 mo Hurley (cpeanss crenenb rsike-
crn): A — cragua o6ocrpenus (0TMeYaeTcs Haauuue eANHUYHOTO HOAKOKHOTO CBHIEBOTO X0/a U I1aTOFHOMOHUYHO-
ro s 3a60JIe€BaHus MIHYPOBUAHOTO pyOa); B — JtokaibHblii cratyc yepes 12 MecsneB KOMGMHUPOBAHHON Tepamin
(oTMeuaeTcss yMeHbIIEHHE BOCHANUTEIbHBIX M3MeHEeHHH, arpoduueckuii py6elr Ha MecTe MOAKOMKHOTO CBUIIEBOTO
x0/1a)
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A

Figure 4. Acne conglobata: A — acute stage (multiple inflammatory nodules, open comedones, status before
therapy); B — status localis 6 months after conservative therapy (multiple atrophic scars in the treatment outcome,
single remaining inflammatory elements, dynamic monitoring of the patient continues)

Pucynox 4. Konrnobarupie akie: A — craaus o6ocrperns (0TMEYa0TCss MHOTOYMCIEHHbBIE BOCIAMUTEIbHbIE Y3JIbl,
OTKPBITbIE KOMEIOHbI, COCTOSIHHE JI0 Havaja Tepannn); B — JoKaJbHbIi cTaTyc yepes 6 MecsieB KOMOMHUPOBAHHON
tepanmu (MHOKecTBeHHbBIE aTpoduueckne pyOIbl B MCXOAE JEUeHHs, eANHNYHbIE COXPAHUBIIMECS BOCIATUTETbHbIC
5JIEMEHTbI, JMHAMIYecKoe HaGII0IeHue 3a MAllMEeHTOM [TPOJI0JKAETCS)

Figure 5. Dissecting cellulitis (Hoffman’s perifolliculitis capitis abscedens et suffodiens) of the scalp: A — before
treatment (focal hair loss in the area where the inflammatory nodule is located); B — status localis 1 month after
conservative therapy (reduction of erythema and inflammation expression, partial resumption of hair growth)

Pucynox 5. Paccekaonmii neamoaut (abcueanpyionmii u noapbiBaonmii pommukyaut n nepudoamukyant Todd-
Mana) o6aactu 6opogbl: A — 10 Hadama jgedenus (04aroBast moTepsl BOJIOC B 30HE PACHOJIOKEHI BOCIATIUTEIBHOIO
yana); B — nokambHbIi craryc uepes 1 mecsn wa dore komGuHUpoBaHHON Teparnmu (yMeHbIIEHNEe BBIPAsKEHHOCTH
SPUTEMBI U BOCIAICHE, YACTIYHOE BO30GHOBICHHE POCTA BOJIOC)
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Figure 6. Cavity of pilonidal sinus according to ultrasound

Pucynox 6. ITonocts KX 110 1aHHBIM yJIbTPAa3BYKOBOIO MCCJIEI0OBAHUS

A B

Figure 7. Magnetic resonance imaging of the pelvic organs with intravenous contrast: A — sagittal view T2-weight-
ed image (the arrow indicates the cavity. A layer of subcutaneous fatty tissue was preserved between the cavity
and sacral fascia); B — axial view T2-weighted image (arrow indicates cavity)

Pucynox 7. MPT opranoB Masoro taza ¢ BHyTPUBEHHBIM KOHTPACTUPOBAHWEM: A — caruTTajabHas Tpoekius T2-
BU (crpenkoit ykazana nomocts KX, Mex1y moocThio 1 KPecTHoBoi (acimeil coxpaHeHa IPOCAoiKa TTOIKOAKHO-
SKMPOBOH Kaetuatkn); B — akcmampnas npoexims T2-BU (crpenkoit ykasana mosocts IKX)

were found in the lumen of the cavity in 4 out preserved dermal tissue adjacent to the PSD. The
of 6 patients, besides, hair follicles were visual- recurrent cavity lining over a large length was
ized in the walls of the cyst. Moderate hyperemia represented by a wide layer of granulation tis-
of vessels, focal edema, focal perivascular lym- sue, represented by newly formed hyperemic ves-
phohistiocytic infiltration were observed in the sels with hydropic walls, located in the hydropic
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Figure 8. Operation scheme: A — the border of cavity
resection is indicated by the dotted line; B — mobilized
cutaneus-subcutaneus flap formed to close the defect
formed after excision laterally the natal cleft; C —
layer-by-layer sutured wound

Pucynox 8. Cxema oneparun: A — TyHKTHPHON JIUHU-
el o6o3Hauena rpanuia peseximu nosoctu IKX; B —
MOGUJIN30BAHHBIN KOKHO-TTOJKOKHbBIN JIOCKYT, chopMu-
POBAHHBIII € 1Ie/IbI0 3aKPbITHST 00pa3oBaBierocs gedexra
mocie nccedennss; C — MOCIONHO ymuTas pana

Figure 10. Recurrent pilonidal sinus disease.
Granulation tissue. Hematoxylin and eosin staining,
x 400

Pucynox 10. Pucynox 10. 9KX, penuaus 3aboJieBa-
nus. panyssiiimonnast Tkanb. OKpacka reMaToKCUIMHOM
u s03uHOM, * 400

Figure 9. Primary pilonidal sinus with multi-layered
squamous keratinous epithelium lining (hair rods are
detected in the cavity). Hematoxylin and eosin staining,
x 200

Pucynox 9. llepsuunbiii DKX ¢ BBICTHIKOI W3 MHOTO-
CIIOWHOTO TIOCKOTO OporoBepaioniero snuteaus (B mo-
JIOCTH ONPEJENSIOTCS BOJOCSHBbIE cTepskHn). OKpacka
reMaTOKCUJINHOM 1 503uHOM, X 200

Figure 11. Recurrent pilonidal sinus disease. Site of
sclerosis of pilonidal sinus, wall with a “walled” hair
shaft; focal lympho-macrophage infiltration with the
presence of giant multinucleated cells of foreign body
resorption. Hematoxylin and eosin staining, x 200

Pucynox 11. OKX, peruans 3a0ojieBaHusi. Y4acTOK
ckseposa crenkn KX ¢ «3aMypoBaHHbBIM» BOJIOCSHBIM
cTep:KHeM; odaroBasg JnMo-MakpodaraibHas WHPUIb-
Tpalus ¢ HAJIMYNEM TUTAHTCKUX MHOTOSIEPHBIX KJIETOK
paccacbiBaHusT WHOPOJIHBIX Tel. OKpacKa TeMaTOKCHJIN-
HOM U 303uHOM, X 200

Poc skypH ractposntepos renaros koaomnpokroa 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)



www.gastro-j.ru

Original articles / OpurnHasbHbIe MCCIEOBAHUS

interstitial substance with abundant, predomi-
nantly diffuse lympho-plasmacytic infiltration
with admixture of polymorphonuclear leukocytes
and macrophages (Fig. 10, 11).

Long-term results

Currently, no recurrence have been noted in
any observation; the average follow-up time is
14.0 + 5.6 months (6—27 months). All patients
lead an active lifestyle. During control examina-
tions of the sacral region in all patients complete
healing of the wound was determined without
signs of relapse. In patients with concomitant
manifestations of FOS on complex local and sys-
temic conservative treatment under the supervision
of dermatologist positive dynamics are observed
including life quality improvement and long-term
remission.

Discussion

In 1980, J. Bascom proposed the follicular-reten-
tion theory of the origin of the pilonidal sinus dis-
ease, which currently prevails in Western countries
[13, 14]. According to this theory, the first link in
the occurrence of PSD is acute purulent folliculitis,
which is a “primary abscess” with minimal clinical
manifestations. The appearance of fistulous outside
the gluteal cleft is considered as a “secondary ab-
scess” as a manifestation of trichogenic-pompous
mechanism. Nine years later, A.V. Kulyapin de-
scribed the results of histologic examination of PSD
after excision and showed the obvious similarity of
pilonidal disease with hidradenitis suppurativa in
his thesis [14].

To be fair, it should be noted that a few years
earlier, in 1975, G. Plewig, based on the similarity
of pathologic manifestations, joined pilonidal dis-
ease to the triad of follicular occlusion syndrome,
which at that time included hidradenitis suppurati-
va, acne conglobate, and dissecting cellulitis of the
scalp [4, 15]. All these nosologic units can be seen
alone and in combination with each other. Follicular
occlusion triad has often been described in the lit-
erature, but references to the follicular occlusion
tetrad which includes pilonidal sinus are found only
in case reports [9, 10]. This can be explained due
to the rarity of the combination of all four diseases
and by the possibly of inadequate examination of
the patient’s skin in the sacrococcygeal region at a
dermatologist’s appointment and of the back, axil-
lary and scalp regions by a coloproctologist. The
last factor of follicular occlusion syndrome under-
diagnosis is the lack of awareness among proctolo-
gists, surgeons specialized in purulent diseases and
dermatologists who encounter each of these illness-
es in their practice that the combination of follicu-
lar occlusion diseases is syndromic in nature and
requires a multidisciplinary approach.

This is also important because within the frame-
work of follicular occlusion syndrome development
of these diseases, including pilonidal disease, is con-
sidered as a disruption of the pilosebaceous complex
due to occlusion in the infundibulum of the hair
follicle [5—7]. Subsequently, these processes lead
to inflammation of the pilosebaceous unit, sinus
tracts and abscesses formation and destruction of
the sweat and sebaceous glands structure. The pres-
ence of opportunistic pathogens and biofilm forma-
tion provide a stronger and longer-lasting inflam-
matory response [7, 10]. According to some authors,
dysregulation of the innate and acquired immunity
also plays an important role in the development of
pilonidal disease [16].

In contrast to the views of western colleagues,
domestic surgeons give priority to the disorders of
embryogenesis in pilonidal disease occurrence [14,
17, 18]. Indeed, pilonidal disease alone is usually
located quite deep, connected to the anococcygeal
ligament and has no more than 2—3 orifices located
in the intergluteal cleft, which probably confirms
the theory of disembryogenesis.

However, more and more often there are pa-
tients with pilonidal disease and follicular occlu-
sion syndrome which are distinguished by a more
superficial location of the pilonidal sinuses, several
primary openings and, often, the presence of one
or two secondary orifices located outside the inter-
gluteal cleft. Despite the difference in location and
probably origin, in all cases pilonidal disease has
a similar morphological picture. Having analyzed
the histological picture of removed coccygeal cavity,
both in the pilonidal disease alone and as a part of
follicular occlusion syndrome we can say that in all
six observations the cavity of the primary pilonidal
disease is lined with keratinized stratified squamous
epithelium, which indirectly confirms the acquired
theory of disease development. In inflammatory
stages foci of necrosis and granulation tissue are ob-
served in microslides, and the cavity almost always
contains hair that are not attached to the epithelial
lining. It is worth noting that despite an identi-
cal morphological picture, the clinical picture of
pilonidal disease alone and pilonidal disease in fol-
licular occlusion syndrome is different. The isolated
congenital pilonidal disease is characterized by the
presence of one or two primary orifices, which are
located in the lower third of the intergluteal cleft,
quite close to the anus.

According to MRI in most cases, “fixation” of
the formed cavity to the coccygeal vertebrae is reg-
istered, defined in the form of heavy structures of
hypointense MR signal on T2-VI, which is charac-
teristic of fibrous tissue. If the formation of PSD
is considered as an “acquired” form of the disease
against the background of other manifestations
of FOS, the primary orifice is located in the glu-
teal cleft more proximally or at a greater distance
from the anus than in congenital PSD. From our
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perspective, minimally invasive techniques such as
laser destruction of pilonidal cyst (SiLaC) [19, 20],
deroofing and curettage (LOCULA) [21] should
be considered as the “operation of choice”. These
procedures involve local destruction of the lining
with desquamation of the multilayer squamous ke-
ratinizing epithelium and do not involve extensive
excision of the surrounding and underlying tissues,
making the treatment of PSD a “one-day surgery”
or “lunch break surgery”.

At the same time, in dermatological practice,
treatment of follicular occlusion syndrome is based
on the use of symptomatic, antibacterial and patho-
genetic therapy, and in the case of severe forms
it comes to the use of immunosuppressive and ge-
netically engineered biological agents [5, 8, 9, 11,
22]. Based on this, we suggest that an integrated
approach to the treatment of patients with follicu-
lar occlusion syndrome including minimally inva-
sive surgery for pilonidal disease and systemic drug
therapy for combined nosologic units, can signifi-
cantly shorten the postoperative period, reduce the
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BAusHTE HOBOU KOPOHABUPYCHOU MH(PEKIIUU
Ha TeUYeHUe U [IPOTHO3 IIUPPO3a IIe4yeHun

A.T. Ucmannosa’, P.B. Macnennukos, M.C. JKapkosa, B.T. VBankun

DIAOY BO <«Ilepsuviii Mockosckuil zocydapcmeennoiti meduyunckui ynusepcumem um. .M. Ceuenosa» Munucmepcmea
3dpasooxpanenus Poccutickou Dedepayuu ( Ceuenoscxuil Ynusepcumem), Mockea, Poccutickas Dedepayus

Llenb uccnepoBaHud: nsydeHuve samsaHua COVID-19 Ha TedeHmne 1 NPOrHo3 LMppo3a NeyYeHun.

Martepuanbl 1 meToabl. B naHHOE KOrOpTHOE MccnenoBaHne ObUIM BKITIOYEHbI MALMEHTbI C LLMPPO30M MeYeHw,
npoxoauBLIVEe MeauuuHcKoe obcnenoBaHmne B nepuof ¢ cenTsabps 2019 no mapt 2020 r. Bbino onpeaeneHo, KTo

13 9TUX NaumeHTOoB Obin HGMumpoaH COVID-19, ymep ot COVID-19 nnm oCnoxHeHui uppo3a NevyeHn B Te4eHne

nepuopa HabnoaeHus (¢ anpens 2020 no ceHTsabpb 2021 r.). anee B ceHTab6pe — aekabpe 2021 r. 6bi10 NnpoBene-
HO NMOBTOPHOE MeOULMHCKOEe 06Cnef0BaHNE BKITIOYEHHbIX BbKVBLLMX MALMEHTOB.

Pe3ynbraTbl. Cpean 226 BKIIIOYEHHbIX NALMEHTOB Y 57 6bin BoiiBrieH COVID-19, B Tom ymcne 19 naumeHToB ymepnu

oT aT0M 6onesHn. Octpasa Ha GOHE XPOHNYECKOW NeveHo4YHasa HegocTaTto4HocTb (OXIMH) pasBunacb y 16 (28,1 %)

nauMeHTOoB ¢ umppo3om neveHn n COVID-19, 13 (81,3 %) us koTopbix ymepnn. OamH 13 BebkmeLLvx nocne COVID-19

MauMeHTOB B UTOre yMep OT AeKoMMeHcaLmm GyHKUMK neveHn. [laguaTe NnaumMeHToB, Y KOTOPbIX He 6bino COVID-19,
YMEPJIN OT OCNOXHEHU umppo3a nedeHn (OXIMH) B TeyeHne nepuona HabnoaeHUsa. YpoBeHb CMEPTHOCTU Y na-
LIMEHTOB, NHGULUMPOBaHHbIX COVID-19, 6bin BbilLE, YEM Y HE MepeHecLunx aTo 3abonesaHue (35,1 % vs. 14,2 %;

p=0,001). COVID-19 6b11 He3aBUCUMbIM PAKTOPOM pUCKa CMEPTUN Y MALMEHTOB C LIMPPO30M neveHn. Cneundunye-
CKUX A5l NopaxkeHus nevyeHn GakTopos, npegpacnonaraoLlmx K 3apaxeHuto COVID-19, BbisBneHO He 6bi10. Bonee

3HAYUTESIbHbIE HAPYLUEHUS QYHKLUMW NEeYEeHU MpyU MeanUUHCKOM o6cneaoBaHum nepepn naHgemMmen ouinm ¢akro-
POM pucKka CMepTK naumeHToB, nepedonesiunx COVID-19. MaumnenTtsl, ymeplume ot COVID-19, umenn coctosiHme

DYHKLMN NMEeYEHN NPU MEOULIMHCKOM 06CnenoBaHum nepes naHgeMmnein nydile, YeM MnaumeHTbl, KOTOpble YyMepau

OT OCJTIOXHEHWIA LMPPOo3a NevyeHn B TeveHre nepmona HabnoaeHns. CMepTHOCTb U3-3a AeKOMMEeHCaLMN QYHKLNN

neyvyeHn, YacToTa AEKOMMNEHCALMN MEYEHN U KPOBOTEYEHMI U3 BAPUKO3HO PACLUMPEHHbIX BEH MULLLEBOAA B TEYEHME

nepuoaa HabaaeHNs CyLLLECTBEHHO HE OTINYAINCh MEXay NauyeHTamm, BbidaoposeBLLMn ot COVID-19, n naun-
€HTaMu C LLMPPO30M NeYeHU, y KOTOPbIE HE MEPEHOCUIN 3Ty MHPeKLMIO. Cpean BbDKMBLUVIX HE BbIABEHO 3HAYNMOWA

pPasHULpbI B 3HAYEHNM OCHOBHbIX NokKadaTenen GyHKLMN NeYeHn Mexay nauneHTamMmm, NepeHecLUVIMN N HE MepPeHeC-
wurmm COVID-19, 3a nckntoyYeHrnem npoTpoMOMHOBOr0 MHAEKCA, KOTOPLIV ObiN BhilLE Y naumeHToB nocne COVID-19.
3akntouyeHne. COVID-19 yxyalaet nporHo3 naumeHToB C LIMPPO30M MeYeHn, HO HE OKa3bIBAET CYLLLECTBEHHOIO

BJINAHUS HA TEYEHME LMPPO3a NeYeHN NOC/Ee BbI3AOPOBIEHNS OT 3TOM MHPEKLUN.

Kniouesbie cnoBa: COVID-19, SARS-CoV-2, KoOpOHaBMpPYC, NeYEeHb, LIMPPO3 NeYeHn, MPOrHos

KoH®NUKT nHTEepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOH(IMKTA UHTEPECOB.

Ansa untupoBaHus: Vicmannosa A.l., MacneHHukoB P.B., XXapkosa M.C., ViBawknH B.T. BnnsiHue HOBOW KOPOHABUPYCHOW NH-
dekuMn Ha Te4yeHne 1 NPOrHO3 LmMppo3a neyeHn. POCCUIACKMIA XypHaNn raCTPO3HTEPOIONMK, renaTonornm, KononpoKTONormn.
2023;33(6):65-80. https://doi.org/10.22416/1382-4376-2023-33-6-65-80

Impact of Novel Coronavirus Infection on the Course and Prognosis of Cirrhosis

Albina G. Ismailova’, Roman V. Maslennikov, Maria S. Zharkova, Vladimir T. lvashkin
.M. Sechenov First Moscow State Medical University (Sechenov University), Moscow, Russian Federation

Aim: to investigate the impact of COVID-19 on the course and prognosis of cirrhosis.

Materials and methods. This was a cohort study in patients with cirrhosis. We included patients with cirrhosis who
underwent a medical examination at our center between September 2019 and March 2020. We determined which
of these patients were infected with COVID-19, died of COVID-19, or died of cirrhosis complications within the fol-
low-up period from April 2020 to September 2021. Thereafter, we conducted a second medical examination of these
surviving patients with cirrhosis in September to December 2021.

Results. Among the 226 patients included in the study, 57 had COVID-19, among which 19 patients who died of
the disease. Acute-on-chronic liver failure (ACLF) developed in 16 (28.1 %) patients with cirrhosis and COVID-19,
13 (81.3 %) of whom died. One of the COVID-19 survivors eventually died of liver decompensation. Twenty patients
who did not have COVID-19 died of complications of cirrhosis (ACLF) during the follow-up period. The mortality rate in
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patients who were infected with COVID-19 was higher than that in patients who were not infected (35.1 % vs. 14.2 %;
p=0.001). COVID-19 was an independent risk factor for death in patients with cirrhosis. No liver-specific factors pre-
disposing to COVID-19 infection were identified. A more impaired liver function in the pre-pandemic medical exam-
ination was a predisposing factor for death in patients who had COVID-19. Patients who died of COVID-19 had better
liver function in the pre-pandemic medical examination than patients without COVID-19 who died of complications
of cirrhosis during the follow-up period. The liver-related mortality rate and the incidence of liver decompensation or
bleeding from esophageal varices during the follow-up period were not significantly different between patients who
recovered from COVID-19 and patients with cirrhosis who did not have COVID-19. Among the analyzed survivors, no
significant changes were found in the main indicators of liver function after the follow-up period between patients
with and without COVID-19, except for the prothrombin index, which was higher in patients after COVID-19.
Conclusion. COVID-19 worsens the prognosis of patients with cirrhosis but does not substantially affect the course
of cirrhosis after the recovery from this infection.

Keywords: COVID-19, SARS-CoV-2, coronavirus, liver, cirrhosis, prognosis
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Bseaeunne Ilens unccaenosanns: omnenutb, kak COVID-19
BJIUSIET HA Te€YEeHWe W ITPOTHO3 TAIMEHTOB C IUPPO-

Huppos medenn sABisercss (aKTOPOM PHCKA HE- 5o\ poveny Bo BPEMSl JTHTEIbHOTO HAGIIO/IEHHIS.

6IaTONPUATHOTO TeYeHHuss KOPOHABUPYCHOH GosesHu
(COVID-19). IlanueHTbl ¢ MMPPO30OM yalle HyK/a-
J0TCSI B TOCIUTAJM3AINI, UMEIOT TSIKEJ0e TedeHUe MarepuaJibl 1 METO/bI

3abosieBanns [1] u muoxoit nporuos [2—6]. Ileuenn JlaHHOE KOTOpPTHOE HCCJefoBatne GbLI0 0106pe-

k!
B
B

BJIACTCA OAHOU M3 MHUIICHEN COVID-19, 410 1P~ 16 jogambHbIM STHYECKIM KOMATETOM CedeHOBCKOTo
O[T K PasBUTHIO B Hefl BoCHaNeHus, TPOMOO3OB, yyygepcurera (IIpotokoa Ne 20-21 or 18.11.21 r.)
ACKyJIiTa, JEKapCTBEHHDIX W APYTUX TMOBPEKACHIN 1 ypopejjeHo B COOTBETCTBUU € XeJIbCUHKCKOU Jie-

[7—11]. Tlo manHbIM MeTaaHaM3a, WU3MEHEHUS pe- Kaapauyeil BeceMupHoil MeHIIMHCKON acCoIHami.
3yJbTaTOB OMOXVMUYECKUX TECTOB ITEYEHU HaéJHOjla- B nccJe0Baue OB BKJIIOUEHBI malueHThbI

JI

uch nourn y 50 % manuentos ¢ COVID-19 B 06- MUPPO30M TIEUeHN, MPOKUBatoNe B MOCKBe, KOTO-

meii MOMy IS i ObITH CBA3AHDI ¢ G0JIee TAKEBIM  prie mpouwm MeUIIHCKOe o6caeoBanue B Kinike
TedenneM 3aGoseBatust U Gojee BbICOKUM PHCKOM BHYTPEHHUX GOJIE3HEH, TaCTPOIHTEPOJOTUN H TEIaTo-
cmepri [12]. Kuerkn medyenn npu uuppose HedeHd  jorpp CeyeHOBCKOTO Yuusepcurera B 1epuoj ¢ CeH-
OKCIIPECCHPYIOT GOJIblile PELENTOPOB K KOPOHABUPY- Ta6pa 2019 o mapr 2020 r. (10 mangemun), ne GouIn
Cy TsDKEJIOr0 OCTPOTO PECHHPATOPHOrO CHHAPOMA 2 pEIUIeHTaMi TPAHCITAHTATA TIeYeHN U ObLIN JKUBBI

(

SARS-CoV-2), 4em HOpMajbHble KJIETKH TEYEHH, 110 cOCTOSHUIO Ha 1 ampena 2020 r. (mavano mange-

u 510 GoJiee BBIPAXKEHO IIPH JEKOMIIEHCHPOBAHHOM  ymup COVID-19 B Poccun). [TarmenTor GbLIN pas-
NUPPO3€ MEYCHU, YeM TPU KOMICHCUPOBAHHOM TE-  jejieHBI Ha J[B€ TPYMIBI: Te, KTO ObLT WHOUITMPOBAH

9

ennn  3abonesannss [13]. Itu  peuentoppl 9kc- COVID-19 B mepnon nabmogenns (¢ anpeast 2020

MpeccupyioTcss B GOJNBITUX KOJMYECTBAX B KJIETKAX o centsa6pp 2021 1.), U Te, KTO He mepe6oIeT JaH-

3

IPeANIeCTBEHHIKAX TeIaTOITOB, OTBETCTBEHHBIX  Hoii mH(peKIue.
a pereHepanuio IneYeHn npu nmppose nedenu [14]. [lnarnos mupposa NevYeHn yCTaHaBJIMBAJICA Ha OC-

YpPOBEHD CMEPTHOCTH IIALMEHTOB C LUPPO3OM IEYE- HOBAHUM JAHHDLIX OUONCHU WJIH COBOKYIIHOCTH KJIH-
Hu Bo BpeMs nangemnu COVID-19 nosbicucsa [15]. nuyeckux, ma6opaTOpHbIX UM HHCTPYMEHTAJIbHbIX
Hpellblltyﬂlee uccjaen0BaHe HE BbIABUJIO CYIIECTBEH- gaHHBIX. Bce maimeHTbl noJydyanayu CTaHZapTHOE Jie-
HOIl pasHMIBI B CMEPTHOCTH MEKAY TOCIUTAIU3UPO- yeHHe IUPPO3a MeYeHW B 3aBUCUMOCTH OT €ro 9THO-

B

AQHHBIMU TIAIHEHTAMU C IIPPO30M TledeH!, NHOUIN- joruu U ocjaokHeHHil [18, 19].

poBaHHbIME 1 HewHuUIMpoBanubiMt SARS-CoV-2; Cayuait COVID-19 omnpenensiicss Kak MOJOXKHU-

0,

JIHAKO B 9TOM MCCJAeJ0BaHMM ObLAM IpoaHanusu- rteabHbrii pesyabrar I[P na SARS-CoV-2 B o6pasnax

POBaHbl TOJBKO 37 MalMEHTOB C STOH COYETAHHOH Ma3KOB M3 POTOIJIOTKM WJM HOCOTJIOTKM TIPU HaJu-
natosiorueit [16]. M1 nao6opotr, anamus cMmeprHoctn umm cumnToMos COVID-19 (mampumep, mmxopanka,

B

TedeHne TePBBIX 2,5 MeC. MaHIeMUHN CPeAN BeTepa- c1aboCTh, Kallejb, ObIIIKA, aHOCMUS UM areB3us).

noB CIHIA ¢ uuppo3oM 1edenu 1moKasaj, 4To ypoBeHb [TepBuyHOll KOHEYHON TOYKOH Oblia CMEPTh
CMEPTHOCTU ObLT BBIIIE y MAIlUEHTOB, MH(MUIMPOBAH- OT BCeX IIPUYUH B TevyeHue Iepuoga HabJioe-
Hpix COVID-19, yem y Tex, KTo He ObLT 3apakeH HHSA. BTopuyHbIMEH uCXOJaMHu ObLIM 4YacToTa Jle-

[

17]. Takum o6pasom, Bausgaue COVID-19 na 06- komnencammn (QyHKIUH [HEYeHW WKW KPOBOTEUYCHUIT

Uil 1IPOrHO3 IALUEeHTOB C IIMPPO30M IleYeHU OCTa- N3 BaPMKO3HO PAaCHIMPEHHBIX BEH IHINEBOJA B NEpH-
€TCs1 HesICHDIM. 0/ HaOMIOIeHNsT I U3MEHEeHNs MoKasaresaell (PyHKINn
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meyeHd B TedeHue mnepuoga Habmogenus (mepsas
Touka — ceHtsa6pb 2019 r. — mapr 2020 r.; BTOpas
TOuKa — CeHTA0pb — gekabpp 2021 T.) y BbIKUB-
[TUX TAIUEHTOB.

[lanupie o cayuasix 3a6oseBanusi COVID-19,
CMEPTH TAIMEHTOB U ee MPUYNHAX, A TAKXKe OCJOXK-
HEHUSIX IIUPPO3a MedeHn ObLIN MoTydeHbl u3 Enqnnoii
MEJMIMHCKOI  MHOOPMAIMOHHO-aHATUTUYECKOH  CH-
crembl (EMUAC), co6uparorieil mpakTHYeCKH BCIO
MEJMIMHCKYT0 nHGOPMAIHIO KuTesaeir MOCKBBI.

Cmamucmuueckuu anaau3. Cratuctuieckuii ana-
JIN3 TIPOBOJIMJICS C MOMOIIBIO IIPOrPaMMHOTO 0O6eciie-
yennd Statistica 10 (StatSoft Inc., CHIA). [lannble
ObLIK TIPE/ICTABJIEHBl B BHJle MeJWAHbl 1 MHTEPKBAp-
TIJIBHOTO WHTepBaJa. PazHUIly MeX/Jy HenpepbIBHbI-
MU TIepeMEeHHBbIMU OIEHUBAJIU C MOMOIIbIO KPUTEPUS
Manna — VYwurau. Tounbiit xpurepuit Duiepa uc-
MOJTb30BAJICA JIJISI OIIEHKM PAa3HUIIbI MEXK/ly KaTeropu-
QIbHBIMU TIePEeMEHHBIMI. BbIKIBaeMOCTh OIIEHUBAJIN
¢ wucrnoJsb3oBaHueM KpuBbiXx Kammana — Meiiepa
u tecra Kokca. [lnsg oieHku BausHus (HakTopoB
Ha BbBDKMBAEMOCTb MAIMEHTOB U COOTHOIIEHUS] PU-
cxoB (OP) ncmosnb3oBajach PerpecCHOHHas MOZE/b
Koxkca. Paznunuust cyuranm craTuCTUYECKU 3HAYUMBbI-
mu nipu p < 0,05.

Pe3yabTaTsl

Cpenn 226 TmanumeHTOB € IMPPO30OM MEYEHH,
BKJIIOUEHHBIX B WCCJeoBaHue, S7 4el. 3apasu-
mucb COVID-19 B Teuenue mepuoja HAGIIOIEHUS.
N3 srtux marmuentoB 19 dyen. ymepaud oT OCTOKHE-
auit COVID-19, 1 OT JleKOMIIeHCAlluM TIedYeHH,
BO3HUKINEH Tmocae BbuI3gopoBiaeHuss or COVID-19.
Cpenn 169 mammeHTOB ¢ MPPO3OM TE€YEHHU, Y KOTO-
poix He 6b10 COVID-19, 24 ves. ymepsn 3a mepuo
Ha6mogenns (puc. 1, ta6a. 1): 20 yen. — ot ocTpoit
nndexknur Ha (GoHe XPOHUYECKOW IeUYeHOUHON He-
noctatouHoctn (OXIIH), nBoe — OT OCJIOKHEHUH
COMYTCTBYIONIETO  3JI0KAYECTBEHHOTO  3a00JieBaHus,
O/IUH — OT CEPJEYHON HEeJIOCTATOUHOCTH, W OJIUH —
OT AJKOTrOJIbHOW MHTOKCHKaIuu. CMepTHOCTb Oblia
BbIlie y TaruenToB, mudumupoBanubix COVID-19,
4eM y Tex, KTo He nepeHec oty undeknno (35,1 % vs.
14,2 %; p = 0,001), mpu4eM 5TO GBLIO CIIPABEIIIBO
JUISE TTAllMEHTOB KaK ¢ KoMmeHcupoBauHo# (Kmace A
o Yaitiay — Ilbo; 23,3 % vs. 4,5 %; p = 0,006),
TaK U C JIEKOMIIEHCUPOBAHHON (opMoil 3aboJieBa-
s (knace B win C mo Yaiingy — IIbio; 44,4 % vs.
24,7 %; p = 0,046) Ha MOMEHT OCMOTpA /10 MAHIEMUN.
COVID-19 6611 He3aBUCUMBIM (PaKTOPOM CMEPTH Y Ha-
IMEHTOB ¢ TMPpo3oM nedenn (tabu. 2).

Bolwepauwme B uccriefoBaHue nauueHTbl C LMPPO30OM NeyeHu, npoluealme MeauLUHcKoe obcrefoBaHue B nepuos
¢ ceHTA6pA 2019 no mapT 2020 r. U XKUBbIE MO COCTOAHMIO Ha 1 anpens 2020 r.

Patients included in the study with cirrhosis who underwent a medical examination between September 2019
and March 2020 and were alive as of April 1, 2020

n =226

/

\

UHduumpoBaHHble COVID-19 B nepuop HabnogeHus
(c anpens 2020 no ceHTAGPL 2021 r.)

Infected with COVID-19 during the follow-up period
(April 2020 to September 2021)

n=57

He nHduumpoBaHHbie COVID-19 B nepuopg
HabnogeHus (c anpens 2020 no ceHTAGPL 2021 r.)

Not infected with COVID-19 during the follow-up period
(April 2020 to September 2021)

n=169

v

Ymepnu B nepuop HabnogeHus
Died during the follow-up period

3

YMepnu nocne
Ymepnu ot COVID-19

BbI3Z10POBIIeHUSA
ot COVID-19
Died of COVID-19
n=19

Died after recovering
from COVID-19

n=1

Y

v

Ymepnu B nepuop HabnroaeHus
Died during the follow-up period
n=24

Y

MepguumHcKkoe o6cnefoBaHue B KOHUe 2021 r.
Medical examination at the end of 2021
n=27

MeauumHckoe oGcnenoBaHue B KOHuUe 2021 T.
Medical examination at the end of 2021
n=34

Pucyuox 1. IlorokoBas JAnarpaMMa HUCCJaeJ0BaHnuA

Figure 1. Study flowchart
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Ta6.auua 1. OcHoBHbIE TIOKa3aTean (DYHKIMU MedeHr Y GOJbHBIX IUPPO30M IeUeHH TIPU MeUTTHH-

CKOM OéC]IE‘IIOBaHI/H/I J0 ITaHnaeMumn

Table 1. Main indicators of liver function in patients with cirrhosis in the pre-pandemic medical

examination
I'pynna Tpynna
LS / Rare CO‘C7IOI¥—I113_;?'oup No?:%g(ef‘]’IDD;rZup p
(n = 37) (n = 169)

Ager years. 59 [52-68] 56 [46-64] 0,029
B o Faome. 28,1[25,2-34,0] | 27,0(22,8-30.2] | 0,164
ﬁi’z‘éﬁ?‘?ﬁﬁ?ﬁf o 27/30 74/95 0,375
Aruosorus uupposa, n (%)
Etiology of cirrhosis, n (%)

icoholic trser disease 23 (40,4 %) 63 (37,3 %)

metabolically associuteq fatty toer diseuse 235 %) 8 (4,7 %)

st (i 23,5 %) 741 %)

pramary biliary chotangitts 4(7,0 %) 16.(9,5 %)

primary sclerosing cholangitis 3(5,3 %) 3(18%)  [>0050

E/Ig}‘fchbe/’I renarur B 1 (1.8 %) 7 (41 %)

E/Ig}‘f/CHbIﬁ rematutr C 15 (26.3 %) 34 (20,1 %)

mived 5(8,8 %) 26 (15,4 %)

e o b 2(3,5%) 53,0 %)
CIiid— Dagh Score. - 6 [5-9] 6 [5-9] 0,756
Class aceording io Child — Puugh Seales 4B + C,n | 30716+ 11 88/45+36 | 0532
gﬁzzgf;;“mfg?fﬁgg; " ?(7) ) 18 (31,6 %) 30 (17,8 %) 0,024
fj‘;ﬁ;ﬁ‘ﬁf%‘;ﬁfaﬁﬁoﬁﬁ‘jﬁ’ 2 2(3,5 %) 10 (5,9 %) 0,378
Chroms Shatruoiine puimonry disease. n oy <" 23,5 %) 74,1 %) 0,594
Dol aathma (5" 1(1,8%) 42,4 %) 0,628
B el artoon (Grade. 1y s e Dm0 | 15 26,3 %) 573,7%) | 0,192
Bapukosnoe pacimpenue Ben numesoja (crenens 2—3),
n (Eo 22 (38,8 %) 46 (27,2 %) 0,075
Esophageal varices (Grade 2—3), n (%)
Ligabion of csophagea varices, n.(%) 10 (17,5 %) 27 (160 %) | 0,463
o emesnee ) | wewn | waww | uie
Y vy v R A 9. (15,8 %) 23(13,6 %) | 0415
Oontrt hepatie encophabathy (Grade 1-3) (e | 16281%) 43(254%) | 0,409
om0l 24 (42,1 %) 72 (42,4 %) 0,537

Ascites, n (%)
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IIpoodonxenue ma6.auypt 1. OcHoBHBIE NIOKa3aTeMN (PYHKINY TTe4eHN Y OOTbHBIX IIPPO30M MEeYeHN

MpU MEeIUIIMHCKOM 06CTeJOBAaHUU [0 TMaHIeMUN

Continuation of Table 1. Main indicators of liver function in patients with cirrhosis in the pre-

pandemic medical examination

e e 1) () 13 (22,8 %) 9@31% | 056
o s 53w (5 1319,3%) BA95% | 0569
oy, - (011 s L Bs el | seBaas | ows
Eeimotu, < 1/ 2otis e | 2orosn | o
om0 v sl | ems e | o
gy S 114 [66—145] 109 [73-162] | 0,580
e won, /L 71,9 168,5-76,21 | 73,5[67,7-76,9] | 0,552
g\grb%%%%ﬁ, /L 37,0[33,3-39,9] | 37,9[32,3-41,6] | 0,300
Ol gyt o w3li75 it | %9160 681 | os
Tl Suupyto, oo iei e | solsr o | oaw
o T 74 [62-84] 75 [61-83] 0,876
e 3,0 [2,2-3,7] 2,812,2-3,4] | 0,24t
Rpeanmu woroin s Wi | smoo | oo
éiggﬁ%r(ﬁjﬁ%gl/ﬁ 18,0 [11,4-23,9] | 17,8 [12,1-26,5] | 0,465
Atamamorpaceyaa, E sl | o | o
Acmaprasauorpacepan ME sl | swien | oz
Fows ey, ME nwe | w0 | o
A o b Ot 244 [202-372] 270 [193-3841 | 0,947
R, Pl 5118 [3203—6947] | 5090 [3116-7176] | 0,983
Eg}“g‘jgcc‘;g,j;‘;zmngM 14,2 [13,2-16,6] | 13,9 [11,7-16,0] | 0,147

Ipumeuanue: * (3neco u nanee B Tabanie) — B KBaJAPaTHBIX CKOOKAX MPHUBEIEH MEKKBAPTHIbHBIN pasMax.
Note: * (hereinafter in the table), interquartile range is given in square brackets.

Tedenne COVID-19 nporekano B Jierkoii (popme
y 20 (35,1 %) maumeHTOB C IIUPPO30M, B CpejHeil
cremern — y 12 (21,1 %) n B TsBKENON (hopMe —
y 25 (43,8 %). Tpuanatu tpem (57,9 %) manumen-
TaM ¢ 1mupposoM mevenu, neperecimuMm COVID-19,
norpeboBasiach TOCHUTAJU3ANMS, B TOM YHCJeE
20 (35,1 %) — B oTmeleHHe MHTEHCUBHON Tepa-
nuu. Tperb TPynmbl TMAIlMEHTOB C IMPPO30OM Tieve-
nu u COVID-19 nyxjanach B UCKYCCTBEHHOH BeH-
TUAALUK Jerkux (Bce ¢ MOCTeayIomuM JeTaJabHbIM
ucxogom). Hambosee pacmpocTpaHEHHBIMH CHMIITO-
mMamu COVID-19 y mnamueHToB ¢ HUPPO30M ObLIH
JIMXOPA/IKA, OBINIKA M CyXoi Kamesb. [IpegerbHbie

(MakcHMaJIbHBIE MM MUHUMAJbHbBIE) 3HaYeHns J1a60-
PaTOPHBIX TOKasareseil y GONbHBIX IIUPPO30OM IIeue-
uu u COVID-19 npencrasnenst B Tabuuite 3. Cpean
6osibHBIX 1Hppo3oM medern ¢ COVID-19 tpom6oam-
GoJiust JIerouHOil aprepun BosHuKAa Yy ABYX (3,5 %)
[AIMEeHTOB, renaToOPEeHANbHbIH CHHAPOM — Yy JIBYX
(3,5 %), KpOBOTEUEHHE U3 BAPUKO3HO PACIIUPEHHBIX
BeH mmmesoga — y AByx (3,5 %), cucreMHas Gak-
tepuaibHas nadexuusa (mpu o6HapyKeHun BO30Y A1~
Teast B kposu) — y nsatu (8,8 %) Gombubix. OXITH
passunace y 16 (28,1 %) nmaumeHtoB ¢ IUPPO3OM
neuern u COVID-19, 13 (81,3 %) u3 Hux ymep-
. Cpeay MAIMEHTOB ¢ UPPO30M TI€YEHN, yMEPIINX
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Tab6auua 2. 1peaukropbl cMepTH GOJBHBIX IUPPO30OM TIEYEHH 3a TEPUO HAGJIIOICHIIST
Table 2. Predictors of death in patients with liver cirrhosis during the observation period

OTHOCUTEBHBII PUCK

Tpemuxrop / Factor P Hazard ration
COVID-19 0,024 2,11 (95 % JIN: 1,10—4,05)
Bospacr / Age 0,002 1,05 (95 % JIU: 1,02—1,09)
Caxapubiii guaber / Diabetes mellitus 0,209
3s0rauecTBeHHOE HOBoOGpasoBanue / Malignant neoplasm 0,007 4,44 (95 % IU: 1,50—13,2)

JlanHble MeMIMHCKOTO ocMoTpa o nanaemun / Pre-pandemic medical examination data

AnpOymun / Serum albumin 0,364
O6umit 6umpy6un / Total serum bilirubin 0,503
[Tporpom6utoBbIil uHaeke / Prothrombin index 0,171
Anannnamunorpancdepasa / Alanine aminotransferase 0,863
Acmapraramuaorpancdepasa / Aspartate aminotransferase 0,863
[Teuenounas sHuedanonarust / Hepatic encephalopathy 0,289
Crenenb acuura / Ascites grade 0,002 1,80 (95 % AU: 1,25—2,58)

Ta6auua 3. Cuvnrompr COVID-19 u MuHMMasbHble,/ MaKCUMaJIbHble JTa00OPATOPHbIE MOKA3ATEN
Bo Bpemss COVID-19 y nanuentos ¢ nupposoM nedenn (n = 57)
Table 3. Symptoms of COVID-19 and minimum/maximum laboratory values during COVID-19

infection in patients with cirrhosis (n = 57)

Cumnromsr / Symptoms

KouuuectBo nauuentos, n (%)
Number of patients, n (%)

Jluxopaaka / Fever

57 (100,0 %)

Cyxoii xamenb / Dry cough

28 (49,1 %)

Kauress ¢ Mokporoit / Cough with sputum 8 (14,0 %)
Hacmopk / Rhinorrhea 7 (12,3 %)
Boub B ropne / Sore throat 9 (15,8 %)
Ogpiika / Shortness of breath 25 (43,9 %)
[Torepss obonsauus / Anosmia 3(5,3 %)
[otepst Bkyca / Ageusia 2(3,5 %)
Juapes / Diarrhea 2@3,5%)
MuHuMaJIbHbIE 3HAYEHHS JTaO0PATOPHbBIX
Ko/myecTBo manueHToB nokasareseil Bo Bpemsi COVID-19°
Toxazarexs / Parameter Number of patients Minimum laboratory valuesduring
having COVID-19*
Temorsio6un, r/ 1
Hemoglobin, g/L 33 108 [95-125]
Jlmmcpormtr, x 10° k1. /1
Lymphocytes, x 10° cell /L 3 U2 [L=1,01
Tpom6ouuTsr, x 10° K./
Platelets, x 10° cell /L 33 67 [32-90]
O6muit 6en0K, /1
Serum total protein, g/L 23 56,5 [48,0—64,8]
AnsGymuH, /1
Serum albumin, g/ L 18 26,5[23,0-30,0]
Heiirpodubr, x 10° k. /n
Neutrophils, x 10° cell/L 31 4,4 12,2-9,9]
C-peakTuBHbIi G€JIOK, M/ JI
C-reactive protein, mg/ L 31 32,0 [13,5-100,0]
Anannnamurorpancdepasa, ME/n .
Alanine aminotransferase, U/ L 33 43 [2o=>4]
Acmapraramurorpancdepasa, ME /i .
Aspartate aminotransferase, U/ L 33 73 [43-97]
Tamma-roryramuntpancdepasa, ME/ .
Gamma glutamyl transferase, U/L 8 66 [32-99]
[Mlenounas docdaraza, ME/ .
Alkaline phosphatase, U/ L 13 109 [93—186]
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HIpodonxkenue mabauyst 3. Cumnrombr COVID-19 n MuHUMaTbHBIE, MaKCUMaTbHbBIE JTabopaTop-
Hble mokasaTesm Bo BpeMsa COVID-19 y naumenTos ¢ uupposoM nedenu (n = 57)

Continuation of Table 3. Symptoms of COVID-19 and minimum,/maximum laboratory values
during COVID-19 infection in patients with cirrhosis (n = 57)

Kpearuaut, MKMOJIb,/ 7T

Serum creatinine, umol/L 33 100 [71-132]
O6muii 6uaMpy6uH, MKMOJIb,/ T 97 55.2 [15.0-83,0]
Total serum bilirubin, umol/ L ? ? Z
Du6puHOreH, r/

Fibrinogen, g/L 21 3,7 [2,5—4,6]
D-zgumep, Hr/Mi

D-dimer, ng/mL 18 1288 [745—3865]
Jlakrargernaporedasa, ME /i -
Lactate dehydrogenase, U/ L 15 750 [329-1314]

Hpumeuanue: * (3nech n ganee B Tabauie) — B KBaAPATHBIX CKOOKAX MPUBEAEH MEKKBAPTHILHBIIT pa3Max.
Note: * (hereinafter in the table), interquartile range is given in square brackets.

or COVID-19, Te, y xoro passuicg OXIIH, cocra-
B 64,8 %.

[Marmenter ¢ COVID-19 wyame wumenn caxap-
Hblii auaGer u ObLIU cTapiie, 4eM Te, KTO He 0oJies
COVID-19. [loctoBepHbIX pPas3juyuil 1Mo JpyruM co-
MyTCTBYIONMM 3a00JI€BaHUAM W pe3yJabTataM (yHK-
IIMOHATBHBIX TECTOB TI€YEHW TIPU MEIUIITHCKOM
00CTEIOBAHUN IO TIAHJAEMUHU MEXIY TallueHTaMn
C IUPPO30M TieueHu, KoTopblie 3apasuiainch COVID-19,
U TeMHU, KTO He 3apasuiics 3Toil nmHdeKImeii, BbisBIe-
Ho He 6bw10 (Taba. 1).

[TanmenTsl ¢ UPPO30M  TEYEHHW,  yMepIue
or COVID-19, npm MeauiuHCKOM 006C/Ieq0BAHUH
nepej nasjemMueil umesnu 6GoJjiee HU3KOE KOJUYECTBO
SPUTPOINTOB M COJIEP’KaHNe B CbIBOPOTKE aTbOYyMUHA
U XOJIMHACTEPA3bI, a TaKKe GoJiee BBICOKUE ChIBOPOTOU-
Hble YPOBHHU TIPSIMOTO OunupyOHHa, acrmapraTaMUHO-
Tparcdepasbl M raMMa-TJIy TaMIJITPAHCIIENTH/A3bl, 60-
Jiee BbICOKMe Oasiibl 1o 1Kane Yaiaga — IIbio, BbIle
cTeleHb aciura, 4eM BbpKuBIIne mnociae COVID-19
B KOHIle nepuoga HaGojenuss (M3 5TOro aHaamsa
OB WCKJIIOUEH eIMHCTBEHHDBIN MaIlMeHT, yMepInnit
OT JIEKOMIIEHCAIIUW IUPpPO3a TIEYEeHH I10CJE BBI3/I0-
posaenuss or COVID-19) (tabn. 4). Cpeaun stnx pe-
3yJIbTaTOB TOJIbKO CHUIKEHUE YPOBHS ChIBOPOTOYHOIO
anpbOyMUHA OBLJIO HE3aBUCUMBIM IIPEIUKTOPOM CMep-
™ or COVID-19 (p = 0,017; oTHOCUTEIbHbII PUCK
(OP) = 0,92; 95%-HbIil AOBEPUTEJIBHBIN MHTEPBAJ
(95 % [1): 0,86—0,98). CMepTHOCTb y TAlLMEHTOB
¢ COVID-19, y KOTOpbBIX TIPU MEAUITMTHCKOM OCMOTPE
[0 TaHgeMun Oblia BBISIBJIEHA TUIOATbOYMUHEMIUS,
cocraBuiaa 52,9 %, Torga Kaxk y IAIMEeHTOB C HOP-
MaJbHBIM YPOBHEM aJbOyMHHA OHA COCTABHUJIA JIUIIb
25,0 % (p = 0,042). Bosee Toro, y BCex MAIMEHTOB,
KOTOpbIE WMeJTH HOPMAJbHBIN YPOBEHb albOyMUHA
BO BpeMsI MEJMIIMHCKOTO 00C/Ie0BAHUS [I0 MTAaH/IeEMUN
n ymepaun or COVID-19, nepes cmepTbio pasBuiach
runoanbOymuHemMus. Hampotus, cpean mNalueHToB
C HOPMAJbHBIM HMCXOJHBIM YPOBHEM aJbOYMUHA, BbI-
3poposeBimx or COVID-19, tompko y omnoro ma-
1eHTa HabJIo0aach THHOAIBOYMIUHEMUST BO BPEMSI
nadexnnn COVID-19.

[Tarmmentsl ¢ MPPO30OM  TleYeHHU,  yMeplinue
or COVID-19 B Teuenue nepuojia HaOJIIOIEHNS, UMEN
Jyunryto (OyHKIUIO TIeYeHN COTJIacHO mmKane Yaitnna —
[Ibio 1ipu MeUIIMHCKOM O0CJ/Ie[IOBAHUN TIEpe]] TTaH/IeMU-
eil, 4eM Te, KTO yMep OT OCJIO’KHEHWII 1INPPO3a IMeueHu
B TOT )e mepuoy (taba. 5).

YpoBeHb CMEPTHOCTH OT OCJIOKHEHUI ITUPpo3a Iie-
uenn (7,2 % vs. 4,2 % ua nanuenro-yer; p = 0,509),
yacrora jexkomnencanun gynkuun medenu (0,26 vs.
0,24 na nanuenro-zer; p = 0,497) m gacTtoTa KpOBO-
TeYEeHUN M3 BapPUKO3HO PACIIMPEHHBIX BEH MUIIEBOIA
(0,00 vs. 0,08 Ha maIMEHTO-JIET; p= 0,192) B Teuenme
nepuosia HaGJIIOIEHUST CYIIECTBEHHO He OTIMYAIHICD
MeX/Iy manuentamu, Boi3goposesmumu ot COVID-19,
U TalMeHTaMW C IUPPO30M I[€YeHH, Yy KOTOPHIX
e 6o10 COVID-19.

Mpbl TpUTTACUIN BCEX BBUIKMUBIIMX IaIlHEHTOB
MPOITU IKCIIPecc MeauiuHCKoe 006C/e/[0BaHle B CeH-
ta6pe 2021 r. Ha naie npurJaiienyie OTKJINKHYJIICH
27 marmmenToB, Boi3gopoBesmux ot COVID-19 (rpynf
na noct-COVID-19; xapakrepuctukn COVID-19
y 9TUX TAIMEeHTOB TPECTABJEHBI B TaOJUIlE 6) u 34
nanueHTa, y Koropbeix He 6110 COVID-19 (rpymma
#e-COVID-19). OcrasbHble TAIMEHTbl OTKA3aJNCh
n3-3a crpaxa sapaxkennss COVID-19 uam no apyrum
npnynHaM. /{OCTOBEPHBIX pa3aMunii MeK1y STHMHU
IpyIIamMu MaiueHToB Mo MoJy, BO3PACTy, 3THOJOTHH
IUPPO3a MeYeHN U 3HAYeHUSIM NoKasareseil OyHKIT
MeYeHN IPU MEAUIIMHCKOM O0CIeOBaHIK 0 IaH/[e-
mMuu He HaGmoganocs (taba. 7). Bpemenunoil wHTep-
BaJI MEXK/y /BYMsI MEIUIIMHCKUMH OCMOTpPaMH COCTa-
B 23,8 [22,1—-25,8] mec. B Tpymie moct-COVID-19
u 23,2 [19,4—24,5] mec. — B rpymnne ne-Covid-19
(p = 0,068). Bropoii MeanIMHCKUIT OCMOTD MPOBO-
quiacst B cpeaneM uepes 8,4 [3,1—13,3] mec. mocie
dapaxkenns COVID-19 B rpymnme noct-COVID-19.
Ha MOMEHT BTOPOTo MeJUIMHCKOro ocMorpa (Ko-
merr 2021 r.) aHaaM3 TOKa3aTeselt dbysxImyM MeveHn
He BBISIBUJI JJOCTOBEPHbBIX Pa3JIMuUil MeXK/y TPyIIaMu
noct- u He-COVID-19, 3a uck/aoueHneM mpoTpoMon-
HOBOTO MH/IEKCA, KOTOPBIN ObLI BBINE B TPYIINE HOCT-
COVID-19, yem B rpymme ve-COVID-19 (ta6ur. 7).
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Ta6auua 4. OcHoBHble TOKazaresn (YHKIUU TI€YeHH BO BpeMs MEIMIIMHCKOTO 00CJe0OBAHNS
JI0 TIAHJIEMWUN y TTAIIMEeHTOB C IMPPO30M, B aasbHelimeM yMmepmux oT COVID-19 uin BBIKMBIINX TTOCTE
COVID-19

Table 4. Main liver function tests during pre-pandemic medical examination in patients with cir-

72

rhosis who subsequently died from COVID-19 or survived COVID-19

Ymepin Borxuam
or COVID-19 nocae COVID-19
Ilokasatenn / Parameter Died Survivors P
from COVID-19 of COVID-19
(n=19) (n = 37)

Bospacr, ser e -
Age, years 63 [57—71] 59 [49—-67] 0,113
Wngexc Macchl Tesa, Kr/ M _
Body mass index, kg,/m? 28,0 [24,8—30,1] 28,2 [25,5—34,0] 0,644
My:xuntbl/ JKeHIHbI
Wiilies) Fizialies 11/8 19/18 0,390
Sruonorus mupposa, n (%)
Etiology of cirrhosis, n (%)

AJIKOTOJIbHAST GOJIE3HD II€YEHN 5 5

alcoholic liver disease 8 (42,1 %) 14 (37,8 %)

MeTaboMNIeCKUI-aCCONMUPOBAHHAS O0JIE3HD MEUEHN 0 2(5.4 %)

metabolically associated fatty liver disease e

AyTOMMMYHHBIN TeraTuT 5

autoimmune hepatitis v 2(5,4 %)

MEPBUYHbBIN OUIHAPHBINA XOJAHTUT G 9

primary biliary cholangitis 3 (15,8 %) 1(2,7%)

MEPBUYHBIN CKIEPOUPYIONMUI XOJAHTHT o o

primary sclervosing cholangitis 2 (10,5 %) 1(2,7 %) = s

BUPYCHbIii renatut B ®

HBYV 0 12,7 %)

BuUpycHbIii Tenatut C G ®

HCV 3 (15,8 %) 12 (32,4 %)

CMeIIaHHAs o .

mixed 2 (10,5 %) 3(8,1%)

JIpyTas U Hen3BeCTHast o o

other and unkown 15,3 %) 12,7 %)
[IIkana Yaitnga — Ilbio
Child — Pugh Score 8 [6-10] 6 [5-7] 0,015
Kiaccer mo mxkane Yaitnga — Ilpo, A/B + C, n
Class according to Child — Pugh Scale, A/B + C, n 7/5+17 2/11 + 4 0,093
Caxapublit auaéer, n (%) 0 0
Diabetes mellitus, n (%) 6 (31,6 %) 12 (32,4 %) U308
310kadecTBenHble o6pasoBanusd, 1 (%) 9 o
Malignant neoplasms, n (%) 165,3 %) 12,7 %) 0,568
Xponuueckass 06CTpyKTUBHAsE GosesHb Jerkux, 7 (%) 9 o
Chronic obstructive pulmonary disease, n (%) 165,3 %) 12,7 %) 0,568
Bponxuanenaa acrma, n (%) 5
Bronchial asthma, n (%) 0 12,7 %) 0,661
BapukosHoe pacmmpernne Ben mmmesona (crenenn 1), 7 (%) o 9
Esophageal varices (Grade 1), n (%) 6 (31,6 %) 9(24,3 %) 0,391
Bapukostoe paciiupenue BeH nuiiesoga (crenenp 2—3),
n (EA) 7 (36,8 %) 15 (40,5 %) 0,511
Esophageal varices (Grade 2—3), n (%)
JlurupoBanue BeH muiesoja, n (%) 0 0
Ligation of esophageal varices, n ( %) 6 (31,6 %) 4 (10,8 %) BLss
Kposoreuenue n3 sBen numesoja B anamuese, n (%) o
History of bleeding from esophageal varices, n (%) v 3(8,1%) A0
MununManbHas nedeHounas sunedanonarus, n (%) & ®
Minimal hepatic encephalopathy, n (%) 5 (26,3 %) 4 (10,8 %) 0154
SBHas nedenounas sunedanonarus (crernens 1-2), n (%) 0 0
Ouert hepatic encephalopathy (Grade 1-2), n (%) 5 (26,3 %) 10 (27,0 %) Ul
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IIpodonxkenue madbauuwvt 4. OcHoBHbIE NOKazatenn (YyHKIUU MeYeHW BO BPEMST MEIMIIMHCKOTO
o0cjie/oBaHus [0 TAHAEMUN y TAIlMeHTOB ¢ IUPPO30oM, B fasbHelimem ymepimx or COVID-19 uin BbIl-

sxuBinx nocsie COVID-19

Continuation of Table 4. Main liver function tests during pre-pandemic medical examination in
patients with cirrhosis who subsequently died from COVID-19 or survived COVID-19

ratika s 11 (57,9 %) 13351 %) | 0,09
o e 1 2 08) 4210 %) 043%) | 0532
s Crane 33w 08 7368 %) £108%) | 0027
oppon 107w b2l | aaBaas | oo
T T 2005 | 2sinissl | o
ot < 1001y s s | enois | om
R 119 [80—159] 102 [64—144] | 0,446
o atomm, 4/L 73,3165,2-77,4] | 71,7[68,5-74,9] | 0,484
?j;’fnyf;;gu;{lﬁ /L 35,7 [31,2-36,3] | 38,3[356-41,8] | 0,014
Ot Suaupytin, w7 271226 5561 | 26211483501 | 0%
ol gy, s s 59100 29 | 951601021 | 00
e e 70 [54—87] 74 168-83] | 0,530
e, " 3,1 [2,1-3,7] 2,912,2-35] | 0,990
Rpearau, o s i | i | oms
éﬁﬁ;ﬁ%ﬁ%"ﬁg{}i 19,2 [12,1-24,2] | 17,2[10,6-23,3] | 0,418
Ao S b | w0
Acmaprasanuopanchepua, ME wiem | wwmosl | oo
Foma e, ME s | e | oo
A e ot 268 [223—562] 242 [192-3341 | 0,110
ézgﬁzﬁg%gj (1}42/ . 3200 [2962-3951] | 5708 [4606-7031] | 0,003
Sotoms oo 14,5 [13,1-15,2] | 14,0 [13,5-17,0] | 0,882

ITpumeuanue: * (31ech u janee B Tabnie) — B KBAPATHBIX CKOOKAX MPHUBE/IEH MEKKBAPTUIBHBIN pasMax.
Note: * (hereinafter in the table), interquartile range is given in square brackets.

O6cyskaenne

Hanuune 1nmpposa meyeHn SBSeTCS OHUM U3 Tpe-
JUKTOpOB HeOmaronpusitHoro Ttedenuss COVID-19
[1, 2]. Oxmnako n cam 1o ce6e COVID-19 yxymnira-
eT (PyHKIUIO TI€YEHU, YTO TAKXKE MPEJCTABJSET CO-
60i1 (hakTop HEGTATOTPUATHOTO MPOTHO3A JTAJKE Y JIUIT
6e3 TIpe[IIecTBYIONIEro NopaskeHus Tmedern [7—11].
Takum o6pa3oM, uccaenoBanne (GYHKIUN TI€UYEHN Y TIa-
nmenTos ¢ mupposoM npu COVID-19, nposoausieecs

B IIPEJBLIYIIX UCCIe0BaHusX [2—6], He MoxeT ycra-
HOBHTb COCTOSIHUE (PYHKI[MU TE€YeHU 0 MHUIMPOBA-
HIIsI, MIOCKOJIbKY OHO y’Ke ObLI0 M3MEeHEHO JAHHOH WH-
(exitueii. To ecTb UCHONB3YsT PE3YJIBTATDI MPEIBIIYIIX
HCCAeIOBaHN OBLTIO HEBO3MOXKHO MPOBECTH AHAJN3,
KAK paHee CyIIeCTBOBABIIAS JUCQYHKIUS MEYE€HU, CBS-
3aHHAs C ee I[PPO30M, aCCOIIMMPOBAHA C PUCKOM 3a-
paxkernsi COVID-19 u BeposATHOCTBIO CMEPTH OT 3TO-
ro 3a6osieBanus. Pernienne 5Toro Bonpoca 6bL10 0/{HOM
U3 TieJiell HAIero uCCJaeI0BAHUSI.
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Ta6auua 5. OcHoBHble MOKazaTen (GYHKINN TEYEHN TTPH MEAUTMTHCKOM 00CIeTOBAHNHN 10 TIAHIeMUT
y manueHToB, Brocaenctsun yMepmux oT COVID-19 u oT ocioskHeHU TTIppo3a MedeHn
Table 5. Main liver function tests during pre-pandemic medical examination in patients who
subsequently died from COVID-19 and in those who died from complications of cirrhosis

Owert hepatic encephalopathy (Grade 1-2), n (%)

Ymepin
or COVID-9 | ov ocnouemi
Ilokazareanr,/ Parameter Died . . . /)
Died from cirrhosis
f rom(fg ‘1/91)D49 complications
(n = 20)
Boapact, et 63 [57—71T" 67 [58—74] 0,967
ge, years
WHgeke Maccehl Tesa, Kr/ M _ _
Body mass index, bg/m 28,0 [24,8—30,1] 26,4 [23,9—28,1] 0,470
Mysxunabl/ YK eHIIHDT
Males/ Females 11/8 11/9 0,536
Aruosorus uupposa, n (%)
Etiology of cirrhosis, n (%)
AJKOTOJIbHAsT 6OJIE3HD TI€YeHI 9 9
alcoholic liver disease 8 (42,1 %) 14.(70,0 %)
MEeTaGOINYEeCKU-ACCOIMUPOBAHHAS (GOJIE3Hb TIeYeHN 0 1(5.0 %)
metabolically associated fatty liver disease e
AyTOMMMYHHBIN TeraTuT 0 0
autoimmune hepatitis
MEePBUYHBIN OMIHAPHBIN XOJAHTUT ® o
primary biliary cholangitis 3 (15,8 %) 3 (15,0 %)
[EPBUYHBII CKIEPO3UPYIONINi XOJAHTUT 2(10.5 %) 0 > 0.050
primary sclevosing cholangitis e ’
Bupycubiit renatur B 0 0
HBV
Bupycuerit rematur C 0
HCV 3 (15,8 %) 0
CMelaHHast 0 0
mixed 2 (10,5 %) 2 (10,0 %)
ApYrasi U HEM3BECTHAsS 3
other and unkown 15,3 %) 0
IMxana Yaitnga — Ilpio
Child — Pugh Score @ =10 1 =] IR
Kiaccer o mkasne Yaitnga — Ilpio, A/B + C, n
Class according to Child — Pugh Scale, A/B + C, n 7/5+7 1/6 +13 0,018
Caxapubrlit auaéet, n (%) 0 0
Diabetes mellitus, n (%) 6 (31,6 %) 5 (25,0 %) 0,460
3nokauecTBeHHbIe 06pasoBanus, 1 (%) 0 0
Malignant neoplasms, n (%) 165,3%) 2 (10,0 %) 0,520
Xponunueckass 06CTpyKTUBHAsE 6ose3Hb Jerkux, 7 (%) 3 g
Chronic obstructive pulmonary disease, n (%) 16.3%) 3 (15,0 %) L3
Bporxnanbaas actma, n (%) 0 0 .
Bronchial asthma, n (%)
Bapukosnoe pacmmupenue BeH numesoga (crenenp 1),
n (%) 6 (31,6 %) 6 (30,0 %) 0,594
Esophageal varices (Grade 1), n (%)
BapukosHoe pacumpenue BeH muuieBoga (cremnensb 2—3),
n (IZA) 7 (36,8 %) 9 (45,0 %) 0,424
Esophageal varices (Grade 2—3), n (%)
Jluruposanue BeH tmiesoza, n (%) 0 0
Ligation of esophageal varices, n (%) 6 (31,6 %) 2 (10,0 %) 0,10
KpoBoreuenue u3 BeH nuiiesozia B aHamuese, 7 (%) g
History of bleeding from esophageal varices, n (%) v 16,0 %) b3l
MunuMaabHas nedeHouHast sunedanomnartust, 7 (%) 0 0
Minimal hepatic encephalopathy, n (%) 5 (26,3 %) 2 (10,0 %) 0, e
dBHag meuenounast sunedanonatus (crenens 1—2), n (%) 5(26.3 %) 11 (55.0 %) 0.067
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IIpodonxenue madbauuspt 5. OctoBible MOKazaTes i GYHKIMU TEY€HN TPH MEIUIIMHCKOM 00C/Ie10Ba-
HUW JI0 TaHJeMUN Y TAIHeHToB, BriocaecTBun ymeprmx of COVID-19 u oT ocsoxHeHu# 1ppo3a medeHn
Continuation of Table 5. Main liver function tests during pre-pandemic medical examination in
patients who subsequently died from COVID-19 and in those who died from complications of cirrhosis

j}ggfgsnn((/} ) 11 (57,9 %) 17 (85,0 %) 0,063
A s e, 4 (21,0 %) 5(25,0 %) 0,535
e on e 7 (36,8 %) 12 (60,0 %) 0,130
o Do vatis, % 16 et/ 1 3.9 [3,2-4,11 37132-421 | 0,729
Egi;;’;%g%&*,é?ﬁ;;/ I 2,4 [2,0-3,5]" 3,2 [2,4-3,9] 0,244
Lot s 105 eeli /L 1,210,8-1,6] L1108-1,6] | 0,752
Oy S 119 [80—159] 99 [62—145] 0,341
S e atonm, /L 73,3165,2-77,4] | 67,9162,2-751] | 0,105
?gf%“%)u;{lg /L 35,7 [31,2-36,3] | 31,5[27,0-36,1] | 0,377
e w126 361 | 549 (29-9591 | o
I 1391100-2691 | 241564141 | 0028
gf%%%ﬁofiéi JZH%eKc, % 70 [54—87] 57 [53—67] 0,143
gzgff;g‘ff’g%” 3,1[2,1-3,7] 2,3 [1,6-3,0] 0,049
. 52 6555 stiooo7l | o
Eﬁféﬁ;’;’j ,;;‘%‘;ﬁ 4,8 [4,5-5,9] 5,3 [4,7-6,8] 0,379
g%f;"w%%%gl//ﬁ 19,2 [12,1-24,2] 21,7 [14,2-26,7] | 0,471
T T 13 125-5) w25 | o
e o0 142-99) s | om
e il | g | o
zﬁl}zg‘;l‘;;;a;h‘g?;%;f;‘;’ea Lo 268 [223—562] 338 [258-512] 0,613
e, S 3200 [2962-3951] | 2742 [2474—4151] | 0,633
ggﬁiﬁ?ﬁ;ﬁf‘%mm 14,5 [13,1—15,2] 14,8 [128,8—16,0] | 0,764

Hpumeuauue: * (3,[[(:‘Cb u jgajee B T'd()JH/IL[e) — B KBa/IpaTHbIX CcKOOKax Ipuse/en Me)KKBapTH]IbeIfI pasMax.

Note: * (hereinafter in the table), interquartile range is given in square brackets.

B upeane nmis ouenxku (YHKIUN TI€Y€HH Y Hallu-
€HTOB C IIUPPO3OM CJIEOBAJIO Obl YUNTHIBATH JaHHbIE,
HOJTy4YeHHbIe HelOCPeJCTBEHHO Iepe]] HAauaaoM 3a00-
gesanusi COVID-19; onnako B GOJBITMHCTBE CJyda-
eB c/iesiaTh 9TO ObLIO HeBO3MOKHO. [loaTomy Mbr co-
OpaJin JaHHDIE TIAIMEHTOB, TPOIIEINTHX MeIUITTHCKOEe
o6cieloBane B Halllell KJAWHUKE 3a 7 MecAleB 10 Ha-
yaja TMaHJeMud, ¥ HAOTOa 32 ATUMHU TallMeHTaMu
B Teuenue Tpex ocHOBHbIX BosiH COVID-19 B Mockae.

Mpbi He ob6Hapy:kuan GuoMapKepoB (DYHKIIUU Tie-
4eHH, KOTOpPble Mpeapacrnosarajn Obl K 3apaskeHuIo
COVID-19.

COVID-19 y manmmeHTOB € IIMPPO30OM TeYeHU Ya-
CTO TIPOTEKAJ TSPKEJIO U ACCOIUUPOBAJICS C BBICOKUM
YPOBHEM CMEPTHOCTH, KaK 3TO OBLIO OMUCAHO B TIpe-
JbIy X uccyienoBanusx [2—4]. Cpenu nokasareseit
qucyHKIINN TIedeH, CBSI3aHHOH € IIMPPO30M, B Ha-
1IeM UCCJIe/IOBAHUN TOJIBKO TUNOATbOyMIUHeMUs Oblia
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Ta6auua 6. Cuvmnrombr COVID-19 1 MuHuMasibHble,/ MaKCUMaJIbHbIe 3HAYEHUsT JaGOPATOPHBIX T10-
kazaresieil ipu wHGeknun COVID-19 y nanumenToB ¢ Uppo3oM Tedenn, (QyHKIUS eYeHn KOTOPBIX ObLTa
onenena nocue neperecennoro COVID-19 (n = 27)

Table 6. Symptoms of COVID-19 and minimum,/maximum laboratory values during COVID-19
infection in patients with cirrhosis who recovered from COVID-19 and in whom changes in liver
function values were assessed in the study (n = 27)

Teuenue COVID-19 / Course of COVID-19

Jlerkoe teuenune / Mild course

14 (51,9 %)

Acute-on-chronic liver failure

Cpeaneit tsaxxectu / Moderate course 8 (29,6 %)
Taxenoe teuenne / Severe course 5 (18,5 %)
Tocumranusauus / Hospitalization 11 (40,7 %)
FocnuTanusaius B OT/ieieHle MHTEHCUBHON Teparin 1(3.7 %)
Admission in the intensive care unit ’
ITorpe6rocts B UBJI / Mechanical ventilation 0
Ocrpast Ha (hOHE XPOHHYECKOI TEYeHOUHAsT HEOCTATOUHOCTD 2 (7.4 %)

Cummrombr / Symptoms

Jluxopazgka / Fever

Cyxoit kamess / Dry cough

15 (35,6 %)

Kamurens ¢ Mokporoit / Cough with sputum 4 (14,8 %)
Hacmopk / Rhinorrhea 6 (22,2 %)
Boab B ropae / Sore throat 6 (22,2 %)
Oppruika / Shortness of breath 9 (33,3 %)
[Morepst oGousinust / Anosmia 31,1 %)
[Moreps Bryca / Ageusia 2(7,4 %)
Iuapea / Diarrhea 1(3,7 %)

MuHuMabHbIe 3HAYEHHS JaGOPATOPHBIX MoKa3zaresei Bo BpeMa COVID-19*
Minimum laboratory valuesduring having COVID-19*

TFemormno6un, r/n
Hemoglobin, g/L

113 [96—132]

Jlumoruter, x 109 K. /1

Serum albumin, g/ L

Lymphocytes, x 10° cell /L 0,6 [0,4-0,8]
Tpom6omursr, x 10° K. /1

Platelets, x 10 cell/L 74 [41-93]
O6muit 6es0K, /1

Serum total protein, g/L 59 [57—69]
AnpOyMuH, T/ 30 [3034]

MakcumasbHble 3HaYeHHs JaGopaTopHbIX NMoKa3arteneil Bo Bpemsi COVID-19
Maximum laboratory valuesduring having COVID-19

Heitrpodubt, x 10° k. /1

Total serum bilirubin, umol/ L

Neutrophils, x 10° cell/L 2,5[1,7-6,8]
C heastive protesn mgsL" 20 [11-29]
gt M =
Y o 1 o 43 [36-63]
Stram credtimsne. wmol, L 82 [63-99]
OO6muit 6uaupyOrH, MKMOJIb,/ 1T 15 [14-34]

ITpumeuanue: * (31ech u ganee B Tab/iuie) — B KBaJApPaTHbIX CKOOKAX NPUBEACH MEKKBAaPTH/IbHBII pasMax.

Note: * (hereinafter in the table), interquartile range is given in square brackets.
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Ta6auua 7. CpaBHenne 3HaYeHUil OCHOBHbBIX MOKasaTesell (PYyHKINU TedeHr y GOJbHBIX IIHPPO3OM
TeYeHn 0 maHaeMnn u B korte 2021 r.
Table 7. Changes in the values of the main indicators of liver function in patients with cirrhosis

between the pre-pandemic medical examination and the examination at the end of 2021

ITanueHTHI
¢ IUpPpo30M, IMauuents! ¢ IUPPO30M,
KOTOPbIE NEPEKUIA KOTOpbI€ HE UMEJH p (pasHuna p (pasumna
(E/(_)VID-19_ . COVID-19 . | Mexxay rpynnmaMu | Mekay rpymmamu
Patients with Patients with cirrhosis | nepex nannemueit) | na xoner 2021 r.)
Moxkazatea» / Parameter cirrhosis who who did not have (difference (difference
survived after COVID-19 between between
COVID-19 (n = 34) the groups the groups
(n=27) at the PPME) | at the E2021)
a0 K2021 a0 K2021
PPME E2021 PPME E2021
[Ixana Yaitnga — Ilbro S 6 6 6
Child — Pugh Score 5-71 | [5-7] [5-8] [5-8] U2 U425
Kiaccpl 1o nikaJe
Yaiinma — IIsio, A/B+ C, n
Class according to 18/7+2(19/8+ 0| 18/10 + 6 | 19/12 + 3 0,206 0,186
Child — Pugh Scale,
A/B + C, n
[Teuenounas suiedamonaTs,
n (%) 8 8 15 13 0.186 0.403
H?patlc encephalopathy, (29,6 %) | (29,6 %) | (44,1 %) | (38,2 %) ’ ’
n(%)
Acuur, n (%) 8 8 17 17
Asetizs, o (%) (29,6 %) | (29,6 %) | (50,0 %) | (50,0 %) 0T U
Actur (crenens 1), n (%) 7 6 13 8 0.230 0617
Ascites (Grade 1), n (%) | (25,9 %) | (22,2 %) | (38,2 %) | (23,5 %) ’ ’
Actur (crenenp 2—3), n (%) 1 2 4 9 0.931 0.053
Ascites (Grade 2—3), n (%) | 3,7 %) | (7,4 %) | (11,8 %) | (26,5 %) ; ;
O61mmii 6eyoK, /71 72 69 72 69 0.561 0518
Serum total protein, g/L [69—76] | [67—75] [68—76] [65—72] D Z
AnbGyMuH, T/ 39 38 38 38
Serum albumin, g/L [36-42] | [35—43] | [32-41] | [32—44] 0,459 0,947
OO6muit 6uanpyO6uH,
MKMOJIb,/ I 25 23 20 22 0.647 0.994
Serum total bilirubin, [15—31] | [14—29] [14—47] [15—36] 0 2
umol/ L
[Ipsimoit 6unupy6uH,
MKMOJIb,/ /T 7 7 7 7 0.777 0.650
Serum direct bilirubin, [6—12] [5—13] [5—19] [4—12] D J
umol /L
ITpoTpOMOMHOBBIN MHIEKC, % 75 82 71 68
Prothrombin index, % [68-84] | [76-86] | [62-83] | [59-82] U2is L0
Kpeatnnun, MKMOJb,/ 11 82 82 81 84
Serum creatinine, umol/L | [67—102] | [63-93] | [69-96] | [67-98] 0 LA
AnarmHaMUHOTpaHCdEpasa,
ME/ n 34 31 42 22 0.278 0.053
ziijl?zine aminotransferase, [25—44] | [22-52] [27—51] [19—32] 0 2
AcnapraramuHoTpancdepasa,
ME/n 39 42 >4 34 0.061 0.467
Asyarmte aminotransferase, | [33—62] | [28—53] [36—89] [29—41] D z
U/L
JlmnHa cesle3eHKH, CM 13,9 14,2 14,9 15,0 0.453 0.935
Splenic length, cm [12,9-16,0] | [12,8—16,5] | [12,9—16,7] | [12,0—17,0] D Z
O6mas napopManusi 06 aHATM3UPYEMbIX NALUEHTAX MO IPyNIaM
General information about analyzed patients by groups
Bospacrt, ner
Age, years 59 [51-67] 57 [44—67] 0,228
Myskuntbl/ YK eHITIHBL
Males/ Females 13/14 11,/23 0,161
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IIpodorxenue madbauupt 7. CpaBHeHne 3HAYEHNI OCHOBHBIX MOKa3areseil PyHKIH MedeHn y O0JTh-
HBIX IIMPPO30M TIeYeHW [0 maHaeMnu n B Konie 2021 r.

Continuation of Table 7. Changes in the values of the main indicators of liver function in patients
with cirrhosis between the pre-pandemic medical examination and the examination at the end of 2021

Sruosorus uupposa, n (%)
Etiology of cirrhosis, n (%)

aJKoroabHasg 60JIe3Hb
IneyeHmn
alcoholic liver disease

7(25,9 %)

10 (29,4 %)

MeTaboINYeCKn-
aCCOIMUPOBAHHAS
60J1e3Hb II€YEHN
metabolically associated
fatty liver disease

2(7,4 %)

1(2,9 %)

ayTOMMMYHHBII TenaTtur
autoimmune hepatitis

2(7,4 %)

MEePBUYHBIN OMIHAPHBIN
XOJIAHTUT

primary biliary
cholangitis

1(3,7 %)

5 (14,7 %)
>0,050

IePBUYHbIN
CKJIEPO3UPYIONTII
XOJIAHTHUT

primary sclerosing
cholangitis

1 (3,7 %)

BUPYCHDIIA Tenatut B
HBV

1 (3,7 %)

0

BI/Ip}{/CHbeI renatut C
HC

10 (37,0 %)

8 (23,5 %)

cMelaHHas
mixed

3 (11,1 %)

6 (17,6 %)

Apyrad 1 Hen3BeCTHaAS

0

other and unkown

4 (11,8 %)

Caxapubiit qua6er, n (%)

Diabetes mellitus, n (%) 10 (37,0 %)

6 (17,6 %) 0,079

3/I0Ka4eCTBEHHBIE
o6pasosanus, n (%)

1(3,7 %)
Malignant neoplasms, n (%)

0 0,443

Ipumeuanue: 10 — no mangemun; K2021 — B konue 2021 r.; * (3mech u nasnee B Tabuie) — B KBAPaTHBIX CKOOKAX MPHUBE/IEH

HHTCpKBaHTPUIbeIﬁ UHTEpBaJI.

Note: PPME — pre-pandemic medical examination; E2021 — at the end of 2021; * (hereinafter in the table), interquartile

range is given in square brackets.

He3aBucuMbIM TipegukTopoM cMmeptn ot COVID-19.
B npyrom uccienoBanumn maiuentsbl 6e3 1uppo3a Iie-
YeHU, Y KOTOPBIX HAa MOMEHT TOCHUTAJIU3AIMU 10 TM0-
Bogy COVID-19 Obuia rumoanbOyMuHeMus, WM
nmoxoii porno3 [20]. B wmameit paGore y Bcex ma-
I[IIEHTOB, KOTOpPble WMeJIu HOPMAJbHBIL YpPOBEHb
anbOyMUHA BO BPEMSI MEAUIIMHCKOTO O0O0CJe0BAHUS
no nangemun u ymepau or COVID-19, nepen cmep-
TBIO pasBUjiach rumoasbOymunemus. Hamporus, cpe-
[N TAlNEHTOB ¢ HOPMAJBHBIM HCXOTHBIM YPOBHEM
anpOymuHa, BbidgoposeBmnx or COVID-19, tonabko
y oaHoro naiuenTa Bo Bpems uHdeknuu COVID-19
pasBusach runoanbOymunemus. [Ipeabiiymue uccoe-
JIOBaHMS TMOKA3aJH, YTO aJbOYMIH MOKET CBSI3bIBATDH
U HENTPaJM30BaTh MIMIOBBIA OEJIOK KOPOHABUPYCA
[20] u mogasmars skcmpeccuio ACE2 (uenesoro pe-
nenrtopa COVID-19) [21]. Tlostomy amedpunur mup-
KyJHPYIOIero ajbOyMuHa y HAIMEHTOB C IHPPO3OM
nevyenn kjaacca B u C o Yaitngy — Ilbio u cHuskenne
Ccroco6GHOCTH TleueHn 0OPa30BbIBATH HOBbIE MOJIEKYJIbI

anbOyMHUHA B3aMEH TeX, KOTOpbIe HUCIOJIb3YIOTCS
JUTSL HeliTpasn3aiiy 6eJIKOB KOPOHABUPYCa, Y HallieH-
TOB € IUPPO30M Tevuenn kiacca A o Yaitngy — Ilbio
MO3KeT 00yCJIaBINBaTh BBICOKHIT YPOBEHb CMEPTHOCTH
y MAIMEHTOB C IUPPO30OM TeUeHU, WH(PUIMPOBAHHDBIX
COVID-19.

B namem nccieoBanny (pyHKIMS TIeYeHn /10 TTaH/Ie-
Muu ObLIa Jydllle y nanuenTos, ymepumx or COVID-19,
4eM y TeX, KTO yMep OT OCJIOXKHEHWil IMppo3a Teue-
nu. Ycranosseno, uto undexips COVID-19 spisiercs
HE3aBUCUMBIM (DAKTOPOM PHUCKA CMEPTH Y TAIUeHTOB
¢ muppo3oM nevyenn. Taxum ob6pasom, COVID-19 ss-
JISIETCSl Ba)KHOW NMPUYMHON CMEPTH MAI[MEHTOB C IUPPO-
30M IIe4eHu, KOTOPble MOTJIK Obl UMeTh OOJIbIIE TIAHCOB
Ha BbDKUBaHUe (€3 TaH/eMUu.

[Ipenpbiayiee uccaeoBanme oKas3aJIo,
4TO He OBLIO CYNIECTBEHHON PAa3HUIBI B TIPOTHO3E
MEK/Iy TOCIHMTAJN3UPOBAHHBIMU TIAIIMEHTAMU C IUP-
posom nedern ¢ COVID-19 u 6e3 nero [16]. Oanako
cama rocrutanusanus 6OJbHOTO € IUPPO3OM IevYeHu
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CBg3aHa C IUIOXWM IPOTHO30M. B Hamem wucciesno-
BAHUKM MbI OIEHUBAJN BCEX TAIMEHTOB C IUPPO30OM
MevYeHr, KaK TOCIHUTAJIU3NPOBAHHBIX, TaK U HErOCIH-
TAJIM3UPOBAHHBIX. [IPOrHO3 MAIMEHTOB C IUPPO3OM
nedenu, 3apasusnmxcsa COVID-19, B ganHoM ciy-
yae ObLI 3HAYUTEJNBHO Xy’Ke, YeM y TeX, y KOTO €ro
He ObLIO.

Hamre wnccaemosanne moxaszano, uro COVID-19
YXYAINIAeT TPOTHO3 TMAIMEHTOB C IIMPPO30M TEYEeHN,
1 9TO THMOATbOYMUHEMUS SIBJISIETCS OCHOBHBIM TIPE/IH-
KTOPOM CMEpPTH Y 3THX MAIUEHTOB. IJTO COTJIACYeTCs
¢ paHee OMyOITMKOBAaHHBIMU JaHHBIMU [2—6]. OqHAKO,
B OTJIMYME OT TMPEJbIIYIINX WCCJIeI0BAHUI, Mbl Olle-
Hun BamstHue ncxoauoil (o marmemun COVID-19)
(QYHKIIMKM TIeyeHu Yy MalMeHTOB C IUPPO30OM Ha UC-
xox 3aboseBanng COVID-19, uro gaBiasgerca oaHol
13 CUJIBHBIX CTOPOH HAIIEro MCCJe/[0BAHUS.

Bropoe penMyIiecTBoO 3aKII0YAETCS B TOM, YTO 9TO
NepBoe ucciueoBanue, onennBamwiiee, kak COVID-19
BJIUSIET HA (PYHKITUIO TIEYeHN Y BBUIKUBIINX MAI[HEHTOB
¢ nuppo3soM revern. Mbr o6Hapysxmin, uto COVID-19
TOCJTe BBI3IOPOBJIEHNS OT ATON WHQEKIN He OKA3aJ Cy-
L[ECTBEHHOr0 BJIMSAHUA Ha OOJIBIINHCTBO IOKa3areJeil
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Impact of Novel Coronavirus Infection
on the Course and Prognosis of Cirrhosis

Albina G. Ismailova”, Roman V. Maslennikov, Maria S. Zharkova, Vladimir T. Ivashkin

I.M. Sechenov First Moscow State Medical University (Sechenov University), Moscow, Russian Federation

Aim: to investigate the impact of COVID-19 on the course and prognosis of cirrhosis.

Materials and methods. This was a cohort study in patients with cirrhosis. We included patients with cirrhosis who
underwent a medical examination at our center between September 2019 and March 2020. We determined which
of these patients were infected with COVID-19, died of COVID-19, or died of cirrhosis complications within the fol-
low-up period from April 2020 to September 2021. Thereafter, we conducted a second medical examination of these
surviving patients with cirrhosis in September to December 2021.

Results. Among the 226 patients included in the study, 57 had COVID-19, among which 19 patients who died of
the disease. Acute-on-chronic liver failure (ACLF) developed in 16 (28.1 %) patients with cirrhosis and COVID-19,
13 (81.3 %) of whom died. One of the COVID-19 survivors eventually died of liver decompensation. Twenty patients
who did not have COVID-19 died of complications of cirrhosis (ACLF) during the follow-up period. The mortality rate in
patients who were infected with COVID-19 was higher than that in patients who were not infected (35.1 % vs. 14.2 %;
p=0.001). COVID-19 was an independent risk factor for death in patients with cirrhosis. No liver-specific factors pre-
disposing to COVID-19 infection were identified. A more impaired liver function in the pre-pandemic medical exam-
ination was a predisposing factor for death in patients who had COVID-19. Patients who died of COVID-19 had better
liver function in the pre-pandemic medical examination than patients without COVID-19 who died of complications
of cirrhosis during the follow-up period. The liver-related mortality rate and the incidence of liver decompensation or
bleeding from esophageal varices during the follow-up period were not significantly different between patients who
recovered from COVID-19 and patients with cirrhosis who did not have COVID-19. Among the analyzed survivors, no
significant changes were found in the main indicators of liver function after the follow-up period between patients
with and without COVID-19, except for the prothrombin index, which was higher in patients after COVID-19.
Conclusion. COVID-19 worsens the prognosis of patients with cirrhosis but does not substantially affect the course
of cirrhosis after the recovery from this infection.

Keywords: COVID-19, SARS-CoV-2, coronavirus, liver, cirrhosis, prognosis
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BnusHue HOBOM KOPOHABUPYCHOU UHPEKLIMN HA TeYEeHUue
M NPOrHO3 UMppoO3a nevyeHun

A.T. icmaunosa’, P.B. MacneHnHukoB, M.C. XXapkosa, B.T. MBaLukumH

®raA0Y BO «[Nepsbiti MockoBCkuii rocynapCTBEHHbI MEANLMHCKUE yHuBepcuTeT um. U.M. CeveHoBa» MuHucTepcTaa
3apaBooxpaHeHusi Poccuiickori @enepavumm (CeuyeHoBckuii YHusepcuteT), Mocksa, Poccurickas ®enepaums

Llenb uccnepoBaHus: nayyeHuve BamsaHus COVID-19 Ha TedeHmne 1 NPOrHo3 uMppo3a neyveHu.

Martepuanbl U meToabl. B faHHOE KOrOpTHOE MCCNef0oBaHME ObNM BKIIOYEHBI MAUWEHTHI C LIUPPO30M MEYEHN,
npoxoauBLLUne MeguumMHcKoe obcnenosaHune B nepuop ¢ ceHTaopsa 2019 no mapt 2020 r. Beio onpeneneHo, KTo
13 9TUX NaumeHToB O6bin MHdMumpoaH COVID-19, ymep ot COVID-19 nnmn ocnoxxHeHui umppo3a neyveHn B TeyeHne
nepuona HabnoaeHus (¢ anpens 2020 no ceHTsa6pb 2021 r.). [lanee B ceHTa6pe — gekabpe 2021 r. 6bi10 NpoBene-
HO MOBTOPHOE MEeaULIMHCKOE 06CNefoBaHME BKIIOYEHHbIX BbKMBLUMX NMALYEHTOB.

PesynbraTbl. Cpean 226 BkJIIOYEHHbIX NaUMeHToB Y 57 6bin BeiiBrieH COVID-19, B Tom ymcne 19 naumeHToB ymepnn
oT 310l 60o51e3HN. OcTpasa Ha GOoHE XPOHNYECKO NeYeHoYHasa HegocTaTtouHocTb (OXIMH) pasBunacb y 16 (28,1 %)
nauMeHToB ¢ uMppo3om neveHn n COVID-19, 13 (81,3 %) u3 koTopbix ymepnan. OamH 13 BebkmeLuvx nocne COVID-19
naumMeHToB B UTOre yMep OT AeKoMMneHcaunmn GyHKUMM neveHn. JgaaLaTte naumMeHToB, y KOTopbix He 6b1o0 COVID-19,
YMEpPJIN OT OCNOXHEHUIN unppo3a nedveHn (OXIMH) B TeyeHne nepuona HabnoaeHns. YpoBeHb CMEPTHOCTU Yy na-
LMEHTOB, NHUUMpOBaHHbLIX COVID-19, 6bin BbilLe, YEM Y HE NepeHecLunx 3To 3abonesaHue (35,1 % vs. 14,2 %;
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p=0,001). COVID-19 6bi11 He3aBUCUMbIM AKTOPOM PUCKa CMEPTU Y MaLMEHTOB C LMPPO30M neveHn. Cneundunye-
CKUX [151 MOpaXeHus neveHn hbakTopoBs, npeapacronaraLLmx K 3apaxeHuto COVID-19, BbisiBneHo He 6bino. bonee
3HauyuTesIbHble HapyLleHUs GYHKUUK NedYeHn Npu MeauumMHCKOM obcnenoBaHn nepes naHaemmen ouinm dakto-
pOM pucka cMepTu nauneHToB, nepedoneswinx COVID-19. MauneHTsl, ymepLume ot COVID-19, umenn coctosiHme
GYHKLUMN NeYeHn npu MeguuUMHCKOM obcnenoBaHnn nepen naHaeMuen nydile, 4em naumeHTbl, KoTopble YMepsu
OT OCJIOXKHEHWI LMPpPO3a NevyeHn B TeHeHne nepuoaa HabnoaeHns. CMepTHOCTb U3-3a AeKOoMMNeHcaunmn GyHKLMm
neyvyeHn, 4acToTa AEKOMMNEHCALMN MEYEHN U KPOBOTEYEHMI U3 BAPUKO3HO PACLUMPEHHbIX BEH MULLLEEBOAA B TEYEHME
nepvona HabnioaeHMs CyLLLECTBEHHO HE OTIMYaNMCh MexXay nauneHTamu, BbiagoposesLummm oT COVID-19, n nauu-
€HTaMu C LLMPPO30M NeYeHU, y KOTOPbIE HE MEPEHOCUN 3Ty MHeKLMIO. Cpeam BbDKMBLLUVIX HE BbIABAEHO 3HAYNUMOW
pPasHULpbI B 3HAYEHNM OCHOBHbIX NoKadaTenen GyHKLMN NeYeHn Mexay naumeHTamMmm, NepeHeCLUVIMUN U HE MEPEHEC-
wnmm COVID-19, 3a uckno4eHnemM NnpoTpoMOUHOBOI0 MHAEKCA, KOTOPLIV ObiN Bhille y naumeHToB nocne COVID-19.
3akniovyeHue. COVID-19 yxyauwiaet nporHoO3 nauyeHToB C LMPPO30M MEYEHU, HO HE OKa3blBAET CYLLECTBEHHOrO

BINAHNS HA TEYEHME LMPPO3a NEeYEHN NOC/E BbI3AOPOBAEHNS OT 3TOM MHMEKLNN.
Kniouesbie cnosa: COVID-19, SARS-CoV-2, KopoOHaBMpYyC, NeYeHb, LIMPPO3 NeYeHun, NPorHos
KoHdnukT HTEepecoB: aBTopbl 3as8BASIOT 06 OTCYTCTBUN KOHMNNKTA UHTEPECOB.

Ana untupoBaHusa: Vicmaunosa A.l., MacneHHukoB P.B., Xapkosa M.C., NeawknH B.T. BnusHne HOBOW KOPOHABUPYCHOM UH-
dekuMn Ha TeYeHe 1 NPOrHO3 LmMppo3a rneyeHn. POCCUICKMIA XypHan raCTPO3HTEPOSIONMK, renaTonornm, KononpoKTONIormn.
2023;33(6):65-80. https://doi.org/10.22416/1382-4376-2023-33-6-65-80

Introduction

Cirrhosis is a risk factor for an unfavorable
course of coronavirus disease (COVID-19). Patients
with cirrhosis are more likely to have a severe
course of the disease, to be hospitalized [1], and
to have a poor prognosis [2—6]. The liver is one of
the targets of COVID-19, resulting in the develop-
ment of inflammation, thrombosis, vasculitis, and
drug-induced and other damage to the organ [7—11].
According to a meta-analysis study, alterations in
the results of biochemical liver tests were observed
in almost 50 % of patients with COVID-19 in the
general population and were associated with more
severe disease and a higher risk of death [12]. Liver
cells express more receptors for severe acute respi-
ratory syndrome coronavirus 2 (SARS-CoV-2) in
cirrhosis than normal liver cells, and this is more
pronounced in decompensated cirrhosis than in com-
pensated cirrhosis [13]. These receptors were report-
ed to be expressed in large amounts in hepatocyte
progenitor cells responsible for liver regeneration in
cirrhosis [14]. The mortality rate of patients with
cirrhosis has increased during the COVID-19 pan-
demic [15]. A previous study reported no significant
difference in mortality between COVID-19-infected
and uninfected hospitalized patients with cirrhosis;
however, only 37 patients with COVID-19 and cir-
rhosis were analyzed in this study [16]. Conversely,
an analysis of mortality during the first 2.5 months
of the pandemic among US veterans with cirrhosis
showed that the mortality rate was higher in pa-
tients who were infected with COVID-19 than in
those who were not infected [17]. Thus, the impact
of COVID-19 on the overall prognosis of patients
with cirrhosis remains unclear.

The aim of the study: to assess how COVID-19
affects the course and prognosis of a general co-
hort of patients with cirrhosis during a long-term
follow-up.

Materials and methods

This cohort study was approved by the eth-
ics committee of Sechenov University (Protocol
No. 20-21 dated 18.11.2021) and was conducted
in accordance with the Helsinki Declaration of the
World Medical Association.

This study included patients with cirrhosis who
were residents of Moscow; underwent a medical
examination at the Clinic for Internal Diseases,
Gastroenterology, and Hepatology of Sechenov
University between September 2019 and March 2020
(before the pandemic); were not liver transplant re-
cipients; and were alive as of April 1, 2020 (the be-
ginning of the COVID-19 pandemic in Russia). The
patients were divided into two cohorts: those who
were infected with COVID-19 during the follow-up
period (April 2020 to September 2021) and those
who were not infected.

The diagnosis of cirrhosis was established on the
basis of biopsy findings or a combination of clinical,
laboratory, and instrumental findings. All patients
received standard-of-care treatment for cirrhosis ac-
cording to etiology and complications [18, 19].

A COVID-19 case was defined as a positive
PCR test result for SARS-CoV-2 in oropharyngeal
or nasopharyngeal swab samples and the presence
of symptoms or signs of COVID-19 (e. g., fever,
weakness, cough, shortness of breath, anosmia, and
ageusia).

The primary outcome was death from all causes
during the follow-up period. The secondary out-
comes were the incidence of liver decompensation
or bleeding from esophageal varices during the ob-
servation period and changes in liver function indi-
cators (e. g., Child — Pugh Score) during the ob-
servation period (first observation point — between
September 2019 and March 2020; second observa-
tion point — between September and December
2021) in surviving patients.
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Data on COVID-19 cases, patient death and
its cause, and complications of cirrhosis were ob-
tained from the Unified Medical Information and
Analytical System, which collects almost all medi-
cal information of Moscow residents.

Statistical —analysis was performed with
STATISTICA 10 software (StatSoft Inc., USA).
The data were represented as median [interquartile
range|. The difference between continuous variables
was assessed with Mann — Whitney test. Fisher’s
exact test was used to assess the difference between
categorical variables. Survival was assessed using
the Kaplan — Meier estimator and Cox test. A Cox
regression model was used to assess the influence of
factors on patient survival and hazard ratio (HR).
P-value < 0.05 was considered significant.

Results

Among the 226 patients with cirrhosis included
in the study, 57 were infected with COVID-19 dur-
ing the follow-up period. Of these patients, 19 died
of COVID-19 and one died of liver decompensa-
tion that occurred after recovering from COVID-19.
Among 169 patients with cirrhosis who did not have

COVID-19, 24 died during the follow-up period
(Fig. 1, Table 1): 20 died of acute-on-chronic liver
failure (ACLF), two died of complications of con-
comitant cancer, one patient died of heart failure,
and one person died of alcohol intoxication. The
mortality rate was higher in patients who were in-
fected with COVID-19 than in those who were not
(35.1 % vs. 14.2 %; p = 0.001). This was true for
patients with compensated (Child — Pugh Class
A; 23.3 % vs. 4.5 %; p = 0.006) and decompensated
(Child — Pugh Class B or C; 44.4 % vs. 24.7 %;
p = 0.046) cirrhosis in the pre-pandemic medical
examination.

COVID-19 was an independent determinant
of death in patients with cirrhosis (Table 2).

Among patients with cirrhosis, COVID-19
was mild in 20 (35.1 %) cases, moderate —
in 12 (21.1 %) cases, and severe — in 25 (43.8 %)
cases. Of patients with cirrhosis who had COVID-19,
33 (57.9 %) required hospitalization, including
20 (35.1 %) who needed intensive care unit admis-
sion. A third of group of patients with cirrhosis
who had COVID-19 required mechanical ventila-
tion, and all these patients died. The most com-
mon COVID-19 symptoms were fever, shortness of

Patients included in the study with cirrhosis who underwent a medical examination between September 2019
and March 2020 and were alive as of April 1, 2020

Bowedwue 8 uccnedosaHue rnayueHmal ¢ YUppo3oM redeHu, npowedwue meduyuHckoe obcriedosaHue 8 nepuod
¢ ceHmsbps 2019 no mapm 2020 e. u xueble no cocmosiHuto Ha 1 anpens 2020 e.

n =226

Infected with COVID-19 during the follow-up period
(April 2020 to September 2021)

UHebuyuposaHHble COVID-19 & nepuod HabrnodeHus
(c anpensi 2020 o ceHmsi6pb 2021 e.)

n=57

Not infected with COVID-19 during the follow-up period
(April 2020 to September 2021)
He uHebuyuposaHHbie COVID-19 e nepuod HabnodeHus:
(c anpensi 2020 no ceHmsbpb 2021 2.)

v

Died during the follow-up period
Ymepriu e nepuod HabnodeHUs:
n=20

v v

Died after recovering
from COVID-19

Ymepnu rnocne
8b1300p0OBIIeHUS]
om COVID-19

n=1

Died of COVID-19
Ymepnu om COVID-19
n=19

n=169
v

Died during the follow-up period
Ymeprniu 8 nepuod HabnodeHUs1
n=24

Medical examination at the end of 2021
MeduuuHckoe obcriedosaHue 8 KoHue 2021 a.
n=27

Medical examination at the end of 2021
MeduuyuHckoe obcriedosaHue 8 koHue 2021 a.
n=34

Figure 1. Study flowchart

PucyHOK 1. IlotokoBas JnarpaMMa HUCCJaeJ0BaHNA
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Table 1. Main indicators of liver function in patients with cirrhosis in the pre-pandemic medical

examination

Ta6.auua 1. OcHoBHbIE TIOKa3aTean (DYHKIMU MedeHr Y OOJbHBIX IUPPO30M IeUeHH TIPU MeTUTTHH-

CKOM OéC]IE‘IIOBaHI/H/I J0 IIaHnaeMunmn

COVID-19 group

Non-COVID group

68

Senas nevenounas snuepanonamus (cmenemnv 1—2), n (%)

Parameter / Iloxazameas 05@17;119 Ges Ig’ge’;‘;)_19 p
(n = 57) (n = 169)

gggbgg;fﬂem 59 [52—68] 56 [46—64] 0.029
Body mass i‘;ﬂf’;eﬁg’/ L 28.1[25.2-34.0] | 27.0[22.8-30.2] | 0.164
i 27/30 74/95 0.375
Etiology of cirrhosis, n (%)
Amuonozus wupposa, n (%)

Zilci?glz%lfll(;iila\;ze%gflzse%f: neuenu 23 (40.4 %) 63 (37.3 %)

emaGocen actomuposnas GO nevern 2(3.5 %) 8 (4.7 %)

2;%235;&2?5?2;2%@1772 235 %) 7(41%)

epeanon S toaanzum £G.0%) 161057

epeinosd Cxreppsp o Kosanzum 3(3.3%) AR =0

i%ZCHbld ondmum B 1(1.8 %) 7 (4.1 %)

?ug;/cnbzd onamum C 15 (26.3 %) 34 (20.1 %)

mixed =~ 5 (8.8 %) 26 (15.4 %)

ggﬁrd;nj :;ul;(;\ggmuaﬂ 235 %) 5 (3.0%)
lcl}Iliicladﬂ; LIPallegﬂ%aS cgrenbm 5= © =] U
Koo 0 unepne. Qaisda — Tyor AVBLCon " W/iE+ 1 S e || 0P
Béiie,ﬁiiﬁ%liﬁgim" ;/()7) 18 (31.6 %) 30 (17.8 %) 0.024
S semaenmue odpaseuus, 1 (%) 2E8 % HOGH) 0.378
Romsconan sbompmmeants Gonow nsomnzs n (57)| 235 %) ) 0.594
g;ﬁ%iﬁf@m;c&(a/)n (%) 1 (1.8 %) 4 (2.4 %) 0.628
Bt pacuspente sen upoosa (cmenens D, n(57) | 13 263 %) wEsT | e
Esophageal varices (Grade 2—3), n (%)
Bapuxo3noe pacwupenue een nuueeo0d 22 (38.8 %) 46 (27.2 %) 0.075
(cmenenv 2—3), n (%)
;;555;%% ;ijggggagzgegégsh’; %/0} 10 (17.5 %) 27 (16.0 %) 0.463
i e C e () | DGAW D77 | 0
Mg sorrntin opasonas, 1 (%) ) 2U36%) | 0415
Overt hepatic encephalopathy (Grade 1—2), n (%) 16 (28.1 %) 43 (25.4 %) 0.409

Poc xypu ractposurepoJ rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)




www.gastro-j.ru

Original articles / OpurnHasbHbIe MCCIEOBAHUS

Continuation of Table 1. Main indicators of liver function in patients with cirrhosis in the pre-

pandemic medical examination

IIpoodonxenue ma6.auyspt 1. OcHoBHbIE OKA3aTeMN (PYHKINY TTeUeHN Y OOTbHBIX IIPPO30M MeYeHN

pU MEeIUIIMHCKOM 06CTeJOBAaHUU [0 MaHIeMUN

ﬁiziif,i; Z}Q) 24 (421 %) 72 (42.4 %) 0.537
222;‘;15 g?};ﬁ;}gﬁ(g}y ) 13 (22.8 %) 39 (23.1 %) 0.562
ﬁz;lflf; }S’ﬁi‘;ﬁg}g’j’(f){%) 11 (19.3 %) 33 (19.5 %) 0.569
g;ii%%%;fgi&j,109;2’55% L 4.1 [3.8-4.6] 42137481 | 0.838
EZ%%%%S}ZJ,1891C§% o 2.6 [1.8-3.6] 2.9[2.0-4.0] | 0.146
JLI%I(}}ZZC%‘%Z R 1.310.9-1.9] 1.2[0.9-1.9] | 0.765
?%;?(EZ’M o o 114 [66—145] 109 [73-162] | 0.580
%E;EE Lf‘gj}wl;joge/lg g/L 71.9 [68.5-76.2] | 73.5[67.7—76.9] | 0.552
iﬁfb‘g; jjizufg}f;l g/L 37.0 [33.3-39.9] | 37.9[32.3-41.6] | 0.300
%egaf;l;‘gjfln‘f;ylg‘;zlnjn;%}lg}ﬂ 28.3 [17.5-41.4] | 25.9[16.9-45.8] | 0.966
Isfggjffllogige;flu%ngbf“j’mﬂ%;l{}ﬂ 1.1 [6.1-16.6] 8.9[57-21.71 | 0.700
%?gi;)gn%gugﬁj;’uﬁaem, % 0 e =64 79 [IEfl=ss] U879
ggggggg;‘éf/;ﬂ 3.0 [2.2-3.7] 2.8[2.2-3.4] | 0.241
%;f;;}n;f;;mjn% [t 80 [68—96] 80 [70—94] 0.939
Ef%re‘j;‘;oj{‘mz?gﬁ 18.0 [11.4-23.9] | 17.8 [12.1-26.5] | 0.465
Alaine aminirnseres U7 sz | o | oms
doputale amioirtorse UL s | s | o
Gamma shtam| confose /L nme | wman | o
?&5‘}222 af;h‘c’;ggl;za;; Sg/ o 244 [202-372] 270 [193-384] | 0.947
%‘3222;2;%;;"3 aU]{}E o 5118 [3203—6947] | 5090 [3116-7176] | 0.983
231;2;61:;5;3};;;? o 14.2 [13.2-16.6] | 13.9 [11.7-16.0] | 0.147

Note: * (hereinafter in the table), interquartile range is given in square brackets.

ITpumeuanue: * (3nechp u panee B Tabiuie) — B KBaJPaTHbIX CKOOKAaX HPUBEACH MEKKBAPTU/IbHBII pasMax.

breath, and dry cough. The extreme (maximum or
minimum) values of laboratory parameters in pa-
tients with cirrhosis and COVID-19 are shown
in Table 3. Among patients with cirrhosis who
had COVID-19, pulmonary embolism occurred
in two (3.5 %) patients, hepatorenal syndrome —
in 2 (3.5 %), bleeding from esophageal varices — in
2 (3.5 %), and systemic bacterial infection (with
the pathogen detected in blood) — in 5 (8.8 %)
patients. ACLF developed in 16 (28.1 %) patients
with cirrhosis and COVID-19, 13 (81.3 %) of whom
died. Among patients with cirrhosis who died of

COVID-19, those who developed ACLF accounted
for 64.8 %.

Patients with cirrhosis who were infected with
COVID-19 were more likely to have diabetes and
to be older than those who were not. No significant
differences were found in other comorbidities and
in the results of liver function tests in the pre-pan-
demic medical examination between patients with
cirrhosis who had COVID-19 and those who did
not have COVID-19 (Table 1).

Patients with cirrhosis who died of COVID-19
had lower RBC count and serum albumin and
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Table 2. Predictors of death in patients with liver cirrhosis during the observation period
Tab6auua 2. 1peaukropbl cMepTH GOJBHBIX IUPPO30OM TIEYEHH 3a TEPUO HAGJIIOICHIIST

Factor / ITpeduxmop

Hazard ration
p OmnocumenvHoulili pUcK

COVID-19 0.024 2.11 (95 % CI: 1.10—4.05)
Age / Bospacm 0.002 1.05 (95 % CI: 1.02—1.09)
Diabetes mellitus / Caxapnoiii duabem 0.209

Malignant neoplasm / 3.z0xauecmeentoe nosoobpasosanue 0.007 4.44 (95 % CI: 1.50—13.2)

Pre-pandemic medical examination data / Janumnsie meduuuncrkozo ocmompa 0o nandemuu

Serum albumin / Azebymun 0.364
Total serum bilirubin / O6uwui 6urupybun 0.503
Prothrombin index / I[Tpompombunoswui undexc 0.171
Alanine aminotransferase / Ananunamunompancgepasa 0.863
Aspartate aminotransferase / Acnapmamamunompancgpepasa 0.863
Hepatic encephalopathy / ITeuenounas snuegaronamus 0.289
Ascites grade / Cmenensv acyuma 0.002 1.80 (95 % CI: 1.25—2.58)

Table 3. Symptoms of COVID-19 and minimum/maximum laboratory values during COVID-19

infection in patients with cirrhosis (n = 57)

Ta6auua 3. Cumnrompr COVID-19 u MuHMMasbHble, MaKCUMaJIbHbIE JTa00OPaTOPHbIE MOKA3aTeN
Bo BpeMsi COVID-19 y naiuentoB ¢ uupposoM nevern (n = 57)

Symptoms / Cumnmomoi

Number of patients, n (%)
Koauuecmeo navuenmos, n (% )

Fever / Jluxopadka

57 (100.0 %)

Dry cough / Cyxou xawen

28 (49.1 %)

Cough with sputum / Kawenv ¢ moxpomou 8 (14.0 %)

Rhinorrhea / Hacmopx 7(12.3 %)

Sore throat / Boaw 6 zopae 9 (15.8 %)

Shortness of breath / Odvuuka 25 (43.9 %)

Anosmia / ITomeps ob6onsnus 3(5.3%)

Ageusia / [lomeps exyca 2 (3.5 %)

Diarrhea / [Juapes 2 (3.5 %)

Minimum laboratory valuesduring having
Number of patients COVID-19*
Parameter / IToxasamenw Koauuecmeo Munumaavnvie 3nauenus
navyuenmoe 1a6opamophbLx noxasameeti 60 épems
COVID-19*

Gamma glutamyl transferase, U/L

Tamma-znymamurmpancepepaza, ME/ 1 e {9 |[25—123]

Lymphocytes, x 10° cell /L B

Junchouyumot, x 10° xn./ 2 31 0.5[0.3-1.0]

Platelets, x 109 cell /L

Tpomboyumot, * 10°xu./ 1 33 67 [32-90]

Serum total protein, g/L

Ob6uguii 6eaox, 2/ 1 23 56.5 [48.0—64.8]

Serum albumin, g/L

AnvGymun, 2/ 18 26.5 [23.0—30.0]

Neutrophils, x 10° cell /L

Heumpogunv, x 10° xa./n 31 4.4[2.2-9.9]

C-reactive protein, mg/L _

C-peaxmuenviti 6enox, M2/ 1 3 2.0 L3510

Alanine aminotransferase, U/L

Ananunamurompancehepasza, ME/ 1 iE 4 [29—st]

Aspartate aminotransferase, U/L

Acnapmamamunompancgpepasza, ME/ 33 73 [43-97]

Gamma glutamyl transferase, U/L

Tamma-znymamurmpancepepaza, ME/ n 8 66 [32—99]

Hlenounas docdaraza, ME/ -

Alkaline phosphatase, U/L e 109 [93-188]

70
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Continuation of Table 3. Symptoms of COVID-19 and minimum,/maximum laboratory values
during COVID-19 infection in patients with cirrhosis (n = 57)

Hpodonxkenue mabauynst 3. Cumnrombr COVID-19 n MuHNMAa bHBIE, MaKCUMATbHbBIE JTab0opaTOp-
Hble okasaresnn Bo BpeMsa COVID-19 y mamuentos ¢ uupposoM nedenn (n = 57)

Dubpumnozen, 2/ 1

Serum creatinine, pmol /L

Kpeamunun, mxmorn/ 1 33 100 [71-132]
Total serum bilirubin, pmol /L

Obuguti 6urupybun, MKMOIL,/ 1L 27 55.2[15.0-83.0]
Fibrinogen, g/ 21 3.7 [2.5—4.6]

D-dimer, ng/mL

D-oumep, ne/mn 18

1288 [745—3865]

Lactate dehydrogenase, U/L

Jlakxmamdezudpozenaza, ME/ 1 15

750 [329—1314]

Note: * (hereinafter in the table), interquartile range is given in square brackets.
Hpumeuanue: * (3nech u gajnee B Tabauie) — B KBAAPATHBIX CKOOKAX MPHUBEAEH MEKKBAPTHJIBHBII pa3Max.

cholinesterase levels; higher serum levels of direct
bilirubin, aspartate aminotransferase, and gamma-
glutamyl transpeptidase; higher Child — Pugh
scores; and more severe ascites in the pre-pandemic
medical examination than those who were alive af-
ter COVID-19 at the end of the follow-up period
(the only patient who died of cirrhosis decompen-
sation after recovering from COVID-19 was ex-
cluded from this analysis) (Table 4). Among these
results, only a reduced serum albumin level was
an independent predictor of death from COVID-19
(HR = 0.92; 95 % CI: 0.86—0.98; p = 0.017). The
mortality rate in patients with COVID-19 who had
hypoalbuminemia in the pre-pandemic medical ex-
amination was 52.9 %, whereas it was only 25.0 %
in those with normal albumin levels (p = 0.042).
Moreover, all patients who had normal albumin lev-
els during the pre-pandemic medical examination
and died of COVID-19 developed hypoalbuminemia
before death. In contrast, among patients with nor-
mal baseline albumin levels who recovered from
COVID-19, only one patient had hypoalbuminemia
during the COVID-19 infection.

Patients with cirrhosis who died of COVID-19
during the follow-up period had better liver func-
tion (based on the Child — Pugh scale) in the pre-
pandemic medical examination than those who died
of cirrhosis complications during the same period
(Table 5).

The liver-related mortality rate (7.2 % vs. 4.2 %
per patient-years; p = 0.509), incidence of liver de-
compensation (0.26 vs. 0.24 per patient-years; p =
0.497), and incidence of bleeding from esophageal
varices (0.00 vs. 0.08 per patient-years; p = 0.192)
during the follow-up period were not significant-
ly different between patients who recovered from
COVID-19 and patients with cirrhosis who did not
have COVID-19.

We invited all surviving patients to attend an
express medical examination in September 2021.
Among them, 27 patients who recovered from

COVID-19 (post-COVID-19 group; the character-
istics of COVID-19 in these patients are present-
ed in Table 6) and 34 patients who did not have
COVID-19 (non-COVID-19 group) responded to
the invitation. The rest of the patients declined
owing to fear of COVID-19 infection or for other
reasons. No significant differences between these
groups of patients were observed in sex distribu-
tion, age, etiology of cirrhosis, and values of liver
function indicators in the pre-pandemic medical
examination (Table 7). The time interval between
the two medical examinations was 23.8 [22.1—25.8]
months in the post-COVID-19 group and 23.2
[19.4—24.5] months in the non-COVID-19 group
(p = 0.068). The second medical examination was
performed at an average of 8.4 [3.1—13.3] months
after COVID-19 infection in the post-COVID-19
group. At the time of the second medical examina-
tion (end of 2021), the indicators of liver function
showed no significant differences between the post-
COVID-19 and non-COVID-19 groups, except for
the prothrombin index, which was higher in the
post-COVID-19 group than in the non-COVID-19
group (Table 7).

Discussion

The presence of cirrhosis is a predisposing factor
for an unfavorable course of COVID-19 [1]. Several
factors have been found to predict death in patients
with cirrhosis who had COVID-19, including poor
liver function [2]. However, COVID-19 itself im-
pairs liver function and this liver dysfunction is
associated with a poor prognosis even in patients
without pre-existing liver disease [7—11]. Thus, the
examination of liver function in patients with cir-
rhosis who had been infected with COVID-19, as
performed in previous studies [2—6], cannot estab-
lish the liver function status before COVID-19, as
it has already been altered by the infection. Thus,
previous studies have not analyzed how pre-existing
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Table 4. Main liver function tests during pre-pandemic medical examination in patients with cir-
rhosis who subsequently died from COVID-19 or survived COVID-19

Ta6auua 4. OcHoBHble TOKaszaTean (QYHKIUU TMEYEHH BO BPEMsl MEIUIMHCKOrO 06cCe0BaHus
JI0 TIAHJEMWUN y TIAIlMeHTOB C IIMPPO30M, B aasibHelimeM yMepmux or COVID-19 wim BBIKMBIINX TIOCTE

72

COVID-19

Died Survivors
from COVID-19 of COVID-19
Parameter / Iloxasamens Ymepau Boiokuau p
om COVID-19 nocae COVID-19
(n=19) (n=37)
Age, years _7T —
Bospacm, aem 63 [57—71] 59 [49—67] 0.113
Body mass index, kg,/m?
I e e i 28.0 [24.8—30.1] 28.2 [25.5—34.0] 0.644
Males/Females
Moot sKenuuro 11/8 19/18 0.390
Etiology of cirrhosis, n (%)
Amuonozus yupposa, n (%)
alcoholic liver disease o 9
aANK020NbHASL 60SI3Hb NeYeHu 8 (42.1 %) 14 (37.8 %)
metabolically associated fatty liver disease .
MEMAb0IULECKU-ACCOUUUPOBAHHAS 0JIe3Hb NeUeHU v 2(5.4 %)
autoimmune hepatitis 0 2(5.4 %)
AYMOUMMYHHBLU 2eNATRUM e
primary biliary cholangitis o o
nepPeUUHbIL OULUADHBIL XOJLAHZUM 3 (15.8 %) 1@27%)
primary sclerosing cholangitis o o
NEePEUUHBLL CKACPOSIUPYIOULUL XOJAHZUM 2 (10.5 %) 1(2.7 %) ———
HBV o
supycHoli zenamum B 0 1(2.7 %)
HCV o °
supycuoli zenamum C 3 (15.8 %) 12 (32.4 %)
mixed g 9
CMeWannas 2 (10.5 %) 3 (8.1 %)
other and unkown 9 .
dpyeas u Heu3gecmnas 1(5.3%) 12.7%)
Child — Pugh Score
ITxara Yaunrda — Ivio ale Lol v [5=71 Ui
Class according to Child — Pugh Scale, A/B + C, n
Kanaccot no wxane Yavinda — Ilvio, A/B + C, n 7/5+17 22/11+4 0088
Diabetes mellitus, 7 (%) 0 0
Cawpmond duabom. (%) 6 (31.6 %) 12 (32.4 %) 0.598
Malignant neoplasms, n (%) 0 0
3aoxauecmeennvie oopazosanus, n (%) 165.3 %) 1Q2.7%) 0989
Chronic obstructive pulmonary disease, n (%) 0 0
Xponuueckas o6cmpyxmusnas 6onesnv nezkux, n (%) 1(5.3%) 127 %) 0.5
Bronchial asthma, 7 (%) g
Bponxuarvnas acmma, n (%) v 1@.7%) B
Esophageal varices (Grade 1), n (%) 0 0
Bapuxosnoe pacuupenue een nuuesoda (cmenens 1), n (%) 5 (318 %) 9 (243 %) 0.391
Esophageal varices (Grade 2—3), n (%)
Ba/auic03H06 pacwupenue éen nuujecoda (cmenenv 2—3), 7 (36.8 %) 15 (40.5 %) 0.511
n(%)
Ligation of esophageal varices, n (%) 0 o
Juzuposanue sen nuwesoda, n (%) 6 (31.6 %) 4 (10.8 %) B0
History of bleeding from esophageal varices, n (%) o
Kposomeuenue us een nuwesoda ¢ anammnese, n (%) v 3 (8.1 %) 20
Minimal hepatic encephalopathy, 7 (%) o o
Munumanvnas neuenounasn snueparonamus, n (%) 21(26.3%) 4005 %) e
Overt hepatic encephalopathy (Grade 1—2), n (%) g 9
SAenas neuenounas snvegpanonamus (cmenens 1—2), n (%) 5 (26.3 %) 10 (27.0 %) B
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Continuation of Table 4. Main liver function tests during pre-pandemic medical examination in
patients with cirrhosis who subsequently died from COVID-19 or survived COVID-19

IIpodonxkenue madauuwpt 4. OcHoBHBIE NOKazatenn (YyHKIUU MeYeHW BO BPEMST MEIMIIMHCKOTO
o0cJie/oBaHus [0 TAHAEMUN Yy TAIMEHTOB ¢ IUPPO30oM, B fasbHelimem ymepimx ot COVID-19 uin BbI-

sxuBnx mnocie COVID-19

ﬁi%fnsj 2%7)) 11 (57.9 %) 13 (35.1 %) 0.090
s ??,22?;}2/3(,{)(7) 4(21.0 %) 9 (24.3 %) 0.532
e ??&2%23;313’3(,{)(7) 7 (36.8 %) 4(10.8 %) 0.027
g;i,%%ﬁ%{s’f,é?f,ﬁl’f%L 3.9 [3.2—4.1] 4413.9-48] | 0.010
E‘;%‘;,%%f D 2.4[2.0-3.5] 2.6[1.4-3.6] | 0.675
/Lﬂﬂ}(})l},%c%e; R 1.2 [0.8-1.6] 1.3[1.0-1.9] | 0.499
T mts, ~in/ 119 [80—159] 102 [64—144] | 0.446
%5;2;%3}3:{"5?2’ /L 73.3[65.2—77.4] | 71.7[68.5-74.9] | 0.484
iir,}lé;,fizu?}rﬁl g/L 35.7[31.2-36.3] | 38.3[35.6-41.8] | 0.014
%%rﬁ; ‘gt;}n',’;ly‘g‘;';mjn;ﬁg}g}ﬂ 32.7 [22.6-55.6] | 26.2[14.8-35.0] | 0.098
,Sf;;i;logige;}mb,jgg;‘,f“;mﬁj;;j{},, 13.9 [10.0—26.9] 9.5[6.0-14.2] | 0.036
%?gi;)gn%gugﬁj;’uﬁaem, % 70 [54-87] 74 [68-83] 0.530
222;352;;5/;,1 3.1 [2.1-3.7] 2.9[2.2-35] | 0.990
%e,,r;l;?nf,f;,?“j;fj%g‘;o),{ L 82 [68—88] 78 [68—101] 0.726
%ﬂﬁ%gﬁ&?jﬁﬁ 19.2 [12.1—24.2] | 17.2[10.6—23.3] | 0.418
e ot ason, ME/1 43 [25-59] 30 [22-41] | 0.109
A e oaocr, ME,/ 7 60 [42-99] 59 [33-55] | 0.029
P o omisn, ME/ 1 121 [68-225] 48 [32-110] | 0.043
?&iﬁ,ﬂﬂg&h%ggﬁ‘;g/ i 268 [223—562] 242 [192-334] | 0.110
%%25@;%;22}@5; i 3200 [2962-3951] | 5708 [4606-7031] | 0.003
Zﬂfﬂf;ﬁ;ﬂfgﬁ? on 145 [13.1=15.2] | 14.0 [13.5-17.0] | 0.882

Note: * (hereinafter in the table), interquartile range is given in square brackets.
Ipumeuanue: * (3nech n fanee B Tabanie) — B KBAPATHBIX CKOOKAX MPHUBEIEH MEKKBAPTUIBHBIN PasMax.

cirrhosis-associated liver dysfunction is associated
with the risk of COVID-19 and the risk of death
from this disease. Addressing this issue was one of
the goals of our study.

Ideally, assessment of liver function in patients
with cirrhosis would take into account data ob-
tained immediately before the onset of COVID-19
disease; however, in most cases this was not pos-
sible. Therefore, we collected the data of patients
who underwent a medical examination in our clin-
ic 7 months before the onset of the pandemic and

followed up these patients during the three main
waves of COVID-19 in Moscow.

We found no liver-dependent factors predispos-
ing to COVID-19 infection.

COVID-19 in patients with cirrhosis was often
severe and associated with a high mortality rate, as
described in previous studies [2—4]. Among the in-
dicators of cirrhosis-related liver dysfunction, only
decreased serum albumin level was an independent
predictor of death from COVID-19 in our study.
In another study, patients without cirrhosis who
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Table 5. Main liver function tests during pre-pandemic medical examination in patients who
subsequently died from COVID-19 and in those who died from complications of cirrhosis

Ta6auua 5. OcHoBHble MOKazaTen GYHKINN TEYEHN TTPH MEAUTITHCKOM 00CIeTOBAaHNHN 0 TTAHIeMUT
y maiueHToB, BrocaenctBun ymMepmux or COVID-19 u ot ocioskHeHUit TIppo3a medenn

Died Died from cirrhosis
from COVID-19 complications
Ymepau
Parameter / IToxasamenw Ymepau e P
om COVID-19 uuppo3a
(=) (n = 20)
Age, years o
Bospacm, aem 63 [57—71] 67 [58—74] 0.967
Body mass index, kg/m?
Hndexc macce mena, k) m? 28.0 [24.8—30.1] 26.4 [23.9—28.1] 0.470
Males/Females
Myxuunv/ 2Kenuuno 11/8 11/9 0556
Etiology of cirrhosis, n (%)
Amuonozus yupposa, n (%)
alcoholic liver disease
ANK0201bHAS 60Le3Hb NeUeHl 8 (42.1 %) 14 (70.0 %)
metabolically associated fatty liver disease o
MEMAb 0ULECKU-ACCOUUUPOBANHAS OONe3Hb NeUeHU 0 1(5.0 %)
autoimmune hepatitis 0 0
nepeuuHbIl OULUADHBLI XOAHZUM
primary biliary cholangitis 9 9
nepeutHbItl OUIUAPHOLLU XOJAHZUTN 3 (15.8 %) 3 (15.0 %)
primary sclerosing cholangitis 9
NePEUUHDBIL CKACPOSUPYIOULUL XOIAHZUM 2 (10.5 %) v = IS
HBV 0 0
Bupycnowi zenamum B
HCV °
Bupycuwvwi zenamum C 3(15.8 %) v
mixed o °
Creldas 2 (10.5 %) 2 (10.0 %)
other and unkown o
Opyeas U HeU3GeCMHAS 1(5.3%) 0
Child — Pugh Score
IIxana Yaiunoa — Ilvio 816-10] 107[8=41] 01035
Class according to Child — Pugh Scale, A/B + C, n
Kanaccor no wxane Yaiinda — oo, A/B + C, n 7/5+7 176+ 13 0.018
Diabetes mellitus, 7 (%) 9 9
Cazxapwoti duabem, n (%) 6 (31.6 %) 5(25.0 %) 0.460
Malignant neoplasms, 7 (%) o 0
Buoxauecmeennvie oopasosanus, n (%) 1(5.3%) 2(10.0 %) 0.520
Chronic obstructive pulmonary disease, n (%) 9 9
Xponuueckas obcmpyxmuenas 6oaesmn aeexux, n (%) 16.3%) 3 (15.0 %) Unsi2
Bronchial asthma, n (%) 0 0 _
Bponxuanonas acmma, n (%)
Esophageal varices (Grade 1), n (%)
Ba/)uicosuoe pacuwupenue éen nuwesoda (cmenens 1), 6 (31.6 %) 6 (30.0 %) 0.594
n (%o
Esophageal varices (Grade 2—3), n (%)
Baxau:comoe pacwupenue eer nuwesoda (cmenenv 2—3), 7 (36.8 %) 9 (45.0 %) 0.424
n(%)
Ligation of esophageal varices, n (%) 0 0
Juzuposanue sen nuwesoda, n (%) 6 (31.6 %) 2 (10.0 %) UL
History of bleeding from esophageal varices, n (%) 9
Kposomeuenue us éen nuwesoda ¢ anamnese, n (%) L 16.07%) 0519
Minimal hepatic encephalopathy, n (%) 0 0
Mununarvras newenounas snueparonamus, n (%) 5 (26.3 %) 2 (10.0 %) 0, 2
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Continuation of Table 5. Main liver function tests during pre-pandemic medical examination in
patients who subsequently died from COVID-19 and in those who died from complications of cirrhosis

IIpodonxenue mabauuspt 5. OctoBhble MOKazaTesn GYHKIMI EY€HN TIPH MEAUIIMHCKOM 00C/Ie10Ba-
HUW /10 TAaHJeMUN Y TTAINeHToB, BriocaecTBiur yMeprmx of COVID-19 u oT ocsoxHeHu# 1uppo3a medeHn

s Z}Q) 11 (57.9 %) 17 (85.0 %) 0.063
fadtes tomade . 8 ) 4(21.0 %) 5(25.0 %) 0.535
Yoo }?;;%3;313’3(;)(7) 7 (36.8 %) 12 (60.0 %) 0.130
B e e 10 reTn 3.9 [3.2-4.1] 3.7 [3.2-4.2] 0.729
}NI‘;‘;ZEZ‘;%};LS}WTS%‘@%.L/]Z 2.4 [2.0-3.5] 3.2 [2.4-3.9] 0.244
e ren /s 1.2[0.8-1.6] 11008-1.6] | 0.752
T S 119 [80—159] 99 [62—145] 0.341
%egm;(gj}m%of}i;’ g/L 73.3 [65.2—77.4] 67.9 [62.2-75.1] | 0.105
/Sl‘jlrb‘lélz;iz?gli/‘}; g/L 35.7[31.2-36.3] | 31.5[27.0-36.1] | 0.377
%52;2;%}1&%%2%5%% o 32.7[22.6-55.6] | 54.9[32.9-95.9] | 0.021
Isf;;jnnoglge;flf;lylgﬁ‘nﬁ%’% o 13.9 [10.0-26.9] 22.4 [15.6-41.4] | 0.028
?;g?nﬁgnlggngﬁel;,uﬁaem, % 70 [54-87] S7 [53-67T 0.143
gzlggggggéf/}/ﬂ 3.1 [2.1-3.7] 2.3 [1.6-3.0] 0.049
%e;:;?n;fjflm;fm [u 82 [68—88] 84 [69-97] 0.593
Eﬁg‘j&gojxﬂﬁgﬁjﬁ 4.8 [4.5-5.9] 5.3 [4.7-6.8] 0.379
2\%222a%;gg;g;ﬂ%@%gg/&yﬂ 19.2 [12.1-24.2] 21.7 [14.2-26.7] | 0.471
Aspartate aminiraesse UL sl | mpes | oo
Gamma dtam ez, UL wiam | siow | oms
?&1;31(;22 a%h%;% 3}2/ AE/n 121 [68—225] 121 [47—392] 0.729
%flggjgtn‘jggwaI(}E /ﬂ 268 [223—562] 338 [258—512] 0.613
f}j};ﬂ;‘? Cleejl’eg;g; Kjf‘ . 3200 [2962—3951] 2742 [2474—4151] | 0.633
g[gfeﬁcc‘;g;;ifﬁmc“ 14.5 [13.1-15.2] 14.8 [128.8—16.0] | 0.764

Note: * (hereinafter in the table), interquartile range is given in square brackets.
Ipumeuanue: * (3neco n panee B Tabanie) — B KBAJAPATHBIX CKOOKAX MPUBEIECH MEKKBAPTHIBHBIN pasMax.

had hypoalbuminemia at the time of hospitalization
for COVID-19 had a poor prognosis [20]. In our
study, all patients who had normal albumin levels
during the pre-pandemic medical examination and
died of COVID-19 developed hypoalbuminemia be-
fore death. In contrast, among patients with nor-
mal baseline albumin levels who recovered from
COVID-19, only one patient developed hypoalbu-
minemia during the COVID-19 infection. Previous
studies have reported that albumin can bind and

neutralize the coronavirus spike protein [20] and
downregulates the expression of ACE2 (the target
receptor of COVID-19) [21]. The deficiency in cir-
culating albumin in patients with Child — Pugh
class B and C cirrhosis and the reduced ability of
the liver to form new albumin molecules to replace
those used to neutralize coronavirus proteins in pa-
tients with Child — Pugh class A cirrhosis are pos-
sible reasons for the high mortality rate in patients
with cirrhosis who were infected with COVID-19.
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Table 6. Symptoms of COVID-19 and minimum,/maximum laboratory values during COVID-19
infection in patients with cirrhosis who recovered from COVID-19 and in whom changes in liver
function values were assessed in the study (n = 27)

Ta6auua 6. Cuvmnrombr COVID-19 1 MuHHMasbHble, MaKCUMaJIbHbIe 3HAYEHUST JaGOPATOPHBIX T10-
kazaresieil ipu wHGekmn COVID-19 y naimeHToB ¢ UPpo30oM Tedenn, (QyHKIUS eYeHn KOTOPBIX ObLTa
onenena nocue neperecennoro COVID-19 (n = 27)

Course of COVID-19 / Teuenue COVID-19

Mild course / Jlezkoe meuenue

14 (51.9 %)

Ocmpas na gpore xponuueckoli neweHouHas HedoCmamouHoCmy

Moderate course / Cpedneti maxecmu 8 (29.6 %)
Severe course / Tsxenoe meuenue 5(18.5 %)
Hospitalization / F'ocnumanusayus 11 (40.7 %)
Admission in the intensive care unit ) 1(3.7 %)
TCocnumanusayus 6 omoesenue uHMeHCUSHOU Mepanuu

Mechanical ventilation / ITompe6uocmo ¢ HBJI 0
Acute-on-chronic liver failure 2 (7.4 %)

Symptoms / Cumnmomwi

Fever / Jluxopadka

Dry cough / Cyxou xawenv

15 (55.6 %)

Cough with sputum / Kawenv ¢ moxpomou 4 (14.8 %)
Rhinorrhea / Hacmopk 6 (22.2 %)
Sore throat / Boaw 6 zopae 6 (22.2 %)
Shortness of breath / Odwwika 9 (33.3 %)
Anosmia / I[Tomepsi 060HsHUS. 3(11.1 %)
Ageusia / [lomeps exyca 2(7.4 %)
Diarrhea / Juapes 1 (3.7 %)

Minimum laboratory valuesduring having COVID-19*
Munumanavhole 3nauenus aabopamopusvix noxazameaneii 6o epems COVID-19*

Hemoglobin, g/L
Temoenobum, 2/ 1

113 [96—132]

Lymphocytes, x 10° cell /L

Anvbymun, 2/ 1

Jumpovyumot, x 10° 1.,/ 0.6 [0.4-0.8]
Platelets, x 10°cell /L

Tpomboyumot, x 10° K./ 74 [41-93]
Serum total protein, g/L

Obuwuii 6enox, 2/ 1 59 [57-69]
Serum albumin, g/L 30 [30—34]

Maximum laboratory valuesduring having COVID-19
Maxcumanvtovie 3nauenus raéopamopnovix nokazameaei 6o épemss COVID-19

Neutrophils, x 109 cell /L

Obuguti burupybun, MKMOIL/ 1L

Heiumpogunot, x 10° xn./ 1 2.5 [1.7-6.8]
g:;‘zzzcézzg%rzgge?e’ﬂlgfﬁ/tz/ g 20 [11-29]
Anamanunompanciepdsd. ME/ o 27 [22-44]
Aemamasusompneepase, ME/ 1 43 [36-63]
Kpeammns movamnn 82 [63-99]
Total serum bilirubin, pmol /L 15 [14-34]

Note: * (hereinafter in the table), interquartile range is given in square brackets.

Ipumeuanue: * (3nech n nanee B Tabaune) — B KBaAPaTHBIX CKOOKAX MPUBEAEH MEKKBaPTHIBHBII pa3Max.
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Table 7. Changes in the values of the main indicators of liver function in patients with cirrhosis
between the pre-pandemic medical examination and the examination at the end of 2021
Ta6auua 7. CpaBHeHNe 3HAYEHUIT OCHOBHBIX TTOKazaTeseil (byHKIUU TledeHn y GOJbHBIX ITHPPO3OM

meveHn A0 maHgeMuu n B Kouie 2021 r.

Patients with cir- . . .
rhosis who survived Patients with cirrho- ) .
g sis who did not have p (difference p (difference
after COVID-19
Mauuenmot COVID-19 between between
¢ uupposom Hayuenmot the groups the groups
Parameter / Moxasame.n e ¢ uupposon, at the PPME) | at the E2021)
nepexuau Komopuvie He ume.u (pa3nuua (pasnuua
COVID-19 COVID-19 Mmexdy epyn- Mmexdy epyn-
(n=27) (n=34) namu neped namu Ha Kouey,
PPME | E2021 | PPME | E2021 | "onderued) 2028z
A0 K2021 A0 K2021
Child — Pugh Score 5 6 6 6
[xana Yainda — oo [5-71 | [5-7] [5-8] [5-8] U342 0485
Class according to
Child — Pugh Scale,
A/B+C, n 18/7 +2119/8+0 | 18/10 + 6 | 19/12 + 3 0.206 0.186
Kaaccor no wxane
Yainda — Ilvio, A/B+ C, n
Hepatic encephalopathy,
n (% 8 8 15 13 0.186 0.403
IHeuenounas (29.6 %) | (29.6 %) | (44.1 %) | (38.2 %) ’ ’
snuecparonamus, n (%)
Ascites, n (%) 8 8 17 17
Acuum, 0 (%) (29.6 %) | (29.6 %) | (50.0 %) | (50.0 %) Dt 00
Ascites (Grade 1), n (%) 7 6 13 8 0.230 0617
Acyum (cmenenv 1), n (%) | (25.9 %) | (22.2 %) | (38.2 %) (23.5 %) : :
Ascites (Grade 2—3), n (%) 1 9 4 9
Acyum (cmeners 23, GB7%) | Td% | 11.8%) | (26.5%) 0.231 0.053
Serum total protein, g/L 72 69 72 69
Obuguil 6enok, 2/ 1 [69—76] | [67—75] | [68—76] | [65—72] 0.561 0.518
Serum albumin, g/L 39 38 38 38
Anvbymun, 2/ 1 [36-42] | [35-43] | [32-41] | [32—44] 0.459 WA
Serulr} total bilirubin, . - - -
umol /L
Obuguii GunupyGun, [15-31] | [14-29] | [14—47] | [15-36] 0.647 0.994
MKMONL/ L
[Ipsimoii 6unupyO6uH,
MKMOJIb,/ T 7 7 7 7 0.777 0.650
Serum direct bilirubin, [6—12] [5—13] [5—19] [4—12] : :
umol/ L
Prothrombin index, % 75 82 71 68 0.313 0.003
ITpompombunosoii undexc, % | [68—84] | [76—86] [62—83] [59—82] : :
Serum creatinine, umol /L 82 82 81 84 0.908 0.403
Kpeamunun, mxmonv/ 1 [67—102] | [63—93] [69—96] [67—98] : :
Alanine aminotransferase,
U/L 34 31 42 22 0.278 0.053
Ananunamunompancgepasa, | [25—44] | [22—52] [27—51] [19—-32] ’ ’
ME/
Aspartate aminotransferase,

L 39 42 54 34 0.061 0.467
Acnapmamamnunompancge- [33—62] | [28—53] [36—89] [29—41] : :
pasa, ME/ 1
Splenic length, cm 13.9 14.2 14.9 15.0
Jlnuna ceaesenxu, c [129-160] | [12.8-16.5]| [12.9-16.7] | [12.0-17.0] 0.453 0.935

General information about analyzed patients by groups
Ob6uwasa ungpopmauus 06 anarusupyemvix navueHmax no pyYynnam
Age, years . .
Bospacm, zem 59 [51-67] 57 [44—67] 0.228
Males,/Females
Myscsusne/ FKenugunsi 13/14 11,/23 0.161
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Continuation of Table 7. Changes in the values of the main indicators of liver function in patients
with cirrhosis between the pre-pandemic medical examination and the examination at the end of 2021

IIpoodonxenue mabauyot 7. CpaBHeHne 3HAYEHIN OCHOBHBIX TMOKa3aresieil (GyHKIMN medeHn y GoJib-
HBIX IIMPPO30M TIeYeHW [0 maHaeMnu u B Konie 2021 r.

Etiology of cirrhosis, n (%)
Amuonozus yupposa, n (%)

alcoholic liver disease
anK0200HaAs 601e31Hb
neuenu

7(25.9 %)

10 (29.4 %)

metabolically associated
fatty liver disease

Memab 0IUUeCKU-ACCOUULU-
posannas 601e31b neveHu

2(7.4 %)

1(2.9 %)

autoimmune hepatitis

AYMOUMMYHHBLU 2enaAmum 2(7.4 %)

primary biliary cholangitis
nepeutHvLll OUIUAPHOLI
Xoaanzum

1 (3.7 %)

5 (14.7 %)

primary sclerosing
cholangitis

nepsuUHbLIL CKAEPOSUPYIO-
WUl Xoaanzum

1 (3.7 %)

>0.050

HBV
supycuolil zenamum B

1(3.7 %)

0

HCV

supycnwvui zenamum C 10 (37.0 %)

8 (23.5 %)

mixed .
cMeuannas 3(11.1 %)

6 (17.6 %)

other and unkown 0
Opyeas u Heu38ecmuas

4(11.8 %)

Diabetes mellitus, n (%)

Caxapnoui duabem, n (%) 10 (37.0 %)

6 (17.6 %) 0.079

Malignant neoplasms, n (%)
310Kauecmeenivie
obpasosanus, n (%)

1(3.7 %)

0 0.443

Note: PPME — pre-pandemic medical examination; E2021 — an the end of 2021; * (hereinafter in the table), interquartile

range is given in square brackets.

Hpumeuanue: 10 — no mangemun; K2021 — B konue 2021 r.; * (3mech u nanee B TaGauie) — B KBaPaTHBIX CKOOKAX MPHUBE/IEH

MHTepKBaHTMJlebI[‘/Jl WHTEpBaJI.

In our study, the pre-pandemic liver function
was better in patients who died of COVID-19
than in those who died of complications of cir-
rhosis. COVID-19 infection was found to be
an independent risk factor for death in patients
with cirrhosis. Thus, COVID-19 is an important
cause of death in patients with cirrhosis, who
might have better survival chances without the
pandemic.

A previous study showed that there was no
significant difference in prognosis between hos-
pitalized cirrhosis patients with and without
COVID-19 [16]. However, the hospitalization of
a patient with cirrhosis itself is associated with a
poor prognosis. In our study, we evaluated all pa-
tients with cirrhosis, both hospitalized and non-
hospitalized. The prognosis of cirrhosis patients
with COVID-19 was significantly worse than that
of those who did not have it in this case.

Our study showed that COVID-19 worsens
the prognosis of patients with cirrhosis and that

hypoalbuminemia is the main predictor of death
in these patients. This is in agreement with previ-
ously published data [2—6]. However, in contrast
to previous studies, we assessed the impact of
baseline (before the COVID-19 pandemic) liver
function in patients with cirrhosis on the outcome
of COVID-19, which is one of the strengths of
our study.

The second strength of our study is that it is
the first study to assess how COVID-19 affects
liver function in surviving patients with cirrho-
sis. We found that recovery from COVID-19
had no significant effect on most indicators of
liver function, except for the prothrombin in-
dex, which was higher in patients who had the
infection. This may be a manifestation of the pro-
coagulant status that is observed in COVID-19
[22] and post-COVID-19 syndrome [23].

A limitation of this study was that we were
unable to examine all surviving patients at
the end of the follow-up period, as many of
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them refused to visit our clinic owing to fear
of COVID-19 infection or for other reasons.
Nevertheless, we were able to collect data from
sufficiently large groups of patients who showed
no significant differences in the pre-pandemic lev-
els of liver function indicators.
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PebaMUIIUA IIpU XPOHUYECKOM Ir'aCTPUTE:
SpaAuKAIlMOHHAA Tepanud H. pylori

Y BOCCTAHOBAEHNE OapbepHOU (PYHKITUN
CAU3UCTOU OOOAOUKU JKEAYAKA

T.JI. Jlanuna®, B.T. WBamkun

DIrAOY BO <«Ilepsviii Mockosckui zocydapcmeenmviti meduyunckuil ynusepcumem um. U.M. Ceuenosas (Ceuenoscxuil
Yuueepcumem) Munucmepcmea 3opasooxpanenus Poccutickou @edepauuu, Mockea, Poccuiickas Medepauus

Llenb nccnepoBaHua: NpeacTaBUTb Aoka3aTesbHble AaHHble 000CHOBaHUS Ha3HaYeHWs pebaMmmnuaa npu XpoHu-
4eCKOM racTpuTe.

OCHOBHbI€e NONIoXeHUs . B akcneprMeHTanbHbIX U KIIMHUYECKUX NCCIEA0BaHMSX Noka3aHo, YTo pebamMmmnug, noBbl-
LIaeT KOHLUEHTpaLM o NnpocTariaHaMHOB (MpocTarnaHguHa E2 n npocraumknmHa) n npoaykumvio MyumHa, KynmpyeT
BOCHMasieHNe N OKCUOATUBHbIV CTPECC, PerynupyeT anonto3 u aytodaruto. MNMnenotponHbie apdpekTsbl pedbamunuaa
HanpaefieHbl HA BOCCTAHOBJIEHNE BaPbEPHOM DYHKLIMN SNUTENNS U MOTYT ObITb PEaNM30BaHbI MPY XPOHUYECKOM ra-
CTPUTE MO pa3HbIM NokadaHusaM. Pebammnug npu 4o6aBNeHNN K 3paanKauMoHHOM Tepanuun H. pylori NoBLILLAET ee
3P DEKTUBHOCTb U NEPEHOCUMOCTL. MNpn aTpoPU4ECcKOM racTpute ANUTENbHOE feyeHrne pedbaMmmnnmaoom NpuBeso
K CHUXEHUIO CTEeMneHu atpodun 1 K1evyHon meTtannasuun. [JokasaHa adpdeKTMBHOCTb pebamunuaa npm 3po3mB-
HOM racTpute, ois nevYeHns n NnpodPuNakTUKN NOPaxKeHNs Xenyaka v ABeHaauaTunepCcTHOM KULLKN, aCCOLMMPOBaH-
HbIX C HECTEPOUAHLIMWU NPOTVMBOBOCMANUTENLHBIMU NpenapaTamMmu. Pebamunua Kynmpyet CUMNTOMbI AMCNEencumn
MPUY XPOHNYECKOM racTpuTte 1 Npuv GYHKUMOHANBHOM ANCTENCUN.

3akn4yeHue. HasHauyeHne pebamumnupa npuv XPOHMYECKOM racTpUTE MO pa3HbiM MOoka3aHUsM 0OGOCHOBAHO
C NMO3uLMK AoKasaTebHON MEAULINHBI MPU dpaanKaLMoHHOW Tepanun H. pylori n ons BOCCTaHOBIEHUSA GapbepHOW
DYHKLUMN CN3UCTON 000I0HKM.

KnioueBble cnoBa: XpoHUYECKUIA racTpuT, Helicobacter pylori, pebamunua, spagmkaumoHHas Tepanusa H. pylori,
9PO3UBHBIN racTpuT, AUCNENCUs

KoHdnukT uHTepecoB: nybnnkaumsa noarotosneHa npv nogaepxke NPO.MEL.LIC.

Ans uutupoBanus: JlanvHa T.J1., MBawkunH B.T. Pebamunug, npu XpoOHNYECKOM racTpuTe: apaavkaunoHHas tepanus H. pylori
1 BOCCTaHOBJIEHNE 6apbepHO GYHKLIMM CAN3UCTON 060104KM Xenyaka. POCCUNCKNIA XXypHan raCTpO3HTEPOSIOrMn, renaTosiormu,
kononpokTonoruun. 2023;33(6):81-87. https://doi.org/10.22416/1382-4376-2023-33-6-81-87

Rebamipide during chronic gastritis: H. pylori eradication therapy
and restoration of gastric mucosa barrier function

Tatiana L. Lapina’, Vladimir T. lvashkin
1.M. Sechenov First Moscow State Medical University (Sechenov University), Moscow, Russian Federation

Aim: to present evidence justifying prescription of rebamipide during chronic gastritis.

Key points. Experimental and clinical studies have demonstrated that rebamipide increases concentration of pros-
taglandins (prostaglandin E2 and prostacyclin) and production of mucin, manages inflammation and oxidative stress,
controls apoptosis and autophagy. Pleiotropic effects of rebamipide are aimed at restoration of epithelium barrier
function and can be implemented during chronic gastritis for various indications. When added to the H. pylori eradi-
cation therapy, rebamipide increases its effectiveness and tolerability. During atrophic gastritis, long-term treatment
with rebamipide has resulted in reduction of degree of atrophy and intestinal metaplasia. Effectiveness of rebamipide
during erosive gastritis, for treatment and prevention of stomach and duodenum disorders associated with nonste-
roidal anti-inflammatory drugs is proven. Rebamipide manages symptoms of dyspepsia during chronic gastritis and
during functional dyspepsia.

Conclusion. Prescription of rebamipide during chronic gastritis for various indications is proved from the perspec-
tive of evidence-based medicine during H. pylori eradication therapy and for restoration of mucosa barrier function.
Keywords: chronic gastritis, Helicobacter pylori, rebamipide, H. pylori eradication therapy, erosive gastritis, dyspepsia
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Bseaeunune

[lmarHo3 XpOHMYECKOTO TacTpuTa — OJWH U3 ca-
MBIX YacTbIX B KJIMHUYECKOH TpakTuke. Hampumep,
B Mockse B 2022 r. B CTpyKType TEpPBUYHOI 3a60-
JIEBAEMOCTH OPraHOB IIMIIEBapeHns Ha JMarHO3bl
«racTputr» 1 «ayozenut» (K29) mpuxozmnocs 16,5%
(230,2 cayyast Ha 100 000 Hacesenusi). 3aboseBanue
OCTAeTCS OYEHb AKTYaJbHBIM HECMOTPS Ha CHUKEHWE
CJIy4aeB BIIEPBbIE BBISBJIEHHOTO TacTputa B MOCKBe
(3a mocaeaHue 1IATH JeT npakTudecku B 1,5 pasa) [1].

Boicokast wactora ractputa 06yCI0BI€HA ITHPOKUM
pactpocrpanenneM B Poccuiickoit Mexeparn wHbek-
win H. pylori. HecMOTpst Ha OTYETINBYIO TEH/IEHIIIO
K cHmkenuio jonu H. pylori-no3anTuBHBIX JUI[ B 10-
MyJIAIAM, YacToTa MH(EKIIMU B CPEelHEM COCTABJISET
38,8 %, camble BbICOKHE MOKasaTean 3aUKCUPOBAHbI
B BozpactHoil rpynme 41—50 et — 43,9% [2].

e apapnkaiun nndekuun H. pylori npeacras-
senpl B KiamHnueckux pekoMeHmanusx Poccuiickoit
racTPOIHTEPOJIOTHYECKOH ACCOIMAIMN 10 JIUATHOCTH-
Ke U JedeHHuio ractputa u ayonenuta [3]. Ocraercs
TepaneBTUYECKOIl TTPOOGIEeMOil  Be/leHWe TAalneHTOB
nocJe ycrennoi spaaukaiun uudexiun H. pylori,
B TOM uucsie ¢ arpouyeckuM racTputoM (BbIpaskeH-
Hast aTpodust /UM KUIIEeYHas] METAIIa3usi B Teje
U B aHTpasbHOM otjene xeayaka — OLGA/OLGIM
II1/IV) u y mAIMEHTOB € OTATONIEHHBIM 110 PAKy JKe-
JyJIKa ceMeHHbIM aHamHe3oM [4, 5]. Puck Bo3HUK-
HOBEHHUS paKa >KeJlyJKa B 3TOH Tpyle MalieHTOB
COXpaHseTCs, a MEIMKAMEHTO3HBbIE IMOJAXO0/bI K MPO-
(punmakTiKe HYKIAIOTCA B JaJTbHEHIIEM N3YYEHUN.

B coorBercTBUM ¢ WHCTPyKIUEH MOKAa3aHUSIMU
ans HasHadenust peGamunuzga (PeGarura) cayskar s3-
BeHHas 00JIE3HD JKeJIy/IKa, XPOHUYECKHI TaCTPUT C T10-
BBIINIEHHON KHcJa0ToOGpasyomieil (pyHKImeil skemyKa
B cTauu 06OCTPEHUs, SPO3UBHBIN TacTPUT U MPoQu-
JIAKTUKA BO3HUKHOBEHUSI TOBPEK/EHWIT CIU3UCTOM
000J104KK Ha (POHE IpHeMa HeCTePOUHDBIX ITPOTHBO-
Bocraaurenbubix npemaparos (HIIBII). Takum 06-
pasomM, B Kuunmuecknx pexomenganusx Poccuiickoit
racTPOIHTEPOJOTHIECKON ACCOIUAIMH TI0 HATHOCTHU-
Ke U JIEYEHUIO TaCTPUTA U JYOJE€HUTA Ha3HAYEHUE pe-
6aMUTINIA TPEICTABIEHO B PA3JMYHBIX KIMHUYECKIX
CUTYaIUsAX, KOTOPble OYIyT paccMoTpeHbl jjajee [3].

ITean o030pa JgurepaTypbl: MPEJACTaBUTH JOKA3a-
TeJbHBbIE JJaHHbIe OOOCHOBAHMS Has3HAueHUs pebaMu-
nu/jia pU XPOHUYECKOM racTpUTe.

Mexanusm jJeiicTBusg pedamMunujga

brnonornueckne addextsr pebamunuga, Takue
KaK  IUIIOTOIPOTEKIMS,  3a’KUBJICHUE  [OBPEXK/e-
HUIl, JINKBUJAIMA BOCIAJEHHS PEATU3YIOTCS B pas-
JINYHBIX TKAHSIX, HE TOJBKO B CIM3UCTON 060JOUKe

JKeJTy JIOUYHO-KUIIIEYHOTO TPAKTA M KOHKPETHO JKeJTy/IKa
[6]. PebGamumnuj TOBBINIAET KOHIEHTPAIIUIO TPOCTA-
riaanaunoB (mpocrarianania E2 m mpocranuk/inma)
U TPOJYKIMIO MYIIMHA, YJAJSeT CBOOOIHbBIE PajiuKa-
JIBI KUCJIOPO/Ia, KyTHupyeT Bocnanenue [6—8].

[IpoTtuBoBOCTTAMUTENHHBINT W AHTHOKCUIAHTHBIN
a(pdexTh TPOAEMOHCTPUPOBAHDI B KJIMHUYECKUX HC-
CJeIOBAHUAX T[IPU TAacTPUTe U sI3BEHHOIU 6oJe3Hu
¢ HazHaueHueM pebGaMUIIU/la BMECTE C IPAJUKAIMOH-
Hoil Tepanueit H. pylori min mnocie ee OKOHYAHUS
[9, 10]. B uccneposanuu K.B. Hahm et al. ne Toub-
Ko spagukanus H. pylori B rpymme ¢ peGaMummmioMm
6blja BbINIe, HO M YPOBHU MaJIOHOBOTO [HATbIETHA
B CJM3UCTONH 00O0JIOUKE U AKTHBHOCTb MHUEJIONEPOK-
cujia3bl ObLIM 3HAYUTEJNbHO HUKE. YPOBHH I[UTO-
knaoB IL-1, IL-6, IL-8 m TNF-0 B ciamsucroit 06o-
nouke, a rtakke GRO-a (dakrop, aktuBupyommii
neiirpopuan) 1 RANTES (XeMOKHHBI, Bbljie/sieMble
T-KJIeTKaMM [IPY aKTUBALNN) 3HAYNTEIBHO CHUBIIICH
nocse nevenuss H. pylori, ocobenno B rpyiie, I0-
Jaydasiieil pebamunug. TakuM o6pasoMm, goOaBieHue
peGamumiga K cxeMaM spajukanuu H. pylori umeno
KaK KOJIMYECTBEHHDbIE, TAK U KAayeCTBEHHbBIE MPEUMY-
HiecTBa:  yBeanmunBajiach 3OOEKTUBHOCTD 3IpaJuKa-
MU, OJHOBPEMEHHO CHUIKAJICS OKCH/IATUBHBIN CTPECC
U YPOBHU TPOBOCHAJUTENbHBIX ITUTOKWHOB, CBSI3aH-
uoie H. pylori-accormmnposannpiM ractpurom [10].

Cepug 3KCHEPUMEHTAJBHBIX HCCAEAOBAHUN  TIO-
Kazana, 4to peGaMUIN/] OKA3bIBAET IPOTEKTUBHBIN
adeKT Ha CAU3UCTYI0 0OOJOUKY SKEJTy/IKa TPH BO3-
neficteun HIIBII (unzoMeraniia) He TOJIBKO 3a CUeT
MTPOTUBOBOCTIATMTENBHOTO JEHCTBUS MyTeM WHTUOMPO-
BaHug curHanbHoro nytu NF-«B n kynupoBanus ox-
CUJIATUBHOTO CTPECCa, HO ¥ 32 CUET PETYJISIINH alloTNTO3a.
[Tpu Bosmeiicteun HIIBII B kseTkax skesyaka ycuim-
BaeTCsl 9KCIIPECCUST T€HOB, OTBETCTBEHHBIX 3a alloITO3,
a pebaMuTu THrHOUpYyeT aTu reHbr [11].

HoBble MexaHu3Mbl JieficTBUST peGaMUIII/Ia 110 BOC-
CTAHOBJIEHUMIO 3IUTEIUATBHOrO 6apbepa y/aJoch pac-
KPBITb B 9KCIIEPUMEHTE C WH/LYITNPOBAHHBIM 3TAHOJIOM
MOBPEXKJIEHUEM >KesayaKa. Ayrodarusi — ecrecTBeH-
HBIIT MexaHu3M, OJarojapsi KOTOpOMYy KJeTKa u36aB-
JISIETCST OT TMOBPEXJAEHHBIX OEJKOB U OpraHes, OKa-
3bIBAET 3alIUTHOE [IEHCTBHE Ha <«BbIKHBAEMOCTbHY
KJIETOK TPH XUMHUYECKOM moBpesxaeHuu. [Ipoiiecchbt
ayTodarnu TeCHO CONPSIKEHBI C SBJICHUSIMH CTpecca
9HIOTIIA3MATUYECKOTO peTHKyayMa. B akcnepuMente
ATAHOJI AKTUBUPOBAJ CTPECC 3IHJOMJIA3MATUYECKOTO
PETHKY/IyMa U MHAYLUPOBAA anonTo3 (KOHTpOIbHAs
rpymnma Ja6opaTopHbIX sKUBOTHBIX — 15,24 + 1,10%;
rpymma 1o/ Bo3zaeiicrBueM artaHoia — 33,80 + 1,47%,
p < 0,001) B ycaoBusix MHrMOMPOBaHUN ayTODATrUu.
PeGamunu cHmkan ckopocth amonroda (20,78 +
1,63%) W CyHmIECTBEHHO yJydIan MOKa3aTeJn CTPec-
ca 9HIOMIA3MATHYECKOTO PETHKYJIyMa U CBSI3aHHOTO
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¢ HuM curHagpHoro myti NF-xB. Takum o6pasom
OBLIO JTIOKA3aHO, YTO peOGaMUIH/l aKTHBUPYET ayToda-
IMI0, BOKHEHIINN TIPOTece MOAAepsKaHus GapbepHOil
(pyHKIINN KeTymOUHO-KUIIeYHOTo TpakTa [12].

PeGamMunuz npu 9pauKanioOHHON Tepanuu
undexnu H. pylori

Ipajukannonnas repanus H. pylori umeer npnu-
[UIIHAJbHOE 3HAYeHHEe IPU XPOHUYECKOM TacTPUTE
KaK 9THOTPOITHOE JieYeHNe W Mepa IPeI0TBpaIleHus
MIpOrpeccupoBaHns arpoUuecKnX W3MEHEeHUN CJIu-
sucroit o6osouku [3, 13]. Takum o6Gpazom, BbIOOD
MakcuMabHO  3(h@PEKTUBHOH  CXeMbl aHTUTEJUKO-
GaKTepHOII Tepaluy UMeeT CYIIeCTBEHHOe 3HAYeHue.
B Kmmunyecknx pekoMeHganussx PoccHiicKoil racTpo-
HSHTEPOJIOTHYECKOH aCCONMAIINN TI0 JUAarHOCTUKE W Jie-
YEHUIO TacTPUTAa U JIyOJE€HUTA HA3BAHO Ieeco00pas-
HBIM B KadecTBe Mepbl MOBBIIEHUS 3P(PEKTUBHOCTH
AHTUTENNKOOAKTEPHOTO JieueHusl JJOOaBIeHNEe B CXEMbI
spajukaru pebamunuga [3]. Idra pekomenjaius
060CHOBaHA JIAHHBIMU TPEX MeTaaHAM30B.

B wmeraanammse T. Nishizawa et al. mporenr
spagukaimn  H. pylori ¢ wasnadenueM peGaMurin-
na cocrasua 73,3 %, 6e3 nero — 61,4%, oTHOIE-
mme mrancoB (OIIl: cocraBmio 1,74 (95%-ubril f10-
BepuTenbHblii  maTepsan  (JM: 1,19-2,53) [14].
B Mmeraanamuse D.A. Andreev et al. (2019) Bkiio-
uyapmero 11 wmccreposannii (n = 1227), noayueno
OlIll = 1,753 (95% JIN: 1,312—2,333, p < 0,001)
B IOJIb3y HazHaueHus peGamurmga [15]. B meraana-
mase J.A. AngpeeBa u coasr. (2022) npoananusu-
pOBaHbBI WCCIeOBaHUd, TpoBefeHHbIe B Poccuiickoit
Depepanu ¢ npuMeHenreM Pebarurta mpomsBojCTBA
[MTPO.ME/I.IIC. B 6 KOHTPOIMPYEMBIX HCCJEOBAHNU-
ax (n = 531) o6o6mennas spPeKTUBHOCTb dPpagnKa-
nuu cocrasuna 90,376% (95% JAU: 86,311—93,560)
y HAIMeHTOB, MpuHUMaBIInX pebamurnug, u 81,681%
(95% JN: 76,499—86,141) y nanmenros Ges peba-
munuzga. [lobGasieHne pebGaMuiiuja B CXeMbl 3pajii-
kaiun H. pylori pocroBepHo noBbiiaer 3pQexTns-
noctb gevenud (OII = 2,162; 95% JIU: 1,268—3,685;
p = 0,005). B rpymnme npuHAMaBIINX peGaMHIIU/L
OTMEYAeTCs CHUKEHHME YaCTOTbI MOOOYHBIX SIBJIEHUI
Ha rpanmue cratuctraeckoii snaunmocta (OII = 0,569;
95% [N: 0,333—0,970; p = 0,038) [16].

PeGamunu/, He OKa3biBaeT BJIUSHUS Ha >KU3HE-
crioco6roctp Gakrepun H. pylori. Ho upu mnpejBa-
pHUTETbHOM J06ABJIEHUN K KyJbTyPE IMUTEJIUOIUTOB
peGamunmga ajaresusi mrammoB H. pylori, nonyden-
HBIX OT TIAIIMEHTOB C XPOHUYECKUM TACTPUTOM W $I3-
Boil skeqryzaka, K kiaerkaM MKN-28 w MKN-45 6buia
3HAYNMO TO/laBJaeHa. PeGaMUIia TOPMO3UT AATE3NI0
He tosibko H. pylori, no u E. coli. ABropbi cuena-
Ju upejnosnoxenne, 4ro H. pylori MOkeT BbIKHUTb
B CJAU3M [I0CJ€ Hayaja HPAAMKAIMOHHON Tepanun
M BHOBb B3aWMO/IEIICTBOBATh C TMOBEPXHOCTHIO SITH-
tequsi. TakuM o6pasoM, peGaMUIIi peaoTBpaliaer
pekosionusatmio H. pylori u B pesysbrare 0CTaTOY-
HOTO TI0 TIPOJIOJIKUTENBHOCTH Kypca aHTHOMOTHKOB

B coueTanuu pebGamMunu oM 3PPEeKTUBHOCTD IpaInKa-
1IN MOJKeT OBbITh yBesnmdeHa [17].

PaccmarpuBas BaugHue pebamMunuia Ha MHGEKIIUIO
H. pylori, ciegyer ynoMstHyTb Psi/i ClIEIINANBHBIX HC-
cJIeJoBaHMii, MOCBAIEHHBIX (PAKTOPY BUPYJIEHTHOCTH
GaKTepun IUTOTOKCHH-ACCOITMUPOBAHHOMY Oesky A
(cagA) — oHKOmNpOTEHHY GaKTEPUATBHOTO ITPOUC-
XOXK/IeHns. BsanMogpeiicTBrue cagA ¢ KJIeTKaMu >KeJsry-
JIOYHOTO 3MUTEINS TPUBOAUT K HAPYIIEHUIO PEryJisi-
UK 1[eJI0T0 psifa curnaabubix myteii: MAPK, PI3K/
Akt, NF-xB, Wnt/p-karenun, JAK-STAT, Hippo.
[ocsegcTBrEM ATOTO CJYKUT WHAYKIMS BOCTATEHUS
U [ATOJOTMYeCKHe M3MEHEHUs CTPYKTYPbI, IOJAp-
HOCTH, TpoJudeparui sMUTEJNOINTOB, YTO paccMa-
TPUBAeTCsI KaK Ba)KHbBIN aTam KaHieporenesa [18].
Pebamurnug mogasiasn  Cag A-MHIYTTMPOBAHHYIO 9KC-
npeccuio ochommnazsr D1 (PLD1) nocpeactBoM mH-
ru6upoBanus cesasbiBanns NFkB ¢ mpomoropom PLD1,
a Takyke uHrn6upoBas aktuBHocth PLD. Kpome Toro,
peGamunu/| MoAaBJsT uHAyIposanuyio H. pylori
AKCIIPECCUI0 MATPHUKCHOM Mertasutonporentasdni-9 u IL-
8. OTH pe3yabTaThl JOKA3BIBAIOT, YTO PEeGAMUIII] MO-
JKeT CrocoO6CTBOBATH MPOTUBOOIYX0J€BOMY  aek-
Ty MOCPEACTBOM WHTUOMPOBAHWS CUTHAJILHOTO TYTH
CagA-NF«xB-PLD1 [19]. B uccrenoannu K.H. Lee
et al. pebGamumum 3amminas sSUUTESHATbHBIE KJIET-
ku or CagA-uHIyIUPOBaHHBIX 3 EKTOB, TPHUEM
He TosbKo nHTHOupoBas NF-kB 1 cHmzKRaM MpoIyKInio
IL-8, HO 1 HOpMAM30BAJ COCTOSTHUE MEXKKJIETOYHDBIX
konrakToB (zonula occludens) [20]. D.W. Kang et al.
IPOJEMOHCTPUPOBATIHN XEMOIIPOTEKTUBHDIN TTOTEHIHAI
pebaMuTIH/Ia TPOTUB KaHIlepOTeHHOTO BamsiHus CagA
Omarofiapsi Cymnpeccuu B-KaTeHnHa n ero mumienn [21].

Bansinue pe6amuniza Ha BocnajeHue,
aTpouIo U KUIIEYHYIO METAINIA3HIO
NIPH XPOHUYECKOM TacTpPUTe

B Kaunnueckux pexomenganusix Poccuiickoii ra-
CTPOIHTEPOJIOTHYECKON aCCONUAINK 110 INArHOCTUKE
U JIEYEHUIO TAaCTPUTA U IyOEHUTA C TIeJbI0 MOTEHIINPO-
BaHUS 3aIUTHBIX CBOMCTB CJM3UCTON OGOJIOUKH KTy /I-
Ka PEKOMEHJIyeTcd Tepamus BUCMYTa TPUKAIMS JIUIH-
TPATOM WJIM PeGAMUITIIOM B TeueHue 4—8 wHezmenb [3].

[Ipu ananmmse atoro monoxkeHus KanmHmdeckux pe-
KOMEH/IAINIT 11e71ecO06pa3HO PACKPBITh 3HAUEHWE CUH-
JIpOMa TOBBINIIEHHON 3MUTEeNNATbHON TPOHUIIAEMOCTH
npu racrpute [22, 23]. CUHAPOM MOBBINIEHHOW ATH-
TEJINAJbHON TIPOHUIIAEMOCTH COTPSIKEH € BOCIIAJHU-
TEJIBHBIM MPOIECCOM B CJIUBHUCTON 000JIOUKE JKeTyaKa
U CJYSKUT THUIIOBBIM NMAaTO(MU3MOJOTHYECKIM MeXaH!3-
MOM TIpU TacTpuTe W TIpU (DYHKINOHATHHOW JIHUCIIEN-
cun. H. pylori BHOCUT Omlpejessionii BRI B BO3-
HUKHOBEHNE 3TOTO CUH/POMA, OKa3bIBas HETaTHBHOE
BJINSHNE HA TPEINUTENNATbHBIN, SNUTETNATbHbBIN
W TIOCTANUTETNATbHBI YPOBHU 3alUThl CJIN3UCTON
o6osiouku. TakuM 06pa3zoM, CHUHJPOM TOBBIIIEHHON
AMUTENNATHHON TTPOHUIAEMOCTH yYacTBYeT B TIaTore-
He3e TacTpuTa W MOJEPKAHNN XPOHUYECKOTO BOCHA-
JIEHUsI, a MeJINKaMeHTO3Hasl Teparus, OKa3bIBaoIIast
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IUTOTIPOTEKTUBHBIN 3 deKT, martoreHeTHUeCKn 060-
cHoBaHa [22, 23]. MoKHO TIPeANoNOKUTh, YTO BOC-
cTaHoBJeHre (DYHKIUN SMUTETUATHHOTO Gapbepa sKe-
JIyIKA UTPAET 3HAUUMYIO POJIb B MPO(PUIAKTHKE paKa
JKeTyAKa y JUIl ¢ arpoUuecKuM TacTPUTOM W KHU-
MIEYHOI MeTaraszueil Tmocjie pauKaiui WHOEKITIHI
H. pylori.

AP dexTuBHOCTD pebaMuUIIIa [OKa3aHA B YJIydIIIe-
HUHW TUCTOJIOTUYECKUX TOKa3aTesell BOCIaleHust y ma-
I[EHTOB C TacTpUTOM Aaxe 6e3 apaankaimn H. pylori.
K. Haruma et al. uzyuunn 86 maruenToB, nHGUITHPO-
BauHbIX H. pylori: 53 momyuamu pebamunug 300 mr
B CyTKU B Teuyenuwe 12 mecsieB u 33 mammeHra ciy-
SKIJTH KOHTPOJIbHOH Tpymmoit. B rpymme pe6ammmu-
Jla OTMEYEHO 3HAUYMMOE CHIKEHHE MOHOHYKJIeapHOH
naduabTpanu B antpaabiom oraene (¢ 1,42 + 0,15
1o 1,02 + 0,15; p < 0,01) u rese xenyaka (¢ 1,60 =
0,15 mo 1,21 + 0,14; p < 0,05). Unduabrpanus Heii-
TpomIaMn TaKKe CHIZKAJINCH B aHTPAJIbHOM OT/ere
(¢ 0,98 + 0,14 10 0,70 = 0,13; p < 0,05), uro GbLIO
CBSI3aHO CO CHIUZKEHWEM MPOIYKIINU MHAYINOETbHOI
NO-cunaTa3pl. B cbIBOpOTKE MAIMEHTOB, MOJYyYaBIINX
peGamunu/, HaOMIOAATOCh 3HAUUTETBHOE CHIKEHUE
comepskanmsa Tactpuna (¢ 276,3 + 58,3 mo 173,0 +
34,2 ur/ma; p < 0,05), Torga Kak B KOHTPOJIBHOI
TpyIIIe U3MeHeHul He HabJIo1an0ch [24].

B KoHTpoOMpyeMOM paHIOMH3UPOBAHHOM HUCCJIE-
moarmm T. Kamada et al. 169 mammenTos ¢ mokasaH-
HOIT ycrermHoil apagaukanueit H. pylori 6butn pacipe-
JleJIeHbI B TpymIy, noaydasinyio pebamumug 300 mr
B CYTKHU B TeueHue 12 Mecsies, u B rpymniy 0e3 Jeue-
Hug. [mcronornveckoe mcciaeoBaHe OGHONTATOB JKe-
JIyIKa TIPOBOJIMJIM TP BKJIIOYEHWH B HUCCJETOBAHUE
n vyepe3 1 rog B coorBetcTBUM ¢ CuaHEHCcKOll cucre-
Moii. Tlokasaresn aKTUBHOCTH TacTpuTa W aTpoduu
VAYYMNIACh B 00enxX TPyHmax 06e3 pasamdImii Mex-
JIy TPYIIaMU, YTO aBTOPHI OODBSICHSIN PE3yJIbTaTOM
spazukaimn uHdekunn H. pylori. IlpumedaresnbHo,
YTO XPOHUYECKOE BOCIAJEHNEe MaJoil KPUBU3HBI Tesa
JKETYIKA 3HAYUMO YIYUIITUIOCHh B TPYIITIEe peGaMutim/ia
M0 CPaBHEHWIO C TPYIIO, He TOJIyJaBIneil JedeHust
(1,12 £ 0,08 mporus 1,35 + 0,08; p = 0,043) [25].

HaxammBatorcst JIOKa3aTebHbIe JTaHHbIE
0 COGCTBEHHOM TIOJIOKUTENHLHOM BJUSHUU peCaMUIu-
Jla Ha aTpoduio m KUIIEYHYIO MeTanaasuio. B uccie-
JIOBAHWHU, HANIPABJIEHHOM Ha OIEHKY TTPEAPAKOBBIX W3-
MEHEHUN CJAM3UCTOH 0OOTOUKH KEeMTyAKA IPU TacTPUTE
Ha (doHe Tepanny peGaMUIN/OM B TeueHne 26 HeJleb,
OBLIN  TIPOBE/IEHBI  HHIOCKOTUIECKOE HCCIIe[OBAHIE
C OIIEHKOH COCTOSHUS CJIU3UCTOH OOO0JIOYKH TIO MO-
audunupoBaHHoil 1mKage JlaHsa, THCTOJOTHYECKOe
uccyaeioBanne GUONTATOB >Keayaka 1o CHpaHencKoil
cucteMe M HMMMYHOTHCTOXHUMUYECKOE WCCIe[0BaHIEe
C MapKepaMW KWIIEYHOW MEeTAIIa3uu: TPAHCKPHUII-
ronHbIM (hakropom CDX2 (caudal type homeobox
transcription factor 2) u TpedoiiioBeim pakropom 3
(TFF3). Jleuenne peGaMUIUAOM CIIOCOOCTBOBAJIO
VIAYUIIEHUIO COCTOSTHUS CJAU3UCTON 00OJOYKU MO TIKA-
Jie Jlansa, yMEHbBINEHUIO BOCIAIEHUsI, CTETIEHN KUIIIeu-
HOIl MeTalia3uu ¥ WHTPAIUTETUATBHON HEeOoIIa3un

HU3KOI cTenmeHu 3/j0KavecTBeHHOoCcTH. Ha one Jeue-
HUs peOaMUIIIIOM CHU3UJCS TPOIEHT KJETOK, 3JKC-
npeccupyiomux CDX2 (31,5 nporus 15,7%, p = 0,021)
u TFF3 (44,9 nporus 25,8%, p = 0,012) [26].

B panmoMusmpoBaHHOE WUCCIEIOBaHUE BKJIOYE-
HbI 53 TaI[MeHTa IOCJe IHIOCKOIMNYECKON Pe3eKInn
CJTM3UCTON OOOJIOYKM WU MYKO33KTOMHUU C JINCCEK-
el B MOJCTU3NUCTOM CJIO€ TI0 TOBOAY [JUCTLIA3WH
CIM3UCTOI OOOJIOUKM JKeJNy/JKa WJIH PaHHETO paka
skemyaka. OUeBUAHO, UTO [JISI 9TOW TPYIIbI HAllu-
€HTOB KOHTPOJIb 32 COCTOSIHUEM CJU3UCTONH 060J0Y-
KU JKeTyAKA I TPOPUIAKTUKE METaAXPOHHOTO PaKa
nMeeT NMPHUHIMIUAJIbHOE 3HavYeHuWe. B mcciegoBanme
6ot BritodeHol H.  pylori-neratusHble HarmeH-
1, H. pylori-mo3nTHBHBIM HalMeHTaM TIPOBe/eHA
9PAJIMKAIMOHHAS Tepanus. 34 MalieHTa MoJIydaan
pebamurmyy B go3e 300 MT B CyTKM B TeueHHUe Tojia,
19 — mmame6o. Crenenb aTpoduy B aHTPAJILHOM OT-
JleJie TOCTOBEPHO YMEHBINNJIACH MOoc/e JedeHnus: peda-
mumaoM (1o nevenns 1,870 + 0,932, mocse jedeHns
1,430 + 0,986; p = 0,013), cremensb KuueuyHoii Me-
TATJIA3UN B AHTPAJBHOM OT/Ie]ie TaKKe YMEHbBIUIACH
(o neuvenna 1,750 + 0,963, nocie aevenns 1,370 +
1,032; p = 0,038) [27].

Pe6aMmsz nmpu 3pO3UBHOM TraCTpUTE

B Kaumnmdeckux pexomenganusax Poccuiickoit
racTPOIHTEPOJOTUYECKON  acCOIMaIiy  MallneHTaM
C 9PO3WBHBIM TAaCTPUTOM U JYOJEHUTOM, B TOM YHC-
Jie Ha (hoHe TpHeMa HEeCTEPOUHBIX MPOTUBOBOCIIAIIN-
TEJIbHBIX TPETaparoB, C IEJbI0 JOCTHKEHUS 3a’KUB-
JIEHUsI 5PO3WH PEKOMEH/IyeTcsl MPOBe/leHne Teparun
WTITI B teyenue 4—6 Hepenb u/ Wi peGaMUIIUAOM B Te-
yenne 4—8 wenennb [3]. DbdextuBHOCTD pebaMunuia
IIPU 3PO3UBHOM TaCTPHUTE JOKA3aHA B KOHTPOJIUPYEMBIX
PaH/IOMU3UPOBAHHBIX HccaeoBanusx [29, 30].

B meraananus, mnocssiiennbiii apdekTuBHOCTH pe-
Gamunuga st MPOMUIAKTUKY U JIEYEHUs TacTpolia-
TUU 1 3HTeponatuu, nuaynuposanubix HITBII, oo
15 uccneposanuii (n = 965). Bbuio mokazaHo, 4To pe-
G6amutyl adgdexTuBHee, veM Iane6o, IS 3a3KUB-
JIEHUS TIOPaKeHUsI >KeJyJKa U JABEHAIATUIIePCTHON
kuikn npu koporknx kypcax HIIBC. MccaenoBanus
MOKA3aJn He MEHbIIYI0 3PPEeKTUBHOCTb B CPaBHEHUHT
¢ WNIIII, 6mokaropamu H2-perientopoB u MHCOTPO-
crosioM. Pebamunug addertuBen npu sHTeponaruu,
nnayiuposannoit HIIBII, no cpaBuenuio ¢ murame6o
(ortnocutenpnbii puck — 2,70; 95% JW: 1,02—7,16;
p = 0,045) [31]. BoiBog 06 addextnBHocTH peda-
munpja A1 npodunaktuku u o gedenus HIIBII-
WHIYINPOBAHHON SHTEPONATHI WUMEET MPUHIMINATD-
HOe 3HaueHue, Tak Kak peOaMUIN — eJIMHCTBEHHbIN
B Poccuiickoit Denepannn npenapar, KOTOPLIN uMeeT
JUIS 9TOTO HA3HAUEHUS JI0KA3aTesbHyIo 6a3sy.

bamnanc UIIIT n pebGamurujga /it BeJeHUsT Talu-
€HTOB, KOTOPBIM HeoOXOo/uMa JJIUTeJbHas Teparus
HIIBII, mpeacraBieH B WCCAEIOBAHUU C OIEHKON
COCTOSTHMSI ~ CJIUBMCTON  OOOJIOUKH  JKeJyTOUHO-KHU-
MIEYHOTO TPaKTa MpH 330(haroracTpoayoleHOCKOIIH
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U KalcyJbHOH Bupeosnjockonuu. [lammentam ¢ pes-
MATOWIHBIM apTPUTOM, OCTEOAPTPO30M, AHKUJIO3HUPY-
IOIUM  CIIOHAMJUTOM Ha (OHe Tepalun MeJOKCHKa-
MOM ObLIM Ha3HAYEHbI PeOAMUINL WIW JIAHCOMPA3oJ
(konrposbHag rpymma) Ha 12 Hemeab. B Kauectse
NEePBUYHON TOYKU OIeHKH 3PdeKTuBHOCTH ObLIO
BBIOPAHO TIOSIBJIEHHME $I3BBI  JKeJy/JKa, KOTOpas
He Ppas3BUJach HU Yy OJHOTO TaliueHTa. PasuHuia
B YucJje 3po3uil M SA3BbI TOHKOW KHUIIKU 0 BKJIIOYE-
HUS B UCCJEOBAaHUE U MPU KOHTPOJBHOM HCCJIEI0-
Banun Ha (doHe pebamunugaa cocrasuia —0,6 + 3,06;
Ha ¢one UIIIT — 1,33 + 4,71. /losis maIleHToB C 5PO-
3UBHBIM TIOPAa’KeHUEM TOHKOI KUITKK 11ocse 12 Hepenb
tepanuu okaszanach 20 % B rpymie pebavumuga u 40%
B rpynme WIIIT [32].

Takum o6pasoMm, pebamunug dPdeKTHBeH TP Be-
JIeHUM TIAIIMEHTOB C 9PO3UBHBIM IacTPUTOM M TIPU Ha-
snauennn HIIBII okasbiBaer mpoTekTuBHBIN apderT
He TOJIbKO B JKeJyJKe, HO M B JIPYTUX OT/eJaxX JKeJsy-
JIOYHO-KUIIIEYHOTO TPAKTA.

Pe6amMunua v aucnencusi

Psin uccnemoBanuii  peGaMuiiua IMpU  TacTpUTE,
MPOIUTHPOBAHHBIX BBIIIE, TTPOJAEMOHCTPUPOBAT YIyU-
IIeHre KJIMHIYECKON KapTunbl [25, 26].

B Kmmandyecknx pexomenganusax Poccuiickoi
racTpOdHTEPOJIOTMYECKON  accolMalui 1o JUarfo-
CTHKE M JIEYEHWIO TacTPUTA U JYOJEHUTA MallieHTaM
C XPOHUYECKUM TaCTPUTOM U CHUMIITOMAMU JUCIEIICUN
[T KYOUPOBAHUSA 3THX CHMITOMOB DPEKOMEHJyeT-
cs JledeHrne peGaMUIUZAOM KaK B MOHOTepaluu, Tak
I B COCTaBe KOMILIEKCHOrO JieueHus [ 3].

Jra  PEKOMEHJAIUsI  COOTBETCTBYET  YPOBHIO
yOeIUTeTbHOCTH PEeKOMeHAaluit A 1 yPOBHIO [I0-
CTOBEPHOCTH JIOKa3aTebcTB 1, Tak KakK OCHOBa-
HAa Ha BbBIBOJAX MeTaaHa/iu3a. Dbl paccMOTpeHbl

Jluteparypa / References

1. Axcenosa E.A., Iloduepnuna A.M. (pen.) Iloxasaresn
3a6osieBaeMoCTH  HaceseHus ropojga MockBbl 3a  2018—
2022 roppl. M.: TBY «HUMO3MM [I3M», 2023. [Akse-
nova E.A., Podchernina A.M. (ed.). Morbidity indicators
for the population of the city of Moscow for 2018—2022.
M.: State Budgetary Institution "NIIOZMM DZM”, 2023].

2. Bordin D., Morozov S., Plavnik R., Bakulina N., Voy-
novan I., Skibo I. et al. Helicobacter pylori infection
prevalence in ambulatory settings in 2017—2019 in Russia:
The data of real-world national multicenter trial. Helico-
bacter. 2022;27(5):e12924. DOI: 10.1111,/hel. 12924

3. Heawrxun B.T., Maes HW.B., Jlanuna T.JI., Dedo-
pos E./I., Illenmyaun A.A., Tpyxmanos A.C. u dp. Kuu-
HUYecKne pekoMeHpannn Poccuiickoil  racTposHTeposo-
IMYECKON accoluali U acColMalil  «IDHIOCKONNYECKOEe
o6mectBo POHIO» 1o AMArHOCTUKE U JIEYEHUIO TacTpu-
Ta, JyojeHuTa. Poccutickuul Kypnaa edcmpodanmeposio-
euu, zenamosozuu, xoxonpoxmonozuu. 2021;31(4):70—-99.
[Tvashkin V.T., Maev 1.V., Lapina T.L., Fedorov E.D.,
Sheptulin A.A., Trukhmanov A.S., et al. Clinical Recom-
mendations of Russian Gastroenterological Association and
RENDO Endoscopic Society on Diagnosis and Treatment
of Gastritis and Duodenitis. Russian Journal of Gastroen-
terology, Hepatology, Coloproctology. 2021;31(4):70—99.
(In Russ.)]. DOI: 10.22416,/1382-4376-2021-31-4-70-99

Jnannble 17 uccienoBaHuii ¢ O6IMIUM YHUCJIOM TIalld-
earoB 2170 (1224 — peGavummg, 946 — mmane6o,/
KOHTPOJIb): B 12 usyuen apdext pebaMunuga mpu op-
rannveckoil aucnerncun (s13BeHHAsA GOTE3Hb, PedIIOKC-
szodarur, HIIBC-unayuupoBatHHas TacTpOIaTHs),
B 5 — Tipu (GPYHKIUOHANBHOW aAncnerncuu. PebaMumi
JIOCTOBEPHO KYTIUPOBAJI CHUMIITOMBI [JUCIIEIICHI OTHO-
cutenpHbiit puck — 0,77; 95% /AW: 0,64—0,93; craH-
JapTU30BaHHast cpefHsisa pasuuia — -0,46; 95% [I:
or -0,83 mo -0,09. Takum o6paszom, peGaMunuz Ky-
OUPYeT CUMIITOMBI JUCIIEIICHH IIPU OPTaHUYeCKUX 3a-
6oJIeBaHUSX U TP (DYHKITMOHATBHON auctencun [33].

3akaoueHue

Pe6amunug (PeGarnt) pekoMengyercss Ipu  Ie-
JIOM CHEKTpe [MOKA3aHWil MPU XPOHUYECKOM TacTpH-
Te: B cocraBe spajuKanuonHoil teparmu H. pylori;
[UIS  yMEHDBIIEHUS THCTOJOTMYECKUX  MPOSBJICHUN
racTpuTa: BOCHAJEHUs, aTpoduu W KUIIEYHOH Me-
TAIIA3uK; Ui JiedeHusT U TPOPUIAKTUKUA IPO3UB-
HOTO TacTpHTA; [IIS KyIMUPOBAHUS CUMIITOMOB JIUC-
HETICUU TIPU TacTpuTe M (PYHKIIMOHATHHON [TUCTICTICHH.
Hokazannple 3(@deKTbl 10 IOBDBIIEHUIO KOHIEHTPA-
1MW TPOCTArJIAH/INHOB, TPOAYKIIMA MYIHHA, YMEHb-
HIEHWIO BOCHAJEHUST M OKCHUJATUBHOTO CTpecca, pe-
TYJSAIUN allonTo3a U ayTodaruu enaoT pedaMuIuI
(Pe6arut) yHHUBEpPCAJbHOI CUTHAJIBHONW MOJIEKYJION,
KOTOpasg aKTHBUPYET MEXaHU3Mbl TMOJJCPKAHUS Iie-
JIOCTHOCTH aTuTeInaIbHoro Gapbepa. Kpaiine BocTpe-
6OBaHbBI JIaJTbHENIEe KOHTPOJUPYEMbIe HCCJIeI0Ba-
HUS, B TOM YHCJIEe B Pa3JUYHBIX permonax Poccuiickoii
Depepainyu, HEOOXOUMbIE JIJIsI TTPENIU3NOHHON OIleH-
ki 3(h@HEKTOB 3TOr0 MHOrOOOENIAIONIEro IMperapara
MpU XPOHUYECKOM TAaCTPUTE, B TOM YHCJE B PaMKax
KaHI[EPOIIPEBEHIINH.

4. Chiang T.H., Maeda M., Yamada H., Chan C.C.,
Chen S.L., Chiu S.Y., et al. Risk stratification for gastric
cancer after Helicobacter pylori eradication: A popula-
tion-based study on Matsu Islands. J Gastroenterol Hepa-
tol. 2021;36(3):671—9. DOI: 10.1111/jgh.15187

5. Nishikawa Y., Ikeda Y., Murakami H., Hori S.1., Yoshi-
matsu M., Nishikawa N. Mucosal patterns change after
Helicobacter pylori eradication: Evaluation using blue
laser imaging in patients with atrophic gastritis. World
J Gastroenterol. 2023;29(17):2657—65. DOI: 10.3748/
wjg.v29.117.2657

6. Arakawa T., Higuchi K., Fujiwara Y., Watanabe T.,
Tominaga K., Sasaki E., et al. 15th anniversary of re-
bamipide: looking ahead to the new mechanisms and
new applications. Dig Dis Sci. 2005;50(Suppl 1):S3—11.
DOI: 10.1007,/510620-005-2800-9

7. Genta R.M. Review article: The role of rebamipide in the
management of inflammatory disease of the gastrointesti-
nal tract. Aliment Pharmacol Ther. 2003;18(Suppl 1):8—
13. DOTI: 10.1046,/j.1365-2036.18.s1.5.x

8. Haruma K., Ito M. Review article: clinical significance
of mucosal-protective agents: Acid, inflammation, car-
cinogenesis and rebamipide. Aliment Pharmacol Ther.
2003;18(Suppl 1):153—9. DOI: 10.1046,/j.1365-2036.18.
s1.17.x

Poc sypH ractposutepoJt rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)

85



Hammonanp
National co

ege ot gastroenterology, hepatology

flﬂ IIKOJJIa TAaCTPOIHTEPOJIOrnU, I'ellaTOJIOTUN

www.gastro-j.ru

9.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Choi K.W., Lee Y.C., Chung 1.S., Lee J.J., Chung M.H.,
Kim N.Y., et al. Effect of rebamipide in treatment of He-
licobacter pylori-associated duodenal ulcer: attenuation of
chemokine expression and nitrosative damage. Dig Dis Sci.
2002;47(2):283—91. DOI: 10.1023,/a:1013753602149
Hahm K.B., Lee K.J., Kim Y.S., Kim J.H., Cho S.W.,
Yim H., Joo H.J. Quantitative and qualitative usefulness
of rebamipide in eradication regimen of Helicobacter pylo-
ri. Dig Dis Sci. 1998;43(9 Suppl):192S—7S.

Naito Y., Kuroda M., Mizushima K., Takagi T., Han-
da O., Kokura S., et al. Transcriptome analysis for cyto-
protective actions of rebamipide against indomethacin-in-
duced gastric mucosal injury in rats. J Clin Biochem Nutr.
2007;41(3):202—10. DOI: 10.3164,/jcbn.2007029

He Q., Liu M., Rong Z., Liang H., Xu X., Sun S., et al.
Rebamipide attenuates alcohol-induced gastric epithelial
cell injury by inhibiting endoplasmic reticulum stress and
activating autophagy-related proteins. Eur J Pharmacol.
2022:922:174891. DOL: 10.1016,/].ejphar.2022.174891
Kong Y.J., Yi H.G., Dai J.C., Wei M.X. Histological
changes of gastric mucosa after Helicobacter pylori erad-
ication: A systematic review and meta-analysis. World
J Gastroenterol. 2014;20(19):5903—11. DOI: 10.3748/
wjg.v20.119.5903

Nishizawa T., Nishizawa Y., Yahagi N., Kanai T.,
Takahashi M., Suzuki H. Effect of supplementation with
rebamipide for Helicobacter pylori eradication therapy:
A systematic review and meta-analysis. J Gastroenterol
Hepatol. 2014;29(4):20—4. DOIL: 10.1111,/jgh.12769
Andreev D.N., Maev 1.V., Dicheva D.T. Efficiency of
the inclusion of rebamipide in the eradication therapy
for Helicobacter pylori infection: Meta-analysis of ran-
domized controlled studies. J Clin Med. 2019;8(9):1498.
DOI: 10.3390/jcm8091498.

Amndpees /I.H., Maes H.B., Gopoun /J.C., Jamuna C.B.,
Nuuesa J.T., @omenko A.K., Bazdacapan A.C. dbdex-
TUBHOCTD BKJIIOUEHUS] PeGAMUIINIA B CXEMbI 3PaJMKAIINOH-
noit tepanun unudexuun Helicobacter pylori B Poccun:
MeTaaHaJIM3 KOHTPOJHUpYeMbIX ucciaegoBanuii. Consilium
Medicum. 2022;24(5):333—8. [Andreev D.N., Maev 1. V.,
Bordin D.S., Lyamina S.V., Dicheva D.T., Fomen-
ko A.K., Bagdasarian A.S. Effectiveness of Rebamipide
as a part of the Helicobacter pylori eradication therapy
in Russia: A meta-analysis of controlled trials. Consilium
Medicum. 2022;24(5):333—8. (In Russ.)]. DOI: 10.26442 /
20751753.2022.5.201863

Hayashi S., Sugiyama T., Amano K., Isogai H., Isogai E.,
Aihara M., et al. Effect of rebamipide, a novel antiulcer
agent, on Helicobacter pylori adhesion to gastric epitheli-
al cells. Antimicrob Agents Chemother. 1998;42(8):1895—9.
DOI: 10.1128/AAC.42.8.1895

Wang H., Zhao M., Shi F., Zheng S., Xiong L., Zheng L.
A review of signal pathway induced by virulent protein
CagA of Helicobacter pylori. Front Cell Infect Microbiol.
2023;13:1062803. DOI: 10.3389/fcimb.2023.1062803
Kang D.W., Hwang W.C., Park M.H., Ko G.H.,
Ha W.S., Kim K.S., et al. Rebamipide abolishes Heli-
cobacter pylori CagA-induced phospholipase D1 expres-
sion via inhibition of NF«kB and suppresses invasion of
gastric cancer cells. Oncogene. 2013;32(30):3531—42.
DOI: 10.1038/0nc.2012.358

Lee K.H., Kim J.Y., Kim W.K., Shin D.H., Choi K.U.,
Kim D.W., et al. Protective effect of rebamipide against
Helicobacter pylori-CagA-induced effects on gastric epithe-
lial cells. Dig Dis Sci. 2011;56(2):441—8. DOI: 10.1007/
$10620-010-1299-x

Kang D.W., Noh Y.N., Hwang W.C., Choi KY.,
Min do S. Rebamipide attenuates Helicobacter pylo-
ri CagA-induced self-renewal capacity via modulation of

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

B-catenin signaling axis in gastric cancer-initiating cells.
Biochem Pharmacol. 2016;113:36—44. DOI: 10.1016/].
bep.2016.06.003

Matysiak-Budnik T., Heyman M., Mégraud F. Review
article: Rebamipide and the digestive epithelial barri-
er. Aliment Pharmacol Ther. 2003;18(Suppl 1):55—62.
DOI: 10.1046,/j.1365-2036.18.51.6.x

Cumanenxos B.1., Maee U.B., Txaueea O.H, Anrexceen-
xo C.A., Anopees /I.H., Bopoun /I.C. u dp. CunppoM mo-
BBIIIEHHOI AITUTEHATBHON IPOHUIIAEMOCTH B KIMHUYECKOIT
npakTuke. MyJabTHAMCIUIIMHAPHBIN HAIMOHATBHBIT KOH-
cercyc. Kapouosackyaspuas mepanusi u npohuiaxmuxa.
2021;20(1):2758. [Simanenkov V.I., Maev 1.V., Tkache-
va O.N., Alekseenko S.A., Andreev D.N., Bordin D.S.,
et al. Syndrome of increased epithelial permeability in clin-
ical practice. Multidisciplinary national Consensus. Car-
diovascular Therapy and Prevention. 2021;20(1):2758.
(In Russ.)]. DOI: 10.15829,/1728-8800-2021-2758
Haruma K., Ito M., Kido S., Manabe N., Kitadai Y.,
Sumii M., et al. Long-term rebamipide therapy improves
Helicobacter pylori-associated chronic gastritis. Dig Dis
Sci. 2002;47(4):862—7. DOI: 10.1023,/a:1014716822702
Kamada T., Sato M., Tokutomi T., Watanabe T., Mu-
rao T., Matsumoto H., et al. Rebamipide improves chronic
inflammation in the lesser curvature of the corpus after He-
licobacter pylori eradication: A multicenter study. Biomed
Res Int. 2015;2015:865146. DOT: 10.1155,/2015,/865146
Han X., Jiang K., Wang B., Zhou L., Chen X., Li S.
Effect of rebamipide on the premalignant progression of
chronic gastritis: A randomized controlled study. Clin
Drug Investig. 2015;35(10):665—73. DOI: 10.1007/
$40261-015-0329-z

Lee J.S., Jeon SSW., Lee H.S., Kwon Y.H., Nam S.Y.,
Bae H.I., Seo A.N. Rebamipide for the improvement
of gastric atrophy and intestinal metaplasia: A pro-
spective, randomized, pilot study. Dig Dis Sci. 2022
Jun;67(6):2395—402. DOI: 10.1007,/s10620-021-07038-7
Seo G.H., Lee H. Chemopreventive effect of rebami-
pide against gastric cancer in patients who undergo en-
doscopic resection for early gastric neoplasms: A na-
tionwide claims study. Digestion. 2019;100(4):221-8.
DOI: 10.1159,/000495288

DuY., Li Z., Zhan X., Chen J., Gao J., Gong Y., et al.
Anti-inflammatory effects of rebamipide according to Heli-
cobacter pylori status in patients with chronic erosive gas-
tritis: A randomized sucralfate-controlled multicenter trial
in China-STARS study. Dig Dis Sci. 2008;53(11):2886—
95. DOI: 10.1007,/510620-007-0180-z

Kim G.H., Lee H.L., Joo M.K., Park H.J., Jung S.W.,
Lee O.]., et al. Efficacy and safety of rebamipide ver-
sus its new formulation, AD-203, in patients with Ero-
sive gastritis: A randomized, Double-blind, active control,
noninferiority, multicenter, phase 3 study. Gut Liver.
2021;15(6):841—50. DOI: 10.5009,/¢gn120338

Zhang S., Qing Q., Bai Y., Mao H., Zhu W., Chen Q.,
Zhang Y., Chen Y. Rebamipide helps defend against non-
steroidal anti-inflammatory drugs induced gastroenteropa-
thy: A systematic review and meta-analysis. Dig Dis Sci.
2013;58(7):1991—2000. DOI: 10.1007 /s10620-013-2606-0
Oh D.J., Yoon H., Kim H.S., Choi Y.J., Shin C.M.,
Park Y.S., et al. The effect of rebamipide on non-ste-
roidal anti-inflammatory drug-induced gastro-enteropathy:
A multi-center, randomized pilot study. Korean J Intern
Med. 2022;37(6):1153—66. DOI: 10.3904,kjim.2021.216
Jaafar M.H., Safi S.Z., Tan M.P., Rampal S., Ma-
hadeva S. Efficacy of rebamipide in organic and func-
tional dyspepsia: A systematic review and meta-analysis.
Dig Dis Sci. 2018;63(5):1250—60. DOI: 10.1007/s10620-
017-4871-9

86

Poc xypu ractposurepoJ rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)



www.gastro-j.ru

HaHI/IOHaJII)HaH IITKQJIa TAaCTPOIHTEPOJIOTMHU, T'€IIaTOJIOTHUN

National college of gastroenterology, hepatology

Ceenenust 06 aBTopax

Jlanuna Tarpsana JIbBoBHa® — KaHIUIAT MEAMIIMHCKUX HAYK,
JIOLEHT Kadeapbl TPOIEJEBTHKI BHYTPEHHHX G0JIe3Hell racTpo-
antepoJiorun, renarosornn GIAOY BO «Ilepsbiit MockoBckmit
rocy/lapcTBeHHblil MeauuuHckuilt ynusepcurer uMm. .M. Ce-
yeroBa» (CeueHOBCKHIl yHUBepcuTeT) MUHKICTEPCTBA 3/[PABOOX-
panenus Poccuiickoit Depeparui.

Konrakraast undopmanus: lapina_t_l@staff.sechenov.ru;
119435, r. Mocksa, ya. Iloroxnuckas, 1, crp. 1.

ORCID: https://orcid.org,/0000-0003-4456-8725

NBamkun Baagmvup TpodumoBud — JOKTOP MEIMITMHCKUX
Hayk, akagemuk PAH, mpodeccop, 3aBemyronuii kadenpoil mpo-
e/IeBTHKN BHYTPEHHNX G60JIe3Hell, TacTPOIHTEPOJIOTHI U Teraro-
JIOTHH, JIMPEKTOP KJMHUKY TIPOIEJEBTHKH BHYTPEHHUX OGOJIe3HEil,
ractpoaHTeposiornu u reratosorn M. B.X. Bacurenko MIAOY
BO «Ilepsblit MockoBckuii rocy/japcTBeHHbIH MeMIIMHCKIIT YHU-
gepcurer uM. V.M. CeuenoBa» (CeueHOBCKHI YHuBepcHTer)
Munncrepcersa 31paBooxpanenust Poccniickoit Meeparni.
Konrakraast undopmanus: ivashkin_v_t@staff.sechenov.ru;
119435, r. Mocksa, ya. Iloroxnuckas, 1, crp. 1.

ORCID: https://orcid.org,/0000-0002-6815-6015

Information about the authors

Tatiana L. Lapina* — Cand. Sci. (Med.), Assoc. Prof.,
Chair of Internal Disease Propaedeutics, Gastroenterology
and Hepatology, I.M. Sechenov First Moscow State Medical
University (Sechenov University).

Contact information: lapina_t_l@staff.sechenov.ru;

119435, Moscow, Pogodinskaya str., 1, bld. 1.

ORCID: https://orcid.org,/0000-0003-4456-8725

Vladimir T. Ivashkin — Dr. Sci. (Med.), RAS Academician,
Prof., Departmental Head, Department of Propaedeutics of
Internal Diseases, N.V. Chief of Vasilenko Clinic of Internal
Disease Propaedeutics, Gastroenterology and Hepatology,
Sechenov First Moscow State Medical University (Sechenov
University).

Contact information: ivashkin_v_t@staff.sechenov.ru;

119435, Moscow, Pogodinskaya str., 1 bld. 1.

ORCID: https://orcid.org,/0000-0002-6815-6015

Moctymma: 31.10.2023 Ilpunsara: 16.12.2023 Ony6aukosana: 29.12.2023
Submitted: 31.10.2023 Accepted: 16.12.2023 Published: 29.12.2023

* ABTOp, oTBeTcTBeHHBIN 3a meperncky / Corresponding author

Poc sypH ractposutepoJt rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6) 87



National college of gastroenterology, hepatology

WWW.gastro-j.ru HanmoHa IbHasl IKOJIA racTPOIHTEPOJOTUH; TeHaTONOTHi

https://doi.org,/10.22416,/1382-4376-2023-33-6-81-87 @@@
UDC 616.33-002.2-085:615.276

Rebamipide during chronic gastritis:
H. pylori eradication therapy and restoration
of gastric mucosa barrier function

Tatiana L. Lapina®, Vladimir T. Ivashkin

I.M. Sechenov First Moscow State Medical University (Sechenov University), Moscow, Russian Federation

Aim: to present evidence justifying prescription of rebamipide during chronic gastritis.

Key points. Experimental and clinical studies have demonstrated that rebamipide increases concentration of pros-
taglandins (prostaglandin E2 and prostacyclin) and production of mucin, manages inflammation and oxidative stress,
controls apoptosis and autophagy. Pleiotropic effects of rebamipide are aimed at restoration of epithelium barrier
function and can be implemented during chronic gastritis for various indications. When added to the H. pylori eradi-
cation therapy, rebamipide increases its effectiveness and tolerability. During atrophic gastritis, long-term treatment
with rebamipide has resulted in reduction of degree of atrophy and intestinal metaplasia. Effectiveness of rebamipide
during erosive gastritis, for treatment and prevention of stomach and duodenum disorders associated with nonste-
roidal anti-inflammatory drugs is proven. Rebamipide manages symptoms of dyspepsia during chronic gastritis and
during functional dyspepsia.

Conclusion. Prescription of rebamipide during chronic gastritis for various indications is proved from the perspec-
tive of evidence-based medicine during H. pylori eradication therapy and for restoration of mucosa barrier function.
Keywords: chronic gastritis, Helicobacter pylori, rebamipide, H. pylori eradication therapy, erosive gastritis, dyspepsia
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PebGamunupg npn XpOHU4ECKOM racTpuTe: 3pagukauuoHHaa Tepanus
H. pylori n BoccTaHOBNneHue 6apbepHoi pyHKLUU CIM3NCTON 000N104KHM Xenyaka

T.J1. NanuHa’, B.T. MBaLwwkuH

®raA0yY BO «[lepsbiti MockoBCkuii rocynapCTBEHHbI MeaNLMHCKUE yHuBepcuteT uMm. U.M. CeveHoBa» (Ce4yeHOoBCKuIA
YHuBepcutet) MuHuctepcTsa 3apaBooxpaHeHusi Poceuiickovi @enepaumm, Mocksa, Poccurickas denepauums

Llenb uccnepoBaHua: NpeacTaBUTb Aoka3aTesbHble AaHHble 000CHOBaHUSA Ha3HaYeHWs pebammnuaa npu XpoHu-
4eCKOM racTpuTe.

OCHOBHbI€ NOJIOXEeHUs. B akcnepMeHTanbHbIX N KIMHUYECKMX UCCNIE0BaHUAX NOKa3aHo, YTo pebaMmunug, noBbl-
LIaeT KOHUEHTpauMio npocTarnaHaMHOB (MpocTarnaHgnHa E2 n npoctaumknmHa) n Npoaykumio MyumHa, KynmpyeT
BOCMaJIEHME 1 OKCUAATUBHbIN CTPECC, PErYNNPYET anonTo3 1 aytodarunio. NnenoTponHbie apdekTbl pedbamunuaa
HanpaefieHbl HA BOCCTaHOBJIEHNE BapbEPHOM DYHKLIMN SNUTENNS U MOTYT ObITb PeanM3oBaHbI MPY XPOHUYECKOM ra-
CTPUTE NO pa3HbIM NokadaHuaM. Pebammnug npu ob6aBneHnn K apaamkaumoHHom Tepanuun H. pylori NoBbILLAET ee
9P PEKTUBHOCTb U MEPEHOCUMOCTb. [puy aTpodryeckom racTpuTte AIUTENbHOE fevyeHre pedbaMmmnuaom NpuBeso
K CHUXEHUIO CTerneHn atpodum 1 KULLeYHo MmeTannasumn. JokasaHa appekTMBHOCTb pedamunumaa npu apo3unB-
HOM racTpute, ois ne4eHns n NnpoduNakTUKN NOPaxKEHNS Xenyaka v ABeHaALaTUNEPCTHOM KULLIKN, aCCOLMMPOBaH-
HbIX C HECTEPOUAHLIMW NPOTVMBOBOCMANUTENLHBIMU NpenapaTamMmu. Pebamunug Kynmpyet CUMNTOMbI AUCNEencumn
MPWY XPOHNYECKOM racTpuTte 1 Npu GYHKUMOHANBHOM ANCNENCUN.

3akn4yeHue. HasHauyeHne pebamumnupa Mpuv XPOHMYECKOM racTpUTE MO pa3HbiM Mokas3aHUsiM 0OBOCHOBAHO
C No3MLUMKM [oKa3aTeNbHON MeaVLMHbI NPU SpafuKaLMoHHoOM Tepanun H. pylori n ons BOCCTaHOBIEHUS BapbepHOA
DYHKLMN CNN3NCTO 0B0TOHKMN.

KnioueBble cnoBa: xpoHu4eckuin ractput, Helicobacter pylori, pebamvnng, apagukaumoHHas Tepanus H. pylori,
3P03UBHBIN FACTPUT, AUcnencus

KoHdnukT nirepecoB: nyonvkaumsa nogrotosneHa npu nogaepxke NPO.MEL,.LC.
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Ana umtunpoBanua: JlanvHa T.J1., MBawkuH B.T. Pebamunua npu XpoOHUYECKOM racTpuTe: apaaukaunoHHas Tepanusa H. pylori
1 BOCCTaHOB/IEHNE BapbepHOr GYHKLMN CAN3UCTON 000104KM Xenyaka. POCCUINCKnii XypHan racTpoOaHTEPOSIOr K, renatonormm,
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Introduction

The diagnosis of chronic gastritis is one of the
most frequent in clinical practice. For example, in
Moscow in 2022 in the digestive system primary
morbidity structure diagnoses gastritis and duode-
nitis (K29) accounted for 16.5 % (230.2 cases for
100.000 of population). The disease remains very rel-
evant despite of decrease in cases of newly diagnosed
gastritis in Moscow (in the last five years by almost
1.5 times) [1].

High frequency of gastritis is conditioned
by widespread of H. pylori infection in Russian
Federation. Despite of distinct tendency of decreas-
ing share of H. pylori-positive persons in the popula-
tion, frequency of infection on the average amounts
to 38.8 %, and the highest indicators are documented
in the age group of 41—50 years old — 43.9 % [2].

Aims of eradication of the H. pylori infection
are presented in the Clinical guidelines of Russian
Gastroenterological Association on Diagnosis and
treatment of gastritis and duodenitis [3]. The therapy
problem that remains is patients care after success-
ful eradication of the H. pylori infection, including
with atrophic gastritis (severe atrophy and/or in-
testinal metaplasia in the body and in the antrum —
OLGA/OLGIM II1/1V) and in patients with a fam-
ily history of stomach cancer [4, 5]. Risk of stomach
cancer occurrence in this group of patients continues
to persist and based on medication approaches to
prevention need further examination.

According to instruction, indication of prescrip-
tion of rebamipide (Rebagit) are gastric ulcer, chron-
ic gastritis with gastric hyperacidity in the acute
stage, erosive gastritis and prevention of mucosa
disorders occurrences on the background of nonste-
roidal anti-inflammatory drugs (NSAID) adminis-
tration. Thus, in the Clinical guidelines of Russian
Gastroenterological Association on Diagnosis and
treatment of gastritis and duodenitis, prescription of
rebamipide is presented in various clinical settings,
which will be discussed further [3].

Purpose of the review of references is to present
evidence justifying prescription of rebamipide during
chronic gastritis.

Rebamipide mechanism of action

Biological effects of rebamipide, such as cyto-
protection, healing of damages, and elimination of
inflammation are implemented in various tissues, in
not only the gastrointestinal mucosa and specifically
the stomach [6]. Rebamipide increases concentration
of prostaglandins (prostaglandin E2 and prostacy-
clin) and production of mucin, removes oxygen free
radicals, and manages inflammation [6—8].

Anti-inflammatory and antioxidative effects were
demonstrated in the clinical studies in cases of gas-
tritis and gastric ulcer with prescription of rebam-
ipide together with eradication therapy of H. py-
lori or after its completion [9, 10]. In the study
of K.B. Hahm et al., eradication of H. pylori in a
group with rebamipide was not only higher, but both
mucosal malondialdehyde levels and myeloperoxi-
dase activity were significantly lower. Levels of 1L-1,
IL-6, IL-8 and TNF-a cytokines in mucosa as well as
GRO-a (neutrophils activating factor) and RANTES
(chemokines released by T-cells upon activation) be-
came significantly lower after treatment of H. pylori,
especially in the group receiving rebamipide. Thus,
addition of rebamipide to the H. pylori eradication
protocols had both quantitative and qualitative ad-
vantages: the eradication effectiveness was increas-
ing together with decreasing of oxidative stress and
levels of bound by the H. pylori-associated gastritis
proinflammatory cytokines [10].

A series of experimental studies has shown that
rebamipide provides protective effect on gastric mu-
cosa under action of NSAID (indomethacin) not only
because of anti-inflammatory action by inhibition of
the NF-«B signal pathway and management of oxida-
tive stress, by also because of controlling the apopto-
sis. Under action of NSAID, the expression of genes
responsible for apoptosis is increasing in the gastric
cells, and rebamipide inhibits these genes [11].

New mechanisms of rebamipide action for res-
toration of epithelial barrier were uncovered in an
experiment with ethanol-induced gastric damage.
Autophagy is a natural mechanism due to which cell
disposes of damaged proteins and organelles, provides
protective action on cells “survivability” in case of
chemical injury. Autophagy processes are closely ad-
joined with endoplasmic reticulum stress phenomena.
In the experiment, ethanol has been activating the
endoplasmic reticulum stress and inducing apoptosis
(control group laboratory animals 15.24 + 1.10 %;
group under the influence of ethanol 33.80 + 1.47 %,
p < 0.001) under conditions of autophagy inhibition.
Rebamipide has been reducing the rate of apoptosis
(20.78 + 1.63 %) and significantly improving endo-
plasmic reticulum stress indicators and related signal
pathway NF-«B. Thus, it was proven that rebamip-
ide activates autophagy, crucial process of maintain-
ing the barrier function of gastrointestinal tract [12].

Rebamipide during the H. pylori infection
eradication therapy

Eradication therapy of H. pylori has fundamen-
tal significance during chronic gastritis as etiotro-
pic treatment and measure to prevent progression of
mucous membrane atrophic changes [3, 13]. Thus,
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selection of the most efficient anti-Helicobacter
therapy protocol has essential importance. In the
Clinical guidelines of Russian Gastroenterological
Association on Diagnosis and treatment of gastritis
and duodenitis, addition of rebamipide to the erad-
ication protocols was considered appropriate as a
measure to improve the efficacy of anti-Helicobacter
treatment [3]. This recommendation is justified by
data of three meta-analyses.

In the meta-analysis of T. Nishizawa et al., per-
centage of the H. pylori eradication with prescrip-
tion of rebamipide amounted to 73.3 %, and with-
out it — 61.4 %, odds ratio (OR) amounted to 1.74
(95 % confidence interval (CI: 1.19—-2.53) [14]. In
the meta-analysis of D.A. Andreev et al. of 2019,
which included 11 studies (n = 1227), achieved OR
was 1.753 (95 % CI: 1.312—2.333; p < 0.001) in
favor of the prescription of rebamipide [15]. Meta-
analysis of D.A. Andreev et al. of 2022, has ana-
lyzed studies conducted in Russian Federation us-
ing rebamipide made by PRO.MED.CS. company.
In the 6 controlled studies (n = 531) generalized
eradication effectiveness was 90.376 % (95 % CI:
86.311—93.560) in patients who received rebamipide,
and 81.681 % (95 % CI: 76.499—86.141) in patients
without rebamipide. Addition of rebamipide to the
H. pylori eradication protocols positively increas-
es treatment effectiveness (OR — 2.162, 95 % CI:
1.268—3.685; p = 0.005). In the group taking rebam-
ipide, a decrease in the incidence of adverse events
at the border of statistical significance is observed
(OR —0.569; 95 % CI: 0.333—0.970; p = 0.038) [16].

Rebamipide has no influence on the viability of
H. pylori bacteria. However, with preliminary ad-
dition of rebamipide to the epithelial cells culture,
adhesion of H. pylori strains obtained from patients
with chronic gastritis and gastric ulcer to MKN-28
and MKN-45 cells was significantly suppressed.
Rebamipide inhibits adhesion of not only H. pylori,
but also E. coli. The authors made an assumption
that H. pylori may survive in the mucin after begin-
ning of eradication therapy and reengage with epi-
thelial surface. Thus, rebamipide prevents recoloni-
zation of H. pylori and, because of sufficiently long
antibiotic treatment together with the rebamipide;
eradication effectiveness can be increased [17].

Considering the rebamipide effect on the H. py-
lori infection, it should be mentioned a number of
special studies dedicated to the bacteria virulence
factor to the cytotoxin-associated protein A (CagA),
the oncoprotein of bacterial origin. The CagA in-
teraction with the gastric epithelium cells results in
dysregulation of a number of signaling pathways:
MAPK, PI3K/Akt, NF-«xB, Wnt/B-catenin, JAK-
STAT, and Hippo. The consequence of this is an in-
duction of inflammation and pathologic changes in
the structure, polarity, and proliferation of epithe-
liocytes, which is considered as an important stage of
carcinogenesis [18]. Rebamipide has been suppress-
ing CagA-induced expression of phospholipase D1

(PLD1) by means of inhibition of the NF-xB bind-
ing to the promoter PLD1, as well as inhibiting of
the PLD activity. In addition, rebamipide has been
suppressing the H. pylori-induced expression of the
matrix metalloproteinase-9 and IL-8. These results
prove that rebamipide can support anti-tumoral ef-
fect by inhibiting of signal pathway CagA-NF-xB-
PLD1 [19]. In the study of K.H. Lee et al., rebam-
ipide has been protecting epithelial cells against
CagA-induced effects, at that not only inhibiting of
NF-«xB and reducing production of IL-8, but also has
normalized condition of intercellular contacts (zonu-
la occludens) [20]. D.W. Kang et al. have demon-
strated the chemo protective potential of rebamipide
against carcinogenic influence of CagA because of
suppression of B-catenin and its target [21].

Rebamipide effect on inflammation,

atrophy and intestinal metaplasia

during chronic gastritis

For the potentiation of gastric mucosa pro-
tective properties, Clinical guidelines of Russian
Gastroenterological Association on Diagnosis and
treatment of gastritis and duodenitis recommend
treatment with bismuthate tripotassium dicitrate or
rebamipide for 4—8 weeks [3].

During analysis of this provision in the Clinical
guidelines, it is advisable to reveal the significance
of the increased epithelial permeability syndrome
during gastritis [22, 23]. Increased epithelial per-
meability syndrome is coupled with the inflamma-
tory process in the gastric mucosa and serves as the
typical pathophysiologic mechanism during gastritis
and functional dyspepsia. H. pylori makes a deci-
sive contribution in the occurrence of this syndrome
adversely affecting the pre-epithelial, epithelial and
post-epithelial levels of the mucosa protection. Thus,
the increased epithelial permeability syndrome takes
part in the gastritis pathogenesis and maintaining of
the chronic inflammation, and drug therapy having
cytoprotective effect is pathogenically justified [22,
23]. We can assume that restoration of gastric epi-
thelial barrier may have an important value for pre-
vention of stomach cancer in persons with atrophic
gastritis and intestinal metaplasia after eradication
of the H. pylori infection.

Effectiveness of rebamipide is proven in improve-
ment of the inflammation histological indicators in
patients with gastritis even without eradication of
H. pylori. K. Haruma et al. have studied 86 patients
infected with H. pylori: 53 were taking 300 mg of
rebamipide per day for 12 months and 33 patients
were a control group. In the rebamipide group sig-
nificant decrease of mononuclear infiltration in the
antrum (from 1.42 + 0.15 to 1.02 + 0.15; p < 0.01)
and stomach body (from 1.60 + 0.15 to 1.21 + 0.14;
p < 0.05) was observed. Neutrophils infiltration was
also reduced in the antrum (from 0.98 = 0.14 to
0.70 £ 0.13; p < 0.05), which was related to decrease
in production of inducible NO-synthase. In the serum

Poc sypH ractposutepoJt rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)

83



84

National college of gastroenterology, hepatology

allnOHaJIbHasA MKOJAa TAaCTPOIHTEPOJIOTUHN, TEIIATOJIOTUN

www.gastro-j.ru

of rebamipide taking patients a marked decline in the
gastrin content (from 276.3 + 58.3 pg/mL to 173.0 +
34.2 pg/mL; p < 0.05) was observed, whereas in the
control group no changes were observed [24].

In the controlled randomized trial of T. Kamada
et al., 169 patients with proven successful eradica-
tion of H. pylori were divided into group taking
300 mg of rebamipide per day for 12 months and
a group without treatment. Histopathological exam-
ination of the gastric biopsies was conducted during
including in the trial and in 1 year according to the
Sydney system. Gastritis and atrophy activity indi-
cators have improved in both groups without dis-
tinction between groups, which was explained by
the authors because of eradication of the H. pylori
infection. Notably that chronic inflammation of the
small curvature of the stomach body significantly
improved in the rebamipide group in comparison
with group without treatment (1.12 £ 0.08 vs. 1.35 +
0.08; p = 0.043) [25].

Evidences are accumulating on the intrinsic pos-
itive effect of rebamipide on atrophy and intestinal
metaplasia. In the trial aimed at assessment of pre-
cancerous changes of gastric mucosa during gastritis
on the background of therapy with rebamipide for
26 weeks, endoscopic examination with assessment of
mucosa condition according to modified Lanza scale,
histopathological examination of the gastric biopsies
according to the Sydney system and immunohisto-
chemical examination with of intestinal metaplasia
markers, transcription factor CDX2 (caudal type ho-
meobox transcription factor 2) and trefoil factor 3
(TFF3) were carried out. Treatment with rebamip-
ide contributed to improvement mucosa condition by
Lanza scale, decrease in inflammation, degree of in-
testinal metaplasia and low-grade malignant intraep-
ithelial neoplasia. On the background rebamipide
treatment, the percentage of cells expressing CDX2
(31.5 % vs. 15.7 %, p = 0.021) and TFF3 (44.9 % vs.
25.8 %, p = 0.012) has been decreased [26].

The randomized trial covered 53 patients after en-
doscopic mucosal resection or mucosectomy with dis-
section in the submucosal layer for gastric mucosal
dysplasia or early gastric cancer. It is obvious that for
this group of patients monitoring of the gastric muco-
sa condition has fundamental significance for preven-
tion of metachronous cancer. The trial included H. pylori-
negative patients, and on H. pylori-positive patients,
eradication therapy was performed. Thirty-four pa-
tients received rebamipide in the dosage of 300 mg
per day for a year, and 19 patients received placebo.
Degree of atrophy in antrum has positively improved
after treatment with rebamipide (1.870 + 0.932 before
treatment / 1.430 + 0.986 after treatment; p = 0.013),
degree of intestinal metaplasia in the antrum has also
improved (1.750 + 0.963 before treatment / 1.370 +
1.032 after treatment; p = 0.038) [27].

The large-scale follow-up study observed pa-
tients after endoscopic mucosectomy with dissection
in the submucosal layer, made in 2011—2014. During

73,416 person years of observation, 711 patients
were again diagnosed with stomach cancer, including
377 patients taking low doses (below median line)
of rebamipide and 334 persons — high doses (above
median line) of rebamipide (37157.4 and 36258.3 per
100.000 person years, respectively); logarithmic rank-
ing test, p = 0.052). After correction for such factors
as age, gender, diagnosis at the moment of endoscopic
resection performance, application of high doses of re-
bamipide was associated with reducing of the risk of
stomach cancer (risks ratio — 0.858; 95 % CI: 0.739—
0.995; p = 0.043) [28]. For this group of patients at
high risk of neoplasm, rebamipide has been named as a
gastric cancer chemo preventive agent [28].

Rebamipide with erosive gastritis

Clinical guidelines of Russian Gastroenterological
Association for patients with erosive gastritis and
duodenitis, including on the background of taking
of nonsteroidal anti-inflammatory drugs, in order to
achieve healing of erosions, recommend performing
treatment with PPI for 4—6 weeks and/or rebami-
pide for 4—8 weeks [3]. Effectiveness of rebamipide
with erosive gastritis has been proven in controlled
randomized trials [29, 30].

Meta-analysis dedicated to the effectiveness of
rebamipide for prevention and treatment of NSAID-
induced gastropathy and enteropathy has covered
15 trials (n = 965). It was shown that with short
terms of NSAID rebamipide is more efficient than
placebo for healing of stomach and duodenum disor-
ders. The studies have demonstrated as much effec-
tiveness in comparison with PPI, H2-receptor block-
ers and misoprostol. In comparison with placebo,
rebamipide is efficient during NSAID-induced en-
teropathy (relative risk — 2.70; 954 % CI: 1.02—7.16;
p = 0.045) [31]. Since rebamipide is the only drug
in the Russian Federation having evidential basis for
this kind of indication, conclusion on the rebami-
pide effectiveness for prevention and treatment of
NSAID-induced enteropathy has fundamental impor-
tance.

Balance of PPI and rebamipide for care of pa-
tients that need a long-term treatment with NSAID
is presented in study together with assessment of
gastrointestinal mucosa condition with esophagogas-
troduodenoscopy and capsular video image endosco-
py. Patients with rheumatoid arthritis, osteoarthri-
tis, Strimpell —Marie disease on the background of
meloxicam therapy were prescribed with rebamipide
or lansoprazole (control group) for 12 weeks. As the
starting point of efficiency evaluation occurrence of
gastric ulcer was selected, which has not developed
in a single patient. Difference in number of erosions
and small bowel ulcer before inclusion into trial and
with control trial on the background of rebamipide
amounted to 0.6 £ 3.06; and on the background of
PPI was 1.33 + 4.71. Fraction of patients with small
bowel erosive disorder after 12 weeks of treatment
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was 20 % in the rebamipide group and 40 % in the
PPI group [32].

Thus, rebamipide is efficient in care of patients
with erosive gastritis and provides protective effect
in case of NSAID administration not only in the
stomach but in other sections of gastrointestinal
tract as well.

Rebamipide and dyspepsia

A number of cited above trials of rebamipide have
shown improvement in clinical performance [25, 26].

For the patients with chronic gastritis and symp-
toms of dyspepsia, Clinical guidelines of Russian
Gastroenterological Association on Diagnosis and
treatment of gastritis and duodenitis, recommend
treatment with rebamipide both as sole therapy and
as a part of muilimodality therapy [3].

Since it is based on the conclusions of meta-anal-
ysis, this recommendation corresponds to the cred-
ibility level A and confidence level 1. Data of 17
trials with total number of 2,170 patients (1,224 —
with rebamipide, 946 — placebo / control) were re-
viewed: in 12 trials a rebamipide effect with organic
dyspepsia (ulcer disease, reflux esophagitis, NSAID-
induced gastropathy), in 5 trials with functional dys-
pepsia has been examined. Rebamipide significantly
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Llenb: NnpenoCcTaBUTb OCHOBHYIO MHMOPMaLMIO No 60ne3Hn Yunnna, Heo6xoaMMYIO A1 CBOEBPEMEHHOM AMArHO-
CTUIKM U NIEYEHUS AAaHHOro 3a601EBAHMS, HA NPUMEPE KIIMHUYECKOro HabMoaeHNS.

OcHOBHbIE MOJIOXeHus. boneaHb Yunnna — peakoe CUcTeMHoe MHMEKUMOHHOE 3ab0NieBaHne, C KOTOPbIM MOryT
CTOJIKHYTbCS TEPANeBTbl, FACTPO3HTEPONON, PEBMATOJIONM 1 BPaym Apyrix crneumanbHocTen. 3aboneBaeMoCTb KparHe
HU3Ka 1 coctaBnset 1 cnyyai Ha 1-10 MnH YenoBek. PeakocTb 60n1e3H1 Yrnnia npuBoauT K TMNOAMarHOCTUKE B NOJb3Y
6onee 4acTo BCTpevaeMblx 3aboneBaHnin. OTO, B CBOKD O4Eepedb, MOXET YXYALLIMTb NMPOrHO3 nauyeHTa, NOCKOJIbKy OT-
CPOYUT BPEMS YCTAHOBJIEHVS MPABU/IbHOIO AMArHo3a 1 Havana Heobxoammon Tepanun. MNaumeHT 50 net npeabaBns
Xanobbl Ha noxyaaHue Ha 10 kr 3a 5 mecsues, abaoMmHanbHy0 00k 1 B3AYTUE XMBOTA, 60M B CyCTaBax CTOM U KUCTEN,
njeyeBbIX CyCTaBax, KOTOPbIE COMPOBOXAAIMCh NPUMYXIIOCTLIO U runepemMuen. 3aboneBaHne Hauanocb C CyCTaBHOIO
CUHOPOMA C MPUCOEAMHEHNEM AMapen 1 NPOSIBIEHNA Manbabcopbuun (xenesoaeduumtHas aHeMusl, rmnoaboymm-
HEMUS, TMNOXonecTepmHemMus). InarHo3 yCTaHOBIEH HA OCHOBAaHM MOPMOSIOrMHYECKNX USMEHEHW B GronTaTax nocT-
OynbBGapHOro oTaena ABEHaAUATUNEPCTHOM KULLKA C YTONILLEHNEM BOPCUH 1 CKOMIEHUSAMU B CTPOME KPYMHbIX Makpo-
daros (CD68") ¢ LLMPOKOW CBETNON LIUTOMIa3MON, coaepxKaLyx 0dunbHble ckonnerms LLUMK-no3nTnBHbIX, HEeraTUBHbIX
npv OKpaLuMBaHum kapb0onoBbiM GYKCUHOM NO Linnto — HunbCcery 1 aypaMrMHOM-poaaMUHOM (NMPY MUKPOCKOMUN B pe-
KUME NIIOMUHECLLEHLIMIN) KOPOTKUX NaJloHek, a Takke 3a CHET GOPMNPOBAHUS MHOTOYNCIIEHHbBIX ONTUYECKN MYCTbIX Mes-
KVX 1 6onee KPymnHbIX MOA0CTeN. JIeueHne BHYTPUBEHHBIMU MHBEKLIMSIMY LiepTPUaKCoHa 2 I B CYTKW B TedeHuve 14 aHen
1 TpumeTonpum/cynbdameTokcadonom 1920 Mr B TeyeHre 8 MecsaLEeB MPUBENO K YYYLLEHNIO CAMO4YyBCTBMS, HOPMasv-
3aumm n1abopaTopHbIX Nokasarenen, 3HAOCKOMMYECKON U MOPdOIOrMieckor KapTuHbl. JlIeueHne TpUMeTonpuM/Cyb-
damMeToKcas010M NIaHNPYETCS NPOA0KUTL A0 12 MecsLeB unv 6oee Nnpn HEOOXOANMOCTN.

3aknoueHue. CBoeBpPEMEHHbIE YCTAHOBIEHNE AMArHO3a 1 HAYano aHTMbaKTepmanbHOW Tepannuu NO3BonaT n3de-
XaTb NO3AHUX OCJIOXHEHUI 3a00EBAHNS, B TOM YUCIIE NIETANIbHOMO NCXOAA.

KnioueBble cnoBa: 6onesHb Yunnna, Tropheryma whipplei, manbabcopbuusi, ToMMeTonpum/cynbdameTokcason
KoH®NUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOH(PIMKTA UHTEPECOB.

Ana untnpoeanua: Mextues C.H., Mextuesa O.A., KanvHuHa E.1O., Kapes B.E., BaHsH A.B., Bepko O.M. BonesHb Yunnna: kKinHu-
Yyeckuii cnydan n 063op NuTepaTypbl. POCCUNCKNA XXypHan racTpoaHTEpPONoOrnn, renatonoruu, kononpokronormuu. 2023;33(6):88-100.
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Aim: to provide basic information on Whipple's disease necessary for timely diagnosis and treatment, using the ex-
ample of clinical observation.

Key points. Whipple's disease is a rare systemic infectious disease that internists, gastroenterologists, rheuma-
tologists, and other physicians may encounter. The incidence of Whipple's disease is extremely low and amounts to
1 case per 1,000,000-10,000,000 people. The low prevalence of pathology can lead to underdiagnosis in favour of
more common diseases. This, in turn, may worsen the patient’s prognosis, as it will delay the time for establishing
the correct diagnosis and initiating the necessary therapy. A 50-year-old man complained of losing 10 kg of weight
over 5 months, abdominal pain and bloating, pain in the joints of feet, and shoulders, accompanied by swelling and
hyperemia. The disease began with articular syndrome followed by diarrhea and manifestations of malabsorption
(iron deficiency anemia, hypoalbuminemia, hypercholesterolemia). The diagnosis was established on the basis of
morphological changes in biopsy samples of the postbulbar part of the duodenum. The identified changes were
represented by thickening of the villiand accumulations in the stroma of large macrophages (CD68") with wide light
cytoplasm containing abundant accumulations of PAS-positive, negative when stained with carbol fuchsin accord-
ing to Ziehl — Nielsen and auramine-rhodamine (under microscopy in luminescence mode) short rods, as well as
numerous optically empty small and larger cavities. Treatment with intravenous injections of ceftriaxone 2 g per day
for 14 days and trimethoprim/sulfamethoxazole 1920 mg per day for 8 months led to improved health, normalization
of laboratory parameters, endoscopic and morphological findings. Treatment with trimethoprim/sulfamethoxazole is
planned to be continued for up to 12 months or longer if necessary.

Conclusion. Timely diagnosis and initiation of antibiotic therapy will help to avoid late complications of the disease,
including death.

Keywords: Whipple's disease, Tropheryma whipplei, malabsorption, trimethoprim/sulfamethoxazole
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AnueMuoJorusi 60ae3Hu Y uniia

Bonesup Yummaa (BY) — cucremuoe wungex-
IIOHHOe 3afoJieBaHue, BbI3bIBaeMoe OaKTepueil
Tropheryma whipplei, ¢ nopaxenueM TOHKON KUIITKH,
Me3eHTEepUATbHBIX JUMMATUIECKIX Y3J0B U C BHEKH-
MIEYHBIMY TPOSIBJICHUSIME. BriepBbie TATOJOTHUIO OMU-
cal aMepWKaHCKUN Bpad-marojgoroaHatoM J[XKopmx
Xoiit Yurmmr B 1907 T. Kak KUMIEYHYIO JUMOIUCTPO-
duio [1], x 2021 1. (uepes 114 mer) B nuTeparype
Hakommioch onucanue okosno 1200 cuaydaeB JaHHOM
natosiorun [2]. Eskerognas 3aGosieBaeMOCTbh KpaliHe
HU3Ka W COCTaBJISIET, O Pa3HBIM AaHHBIM, OT 1—6
cayvyaeB Ha 10 mua [3] mo 1—3 cayyaeB Ha 1 MuH de-
goBek [4, 5]. Cumnraercs, uro BY uaiie Bcrpeuaercs
y MY3KUUH eBporeou/IHo# pacel crapiie 40 jner [6].

[To pesysbTataM HAIMOHAJBHOTO WUCCJIETOBAHNUS
CIIIA, BKkJIIOYABIIETO TPAKTHYECKH 36 MJIH MeIu-
IUHCKUX KapT 3a nepuox 2012—2017 rr., pacmpo-
crpatennoctb BY cocrasnager 9,8 ciayuas na 1 mun
HACeJIeHUsI, TPHU STOM daiie O0JIe3Hb BbBISBJISIETCS
y TIpeJicTaBuTes el eBPOIeOn/IHOM pachl U JIHUIL CTapiie
65 ser. Paznuuuii B pacipocTpaHeHHOCTH B 3aBUCH-
MOCTHU OT HOJIa B 9TOM HOITYJISII[IOHHOM HCCJIe[OBAHUN
oOHapysKeHo He ObLIo [7].

ITHOJIOTHS U IIaTOreHe3

XapakTepHa paclnpocTpaHeHHOCTb BY cpenu mo-
Jieif, KOHTAaKTHPYIONX C 3eMJIel, )KIBOTHBIMHU U CTOU-
HbIMH Bojamu. BosGyantens Gosesnu Tropheryma
whipplei — rpaMIOJIOKNTEIbHbIE AKTHHOMHIIETDI.
[Tomasast B TOHKYIO KHUIIKY 4YeJOBEKa, OHU 3aXBaTbl-
BalOTCA MakpodaraMu CIn3UCTONH 060JOYKH, KOTOPbIE

3aTeM MUTPUPYIOT B Iojcau3uctbiil cuoil. T. whipplei
crioco6Ha T10/[aB/IATh UIMMYHOJIOTHYECKUIT OTBET, B pe-
3yJbTaTe 4ero Makpoarm, HeCMOTpsl Ha COXPAHHYIO
¢ysKIMIO haronuTosda, TEPSIOT CHOCOOHOCTD K JTU3UCY
Bo30yauTes. Hapacratomas nuduabrparus U3 nopa-
skenHbix T. whipplei makpodaros npuBoAnNT K CJaB-
JIeHNI0 JIMaTHYECKNX COCY/I0B BOPCHHOK TOHKOI
KHIIKK, BBI3bIBas JUMQOCTa3 M CHHAPOM Mabab-
copOrnu. IlepBbIME HapylIEHMIO BCACBIBAHUS IO/I-
BEPraioTCs >KUPBI, IOCTENEHHO HAKAIlJIMBAsACh B COO-
CTBEHHOIl TIIJIACTHHKE CJIM3HUCTON OGOJOYKHM KHUITKN
(B cBsI31 ¢ YeM BO3HHKJO Ha3BaHUE «KUPOBAs JIUIO-
aucrpodusi»). 3areM Hapyiiaercst abCOPOIUs OCTAb-
HBIX MaKpO- W MHKDPO3JIEMEHTOB. ATONTO3 MOpaskeH-
HBIX MakKpodaroB CONPOBOXK/IAETCS BbICBOOOXK/IEHUEM
BO3OYANTEJNSI C €Tro MOCJeAyIolieil aucceMuHaImeit
4yepe3 JinMdarnyeckue n KPOBEHOCHDBIE COCY/IbI € CH-
CTEMHBIM PacClpOCTPAHEHUEM B TOHKYIO KHUIIKY, TO-
JIOBHOI MO3T, cepjlle, JerKne, TOUYKH, KOCTHBIH MO3T,
KOXy M cycTaBbl [3, 6, 8—11].

Kimnnueckas kapruna

Oco6erHocTn maToreHeza OGYCJIABJIUBAIOT —TTOJIU-
MOp(hU3M KJINHWUYECKUX TIposiBjieHMit. B kiaccuye-
ckom Bapuanre (okoso 80 % cayuae) BY umeer cra-
UITHOE TeYeHHe.

Pannssa (nmarenrnas, mnpoapomambHas) ¢asa Xa-
paKkTepusyercss  Heclelnu(UUecKuMu  CUMIITOMaMU
u MoxeT quntbesa g0 6—8 ser. lo 90 % nanmeHTos
B 9TOH (ase MMEIOT MUTPUPYIOIIUI MOJUAPTPUT Tie-
pudepuuecknx cycraBoB (rOJEHOCTONHBIX, KOJIEH-
HbBIX, MJIEYEBBIX, JYUE3ANACTHBIX, KUCTEH) U aKCHa/b-
HbIl criongmmoapTput. OG6palieHne K pPeBMaToJIOTy
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Ha JIAHHOM 3Tare MOXKET TPUBECTH K JIOKHOMY [Ha-
THO3Y CEPOHETATHBHOTO TOJU- WJIU OJIUTOAPTPUTA,
a HasHavyeHne WMMYHOCYIIPECCUBHOW Tepamuu yXy/I-
MaeT KAMHIYECKYI0 KapTHHY.

Y 40—60 % mnamumenToB pasBuBaercsi cy6beGpuiib-
Hasg TepeMeKaoNasicss JUXOpaaKa, JuMQaeHona-
THST W TUTEPIUTMEHTAIINST OTKPBITHIX YYACTKOB KOMKH.
[Tocnennee HepeaKo OMMOOYHO TPAaKTyeTcss Kak 6o-
Je3Hb A/UIMCOHA.

Uepes 6—8 Jier 6oJie3Hb TEPEXOJUT B TIPOTrpPec-
cupyiomyio (opmy (passepuyras dasa), mas KOTO-
poii XapaKTepHO TOSBJIEHNE TAaCTPOMHTECTUHATHHBIX
cumntoMoB: guapen (70—85 %), Goam B KUBOTe
(50—90 %) m norepu maccor tema (80—90 %). Cryu,
KaK TPABUJIO, BOJASHUCTBIN, BOZHUKAET AMU30IUIECKH,
COITPOBOXKIAETCS KOMUKOOOPA3HBIMEI GOJISIMA B SKIBO-
Te. V3omupoBaHHAs cTeaTtopesi BCTPEYAETCS JTOBOJIb-
Ho penko. Ilotepsa Beca B cpeaneM coctaBisieT 11 Kr
(onmcanbl cayuan morepu Beca oT 3 10 36 Kr).

B nampuefimem  (mmosmHSS daza, B cpennem
yepes 8 JIeT) MOKET HPUCOEAMHHUTHCS HEBPOJOrHYe-
CKasl CHUMIITOMATUKA, CIEKTP TIPOSIBIECHWH KOTOPOI
BecbMa IHPOK (OT TOJOBHBIX GoJiell U GeCCOHHUIIBI
JI0 MO3KE€YKOBOTO Tapajnya, JMUJIETICUN W Tapajiu-
Yya TIJa3o[ABUraTeJbHOro Hepsa). CTOMT OTMETHTD,
YTO BOBJIEYEHUE I[[EHTPATHHONW HEPBHON CHCTEMBI
(ITHC) npoucXOAUT CPaBHUTEILHO HEYACTO, BCETO
B 20—30 % cuyuaes.

Takske nipu mo3aHel (ase 3a60s€BaHUST OMHMCAHBI
nopaxenne Jjerkux (IMTeNbHBIA Kaieab, Gosb, ac-
COLIMUPOBAHHAS C IIEBPUTOM; OT 35 110 65 %), cepina
(nmaromormueckne Mmympl, B T. 4. TIIyM TPEHUS TEpPH-
Kap/a, HapylreHus: mpoBoauMoctu 1o gaHubiM IKI;
ot 35 10 60 %), Tmas (morepst 3peHus, YBEUT U PETUHNT)
u apyrux opranos (eauHudnble ciayvan) [4, 6, 12].

/narnoctuka

JlaGopaTopible aHaIM3bl YaCTO TIOKA3BIBAIOT IIO-
Boiierne yposusi C-peaktusnoro Geaxa (CPB), cko-
poctun oceganus spurponutos (COD), KoamdyecTsa
JIEWKOITOB U TpoMOoIuToB. KpoMme TOro, B paMKax
cuHJpoOMa MaababcopOInu XapaKkTepHbl keje3o1edu-
[UTHAST aHEMUs, TUIOMPOTEHHEMUSI U TUMOATBOYMU-
HeMUs, THUIIOXOJecTepuHeMusi, IedUuIUT BUTAMUHOB
n MuKpoasementos (Gkenesa, Kaabius u apyrux) [3, 4].

[Ipu nogospenun Ha BY mo ganHbIM KAMHIYECKOI
KapTUHbI ¥ aHAJN30B KPOBU HEOGXOIMMO OATBEPAUTDH
Haymune Bo3Oymurens 1. whipplei ¢ nomomnipio TUCTO-
JIOTHYECKOTO MCCJIE0BAHUST WJIH TTOJIMEPA3HON HEMHO
peaxuuu (ITIIP). B kayecTBe MaTepuasa MOKHO HCIIO/Ib-
30Barh JIOOYIO TKaHb, MOPa)KEHHE KOTOPOil OGBSICHSET
UMEIONIYIOCsST CUMITOMATHKY, OJHAKO CTaHIAPTOM CUH-
TAETCsl WCCJIEA0BAHNE CIMBUCTO 0G0JIOUKU JTUCTATBHO-
ro orgena asenaguatunepcrroii kumku (JI1K). BasaTtue
CIIMHHOMO3TOBOI JKUKOCTH HEOOXOANMO [JIsI UCKJIIO-
YeHHsT BOBJIedeHus B marosnorndeckue mpoiieccbl [THC.
Bapuant asropurMa o6c/Ie0BaHusI MAIMEHTOB C TIO/0-
3penueM Ha BY npencrasien na pucynke 1 [4].

Ha nporspkernn gecsTuieTuil moATBepsKIeHNe [Iia-
rHO3a OCHOBBIBAJIOCH HA BbISIBJEHUH [HACTa30pPe3nc-

TEHTHBIX, HekucJaoToycToitunBblX, TIVK-nosutnBHbIX
BKJIIOUEHWIT B Makpodarax, oOHAPY>KUBAEMbIX, TJIABHBIM
06pazoM, B COOCTBEHHOIl TIJTACTUHKE CJIU3KCTONH 060-
goukn JIITK (I K-nosoxkutebHble  Makpodari).
Uyscreurenbuocts [T K-okpammBanmus — cocraBisier
70—80 % mrs paszmuunbix dhopm BY, omgHako mososku-
TEJbHYIO PEaKIMI0 MOXKET JaBaTb M JPYroil Bo36yuau-
tesib — Mycobacterium avium. [ns nubdepenimanb-
HOWM JMarHOCTHKHU CJEAYeT MPOBOJUTH OKPAIINBAHNE
mo meroxy Iluna — Hwuabcena, BBISABJISIONETO KHC-
JIOTOYCTOIYNBBIE MUKPOOPTaHU3MBI, BKJIOYAs MHUKO-
6akrepun [4]. Kpome Toro, 9 % marmentoB ¢ bY mnme-
10T T'DAHYJIEMbI, PEUMYIIECTBEHHO PACIOJI0KEHHbIE
B JUM(ATHIECKUX y3JaxX U TeYeHU, pexe — B JIPY-
IUX MOPAKEHHBIX TKAHAX, YTO 3a4acTyIO OMINGOYHO
paccMaTpuBaeTcs Kak JAMarnos capkomnjosa (B cayuae,
ecsm He BbinosHssach [V K-okpacka peakruom
MIudda) [6]. ToYHOCTb THCTONOTHIECKOTO HCCTIE-
JIOBAHUST MOJKHO HOBBICUTH [[OTOJHHUTEJbHBIM HMMY-
HOTMCTOXUMWYECKUM  OKPANIMBAHUEM  AHTUTEJAMU
k T. whipplei [4].

IIIIP (oco6enno IIIIP B peambHOM BpeMeHH) GHO-
NTAaTOB WJIM CIMHHOMO3TOBOH JKUAKOCTH 0O6Jaaer
60JIBINEll  4YBCTBUTEJIBHOCTBIO U CHEM(PUIHOCTHIO
B cpaBuennn ¢ [TV K-okpamuBanueM, ogHako MeTOJ
noctyneH He Be3ze. CepoJiornueckast AnarHocTnka bY
CUUTAETCST Hellesaecoo0pasHoil, ITOCKOJIbKY aHTHTeJA
k T. whipplei MoryT BBIABIATBHCS Y 30POBBIX JIOACH
n 6eCCUMIITOMHBIX GAKTEPHOHOCUTEJIEH 1 B TO JK€ Bpe-
MS TIOJTHOCTBIO OTCYTCTBOBATD Yy MAIMEHTOB € KJIACCH-
YeCKUM TeueHuneM 6osiesnu [4].

[l B3situst 6montaroB can3uctoit o6omoukn [IITK
BCEM TMallMeHTaM C Iojo3peHreM Ha BY BbinosHser-
€SI TaCTPOCKOIUS, BO BPEMS KOTOPOH TaK:Ke MOKHO
BBISIBUTH XapaKTepHble u3MeHeHusi. XOTs HHI0CKO-
nuYecKas KapThHa BapuaGeabHa, K TUIIMYHBIM H3Me-
HEHUsIM TIpH BY MOJKHO OTHECTH THIIEPEMUIO M OTeK
czuctoit o6onoukn /11K, yBemmuenne ee cKiIaJoK,
MeJIKHe ¥ KPYIHble JUMQAHTHIKTA3MN, yBeJUUYEHHEe
BOPCUH M GEJIO-3KeATOBAThIE KOJIbIeOOpa3Hbie CTPYK-
Typbl BHyTpH Bopcun [13].

Jleuenne

CxeMbl JieueHUsT B Pa3HBIX CTPaHAX BapbUPYIOT,
O[IHAKO Kaykjas M3 HUX OCHOBaHA Ha CIIOCOGHOCTH
aHTHOAKTEPUATBHOTO CPEACTBA TMPOXOANTH TeMaTO-
sHnepasmueckuii 6apbep. Tak, K mnpemaparaM Bbl-
60pa OTHOCAT AHTUOUOTUKU TMEHUIMJIIMHOBOTO Ps/Ia,
TETPAIUKINHBI,  TPUMETOIPUM/ CyIb(haMeTOKCa30.1.
IIpu orcyTcTBUM OTBeTa Ha aHTHOAKTEPHATBHYIO Te-
panuio TepPCHeKTHBHO MpuMeHeHue y-uHTepdepoHa
[4, 14]. B T'epmanuu cranjjapTHoe jiedeHe BKJIIOYAeT
BHYTPUBEHHYIO HHAYKIIMOHHYIO Tepanuio medTprak-
COHOM WM MepolleHeMOM B Teuenme 14 gHeit ¢ mo-
cyreyIoniell epopasbHON TOAJEPKUBAIOIIEN Teparnu-
eil TpUMEeTONPUMOM / CyIb(haMeTOKCa30JI0M B TeYeHue
12 mecsneB [15]. B Poccum Takske paccMarpuBaer-
cs TIOXOKast CcXeMa: IS WHAYKIIMOHHOW Tepannn
HasHavaior nedrpuakcon (2 v 1 pas B cyrku B/B)
umm MeponeneM (1 T 3 pasa B cyTKH B/B) B TedeHHe
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Mopo3peHue Ha GonesHb Yunnna
Suspected Whipple’s disease

3a6op o6pa3LoB NopaxeHHbIX TKAaHen
O6s3aTenbHo: 6uoncust > 5 yyactkoB noctoynbGapHoro otaena AMNMK 1 npokcuManbHOro otaena ToLen KULWKK
(cnMHHOMO3roBas XWAKOCTb AN onpeaeneHns nopaxeHuns LIHC)
Mo xenaHuto: cnHoBKanbHas obornoyka, NMMMdaTyeckune yanbl, 3HAoKapa
Samples of affected tissues
Mandatory: biopsy of > 5 sections of the postbulbar duodenum and proximal jejunum
(cerebrospinal fluid to determine central nervous system involvement)
Optional: synovium, lymph nodes, endocardium

I'vcTonornyeckoe uccnegoBatHue, LLIMK-okpacka
(MUP ans onpepeneHus nopaxeHus LIHC)

Histological examination, PAS-staining
(PCR to determine CNS damage)

LUUK-no3nTmBHbIe Makpodaru
PAS-positive macrophages

{

UmmyHoructoxummus w/vinm MLP
Immunohistochemistry and/or PCR

' }

LLIUK-HeratMBHOE OKpaluMBaHue
PAS-negative staining

|}

UmmyHornctoxumus mnivnm NUP
Immunohistochemistry and/or PCR

' |}

OpwvH pesynbtar HeT nonoxutenbHbIX
NONOXUTESbHbI

[Ba pe3ynbTaTa

pesynsTaToB MoNOXUTENbHbIE MOSNOXUTENbHbII oTpulatenbHble
One positive test | | No positive test results Two positive test | | One positive test result All test result are
result results negative

OpwvH pesynbTar Bce pesynbTarthl

|} |}

} |} '

OkoHYaTenbHbIN

AaNics MpeaBapuTenbHbIn

Final diagnosis

AvarHos, TpebyeTcs
nofTBepXaeHVe

Preliminary diagnosis,
confirmation required

N Cnepyet
OkoHyaTernbHblii MpeaBapuTenbHbIit acCMOThETS
anarHos P P
] ) ) AnarHos, TpebyeTcs anbTepHaTUBHbII
Final diagnosis noateepxaeHve aunarHos

Preliminary diagnosis,
confirmation required

An alternative
diagnosis should be

considered

Pucynox 1. Anroput™ 006CIeI0OBAaHUS TAIMEHTOB C MO03pEHNEM Ha 60JIe3Hb Y UIIILIA

Figure 1. Algorithm for examining patients with suspected Whipple’s disease

14 pueit. Ilpnm nopakenmn ITHC mosbr mpenaparon
VABAUBAIOT WM MPUMEHSIOT MPOKanHa OGeH3WIIeHU-
mmaman 1,2 mun Ex./cyr B/M (mmm kanus Gensui-
nennnuand 1,2 man Ex./cyt xaxaere 4 daca B/B)
B couetaHuu co crperntomMuiimaoM 1 r B/B 1 pa3 B cyT-
k. [lasee mepexosaT Ha MOAIEPIKUBAIOIIYIO TEPAITHIO
80 wmr rtpumeronpuma/400 Mr cysbdamerokcaso-
Ja 1o 2 TabjeTku 2 pas3a B CYTKH BHYTPb B Teye-
Hue 12 MecsieB. ANbTEPHATUBOW TPH HEePEeHOCH-
MOCTH [JAHHOW KOMOUHAIMU SIBJISIETCS TOKCHIIUKJINH
(100 Mr 2 pasa B CyTKM BHYTPb) U IMAPOKCHXJOPOXUH
(200 mMr 3 pasa B CyTKM BHYTPb) B TEYEHHE OJIHOTO
roga [3]. CyriectByeT MHeHME, YTO aHTHOAKTEPUATH-
Has Tepanus npu BY po/okHA TpPOmOIKATBCA HE Me-
Hee AByX JieT [14]. Knunuveckoe yiydiieHue MOKeT
OTMEYAThCS YK€ B IEPBYIO HeJEJI0 JeUeHls, J0JbIIe

COXPAHSIOTCS HEBPOJIOTNYECKHIe CUMIITOMBI, a perpecc
MopdoJIOrHUecKX n3MeHeHnuil eie 6oJiee MejlJIeHHbII
n MoxeT ObITb HenosHbIM. Kpurepuem asddextus-
HOCTU Tepalnui U HACTYILUICHUSI PEMHCCHU SIBJISETCS
HCYE3HOBEHMEe IIEHUCTbIX Makpodaros B I'MCTOJIOTHYE-
ckoM Marepuadie [3, 14].

ITporuos

[Ipu cBoeBpeMeHHO Ha4yaTOW Tepanuu MPOrHO3
npu BY B 1iesiom G6aaronpusitabiii. Oxgnako B 8—35 %
CIy4aeB BO3MOKHBI PEIUIUBBI 3a00JI€BaHUs, UTO Tpe-
OyeT MUHAMUYECKOro HaGJIOMeHNsT MaIieHToB ¢ bY
[9]. Be3 nasznauenuns anTruGaKTepUAIbHON TEpPAINN 3a-
6oJIeBaHIe MOXKET 3aBEPIIUTHCS JIETATBHBIM UCXO/IOM,
KOTOPBIN, KaK MpaBmWjo, HacTymaeT depe3 1—2 roga
OT HavaJsa MPOSBJIEHUST KUIIEYHBbIX CUMITOMOB [14].

Poc sypH ractposutepoJt rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)



Kmmanueckne nabmonenns/ Clinical cases

www.gastro-j.ru

Kinanueckoe Ha0/01eHuE

JKanobu

[Mamuent K., 50 xet, o6paTtuics B I'acTposHTepoJio-
rudeckuii meHtp <«3Jkcnepr» (r. Cankr-IlerepGypr)
B Havasie HOosI6pst 2021 T. ¢ skamo6aMu Ha BbIpaXKEHHOE
CHIDKEHNE MacChl Tesa (noxy;;[eﬂ Ha 10 kr 3a 5 Mecd-
IeB), HE3HAUNTEJbHbIEC GOJIN B HUXKHEI 4acTh JKUBOTA,
He CBSI3aHHBIE C MPUEMOM MUIIUA U CTYJIOM, OTPBIKKY
BO3/[yXOM, OIILyIleHNe B3AYyTUS XKUBOTA, METEOPU3M,
nepuojyeckre 6oJU B TIEPBBIX ITIOCHE-(PATAHTOBBIX
CyCTaBax, MEJKUX CyCTaBaX KUCTEH, TJIEUYEBBIX CycTa-
BaX, KOTOpbIE COMPOBOXKAAJINCH MPUIYXJIOCTHIO U TH-
nepemueii, MOBbBIIIEHNEM TeMIEepaTypbl TeJaa [0 cy6-
Ge6puIHHBIX 3HAYEHUI.

Anamnes 3aboreeanus

Cuuraer cebg 60abHbIM ¢ 2016 1., Kor1a IOABUJINCH
60/ B MEJIKUX CyCTaBaxX KUCTEH W CTOT, COMPOBOXK/IA-
oluecs: TPUIYXJOCTDIO, TUIepeMHuell U Tepuojmye-
ckuM cy6debpunreroM. CaMOCTOSATENTBHO MTPUHUMAI
HECTEPOUIHbIE TMPOTUBOBOCTATUTEIbHBIE TMPETapaThl,
K Bpauam He oOpamajucsi. B mae 2021 r. Bo3HukIa
BojIsTHUCTast uapest 10 5—6 pa3 B cyTku 6e3 maTo-
JIOTHYECKNX TIpuMeceli, WHTeHCHBHbBIE Au(@y3HbIe
cxBatkoo6pasubie 6oy B kuBore. CaMOCTOSTETHHO
npUHUMaI a/IcopOenThl, Ha (oHe KOTOPbIX HAOMIO/A-
JIOCHh TIOCTETIEHHOE YJIydIlIeHne CaMOYyBCTBHS B Tede-
Hue 2 nHenenab. Yacrora cryna cHusuiach o 1 pasa
B CYTKHM, HO COXpPaHWJACh KalluieoOpasHasi KOH-
cucrenrus. Havanm 6eCcOKONTH CyIOPOTH MBI
BEPXHMX M HUKHUX KOHEYHOCTEH C MOJIOKUTEIbHBIM
apderToM OT TpHeMa mpernapaToB MarHus, CTaJ OT-
MeyaTh TMPOrpeccupyiolee CHUKeHNe Beca Ha (one
OOBIYHOM IUeTHI.

B wmione 2021 1. B CcBI3M C COXpaHEHWEM CHUM-
NTOMATUKU OOPATUJICS K TaCTPOIHTEPOJIOTY MO Me-
CTy JKUTEJbCTBA. B 6MOXMMMYECKOM aHaIn3e KPOBU
or 12.06.2021 r. meyenounble pepMEHTHI B Ipejiesiax
HOPMaJIbHBIX 3HadeHWi (mpoume MoKasatesu He Mpo-
Bepsnch). Komporpamma or 14.06.2021 r.: sxuma-
Kasi KOHCHCTEHIMs, OGOJIbIIIOe KOJUYECTBO JIETPUTA,
MBIIIIEYHbIE BOJIOKHA C MCYEPYEHHOCTLIO W SKUPHDBIE
KHUCJOTBI — B HeOOJbIIOM KOJUYECTBE, HPUTPOIU-
TBI, JIEWKOIIUTBI, TpOCTeilnre U SiIla TeJIbMIHTOB
— He o6Hapyskenbl. Ha a3odaroractpomyo/1eHoCKO-
mun (ATZIC) or 14.06.2021 r. BbIABIEHBI HELOCTA-
TOYHOCTb Kap/nH, 5PO3UBHBIN pedrokc-a3odarnt
creriern B 1o Jloc-Anmkenecckoit kimaccudukanmm,
[IOBEPXHOCTHBIN ~aHTPAJIbHBI TracTpUT, JAyojeHora-
CTPAJIBHBI  pedroke Kemur, OBICTPBIN  ypea3HbIit
TECT TOJIOKUTEJNbHbIN. AHTUXETUKOOAKTEPHAST Tepa-
us He IPOBOJAMJIACH, Obll HazHauyeH 8-HeesbHbIi
KypC WHTHOUTOPOB TIPOTOHHOI TMOMIIbI, YPCOAE30K-
CUXO0JIEBAST KUCJOTA, NMPOOUOTUKU — 06e3 3HAYuMOro
apdexra.

B cBsA3M ¢ TpOMO/IKAIOIIUMCS CHIDKEHHEM Beca
M KammieoOpa3HbIM CTYJOM CaMOCTOSTENbHO BO300-
HoBus1 oGcyenoBarme ocerbio 2021 r. JlaGoparopHo
(or 18.10.2021 r.) o6pamano BHUMAHWE CHIDKE-
HIte yPOBHsI OOIIEro XojectepuHa 0 2,59 MMOJb,/Ji

(nopma — 3,9—6,5 MMOJIb,/J1), THIIOXPOMHAsT MUKPOI[H-
TapHasi aHEMUsSI: CHIDKeHue reMorsioouta — no 107 r/n
(mopma — 128—172 v/n), MCH — po 24,4 nr (sop-
Ma — 27,5-34 ur), MCV — no 76,2 ¢a (nopma —
79-94 ¢n); ysemmuenne COI — o 33 mm/u (Hop-
Ma — 2—15 MM/ 9).

B cBsi3u ¢ mporpeccupyonMn moxXyJaHiueM u aHe-
Mmueil B Hosiope 2021 1. oOparmiics K TracTpOIHTEPO-
Jgory B [acTpOIHTEPOSOTHYECKHIT HEHTP <«IKCIEPT».
[To manubiM 0GBEKTUBHOTO OOCJe0BaHUs ObLIO BbI-
SIBJIEHO ACTEHMYECKOE TEJOCTOKEHIEe, WHIEKC MacChl
tema — 22,1 Kkr/M?, KOKHbIE MOKPOBBI GJIe/IHbIE, CY-
Xue, sI3bIK 00JI0XKeH GeJIbIM HAJIETOM, MPU HaJIbIAlun
JKUBOT 4yBCTBUTEJIbHBII B HIDKHUX OT/IEIaX, B OCTAJIb-
HOM — G6e3 ocobennocreii. B pamkax puddepenim-
QJIbHOW JMAarHOCTUKHU TIPEATIONOKEHDBI: BOCTIAJTUTEb-
Hble 3a00JIeBaHMS KHUINEYHNKA, TJIUCTHBIE WHBA3WUH,
1eJTMAKUST, OHKOTIATOJIOTUS .

[Ipn o6eaenosann (or 05.12.2021 1.) BBIABIE-
upl: runoansOymunemust (anpbymun  — 32,7 1/
HopmMa — ot 40,2 1/71); mesnauntempHoe (< 2 or-
HOCHUTEJIBHO HOPMBI) IIOBBILEHHE o-1-TI00YIMHOB
n  y-TJIOOYJWHOB; CHUJKEHHE JKejie3a ChIBOPOTKH
1o 2,7 Mxmoan/ 1 (nopMa — 12,5—32,2 MKMOJIb/ 1),
pU HOPMaJbHBIX ypoBHAX (epputnna (34,5 MKr/m,
HopMa — 20—250 MKr/1) u o6IIei KeTe30CBA3bIBaIO-
meii cmoco6uoctn chiBoporku (60,8 MKMOIB/ 1, HOP-
Ma — 44,7—76,1 MKMOJIb/J1); CHUKEHUE YPOBHS BU-
tamuta B, 10 168 nr/mr (sopma — 180—914 /M),
obmero xosecrepuna — 10 2,6 mmonb/ 1 (Hopma —
4,1—7,2 mmouab,/1n); cymectBennoe nopbimenne CPB
o 30,18 mr/n (nopma 0,0—1,0 mr/n). B kun-
HUYECKOM aHa/in3€e KPOBU COXPaHSJIACh THITIOXPOMHAasI

Mukponutaphas anemust (remormo6un — 112 1/m),
BbIsIBJIEH TpoMGoITo3 (TpomGormter — 407 x 10°/1;
nopma — g0 308 x 10°/71) ¢ nosbinenueM TpoMGO-

kputa 10 0,47 % (mopma — mo 0,32 %), mOBBILIEHIE
CO3 1o 66 mm/u (mopma — 0—15 MM/4). Auturena
K reabMuHTaM (9XUHOKOKKH, OIMCTOPXH, TOKCOKA-
Pbl, TPUXUHEIBI) U JAMOIUSAM — OTpPHUIATENbHbIE.
NMMyHOTIOTHYECKWIT CKPUHUHT Ha IEJUAKUIO: aHTH-
Tera K 3HAOMHU3WIO IgA, K TKaHEBOH TpaHCIIyTa-
muHaze IgA, IgG, x Ae3aMMHMPOBAHHBIM TeENTHIaM
rmaannaa IgA, 1¢G — orpunarenbHble; cCyMMapHBIT
ypoBenb [gA HeckoJbKO mHoBbimien — g0 5,01 r/n
(nopma — 0,7—4,0 r/71). Tenernyeckoe THIMPOBAHIE
Ha HLA DQ2/DQ8 — ramiorui iejJnakuyd He BbI-
asnen. Onxomapkepbl (Ca 242, Ca 72-4, Ca 19-9,
POA) — orpunaresbubie. O6HAPYKEHO MOBBINIEHHE
KagbrporekTnHa — g0 1300 MKr/T.

ITo pesyabraram ¥ 31 xumeunuka or 12.12.2021 r.
BbIsiBJEeHbl U Y3HblE U3MEHEHUs Me3eHTepUasb-
HOH >KUPOBOH KJETYATKU 1O THUIY BOCHAJUTEIbHON
nHQUIbTPAINY, YyMepeHHas Me3eHTepHaIbHas JNM-
danenomnarusg. IIpun IT/AC or 12.12.2021 r.: B mocrt-
Oy b6apHOM  OT/IeIe  cu3ucTass 000JIOYKA OTedHas,
CBETJIO-CEPOTO 1[BETA, BLICOTA BOPCUHOK PE3KO CHIKE-
Ha; yYaCTKH CO CHU)KEHHOW BBICOTOW BOPCHHOK Ye-
peayiorca ¢ 6e3BOPCUHYATBIMU 30HAMH; COXPaHEHHbBIE
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Pucynox 2. Cnusucras o6onouka /JIIK nammenta K. na 3T/[C or 12.12.2021 r.
Figure 2. Duodenal mucosa of Patient K. on EGDS from December 12, 2021

BOPCUHKYM HEOJHOPOJHBbIE, HUMEIOT pPasHyo JJINHY
M TOJIIUHY, HAa 9TOM (POHE OTpeIeIeTcs BhIPAXKEH-
HbI JimM@ocTa3. 3axIoveHue: JIyOoJeHONaTHs, MWC-
KJIIOYUTD TeHaKkuio, JauMdornpoandeparnBuoe 3a60-
nesanne (puc. 2).

[Tpn Bugeokosonockormun (12.12.2021 r.): B mox-
B3JIOIITHOII KUIIKe CaM3ucTasi 060J04YKa CBETI0-cepas,
oTevyHas, ¢ TpuU3HaKaMu JuMdOcTasa, BOPCUHKHU He-
OJTHOPOJIHbIE, WMEIOT PAa3Hyl0 BBICOTY U [HaMeTp.
3akJioueHne: TePMUHAIBHBI MJIEUT ¢ TpPU3HAKAMU
sumdocraza — UCKIOYUTH JuMdorposrdepaTnBHOE
3a60JIeBaHNe.

I'ucronormueckoe 3aKJIOYeHNe: 6uoricust
3 JIIIK — xcantoma camsucroir obosouku JIITK
(IMVK-1103uTHBHOE OKPAIIMBAHUE), /IS HCKITIOYCHUS
MEePCTHEBUIHO-KIETOYHOTO paka IOKa3aHO HMMYHO-
THCTOXMMHIYECKOEe WCCIe0BaHNe OGHONTAaTOB B IPO-
(pUIBHOM OHKOJOTUYECKOM YUPEKICHUU; OMOICUS
13 TIOJB3/IOITHOI KHIIKH — OYaroBbIIl MMOBEPXHOCT-
HBIl HEaKTHBHBIH yMEPEHHO BBIPAKEHHDBI IHTEPUT
(unent), BHE 06OCTpEHUs Mpolecca, ¢ JOKAJIbHON

runepiiazueii  aUMAGONHOTO anmapara  CJAu3UCTOn
060109K1 TOHKOIT (1T0AB3/I0NTHOM) KUIITKH.

C 11epI0 MCKJIIOUEHUST IIeJMAKUM OblIa BBITIOJ-
Hena mopdomerpust Guonrtaros us JIK (puc. 3),
IIpH KOTOPOI OGHAPY’KEHO PE3KO BbIPAKEHHOE Ova-
roBoe My ibTU(MDOKAIBHOE HAPYIIEHNe aPXUTEKTOHIKI
CIM3HUCTOI 06OJIOYKN C YTOJINIEHWEM CJU3UCTON 060-
Joukn n jedopmainueii BOPCHHOK ¢ (popMUPOBaHUEM
KPYIHBIX OYyJABOBUIHBIX CTPYKTYp, YIIy6JIeHHeM
KpHIT. B cOOGCTBEHHOIT MJIACTUHKE CAM3UCTOH 060104~
K OTMeYaeTcsl Pe3K0o BBIPAKEHHOE paCIIMpEeHHe JIHM-
(patmuecknx meneit ¢ gopMupoBaHueM OIM3KO pac-
MOJIOXKEHHBIX JPYT K JIPYTy KUCT, OOWJIbHAS TJIOTHAS
Makpodaraabias HHGUIbTPALUS C HAJTMIHEM B IIUTO-
mrasMe Makpodaros 203MHOMUIBHBIX TIEHICTBIX Macc,
HeGOJIbI0e KOJUYECTBO HEUTPODUIBHBIX I'PAHYJIONHU-
TOB, JUM(OINTOB M IIJIA3MOIUTOB, INpQY3HO pac-
MOJIATAIONIXCS MeXXAy Makpodaramu. KoumaecTso
6OKaJOBUAHBIX M KJeTok Ilanera cHU:KeHO, amHTENN-
OLUTHI YILIONIEHbI, HA BEPXYIIKAX BOPCHHOK MeCTa-
MH JeCKBAaMUPOBaHbBI. KoJmuecTBO BHYTPHAIIHTEN-
AJTbHBIX JINMQOIUTOB HE YBEINMYeHO. 3aKIIOYeHHE:
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xponnveckuii pyoxenut III cremeHu BbIpaskeHHOCTH,
BBICOKOI CTeNeHN AaKTUBHOCTU C SIBJACHUSIMU JUMQO-
craza u MakpodaraapbHoli MHuUIAbTPalKell, Xapax-
TepHOU it GoJsiesnn Yuriia. /[aHHBIX 3a TeJUaAKUI0
He BbisiBAeHOo. Pekomenayerca muposeaenue [II[P
st uddepeHnmansbHOl AMarHOCTUKN ¢ KOPUHEOAK-
TEPUO30M, CAPKOU/030M, I'HCTOIJIA3MO30M, MUKO30M,
uuburmpoBanueM Mycobacterium avium.

B nepuojn o6ciiefoBanust MalUMEHT IMOJyYasa Tepa-
MU0 TpernapatamMu skejie3a, (epMeHTaMu, CIIazMoJIu-
THKaMH, MPOOHOTHKAaMH, npebuotukamMn — 6e3 cyiie-
cTBeHHOTO A(pexTa.

C 9 o 17 mag 2022 r. nmaumeHT ObLJI TOCIIUTAIN-
3upoBaH B KumHIYecKy0 WHQEKITMOHHYI0 GOJbHUILY
um. C.II. Borkuna B cBsA3u ¢ HapacraioumMu ciaabo-
CTBIO M 06e3BOKUBaHUEM Ha (hOHE MPOJoJIKAIOIIecs
nuapeu. [lpu o6cremoBanuu B cTaioHape MO JaH-
HBIM KOMITBIOTEPHOIT TOMOTpad i OpraHoB OPIONTHOL

HOJIOCTU ObLIM BBISBJIEHBl €MHUYHbIE YBeJIUYeHHBIE
napaaoprajbHbie JuMbaTHdecKie y3ibl, mepuinMda-
THYeCcKas MHQUIbTPALUS KJIETYaTKU OPIONIHOI M0JI0-
CTU ¥ 3a0PIOIINHHOTO TPOCTPaHCTBAa. B KJINHUYeCKOM
aHaM3e KPOBU OTMEYATIOCHh CHUMKEHUE reMOrJo6uHa
(mo 74 r/n), nosbimenne tpoMGoruroB (1o 595 x
10°/n), aneiikommtoB (o 9,64 x 10°/m), CO3D
(10 89 MM/4). B 6MOXMMUYECKOM aHAIM3€e KPOBH Ha-
6mozganoch yseanuenne yposus CPB (15,4 wmr/n),
cHIKeHne skene3a CchIBOpoTkH (7,39 MEMOJIB,/ ).
B komporpamme onpenessiiuch seiikorutel  (3—6
B TI0JI€ 3peHus), siila rMcT He o6HapyKeHbl. [loces
Kaja Ha [u3eHTepuilHyio u Ttudonaparindo3Hyio
rpynmy — 6e3 pocra. Peaknms HempsiMoil remar-
[JIIOTUHAIIMN C CAJIbMOHEJIIE3HBIM U JH3EHTEPUIHBIM
aHTUTeHaMu — orpunaresbHasa. Cocrosinue GbLIO pac-
1eHeHo kak JuMdonposandepatuBioe 3aboseBaHue,
OCJIO’KHEHHOE JKeJie30/1eDUIMTHON aHeMuell cpeHeit

Pucynox 3. Tucronornyeckoe uccaegoBanne 6uonrtaros causucroin o6onoukn JIIK nanmenta K. (okpacka remaTtox-
CUJIMHOM ¥ 903UHOM; yBeauuenne: A — 40x, B — 100x, B, T — 400x)

Figure 3. Histological examination of biopsy samples of the duodenal mucosa of Patient K. (hematoxylin and
eosin staining; magnification: A — 40x, B — 100x, B, I — 400x)
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crereHn TspKkectu. IIpoBogmnnack nHGY3MOHHAS, aHTH-
GakrepuanbHasg (MeTpOHMIA301), CHHAPOMAIbHAs
(copGeHTbI, CIa3MONUTUKN) ¥ CUMITOMATHYECKAS
tepanusi. [Ipu BBIMMCKE PEKOMEHIOBAHbBI Ipenapa-
TBI JKese3a, NMPOOMOTHKU, KOHCYJIbTAIMS TI'eMaToJIo-
ra [ pelieHusl BOMpPOCa O CTePHAJbHOW MYHKITHH
U MapHIpyTH3AI[UH B OHKOIIEHTP.

K MOMeHTy BbBIIINCKU U3 I/IH(I)QKHI/IOHHOI‘O cramm-
oHapa ObLT TOJydYeH pe3yJabTaT JIOTIOJHUTETHHOTO
TUCTOJIOTHYECKOTO uccaegoBanng OmonTtatos JIIIK
(oKkpacka aypaMHHOM-POJAMUHOM, HMMYHOTHCTOXH-
mMmueckoe muccaegosanne CD68): crpykrypa camsu-

CKOILIEHHH B cTpoMe KpymHbix Makpodaros (CD68Y)
C IMHUPOKOH CBETJION TMTOIIA3MOM, COJAEPIKAITIX
ob6mipHble  ckortenusi  IIIMK-mosutuBHbBIX, Hera-
TUBHBIX TIPH OKPAIUBAHUU KApOOJOBBIM (PYKCHHOM
no Ilwmo — Huibceny u aypaMUHOM-POJAMUHOM
(npu MUKPOCKONMHU B PEKNUME JIOMUHECTIEHITAN) KO-
POTKUX Tajlo4yeK, a TakKe 3a cuyeT (OPMUPOBAHUS
MHOTOYHCTIEHHBIX ONTHYECKH MYCTBIX MEJKHX U 60-
Jlee KPYIHBIX IoJocTeii. BopcuHbI yTOJIIEHbI, OTYa-
CTH CTJaKEHBI. OJINTeINaabHAs BBICTIJIKA COXPaH-
Has, can3eo6pasoBaHie paBHOMepPHOe. 3aKJIoueHue:
nMeronecss MoposornuecKkne M3MEeHEeHHsS Xapak-

croit o6osouku /IIIK mamenena 3a cuer OGWIBHBIX TepHbI [ GOJIE3HN YWIILIA, MUKOOAKTEPUATbHAS

Pucynox 4. JlonoHUTEIbHOE IICTOJOTHYECKOE UCCaeoBanre OnonTaToB causuctoir obosouku JIITK marnumenta K.
[Tatosiornveckue maMeHeHus: cansucroit oboyouku /IITK: 3HaunTesbHOe pacuimpeHre CTPOMbI CAU3UCTONH OOOJIOUKN
(A) 3a cuer crkomrennii MHorouncaenubix CD68*-Makpodaros ¢ mupokoii nuromnasmoil (B), comepskammx MHOro-
uncaennble ITUK-nosutusmbie nansouku (B, ) (A — okpacka reMaTOKCHIMHOM U 903MHOM; B — MMMyHOrncroxummde-
ckuit ananmz (CD68); B, I' — IIMK-peakius; amuHa Macmrabuoro orpeska: A, B, B — 100 mxm, I' — 20 Mkm)

Figure 4. Additional histological examination of duodenal mucosa biopsy specimens of Patient K. Pathological
changes in the duodenal mucosa: a significant expansion of the mucosal stroma (A) due to accumulations of
numerous CD68*-macrophages with a wide cytoplasm (B) containing numerous PAS-positive rods (B, T) (A —
staining with hematoxylin and eosin; B — immunohistochemistry (CD68); B, I' — PAS-reaction; scale bar length:
A, B, B — 100 um, T — 20 um)
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(Ty6epkyJies, aTHIUYHBIT MUKOGAKTEPUO3) MPUPO/A
NMEIOIIXCS N3MeHeHnii nckmodena (puc. 4).

[Tocnie  momyveHuss — pesyJbraTa  THUCTOJOTUN
28.05.2022 r. manuWeHT SBWJCS Ha MOBTOPHBIN TIpuU-
eM K JiedameMy Bpauy B lacrposnreposiormueckuii
1eHTp <«IkcmepT». [locie BbIMHMCKKM W3  cTannoHa-
pa y TalUeHTa COXPAHSJICS KalluieoOpa3Hblil CTYJ
2—3 paza B cytku. C y4yeToM NOATBEPKIECHHOTO
nuarHosza «bosesub Yunmia» 6blia HazHaueHa Tepa-
mist: e Tpuakcon mo 2 r B/B 14 jgHell; mocse Hero
¢ 13.06.2022 r. — TtpuMeronpuM/ cyabhaMeToKrcazon
480 Mr 1o 2 TabseTKu 2 pa3a B JieHb 12 MecsIes;
Kypc mpernaparos kenesa (cymibdar jkenesa + ackop-
ounosag kucjaora 100 mr + 60 mr, mo 1 rtabierke
2 pasa B JeHb 2 Mecsama), (epmentsl (ITaHKpeaTHH
no 25 000 EJ] ¢ xKaapIM IIpHeMOM IHIIN 2 MecsIa),
renarorporekrop (agemernonun 400 mr, o 1 rabaerke

2 pasa B geHb 2 Mecsia), npobuoruk (CaxapoMuierst
Gynapan 250 Mr 2 pasa B aeHb 14 aueii).

Ha ¢one antuGakrepuasbHOI Tepannuu MalUeHT
CTaJl OTMEYATh 3HAYUTEJbHOE YJydIlleHne CaMOvyB-
CTBHSI, MOJIHYIO HOPMAJM3aIUIO CTyJa, HAGOp MacChl
tena (¢ 70 kr ocempro 2021 r. 10 82 Kr X AHBapIo
2023 r.). OT™Mevasach MOJOKNTeIbHAS JUHAMUKA Jia-
G6opaTopHbIX ToKasarenell (ta6r.). Ha KOHTPOJIbHBIX
BU3UTAaX MPOBOMIACH KOPPEKIINS Tepamnuy Tpenapa-
TAMU JKejie3a, 3aMeCTHTENbHON (PepMeHTHOI, crazMo-
JINTHYECKOMU, TenaTonpoTeKTOPHON TepaIni.

ITo pegyabratam korTposbHON DT/IC 15.01.2023 1.:
B TOCTOYJbOAPHOM OT/IeJie CAM3NUCTAast OTeYHasi, BOP-
CHUHKU CIJIayKeHbI, BBICOTA BOPCUHOK CHUIKEHA, Ha ATOM
¢one — Genecoblil ToOUeUHbIN HaJeT. 3aKJIIOUYEHUE: J1y-
OJIEHOTIATHS, TIOJIOJKUTEIbHAS JIUHAMUKA B CPABHEHUU
¢ WCCaeI0BaHNeM, TPOBeeHHbIM B jaekabpe 2021 T.

Tab6auua. [Junamuka 1abopaToOpHBIX IMOKasareseil maiuerra K.
Table. Dynamics of laboratory parameters of the Patient K.

9%

Jata npoBenenusi anamsa / Date of the test
IToxasare HI0JIb OKTSODb SIHBapb
Parameter pekalpn 2024 1. | a5 9999 1, 2022 r. 2022 . 2023 1.
2021 ’ May, 2022 July, October, January,
2022 2022 2023
Apurpouursr, 102/ 1
Red blood cells, 107/L ol 3,8 5.1 5,0 4,6
TFemorio6uH, T/
Tpom6ormTer, 10%/ 1 S
Platelets, 10°/L 407 1 540 1 2% 299 249 274
Jletikormror, 109/ 2 o
White blood cells, 10°/L S 9,64 1 ﬁ:ﬁ 9,78 1 8,39 7,16
>
CO3, Mmm/u =S
ESR, mm/h 66 1 89 1 ig 45 1 8 14
LD
CPBb, mr/n =y
CRP, mg/L 30,2 1 15,4 1 E ; 2,11 1,41 1,4 1
OO6uuii 6e10K, 1/ £
Total protein, g/ L 71,0 - g§ 78,8 = -
o
AnbOymMuH, 1/ 1 TR
Albumin, g/L 32,71 - %g 42,9 — =
o & ‘l§
XosectepuH OOIINIA, E 3§
MMOJIb,/ JI =g
Total cholesterol, 2,6 - g: 381 4,2 4,4
mmol/ L =%
Tpuraunepunt, é @
MMOJIb,/ JT 0,58 — 0,83 0,86 1,13
Triglycerides, mmol/L
JKene3o, MKMOJIb/ 1
Iron, umol/L 2,71 741 25,1 23,2 18,1
DeppuTHH, MKT/JT
Ferritin, ug/L 34,5 16,0 | 85,4 129,2 138,0
KanbnporekTut, MKr/T
Calprotectin, ug/g 1300 1 - 74,6 1 28,5 -

IIpumeuanue: COI — ckopoctb oceanus spurpointoB; CPb — C-peakTuBnblii 6€J0K; 1 — BbIllle HOPMAJIbHBIX TTOKA3aTeei;
| — HUKe HOPMaJIbHBIX MOKasaTeJeii.
Note: ESR — erythrocyte sedimentation rate; CRP — C-reactive protein; 1 — above normal values; | — below normal values.
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Pucynox 5. Crmusucras obonouka /IITK mammenta K. na 9T/[C or 15.01.2023 r. HopmasbHas 3HIOCKOTMYECKAST

kaptuna /IITK

Figure 5. Duodenal mucosa of Patient K. on EGDS from January 15, 2023. Normal endoscopic appearance of the

duodenum

(B paMkax 5HJOCKONMYECKOIl peMuccun GOJIe3HH
Yunmia) (puc. 5). Bomosanena 6uoncus. 3akaouenue
THCTOJIOTHYECKOTO HMCCAEIOBAHMS: XPOHUYECKUN [1yO-
penut I cremenn BbIpa)KeHHOCTH, YMEPEHHON CTere-
HU AKTUBHOCTU C OYAaroBON BbIPasKeHHOI JuMboaH-
FHOJKTa3Mell U COXpaHSIONelcss B Yactu OUONTATOB
MakpodaraabHoii  uH@UIbTPaAIUEl,  XapaKTepHOI
s Gonesan Yummta (puc. 6). o ZaHHBIM KOJIOHO-
CKONMM CJAM3UCTAast O000JOYKA TOAB3/IONTHON KHIITKN
posoBasi, 6apxaructas, 6e3 nedeKToB.

B macrosiiiiee BpeMst MaIMEHT TPOIOJIKAET TIOJTY-
Yarh aHTHOAKTEPUATBHYIO TEPAIUIO TPUMETOMPUMOM,/
cyb(haMeToKCa30J0M.  3allaHupOBaHHAs CyMMapHas
MTPOIOJLKUTEJILHOCTD JIeUeHns — He MeHee 12 Mecsiies.

O6cy:kaenne

JlaHHBINT KJAWHWYECKUW Ccaydail JeMOHCTPHUPYeT
CJIOKHOCTb JIMATHOCTHKHU GOJIE3HN YWIIIJIA B CBI3U

¢ HecnennUIHOCTbIO KJIMHUYECKOW KapTHHBI, 006-
ycJaaBauBaolieli HeoOXOAMMOCTb MpOBeAeHus aud-
depeHnMaTbHOI JAMATHOCTHKU C PEBMATOJOTMYECKON
narosiorueil (mepBoHaYaIbHbIE TIPOSIBJIEHUS 3a60/1€Ba-
HUSI B BHUJE CYCTAaBHOTO CHHIPOMA), PSJOM TacTpo-
SHTEPOJIOTHYECKUX  3abosieBanmii  (BoCasUTe IbHbIE
3a00JIeBaHUS KUIICYHUKA, IeJUaKUs W JpP.), JUM-
donposudepatuBHBIME 3a00J€BAaHUSAMU U OHKOIA-
tosorneii. Ilpn momospenmn Ha GoJsie3Hb YwuImia
JUIS. TOJTBEPKACHNS UAarHO3a HeOOXOANMO BBITOJI-
HEHUe KOMIIJIEKCa JIab0PaTOPHO-UHCTPYMEHTATbHBIX
uccae0BaHuil, TPeOyoOIINX OIPEETeHHOTO TeXHH-
YECKOTO OCHAIIEHUS B KJIMHUKO-JUATHOCTHYECKOM
HeHTpe u Jgaboparopuu, a Takike Tpedyercs JocTa-
TOYHDBIN OIBIT CHEIMAJINCTOB, MPOBOASANINX JaHHbIE
UCCTIe0OBAHNUA.

[Tocne TOSIBJIEHUST TACTPOIHTEPOJOTHUECKUX KA~
J06 B BHUlE JUAPEU, BBIPAKEHHOTO IMOXYAAHUS U Pa3-
BUTHS CHHIpOMa Masibabcopbunu crycrst 11 MecsieB
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Pucynox 6. T'ucrosornyeckoe ucciepoBanue 6uomnraros ciausucroir o6onoukn /1K narmenta K. Ha done teparnun
(A, B, /I, E — oxpacka reMaTOKCUIMHOM U 303utioM; B, T — IINK-peakijus)

Figure 6. Histological examination of biopsies of the duodenal mucosa of Patient K. during therapy (A, B, [,
E — stained with hematoxylin and eosin; B, T — PAS-reaction)

98
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B peayJbraTe obpamienust manuenta K. B crernumann-
3UPOBAHHDLIN TAaCTPOIHTEPOTOTHIECKIH I[EHTP TPU TIO-
MOIIM OIIBITHBIX KJINHUIMCTOB, 9H/IOCKOINCTOB U Bpa-
4eii-Mop(hOTIOTOB  YATOCh [THATHOCTUPOBATH JAHHOE
pelkoe 3a60JI€BaHNeE.

3akioueHue

Taxkum o6pa3oM, y TalMeHTa ¢ HaJIUYheM CyCTaBHO-
rO CUHIPOMA, C MOCJEAYIONUM Pa3BUTHEM aGIOMIHAID-
HOro GOJIEBOTO W JAMAPEHHOTO CHHIPOMOB, C IIPH3HA-
KaMHl CHCTEMHOTO BOCIAJIEHUSI U C TIPOTPECCUPYIONIM
CHHIPOMOM MaTbaOCcopOIN  BO3MOKHO — 3aTl0/I03PUTh
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The Result of Timely Therapy
for Whipple's Disease: a Clinical Case
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Aim: to provide basic information on Whipple's disease necessary for timely diagnosis and treatment, using the ex-
ample of clinical observation.

Key points. Whipple's disease is a rare systemic infectious disease that internists, gastroenterologists, rheuma-
tologists, and other physicians may encounter. The incidence of Whipple's disease is extremely low and amounts to
1 case per 1,000,000-10,000,000 people. The low prevalence of pathology can lead to underdiagnosis in favour of
more common diseases. This, in turn, may worsen the patient's prognosis, as it will delay the time for establishing
the correct diagnosis and initiating the necessary therapy. A 50-year-old man complained of losing 10 kg of weight
over 5 months, abdominal pain and bloating, pain in the joints of feet, and shoulders, accompanied by swelling and
hyperemia. The disease began with articular syndrome followed by diarrhea and manifestations of malabsorption
(iron deficiency anemia, hypoalbuminemia, hypercholesterolemia). The diagnosis was established on the basis of
morphological changes in biopsy samples of the postbulbar part of the duodenum. The identified changes were
represented by thickening of the villiand accumulations in the stroma of large macrophages (CD68*) with wide light
cytoplasm containing abundant accumulations of PAS-positive, negative when stained with carbol fuchsin accord-
ing to Ziehl — Nielsen and auramine-rhodamine (under microscopy in luminescence mode) short rods, as well as
numerous optically empty small and larger cavities. Treatment with intravenous injections of ceftriaxone 2 g per day
for 14 days and trimethoprim/sulfamethoxazole 1920 mg per day for 8 months led to improved health, normalization
of laboratory parameters, endoscopic and morphological findings. Treatment with trimethoprim/sulfamethoxazole is
planned to be continued for up to 12 months or longer if necessary.

Conclusion. Timely diagnosis and initiation of antibiotic therapy will help to avoid late complications of the disease,
including death.

Keywords: Whipple's disease, Tropheryma whipplei, malabsorption, trimethoprim/sulfamethoxazole
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Llenb: NnpefocTaBmTb OCHOBHYO MHMOPMaLMIO No 6o0ne3Hn Yunnna, HeoO6XoaMMyIO A1 CBOEBPEMEHHON AMarHo-
CTUKW 1 NIeYEHNS [AHHOr0 3a00N1eBaHUS, Ha NPUMEPE KIIMHUYECKOrO HAbMOAEHUS.

OcHoBHbIe nonoXxeHus. bonesHb Yunnna — penkoe cnucTteMHoe MHPEKLMOHHOE 3a00MeEBaHME, C KOTOPbIM MOTYyT
CTOJNKHYTbCS TEPANEBTbI, FACTPO3IHTEPOIION M, PEBMATOMNON 1 BPayn APYrvix crneumanbHocTeln. 3aboneBaeMocTb KpaiHe
Hu3ka 1 coctasnsieT 1 cnydan Ha 1-10 MnH YenoBek. PeagxkocTb 601e3HM Yunnna npuBoanT K TMNoamMarHocTMKe B MONb3Y
0osiee 4acTo BCTpeYaeMbIx 3a60nieBaHNn. JTO, B CBOKO 04Yepeb, MOXET yXyALNTb MPOrHO3 NaLneHTa, NOCKOJbKY OT-
CPOYUT BPEMS YCTAHOBNEHWS NMPABWUIbHOrO AMarHo3a 1 Havana HeobxoavmMor Tepanuu. MaumeHTt 50 net npesbasnan
anobbl Ha noxyaaHve Ha 10 kr 3a 5 mecsueB, abaoMuHabHY0 605b 1 B3AYyTHE XUBOTA, 60NN B CyCTaBax CTOMN U KUCTEN,
NyeYeBbIX CyCTaBax, KOTOPbIE COMPOBOXAAMCh MPUMYXIOCTLIO U runepemMuen. 3aboeBaHmne Ha4yanochb C CyCTaBHOMoO
CUHAPOMA C NPUCOEAVMHEHNEM ONAPEN U NMPOSIBAEHN Manbabcopbumm (keneloneduumnTHas aHeMUS, rMnoansoymMm-
HEMUS, TMnoxonecTepuHemus). JuarHo3 yCTaHOBNIEH HA OCHOBaHMM MOP®dOIOrMY4ECKNX M3MEHEHNIA B BrionTaTax nocT-
OynbbapHOro oTaena ABEHaALATUNEPCTHON KULLIKM C YTONLLEHNEM BOPCUH U CKOMIIEHUSIMU B CTPOME KPYMHbIX MaKpo-
daros (CD68*) ¢ LuMpoKoi CBETNON LMToMNIa3mMon, coaepkalumx 0bunbHble ckornneHus LLIMK-no3nTnBHbIX, HeratmBHbIX
npu OKpaLLMBaHMM Kapbo1oBbIM PYKCMHOM Mo Linnio — HunbceHy n aypaMrUHOM-poaamMrMHOM (Mpy MUKPOCKOMWK B pe-
XMME JIIOMUHECLLEHLMM) KOPOTKMX NAIOYEK, a TakkKe 32 CHET GOPMMPOBAHNSA MHOTOYMCIEHHbBIX OMTUYECKU MYCThIX MEJI-
KUX 1 6osiee KpyrnHbIX NonocTein. JleueHne BHYTPUBEHHLIMU MHBEKLIMSMU LiedTpUakcoHa 2 I B CyTKW B TedeHre 14 oHeil
1 TpumeTonpum/cynbdametokcadonom 1920 Mr B TeyeHme 8 MecsLEB NPUBESO K YAYHLLEHMIO CaMOYYBCTBUS, HOPMan-
3aumm NabopaTtopHbIX NokasaTenein, 3HOOCKOMMYECKON U MOP@OIOrMYECKON KapTuHbI. JlIedeHne TpUMETONPUM/Cyb-
damMeToKCa30/10M MIaHNPYETCH MPOAOIKUTE A0 12 MecsueB unm 6onee npyv HEOOXOAMMOCTH.

3akntoueHne. CBOEBPEMEHHbLIE YCTAHOBIEHNE AMArHO3a 1 Ha4ano aHTMbakTepmnanbHOM Tepanmm NO3BONST n3be-
XaTb NO3[HVX OCNIOXHEHWI 3a60EBaHNS, B TOM YMCIE NIETANIBHONO NCX0AaA.

KnioueBble cnoBa: 6onesHb Yunnna, Tropheryma whipplei, manbabcopbuusi, ToMMeTonpumM/cynbdameTokcason
KoHdnukT HTEepecoB: aBTopbl 3a8BASIOT 06 OTCYTCTBUN KOHMNNKTA UHTEPECOB.

Ana untnpoBanua: Mextues C.H., Mextnesa O.A., KanvHuHa E.1O., Kapes B.E., BansiH A.B., bepko O.M. bonesHb Yunnna: kKinHm-
yeckuii cnyydain n 063op nuTepaTypbl. Poccuinckmnin XxypHan racTpoaHTepoIorimn, renaTonorin, kononpokronormun. 2023;33(6):88—-100.
https://doi org/10.22416/1382-4376-2023-33-6-88-100

Epidemiology of Whipple’s disease response, as a result of which macrophages, despite
the preserved function of phagocytosis, lose the abil-
ity to lyse the pathogen. Increasing infiltration of

macrophages affected by T. whipplei leads to com-

Whipple’s disease (WD) is a systemic infec-
tious disease caused by the bacterium Tropheryma
whipplei, affecting the small intestine, mesenteric

lymph nodes, and accompanied by extraintestinal
manifestations. The pathology was first described
by the American pathologist George Hoyt Whipple
in 1907 as intestinal lipodystrophy [1], and by 2021
(114 years later) about 1200 cases have been de-

pression of the lymphatic vessels of the small intes-
tinal villi, causing lymphostasis and malabsorption
syndrome. Lipids are the first to suffer from mal-
absorption, gradually accumulating in the lamina
propria of the intestinal mucosa (hence the name

scribed in the literature [2]. The annual incidence “lipodystrophy”)_ Later the absorption of other mac-

is extremely low and, according to various sources,
ranges from 1—6 cases per 10 million [3] to 1—3 cas-
es per 1 million people [4, 5]. WD is thought to
be more common in Caucasian men over 40 years
of age [6].

At the same time, according to the results of a
US national study, which included almost 36 mil-
lion medical cards for the period 2012—2017, the
prevalence of WD is 9.8 cases per 1 million pop-
ulation, with the disease more often detected in
Caucasians and people over 65 years. No differences
in prevalence by sex were found in this population-
based study [7].

Etiology and pathogenesis

The prevalence of WD among people in con-
tact with land, animals and wastewater is typical.
Tropheryma whipplei, which causes the disease, is
a Gram-positive actinomycete. Once in the human
small intestine, they are captured by macrophages
of the mucosa, which then migrate to the submuco-
sal layer. T. whipplei can suppress immunological

ro- and microelements is disrupted. Apoptosis of af-
fected macrophages is accompanied by the release of
the pathogen followed by dissemination through the
lymphatic and blood vessels with systemic spread
to the small intestine, brain, heart, lungs, kidneys,
bone marrow, skin, and joints [3, 6, 8—11].

Clinical manifestations

Features of pathogenesis determine the polymor-
phism of clinical manifestations. In the classic ver-
sion (about 80 % of cases) WD has a staged pro-
gression.

The early (latent, prodromal) phase is character-
ized by nonspecific symptoms and can last up to
6—8 years. Up to 90 % of patients in this phase have
migratory polyarthritis of peripheral joints (ankle,
knee, shoulder, wrist, hand) and axial spondyloar-
thritis. Contacting a rheumatologist at this stage
can lead to a false diagnosis of seronegative poly- or
oligoarthritis, and the prescription of immunosup-
pressive therapy worsens the clinical situation.
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In 40—60 % of patients low-grade intermittent
fever, lymphadenopathy, and hyperpigmentation of
exposed skin develop. This is often mistakenly in-
terpreted as Addison’s disease.

The disease enters a progressive form (advanced
phase) 6—8 years later, which is characterized by
the appearance of gastrointestinal symptoms: diar-
rhea (70—85 %), abdominal pain (50—90 %) and
weight loss (80—90 %). The stool is usually watery,
occurs periodically, and is accompanied by colicky
abdominal pain. Isolated steatorrhea is quite rare.
Weight loss averages 11 kg (cases of weight loss
ranging from 3 to 36 kg have been reported).

In late phase (occurs on average after 8 years),
neurological symptoms may appear, the range of
manifestations of which is very wide (from head-
aches and insomnia to cerebellar palsy, epilepsy,
and oculomotor nerve palsy). It is worth noting
that central nervous system (CNS) involvement oc-
curs relatively infrequently, occurring in only 20—
30 % of cases.

Also, in the late phase of the disease, damage to
the lungs (prolonged cough, pain associated with
pleurisy; from 35 to 65 %), heart (pathological nois-
es, including pericardial friction noise, conduction
disturbances according to ECG; from 35 to 60 %),
eyes (vision loss, uveitis, and retinitis) and other
organs (isolated cases) are described [4, 6, 12].

Diagnostics

Laboratory tests often show elevated levels of
C-reactive protein (CRP), erythrocyte sedimenta-
tion rate (ESR), white blood cell count, and plate-
let count. In addition, malabsorption syndrome
is characterized by iron deficiency anemia, hypo-
proteinemia and hypoalbuminemia, hypocholester-
olemia, deficiency of vitamins and microelements
(iron, calcium and others) [3, 4].

If Wipple’s disease is suspected based on the
clinical picture and blood tests, it is necessary to
confirm the presence of the pathogen T. whipplei
using histological examination or polymerase chain
reaction (PCR). Any tissue, the damage to which
explains the existing symptoms, can be used as a
material for morphological investigation, but the
standard is the examination of the mucosa of the
distal duodenum. Taking cerebrospinal fluid is nec-
essary to exclude involvement of CNS in pathologi-
cal processes. A variant of the algorithm for exam-
ining patients with suspected WD is presented in
Figure 1 [4].

For decades, confirmation of the diagnosis was
based on the identification of diastase-resistant,
non-acid-fast, PAS-positive inclusions in macro-
phages found primarily in the lamina propria of
the duodenal mucosa (PAS-positive macrophages).
The sensitivity of PAS staining is 70—80 % for
various forms of WD, but another pathogen,
Mycobacterium avium, can also give a positive
reaction. Ziehl — Neelsen staining, which detects

acid-fast microorganisms, including mycobacteria,
should be performed for differential diagnosis [4].
In addition, 9 % of patients with WD have granu-
lomas, predominantly located in the lymph nodes
and liver, less often in other affected tissues, which
is often mistakenly considered a diagnosis of sar-
coidosis (if PAS staining was not performed) [6].
The accuracy of histological examination can be in-
creased by additional immunohistochemical staining
with antibodies to T. whipplei [4].

PCR (especially real-time PCR) of biopsies or
cerebrospinal fluid has greater sensitivity and speci-
ficity compared to PAS staining, but the method
is not available everywhere. Serological diagnosis
of WD is considered impractical, since antibodies
to T. whipplei can be detected in healthy people
and asymptomatic bacteria carriers, and at the same
time completely absent in patients with the classic
course of the disease [4].

To take biopsy samples of the mucosa of the duo-
denum, all patients with suspected WD undergo
gastroscopy, during which characteristic changes
can also be identified. Although the endoscopic
findings are variable, typical changes in WD in-
clude hyperemia and swelling of the duodenal mu-
cosa, an increase in its folds, small and large lym-
phangiectasias, enlarged villi and white-yellowish
ring-shaped structures inside the villi [13].

Treatment

Treatment regimens vary from country to coun-
try, but each is based on the ability of the antibacte-
rial agent to cross the blood-brain barrier. Thus, the
drugs of choice include penicillin antibiotics, tet-
racyclines, trimethoprim/sulfamethoxazole. In the
absence of a response to antibacterial therapy, the
use of y-interferon is promising [4, 14]. In Germany,
standard treatment includes intravenous induction
therapy with ceftriaxone or meropenem for 14 days
followed by oral maintenance therapy with trim-
ethoprim/sulfamethoxazole for 12 months [15]. In
Russia, a similar regimen is also being considered:
for induction therapy, ceftriaxone (2 g once daily
intravenously) or meropenem (1 g 3 times daily in-
travenously) is prescribed for 14 days. If CNS is
affected, the doses of drugs are doubled or procaine
benzylpenicillin 1.2 million units/day intramus-
cularly (or potassium benzylpenicillin 1.2 million
units/day every 4 hours intravenously) is used in
combination with streptomycin 1 g intravenously
once a day. Next, it is necessary to switch to main-
tenance therapy of 80 mg trimethoprim,/400 mg
sulfamethoxazole, 2 tablets 2 times a day orally for
12 months. An alternative if this combination is in-
tolerant is doxycycline (100 mg twice daily orally)
and hydroxychloroquine (200 mg three times daily
orally) for one year [3]. There is an opinion that an-
tibacterial therapy for WD should last at least two
years [14]. Clinical improvement may be observed
already in the first week of treatment, neurological
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Suspected Whipple’s disease
lNodospeHue Ha 6onesHb Yunnna

Samples of affected tissues
Mandatory: biopsy of > 5 sections of the postbulbar duodenum and proximal jejunum
(cerebrospinal fluid to determine central nervous system involvement)
Optional: synovium, lymph nodes, endocardium

3abop obpa3yoe nopaxeHHbIX MKaHel
O6s13amenbHo: 6uoricusi > 5 y4yacmkos nocmbynbbapHozo omdena AlK u npokcumanbHo2o omdena mowjell KUWKU
(criuHHomo3208as1 Xudkocmb 05151 oripedeneHusi nopaxeHusi LIHC)
Mo xxenaHuro: cuHosuarbHas 0bosioyKa, nuMgpamu4eckue y3rbl, 3HO0Kapd

Histological examination, PAS-staining
(PCR to determine CNS damage)

lucmonozau4veckoe uccrnedosaHue, LLIMK-okpacka
(MNP onsi onpedeneHusi nopaxeHusi LJHC)

PAS-positive macrophages
LINK-no3umuseHbie Makpoghasu

}

Immunohistochemistry and/or PCR

UmmyHozucmoxumus u/unu FLIP

v ¥

PAS-negative staining
LINK-HeezamueHoe okpauiusaHue

|}

Immunohistochemistry and/or PCR

UmmyHozaucmoxumusi u/unu NLP

v ¥

j All test result are

One positive test
result

OOuH pesyrnbmam
ronoxumersibHoIl

No positive test results

Hem ronoxumernbHbix
pe3yrnbmamos

Two positive test
results

lea pe3ynbmamal

r1on1oXUMebHbIe|

One positive test result

OAduH pesynbmam
rosoxumesibHbIl

negative

Bce pesynbmamel
ompuyamersibHble

|}

|}

|}

}

!

Final diagnosis

Preliminary diagnosis,

Final diagnosis

Preliminary diagnosis,

IAn alternative diagnosisl
should be considered

OkoH4amenbHbll| | confirmation required OkonyamenbHbll || confirmation required Cred
= _ riedyem
duazHos MpedeapumesibHbill OuazHos IpedeapumenibHbill paccmor';pemb
OuazHo3, mpebyemcsi OuazHos, mpebyemcs anbmepHamusHabIl
rnodomeepxdoeHue rodmeepxdoeHue AuazHo3

Figure 1. Algorithm for examining patients with suspected Whipple’s disease

Pucynox 1. AJII‘OpI/ITM OéC]IeHOBaHI/IH MarueHToB C IIOJ03PEHUEM Ha 60Jie3Hb Y HIIILIA

symptoms persist longer, and regression of morpho-
logical changes is even slower and may be incom-
plete. The criterion for the effectiveness of therapy
and the onset of remission is the disappearance of
foamy macrophages in the histological material [3,
14].

Prognosis

With timely initiation of therapy, the prognosis
for WD is generally favorable. However, in 8—35 %
of cases, relapses of the disease are possible, which
requires dynamic monitoring of patients with WD
[9]. Without antibiotic therapy, WD can result in
death, which usually occurs 1—2 years from the on-
set of intestinal symptoms [14].

Clinical case

Complaints

Patient K., 50-year-old male, applied to
Gastroenterological Center “Expert” (St. Petersburg)
at the beginning of November 2021. He complained
about a pronounced decrease in body weight (lost 10
kg in 5 months), minor pain in the lower abdomen,
not associated with food intake and stool, belching
with air, bloating, flatulence, periodic pain in the
first metatarsophalangeal joints, small joints of the
hands, shoulder joints, which were accompanied by
swelling and hyperemia, an increase in body tem-
perature to subfebrile values.

Anamnesis morbi

The patient considered himself sick since 2016,
when pain appeared in the small joints of the hands
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and feet, accompanied by swelling, hyperemia and
periodic low-grade fever. He took non-steroidal
anti-inflammatory drugs on his own and did not
consult a doctor. In May 2021, watery diarrhea oc-
curred up to 5—6 times a day without pathological
impurities, intense diffuse cramping pain in the ab-
domen. He independently took adsorbents, against
the background of which a gradual improvement
in well-being was observed over 2 weeks. The fre-
quency of stools decreased to 1 time per day, but
the mushy consistency remained. Muscle cramps in
the upper and lower extremities began to bother the
patient, with a positive effect from taking magne-
sium supplements, and he began to notice progres-
sive weight loss on the background of a regular diet.

In June 2021, due to persistence of symptoms,
the man consulted a gastroenterologist at his place
of residence. In the biochemical blood test dated
June 12, 2021, liver enzymes were within nor-
mal values (other indicators were not checked).
Coprogram dated June 14, 2021: liquid consistency,
a large amount of detritus, striated fibers and fatty
acids — in small quantities, red blood cells, leu-
kocytes, protozoa and helminth eggs — not found.
Esophagogastroduodenoscopy (EGD) dated June 14,
2021, revealed cardia insufficiency, erosive reflux
esophagitis of grade B according to the Los Angeles
classification, superficial antral gastritis, duodeno-
gastric bile reflux, and a positive express urease test.
Eradication therapy was not carried out; an 8-week
course of proton pump inhibitors, ursodeoxycholic
acid, and probiotics were prescribed — without any
significant effect.

Due to the continued weight loss and mushy
stools, the patient independently resumed the ex-
amination in the autumn of 2021. In the laboratory
tests (from October 18, 2021), there was a decrease
in total cholesterol — to 2.59 mmol/L (norm —
3.9—6.5 mmol/L); hypochromic microcytic anemia:
decrease in hemoglobin — to 107 g/L (norm —
128—172 g/L), MCH — to 24.4 pg (norm — 27.5—
34 pg), MCV — up to 76.2 fl (norm — 79—94 fl);
an increase in ESR — to 33 mm/h (norm —
2—15 mm/h).

Due to progressive weight loss and anemia, in
November 2021, the man turned to a gastroenter-
ologist at the Gastroenterological center “Expert”.
According to an objective examination, an asthenic
physique was revealed, the body mass index was
22.1 kg/m?, the skin was pale, dry, the tongue was
coated with a white coating, the abdomen was sen-
sitive in the lower parts, otherwise without features.
Within the framework of differential diagnosis, the
following are assumed: inflammatory bowel diseas-
es, helminthic infestations, celiac disease, oncopa-
thology.

The examination from December 5, 2021, re-
vealed: hypoalbuminemia (albumin — 32.7 g/L;
norm — from 40.2 g/L), a slight (< 2 relative to
the norm) increase in a-1-globulins and y-globulins,

a decrease in serum iron (to 2.7 mmol/L; norm —
12.5—32.2 mmol/L), at normal ferritin levels
(34.5 ug/L; norm — 20—250 pg/L) and the to-
tal iron binding capacity of serum (60.8 mmol/L;
norm — 44.7—76.1 mmol /L), a decrease in vitamin
B,, levels to 168 pg/mL (norm — 180—914 pg/mL),
total cholesterol — to 2.6 mmol/L (norm — 4.1—
7.2 mmol/L), a significant increase in CRP — to
30.18 mg/L (norm — 0.0—1.0 mg/L). In a clini-
cal blood test, hypochromic microcytic anemia per-
sisted (hemoglobin — 112 g/L), thrombocytosis
(platelets — 407 x 10°/L; norm — up to 308 x
10°/L) with an increase in thrombocrit to 0.47 %
(norm — up to 0.32 %), an increase in ESR to
66 mm/h (norm — 0—15 mm/h) were detected.
Antibodies to helminths (echinococcus, opisthorchi-
asis, toxocara, trichinella) and giardia were negative.
Immunological screening for celiac disease: antibod-
ies to endomysium IgA, to tissue transglutaminase
IgA, IgG, to deaminated peptides of gliadin IgA,
IgG — negative, the total level of IgA was slightly
increased — to 5.01 g¢/L (norm — 0.7—4.0 g/L).
Genetic typing for HLA DQ2/DQ8 — the celiac
disease haplotype has not been identified. Cancer
markers (Ca 242, Ca 72-4, Ca 19-9, REA) were
negative. An increase in calprotectin to 1300 pg/g
was detected.

According to the results of intestinal ultrasound
from December 12, 2021, diffuse changes in mes-
enteric fatty tissue by the type of inflammatory in-
filtration, moderate mesenteric lymphadenopathy
were revealed. With EGD from December 12, 2021,
in the postbulbar department, the mucosa is edema-
tous, light gray in color, the height of the villi
is sharply reduced, areas with reduced villi height
alternate with lint-free zones, the preserved villi
are heterogeneous, have different lengths and thick-
nesses, and pronounced lymphostasis is determined
against this background. Conclusion: duodenopa-
thy; it is necessary to exclude celiac disease, lym-
phoproliferative disease (Fig. 2).

During a video colonoscopy from December
12, 2021, in the ileum, the mucosa is light gray,
edematous, with signs of lymphostasis, the villi
are heterogeneous, have different heights and di-
ameters. Conclusion: terminal ileitis with signs of
lymphostasis; it is necessary to exclude lymphopro-
liferative disease.

Histological conclusion: biopsy from the duode-
num — xanthoma of the duodenum mucosa (PAS-
positive staining), to exclude signet-ring cell carci-
noma, immunohistochemical examination of biopsy
specimens in a specialized oncological institution is
indicated; biopsy from the ileum — focal superficial
inactive moderately pronounced enteritis (ileitis),
without exacerbation of the process, with local hy-
perplasia of the lymphoid apparatus of the mucosa
the small (ileum) intestine.

To exclude celiac disease, morphometry of bi-
opsy specimens from the duodenum was performed
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Figure 2. Duodenal mucosa of Patient K. on EGDS from December 12, 2021
Pucynox 2. Cousucras o6osnouka JITK manmenra K. ma OT/IC or 12.12.2021 r.

(Fig. 3), in which a pronounced focal multifocal with corynebacteriosis, sarcoidosis, histoplasmosis,
violation of the architectonics of the mucous mem- mycosis, Mycobacterium avium infection.

brane was detected with thickening of the mucous During the examination, the patient received
membrane and deformation of the villi with the for- therapy with iron preparations, enzymes, antispas-
mation of large club-shaped structures, deepening modics, probiotics, prebiotics — without significant
of crypts. In its own plate of the mucosa, there effect.

is a pronounced expansion of lymphatic slits with From May 9 to May 17, 2022, the patient was
the formation of cysts located close to each other, hospitalized in the Clinical Infectious Diseases
abundant dense macrophage infiltration with the Hospital named after. S.P. Botkin due to increasing
presence of eosinophilic foamy masses in the cyto- weakness and dehydration against the background
plasm of macrophages, a small number of neutrophil of ongoing diarrhea. During a hospital examina-
granulocytes, lymphocytes and plasmocytes diffuse- tion, according to computed tomography of the ab-
ly located between macrophages. The number of dominal organs, single enlarged paraaortic lymph
goblet-shaped and Paneta cells is reduced, epithe- nodes, perilymphatic infiltration of the fiber of the
lial cells are flattened, and desquamated in places abdominal cavity and retroperitoneal space were re-
on the tops of the villi. The number of intraepi- vealed. The clinical blood test showed a decrease
thelial lymphocytes is not increased. Conclusion: in hemoglobin (to 74 g/L), an increase in plate-
chronic duodenitis of the third degree of severity, lets (to 595 x 10°/L), leukocytes (to 9.64 x 10°/L),
high degree of activity with the phenomena of lym- ESR (to 8 mm/h). In the biochemical analysis of
phostasis and macrophage infiltration characteristic ~ blood, an increase in the level of CRP (15.4 mg/L),
of Whipple’s disease. There is no data for celiac dis- a decrease in serum iron (7.39 mmol/L) were ob-
ease. PCR is recommended for differential diagnosis served. Leukocytes were detected in the coprogram

Poc xypu ractposuTepost remaros komonpokrot 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6) 93



Clinical cases / Knunnueckue HaOIIOACHIS

www.gastro-j.ru

(3—6 in the field of vision), helminth eggs were not
detected. Fecal seeding into dysentery and typho-
parathyphosis groups — without growth. The reac-
tion of indirect hemagglutination with salmonella
and dysentery antigens was negative. The condi-
tion was regarded as a lymphoproliferative disease
complicated by iron deficiency anemia of moderate
severity. Infusion, antibacterial (metronidazole),
syndromic (sorbents, antispasmodics) and symp-
tomatic therapy were performed. Upon discharging
from the clinic, iron preparations, probiotics, and
a hematologists consultation were recommended to
resolve the issue of sternal puncture and routing to
the oncological center.

By the time of discharge from the Clinical
Infectious Diseases Hospital, the result of an addi-
tional histological examination of biopsy specimens
of the duodenum (auramin-rhodamine staining, im-
munohistochemical study of CD68) was obtained:

the structure of the mucous membrane of the duo-
denum was changed due to abundant accumulations
in the stroma of large macrophages (CD68%) with a
wide light cytoplasm containing abundant accumu-
lations of PAS-positive, negative when stained with
carbol fuchsin according to Ziehl — Neelsen and
auramine-rthodamine (under microscopy in lumines-
cence mode) short rods, as well as due to the forma-
tion of numerous optically empty small and larger
cavities. The villi are thickened, partially smoothed.
The epithelial lining is preserved, mucus formation
is uniform. Conclusion: the existing morphological
changes are characteristic of Whipple’s disease; the
mycobacterial (tuberculosis, atypical mycobacterio-
sis) nature of the existing changes is excluded (Fig. 4).

After receiving the histology result on May
28, 2022, the patient appeared for a repeat ap-
pointment with the attending physician at the
Gastroenterological center “Expert”. After discharge

Figure 3. Histological examination of biopsy samples of the duodenal mucosa of Patient K. (hematoxylin and
eosin staining; magnification: A — 40x, B — 100x, C, D — 400x)

Pucynox 3. Tucronornueckoe uceaegaoBanne 6nontaros causuctoin ob6onoukn MK nanmenta K. (okpacka rematox-
CUJIMHOM M 903WHOM; yBeamdenne: A — 40x, B — 100x, C, D — 400x)
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from the hospital, the patient retained a mushy
stool 2—3 times a day. Taking into account the con-
firmed diagnosis of “Whipple’s disease”, therapy
was prescribed: ceftriaxone 2 g intravenously for
14 days; after it from June 13, 2022, trimethoprim/
sulfamethoxazole 480 mg 2 tablets 2 times a day
for 12 months; a course of iron supplementations
(iron sulfate + ascorbic acid 100 mg + 60 mg, 1 tab-
let twice a day for 2 months), enzymes (pancreatin
25,000 units with each meal for 2 months), hepato-
protector (ademetionin 400 mg, 1 tablet twice a day
for 2 months), probiotic (Saccharomyces boulardi
250 mg twice a day for 14 days).

Against the background of antibacterial therapy,
the patient began to notice a significant improve-
ment in well-being, complete normalization of stool,
body weight gain (from 70 kg in autumn 2021 to
82 kg by January 2023). There was a positive dy-
namic of laboratory parameters (Table). During the
control visits, iron therapy, enzyme replacement,
antispasmodic, and hepatoprotective therapy were
corrected.

The results of the control EGD on January 15,
2023: in the postbulbar department, the mucosa is
edematous, the villi are smoothed, the height of
the villi is reduced, against this background there

Figure 4. Additional histological examination of duodenal mucosa biopsy specimens of Patient K. Pathological
changes in the duodenal mucosa: a significant expansion of the mucosal stroma (A) due to accumulations of
numerous CD68*-macrophages with a wide cytoplasm (B) containing numerous PAS-positive rods (C, D) (A —
staining with hematoxylin and eosin; B — immunohistochemistry (CD68); C, D — PAS-reaction; scale bar length:
A, B, C — 100 pum, D — 20 pm)

Pucynox 4. JlonomHuTebHOE THCTOJOTHYECKOE UccaeoBanre 6nonTaToB causuctoit o6osoukn JIITK mammenrta K.
ITaroornyeckne namenenust causuctoii obosouku /[ITK: 3HaunTenpbHoe pacmuperne CTPOMbBI CJIUZUCTON 000JOUKH
(A) sa cuer ckommenuii Muorouncaenubix CD68"-Makpodaros ¢ mupokoit mromtasmoit (B), comepsxammx MHOro-
uncnennbie MM K-nosurusubie nanouku (C, D) (A — okpacka TeMaTOKCUIMHOM M 903MHOM; B — UMMYHOTHCTOXUMU-
vecknii anams (CD68); C, D — IIHNK-peakuus; amna MacmrabHoro orpeska: A, B, C — 100 Mmxm, D — 20 MrM)
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is a whitish spot plaque. Conclusion: duodenopa-
thy, positive dynamics in comparison with the study
from December 2021 (as part of the endoscopic re-
mission of Whipple’s disease) (Fig. 5). A biopsy
was performed. The conclusion of the histological
examination: chronic duodenitis of the second de-
gree of severity, moderate degree of activity with
focal pronounced lymphangiectasia and macrophage
infiltration persisting in part of the biopsies, char-
acteristic of Whipple’s disease (Fig. 6). According
to colonoscopy, the mucous membrane of the ileum
is pink, velvety, without defects.

Currently, the patient continues to receive anti-
bacterial therapy with trimethoprim /sulfamethoxa-
zole. The planned total duration of treatment is at
least 12 months.

Discussion

This clinical case demonstrates the difficulty of
establishing a diagnosis of Wipple’s disease due to
the non-specificity of the clinical manifestations,
which necessitates differential diagnosis with rheu-
matological pathology (initial manifestations of the
disease in the form of joint syndrome), a number
of gastroenterological diseases (inflammatory bowel
diseases, celiac disease, etc.), lymphoproliferative
diseases and oncopathology. If Wipple's disease is
suspected, in order to confirm the diagnosis, it is
necessary to perform a complex of laboratory and
instrumental studies that require certain techni-
cal equipment in the clinical diagnostic center and
laboratory, and sufficient experience of specialists
conducting these studies is required.

Table. Dynamics of laboratory parameters of the Patient K.
Tabauua. [TuHamuka J1a60paTOPHBIX IOKaszaTeseil nanneHTa K.

Date of the test / Jama npoeedenus anarusa
Parameter December, | May, 2022 July: | October, 2022 | January,
IToxazamenw 2021 > 2022 5 2023
dexadbpo zgizazue uto1 ogznz}; ep b aneapo
2021 e. : 2022 . : 2023 a.
Red blood cells, 10'2/L
Spumponumss, 102/ 1 4.7 3.8 5.1 5.0 4.6
Hemoglobin, g/L N
Temoznobus, 2/% 112 | 73 | § 138 149 148
Platelets, 10°/L “
Tpontoyumvl, 10°/1 407 1 540 1 gz 299 249 274
White blood cells, 10°/L NN
Tetixoyumot, 105/ 1 8.01 9.64 1 gg 9.78 1 8.39 7.16
ESR, mm/h > 8
COB. i/ 66 1 89 1 & § 45 1 8 14
=
oy 30.2 1 1541 | &3 | 211 1.4 1 1.4 1
: oI
Total protein, g/L =S
Obuguil 6enox, 2/ 71.0 - 8 g 78.8 — —
Albumin, g/L 2§
Anvbymun, 2/ 1 32.7 ] - ::i 3 42.9 — _
Total /cholesterol, :\g
mmol /L 1S
Xonecmepun obugul, 261 - + § 3.8 4.2 4.4
MMOTb/ L 88
2]
Triglycerides, mmol /L §
TpuzauuepuooL, 0.58 — s 0.83 0.86 1.13
MMON/ L é
ggef;eggo}nﬁoﬂb/ﬂ 2.7 | 7.4\ 25.1 23.2 18.1
e o/ 34.5 16.0 | 85.4 129.2 138.0
Calprotectin, pg/g
Kanvnpomexmun, mxe/ 2 1300 1 - 7461 285 -

9%

Note: ESR — erythrocyte sedimentation rate; CRP — C-reactive protein; 1 — above normal values; | — below normal values.

ITpumeuanue: COI — ckopoctb ocenanusi spurpouuto; CPb — C-peakrusnbiit 6esi0K; 1 — BbIllle HOPMAJIbHBIX OKa3aTeJell;

| — HIDKe HOPMAJbHBIX IIOKa3aTeJieil.

Poc xypu ractposurepoJ rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)



www.gastro-j.ru

Clinical cases / Knunanueckne HaOIIOACHAS

Figure 5. Duodenal mucosa of Patient K. on EGDS from January 15, 2023. Normal endoscopic appearance of

the duodenum

Pucynox 5. Causucras ob6onouka [IITK nmammenta K. ma 9T/IC or 15.01.2023 r. HopMmasibHast 9HI0CKOIHYECKAST

kaptuna /11K

After the appearance of gastroenterological com-
plaints in the form of diarrhea, severe weight loss and the
development of malabsorption syndrome, 11 months
later, as a result of patient K.’s visit to a specialized
gastroenterological center, it was possible to diagnose
this rare disease with the help of experienced clini-
cians, endoscopists and morphologists.

Conclusion

Thus, in a patient with the presence of articular
syndrome, with the subsequent development of ab-
dominal pain and diarrhea syndromes, with signs of

systemic inflammation and with progressive malab-
sorption syndrome, it is possible to suspect Wipple's
disease. Such a patient should be recommended to
undergo an endoscopy with a biopsy from the sub-
bulb sections of the duodenum and subsequent his-
tological examination of the biopsy samples with
the obligatory use of PAS staining and Ziehl —
Neelsen staining. As an alternative, immunohisto-
chemical examination of biopsies or PCR may be
considered if these techniques are available.

Timely diagnosis and initiation of antibacterial
therapy will avoid late complications of the disease,
including death.
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Figure 6. Histological examination of biopsies of the duodenal mucosa of Patient K. during therapy (A, B, C,
D — stained with hematoxylin and eosin; E, F — PAS-reaction)

Pucynox 6. I'mcrosiormyeckoe nccyeoBanme 6nonraros cansucroir o6omoukn JAITK nmarmenta K. Ha done tepanun
(A, B, C, D — okpacka remarokcuannom u sosunom; E, F — IIIUK-peakims)
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O0bocTpeHre XPOHNYECKOIO ITaHKPeaTUuTa
Ha poHe COVID-19, ocroKHUBIIIEECST
IIQHKPEATOIIAEBPAABHOU (PUCTYAOU

Cc depMEeHTaTUBHBIM IIN€BPUTOM

N. . Koros"?", N.10. Kamuuuna'?, A.P. IIponn'? /I.A. Cynum?

" DIBOY BO «Oxnckuti zocydapcmeeniiviti meQuyunckull ynusepcumems Munucmepcmesa 30pasooxpanenus Poccutickotl
Dedepavuu, Omck, Poccuiickas Dedepayus
2 BYB30O0 <«T'opodckas kaunuweckas 601vHuya ckopot meduuunckou nomowu N 1, Omuck, Poccutickas @edepayus

Llenb: 06patnTb BHMMaAHME HA OUArHOCTUKY U JIEYEHNE PEOKOrO OCIIOXKHEHMS XPOHNYECKOro NaHKpeaTnTa — naH-
KpeaTonneBpanbHON GUCTYNbI C CyOTOTaNbHbIM (PEPMEHTATUBHBLIM 3KCCYAATMBHbBIM MJIEBPUTOM, a TakXe Ha BO3-
MO>XXHYIO CBSI3b 0O0CTPEHUS XPOHMYECKOro NaHkpeaTnuTa ¢ NepeHeceHHo NHeBMOHMEN, BbidaBaHHOM SARS-CoV-2.
OCHOBHbIE NOJI0XXEHUS. [1py NEPBMYHOM XPOHNYECKOM NaHKpeaTuTe NaHkpeaTonieBpabHble GUCTYIbI pa3BuBa-
I0TCS KpariHe peaKko, Npy 3ToM abA0MUHANBHBIE CUMMITOMbI MOTYT OblTh HE BbIP@XEHbI, @ HA MEPBOE MECTO B KJINHU-
YeCKOW KapTUHE BbIXOAUT CUHAPOM MIEBPASIbHOMO BbINOTA, MO3TOMY YCTAHOBUTb UCTUHHYIO MPUYMHY 9KCCYyOaTuB-
HOro NJeBpuTa B Tako cuTyaumm TpyaHo. Bosbyautens COVID-19 obnagaeT BbICOKOW TPOMHOCTLIO K PeLLenTopam
aHrMoTEH3MHNpeBpaLaoLLero gepmeHTa 2, B 60bLIOM KOJIMYECTBE NPEACTABNEHHBIM HA auUHAPHBIX, MPOTOKO-
BbIX M CEKPETOPHBIX KIETKAaX MOAXENYA0YHOM Xenesbl. O4eBNAHO, 9Ta MHDEKLMS MOXET BUATL HA TEYEHME BOC-
nanuTenbHOro NPOLLECCca NPy XPOHMYECKOM NaHKpeaTuTe.

B npencrtaBneHHOM KIMHMYECKOM HabMiooeHNN OnuvcaH Peaknin cnyydai 060CTPEHUS XPOHNYECKOro NaHkpeaTuTa
¢ dopMUpoBaHMEM NMaHKpeaTonaeBpasibHoM GUCTYNbl C CyOTOTalbHbIM (epMeHTaTUBHbLIM MJIEBPUTOM CJiIEBA, KO-
TOpOMy MpeaLlecTBoBasna NHEBMOHUS, BbidBaHHast SARS-CoV-2 y MyX4nHbl 47 neT, 3/10ynoTpebnsiolwero ankoro-
neM. BbisBUTb pepMeEHTATMBHYIO MPUYMHY NIEBPUTA MOMOIIO UCCIEA0BAHME 3KCCyAaTa Ha coaepXaHe amMmunassbi.
Mpn MynbTUCNMPaNbHOW KOMMbIOTEPHOM TOMOrpadum opraHoB GPIOLLHON NONOCTU C BOJIIOCHBLIM YCUEHMEM 0OHa-
pyXeHO 06 bEMHOE 06pPa30BaHME B rOJIOBKE MOAXKENYA0YHOM XeNesbl C 9KTa3ne BUPCYHroBa NpoToka 1 X01efoxa.
BoccTaHOBUTL HOPManbHbIA Naccax >Xenyn 1 NaHKPeaTMyeckoro CEKPETa, a Takke NnpekpaTutb GyHKLIMOHMPOBAa-
HME naHkpeaTonaeBpanbHON GUCTYIbI YAAN0Ch C MOMOLLBIO NaHKpeaToayoaeHanbHoM pesekuumn. MNpn mopdono-
rMYeckoM MCCnenoBaHnM MakpornpenapaTa yCTaHOBEH OMArHO3: NCEBAOTYMOPO3HbIN rOI0BYAThIN XPOHUYECKNIA
naHkKpeaTuT B cTagum o6ocTpeHust. MNocne onepaTtUBHOrO IEYEHUS MO AAHHBIM YNIbTPA3BYKOBOrO KOHTPOMSA Habto-
[anocb n3neyeHuve nneesputa. lNMaumMeHT OCMOTPEH Yepe3 rofl, COCTOSIHME COOTBETCTBYET MEPEHECEHHO OMepauun.
KnuHunyecknx, dunankanbHbIX M MHCTPYMEHTaSIbHBIX AaHHbIX 32 JIEBOCTOPOHHWUI NaHKPeaTOreHHbIN NAEBPUT, rmnep-
TEH3MI0 BHEMEYEHOUHbIX M NMaHKPEATUYECKMX MPOTOKOB HE BbISIBIEHO.

3akniovyeHue. PeunaBUpYoLLMin 9KCCYAATVBHBIM NMIEBPUT NPU XPOHNYECKOM NMaHKPeaTuTe ¢ GbICTPbIM Hakomne-
HMeM aKccynarta B 60/blOM 0ObEME C BbICOKMM COOEPXAHNEM aMuasbl ABASETCHA NPU3HAKOM MaHKpeaTonies-
panbHoOM ducTynbl. Ha pasButne 060CTPEHUS XPOHNYECKOro MaHkpeaTuTa MoBAMSIa COBOKYMHOCTb (PaKkTOpPOB,
B YMCJIE KOTOPbIX Oblla KOPOHABMPYCHAA UHMEKLMS, YTO NpeanonaraeT fafnbHERLIEEe HAKOMIEHNE KIIMHNYECKOrO
MaTepuana npv TakoM Co4eTaHnM NaTON0rMYECKNX NPOLLECCOB.

KnioueBble cnoBa: XpPOHWMYECKUI MAHKPEaTUT, NaHkpeaTonaeBpasbHas @uctyna, 9KCCYAATUBHbLIA MEBPUT,
COVID-19

KoH®NUKT nHTepecoB: aBTOPbI 3as9BNSAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ansa uutnpoBanusa: Kotos N.U., KannHuHa W.10., Mponn A.P., Cynum [.A. O60CTpeHne XpoHMYeckoro naHkpeatuta Ha ¢oHe
COVID-19, ocnoxHuBLLEECs naHKkpeaTonnespanbHon GUCTyNon ¢ GepMeHTaTUBHLIM MAEBPUTOM. POCCUNCKUIA XypHan ractpo-
3HTEpPOSIOrMKn, renatonorumn, kononpoktonorun. 2023;33(6):101-108. https://doi.org/10.22416/1382-4376-2023-33-6-101-108
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Aim: to draw attention to the diagnosis and treatment of a rare complication of chronic pancreatitis — pancreatico-
pleural fistula with subtotal enzymatic exudative pleurisy, as well as the possible connection between exacerbation of
chronic pancreatitis and pneumonia caused by SARS-CoV-2.

Key points. In primary chronic pancreatitis, pancreaticopleural fistulas develop extremely rarely, while abdominal
symptoms may not be expressed, and pleural effusion syndrome comes first in the clinical picture, so it is difficult to
establish the true cause of exudative pleurisy in such a situation. The causative agent of COVID-19 has a high affinity
for angiotensin-converting enzyme 2 receptors, which are present in large numbers on acinar, ductal, and secretory
cells of the pancreas. Obviously, this infection can influence the course of the inflammatory process in chronic pan-
creatitis.

This clinical observation presents a rare case of exacerbation of chronic pancreatitis with the formation of a pan-
creaticopleural fistula with subtotal enzymatic pleurisy on the left, which was preceded by pneumonia caused by
SARS-CoV-2 in a 47-year-old man who abused alcohol. The study of exudate for amylase content helped to identify
the enzymatic cause of pleurisy. Multislice computed tomography of the abdominal organs with bolus enhancement
revealed a mass formation in the head of the pancreas with ectasia of the Wirsung duct and common bile duct. It
was possible to restore the normal passage of bile and pancreatic secretions, as well as to stop the functioning of
the pancreaticopleural fistula using pancreatoduodenal resection. A morphological examination of the macroscopic
specimen revealed a diagnosis of pseudotumorous capitate chronic pancreatitis in the acute stage. After surgical
treatment, according to ultrasound control, pleurisy was cured. The patient was examined a year later; his condition
was consistent with the surgery. There were no clinical, physical, or instrumental data for left-sided pancreaticogenic
pleurisy, hypertension of the extrahepatic and pancreatic ducts.

Conclusion. Recurrent exudative pleurisy in chronic pancreatitis with rapid accumulation of exudate in a large vol-
ume with a high amylase content is a sign of pancreaticopleural fistula. The development of exacerbation of chronic
pancreatitis was influenced by a combination of factors, including coronavirus infection, which suggests further ac-
cumulation of clinical material with this combination of pathological processes.

Keywords: chronic pancreatitis, pancreaticopleural fistula, exudative pleurisy, COVID-19
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n3 45 cayyaeB TaKUX IJIEBPUTOB JIMIIb OJUH ObLI
caencteueM [ITIMD. Ilpu mieBpasbHOM BBITIOTE JUA-
THOCTUYECKHIA TIOUCK B HEPBYIO O4Yepe/lb COCPEIOTOYECH
Ha auddepeHIpoBKe MaparHeBMOHUYECKOi, Ty6ep-
KyJIe3HOH, OHKOJIOTHYECKOH M, pexe, APYTUX IMPUYUH.
@DepMeHTOTeHHbIN XapaKTep IJIeBPUTA yallle BCero ycra-

Bseaeunune

CuHIPOM TLIEBPATIBHOTO BhITOTA BeTpedaercs: B 300—
320 caydagax wa 100 teic. Hacenenust [1]. Crpykrypa
IJIEBPAJIBHOTO BBITIOTA TPEJICTABIECHA CJEIYIOIMUM 00~
pasoM: 45,1 % ciaydaeB — 3J0KayecTBeHHbIiT, 38,1 % —
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BocasmrebHblil (B ToM uncie 15,6 % ciydaes TyGep-
KyJesuoiii), 7,4 % — meBocnammrenbHbiii. K peakoii
Pa3HOBU/IHOCTH BOCHAJIUTENBHBIX BBIIIOTOB  OTHOCHT-
cst mankpearorennniii (6,1 %) [2]. B xupypruueckoit
IPAKTUKE IIJIEBPAJIBLHBIN BBIIOT IIPU OCTPOM IAHKpea-
TiTe BeTpedaercss B 3—17 % ciydaes, SIBJISIETCS OXKH-
JTAeMbIM OCJIO)KHEHHEM U He TPE/ICTABJISAET CJIOXKHOCTEN
Juist quarHoctuky [3]. Tlpu XpoHWUYecKoM MaHKpeaTuTe
TJIEBPAJIBHBII BBITIOT, OOYCJIOBJICHHDBIN TaHKPEATOILIEB-
pasboit ucryJoii (IITID), Hab/moAaeTCst 3HAYNTETHHO
peske — B 0,4 % [4]. Tak, B 0630pe C. King et al. [5]
3a 38 JierT cooOMAI0T 0 HAJIMYMK TOJbKO 63 HalueHToB
¢ maHkpeatorieBpasibibiM cBumoM. E. Cazzo et al. [6]
B 0630pe nanubix 3a 20 ser omuchiBaior 40 ciryuaes.
B ocHOBHOM peub MJET O MaIMeHTaX C XPOHMYECKUM
MAHKPEATUTOM, 3JI0YHOTPEOISIONNX ATKOTOJIEM.
[TpyymHa  MIEBPANbHOTO  BBINOTA,  CBSI3AHHOTO
¢ [IIIMD, mpu mocTymnaeHn#, Kak MPaBUJIO, He Pacro3-
HaeTcs, W IalMeHTbl J0CTABJSAIOTCS B TepalleBTHYeCKOe
WM TYJBMOHOJIOTHYECKOE OT/EJEHHe C JIMarHO30M
«TLIEBPUT HEYTOUHEHHOW aTnojoruu». B BosabHuie cko-
poit MeaumuHckoit momorn (BCMII) Ne 1 1. Omcka
3a mepuoa mangemmun COVID-19 ¢ 2020 mo 2022 .

HaBJIMBAETCSI HECBOEBPEMEHHO [7].

B nocte trme ro/ibl TIOSIBUITICH TTyOJIMKAINAH, B KOTOPHIX
SARS-CoV-2 npejictaBier B Ka4ecTBe HOBOTO ATHOJIOTHYE-
ckoro akropa ocrporo nankpearuta [8, 9]. BosGyauresnn
COVID-19 o6saaer BBICOKOI TPOITHOCTBIO K PELEITO-
paM aHruoreHsuHnpespamaiomiero (gepmenta 2 (AIID2),
B GOJIBIIIOM KOJIMUECTBE ITPEICTABIECHHBIM Ha allMHAPHBIX,
IIPOTOKOBBIX 1 CEKPETOPHBIX KJIETKAX TIO/KENYIOIHOM JKe-
Jie3bl. SARS-CoV-2 cBasbiBaercs ¢ perienrropamu AITD2
U C MOMOIIBI0 (hepMeHTa XO3sIMHA TPAHCMEeMOPaHHON ce-
PHMHOBOIA TIPOTEA3bl 2-TO THUIA MMPOHUKAET BHYTPDb KJIETKU.
[lanee BUpyc accormupyercs ¢ 3H0MeEMOPAHHO CHCTEMOI
IyTeM KOHCTPYUPOBAHUS JBOIHBIX MEMOPAHHBIX BE3UKY.T
13 KOMIIOHEHTOB KJIETKHM XO35IMHA, T/l TPOUCXO/UT €ro
YCWIEHHAST PEIVIMKAIMS, [IPU 9TOM OCTAHABJIMBAETCS KJle-
TOYHDBIN [UKJT B SI7IPE, aKTUBUPYIOTCS ITPOBOCIIAJIUTETHHbIE
(baxropol, HapactaioT 3hdOEKTHI TUTOMATHI € ATIONTO30M
UHPUIMPOBAHHBIX KaeTok [10, 11].

B perpocrieKTuBHOM KOrOPTHOM HCCJI€[I0BAHWUU, BbI-
mosHerHOM Y. Hadi et al. [12] B mepuon ¢ saBapst 2020
o utosrh 2021 1., mpoBeieHo cpaBHeHNe 4420 TAIEHTOB
¢ xponmuecknM nankpearntom 1 COVID-19¢ 1 169 773
naieHTaMn 6e3 XPOHUYECKOTO TaHKpeaTuta. Y HUX
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BBISIBJIEHBI GOJiee BBICOKAsI CMEPTHOCTh M PUCK HebJIaro-
MpUATHBIX Mcxoa0B mocae COVID-19, uro, Bo3aMOKHO,
CBSI3aHO C JIOTIOJTHUTENbHBIM TTOBPEXKIEHIEM TKAHW TIO/I-
JKEJTYJTIOUHON JKeJe3bl.

Iless wccnenoBanuda: oOpaTUTh BHUMaHUE Ha Jna-
THOCTHKY U JiedeHHe PeIKOrO OCJIOKHEHNS XPOHMYECKO-
TO MaHKpeaTHTa — TAHKPEATOIUIEBPATBHON (DUCTYIIBI
¢ cy6TOTaTbHBIM (DEePMEHTATHBHBIM —9KCCYIATUBHBIM
IJIEBPHITOM, a TakKe Ha BO3MOXKHYIO CBSI3b 0GOCTPEHMUS
XPOHIYECKOTO TTAHKPEATHTA C TIePEeHECEeHHOll TTHEBMOHNU-
eil, BpIsBanHol BupycoM SARS-CoV-2.

B onucbiBaeMoM HaMu cirydae 060CTpeHHE XPOHMYe-
croro mankpearuta Ha (oHe COVID-19 ocioxHMIOCH
opMupOBaHUEM — HAHKPEATOILTIEBPATIbHOM  (DUCTYJIBI
¢ (bepMEHTATUBHBIM ILIEBPUTOM.

Kimnunveckwmii coyyaii

[Manment b., 47 ner, B cepenmne sguBaps 2021 r.
JIOCTAaBJIEH MAITITHON CKOPOI MOMOIIM B TepameBThye-
ckoe oraenenne BCMII Ne 1 r. OmMcka mo moBOJLy
JIEBOCTOPOHHETO TieBpuTa. [lpu mocrymieHnn mpean-
SIBJISLT 2KATOOBbl HA €Ja6OCTb, OJBIIIKY ¥ cepilebue-
HUe TIpu Xo/b0e, CyXOil Kalllesh, COMPOBOK/IABITHIICS
60JIbI0 B JIEBOII 1TOJIOBUHE TPYAHOH KJIETKHU.

O/IpITKa TTOSBUJIACH 3 TPH JIHS JI0 TOCIHUTATU3AIHN,
IIPOTPECCUBHO  HapacTasa, I[PUCOeIUHNUINCH BBIIIETIe-
PEUNCIeHHbIE KATOODbI. YUYaCTKOBBIM TEPATeBTOM ObLT
HalpaB/IeH Ha TOCIUTAIM3AINIO B JEXKYDHBIH CTaimo-
Hap C TOJ03DEHNEM Ha HKCCY/ATUBHBIH TIIEBPUT CJe-
Ba. Ilo HeorsioxkHOH momoim B Mennko-canHutapHoi
yacti Ne 4 BpmosneHa MCKT opranoB rpyaHoii Kjet-
KM, U C TIOATBEPSKJICHHBIM THArHO30M <«3KCCYJATUBHDIH
TJIEBPUT» MareHT TpaHcrnoptiupoBad B BCMIT Ne 1.

B cepenune pexa6pst 2020 r. amGyJaTopHO mepe-
"Hec COVID-19 ¢ mopaxeHueM JIETKUX, CPEIHETSKe-
soro teuenusi, Bepudunuposanubiiit MCKT opranos
rpyaHoit kaetkn n MetonoM [IIIP PHK SARS-CoV-2.
PeHTreHOJIOrnYecKy ONMUCHIBAINCH 30HBI YIJIOTHEHUS
JIETOYHOW TKAHU TI0 TUMY <«MAaTOBOTO CTEKJa» B HIDK-
Hell /[oJie TIPABOTO JIETKOTO C BOBJeYeHHeM 25 % Ta-
PEHXUMDI, TeMIlepaTypa noBbimasach 10 38,6 °C, 06b-
eKTUBHO YacTOTa JbIXaTeJbHDbIX JBIXKEHUI — 10 22
B MuHYTY. Hasnauamich mpenapartbl, He 00JIaaomme
3HAUYNMON IAHKPEaTOTOKCUYHOCTBIO:  (haBUIIUPABUD
MO CTAaHJAPTHOI cXeMe, /[eKCaMeTa30H BHYTPUMBIIIEY-
Ho 8 mr B cyTku 10 ueit, meBodiokcanun SO0 mr 2 pasza
B JleHb BHYTPb, amOporcos 30 Mr 1 tabseTka 3 pasa
B JIeHb. Y JleKcaMeTa3oHa B HesKeJaTeJbHbIX addek-
TaxX TaHKpeaTuT 0003HAYEH, HO B MPOTUBOTIOKA3AHUSX
K Ha3HAYEHUIO U YCJIOBUSAX OCTOPOSKHOTO IIPUMEHEHUS
XPOHUYECKOTO TMaHKpeaTuTa HeT, /032 U JJIUTEJb-
HOCTb TnpreMa HeGoJbIne. PeHTreHOIOTHYecKii KOH-
TPOJb PEKOHBAJIECIIEHIINN He TpoBomics. V3 anam-
He3a U3BECTHO, YTO B TeYEHUE O JIeT ITAllUeHT CTPajaeT
XPOHUYECKUM TIAHKPEATUTOM, OOOCTPEHUSI ObIBAIOT
[IBA-TPU pasa B TOJ, IPOTEKAIOT 6e3 BbIPAMKEHHBIX
A6TOMIHATTBHBIX CHMIOTOMOB, B OCHOBHOM O€CIIOKOSIT
yMepeHHble 60JI B SMUTACTPHUU, CBSI3AHHBIE C IIOTPEII-
HOCTSIMI B TIHUIIEBOM parioHe. /luery He cobuioznaer,

MpU yXYAUIEHUH JEeUUTCS aMOYJATOPHO CIAa3MOJUTH-
KaMW 1 WHTHOUTOpPAaMU TPOTOHHOMN TTOMITBI, TTIOCJTEHEE
obocTtpenne orMmedasoch B okTsiOpe 2020 r. Octporo
JIECTPYKTHBHOTO MAHKPEATUTA 32 BPeMst 3a00/I€BAHIIS
He ObLI10. 3JI0yHOTPEOISIET aTKOTOIEM.

[Ipu mocrymieHun B OT[Iel€HWe COCTOSHHE OT-
HOCUTENBHO YIOBJIETBOPUTENIBHOE, CO3HAHUE SICHOE,
UMT — 18,6 xr/m?, koxa GaeqHasi. AyCKyJIbTaTHBHO
JIbIXaHWe JKeCTOKOe, He BhICayImBanioch ot 111 pebpa,
3/1ech JKe YKOpOUYeHUe MepKyTOpHOro 3Byka. Yacrora
JIbIXaTebHBIX [JBIDKEHUH — 22 B Munyty. TOHBI
cepaua purmuunpl, YCC — 120 B mumyry. A/l —
130/80 MM pr. cr. JKuBoT mpu masbriaiun MsITKUi,
6e36ose3nennpiii. [leuenp, cese3eHKa He yBeJH-
yeHbl. llepudepuuecknx oTeKOB He HAGIIOIAIOCE.
Temmeparypa teqa — 37,2 °C.

OO6umit ananus Kposu: remorsobmn — 111 1/7
(mopma — 110—160 r/n), spurpormrer — 4,1 x 102/
(wopma — (3,5—5,5) x 102/n), peiikoruror — 12,2 x
10°/1 (mopma — (4,0—10,0) x 10°/1), cermeHTOsIIED-
uple — 75 % (nopma — 50—70 %), MoHouuTh — 5 %
(mopma — 3—12 %), mamorurer — 20 % (mopma —
20—40 %), CO9 — 68 mm/u (Hopma — 0—15 Mm,/u),
rimkemus — 6,0 Mmoub,/ 1 (HopMa — 110 6,1 MMoTb,/71).
Buoxumuyeckuii anamms kposu: ACT — 12,4 Exp./n
(mopma — 0-40 En./n), AJIT — 12,6 Ex./n (uop-
Ma — 0—40 En./n), kpeatunud — 77,5 MKMOJb,/JI
(mopma — 58—115 MKMOJIB,/ 1), O6mWMiT GMmpyOuH —
6,6 Mrmoab/n (Hopma — 5,0—21,0 MKMOJIb/ 1), aMuIa-
3a ceBopotkn — 171,8 Ex./n (mopma — mo 100 Ex. /),
CPB — 297 mr/n (HopMa — 0—5 Mr/J1), IPOKAJIbITO-
mmH — Membire 0,5 ur/mn (mopma — 0—0,064 ®r/M),
ITT — 70 Ex./n (wopma — pmo 55 Exp./nm), cbl-
BOPOTOYHOE JKeae3o — 7 MkMoab/a (mopma —
34,5—5,83 MKMOJIb,/J1); OCTaJIbHbIE IOKA3aTeI B HOPME.
Anekrpodopes Genkos: amsbymunbpr — 31 % (mopma —
54—65 %), anpdpal — 6,64 % (Hopma — 2—5 %), aib-
$a2 — 15,8 % (mopma — 7—13 %), Gera — 10,29 %
(nopma — 8—15 %), ramma — 35,53 % (nopma — 12—
22 %). Muacraza moun (15.01.2020 r.) — 120 En./n
(wopma — 10—125 Ex./m).

VMMyHO(DEpPMEHTHBIHT — aHATH3  CBHUIETEIHCTBO-
BaJl O TMepeHeCeHHO# KOPOHABUPYCHON WHMEKINN:
K03(pPUITIMEHT  MO3UTHBHOCTH  MMMYHOTJIOOYJIH-
HoB M k COVID-19 — 0,84, uMMyHOTJI00y THHOB
G — 17,1, IIIOP SARS-CoV-2 u3 HOCOTJIOTKH —
orpunatesbHa. Ilpo6a Maunty ¢ 2 TE TII/J-JI,
nmackmH-Tect, MDA ma BUY, HBsAg, Anti-HCV —
OTPHUIATEJbHBI.

IKT: cunycosast taxukapmust (100 B mMuHyTY),
3JEKTPUUYECKAsT OCh cepjilla He OTKJIOHeHa, Auddys-
Hble U3MeHeHUs MuoKapnaa. /lJis BBISBIEHUS BO3-
MOJKHOI CBSI3W TJIEBPATBHOTO BBITIOTA € AUCHYHK-
el Mmokap/ja BbImogHAAach IXOKI — pasmepni
MOJIOCTENl He pacHIiupeHbl, CHCTOJIUYECKass W Jua-
cTojmueckass (PyHKIUM MHOKapja He HapyIIeHsl,
COKpATHUTEJNbHAST CIMOCOOHOCTh MUOKapAa Y/IOBJET-
popurenpHag (dppaknusa Beiopoca — 59 %); mo me-
PUMETPY Cepiilla — OIHOPOIHOE 3XOCBOOOIHOE TIPO-
CTPAHCTBO J0 3—4 MM B JAMACTOJY.
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Y3U abpoMuHasbHOE: MOKENyIOYHAS Kese3a
He BU3yaIma3mpoBatach (9KpaHMpPOBaHA Tra3oM), OIH-
CBIBAJICSI TOJIBKO TMIPOTOPAKC GOJBIIOr0 06beMa CJIeBa.

Ha MCKT oprasoB rpyaHOHl KJIETKN TPU3HAKA
JIEBOCTOPOHHETO 9KCCYAAQTHBHOIO ILIEBPUTA GOJIBILIOTO
o6peMa (TomIMHA €10 MEKIY JUCTKAME TLIEBPBI —
75 MM), cyGTOTATIBHON KOMIIPECCUH JIEBOTO JIETKOTO,
yBeJIMYeHne BHYTPUTPYIHBIX JUM(POY3JI0B — 10 18 MM.
B mpaBoM JierkoM — eQMHUYHbIE OYaroBble YILUIOTHE-
Hust (pasMepoM 710 4 MM), YYaCTKM TSKMCTBIX YILIOT-
HEHUIl TOoCTBOCIANUTENbHOrO Xapakrepa. C  ydyeToM
PEHTTEHOJIOTHYECKO KapTUHBI, OTCYTCTBUS MPU3HAKOB
Cep/levHOll HeJOCTATOYHOCTH, & TaKyKe HAJIMYUS KJIMHU-
KO-Ta00PAaTOPHOTO CHHPOMa BOCTIATUTEIHHOTO OTBETa
(cy6debpuuTer, yMepeHHbIi JEHKOIMTO3, TTOBBIIIEHIE
CO9 u ypoBHsa C-peakTHBHOTO Oejika, THUIEpraMMa-
rI0GYIMHEMHUS) CKJIA/IBIBAJIOCH BIIEYaTIeHHE O TYyGepKy-
JgesHoM TuieBpute. K ToMy ke TyGepKysie3 MOJKET CO-
IIPOBOXK/IATbCS. YMEPEHHBIM MOBBIIICHUEM YPOBHS M30-
aMIIa3, KOTOpoe HaGII0aI0Ch Y TAIHEHTA.

B mpueMHOM OT/[esleHUM IAIlMEHTY KaTeTepU3upo-
BaJIACh JIeBas MJIEBPAJIbHAS TOJOCTb, OBLIO 9BAKYHPO-
Baro 2000 M cBOGOHOM KUIKOCTH CBETIO-KOPHYHE-
BOTO TIBETA, TOCJTE Yero CaMOYyBCTBUE YJIYUIIUIOCH:
He 6ecroKOMIN AUCKOM(MOPT B I'PYAHOI KJIETKe U cepi-
1ebueHmne, YMEHBINIACh OfibIKa. MccmemoBanne axc-
cynara: cJaaGoMyTHBII, CBETJIO-KOPHYHEBbI, 6eloK —
8,1 r/n, ynmenpubrii Bec — 1020, mpoba PuBanbrer
MOJIOKUTEIbHA, KUCJIOTOYCTONYNBbIE MUKOOAKTEPUN
U aTUTMYHBIE KJIETKW He OOHApPY:KeHbl. MUKPOCKONUS
npenapara HaTUBHO: Jeikorutel — 30—35, Makpoda-
rm — 1-3, kaerkn mMezoreaus — 0—1, spurporuTer —
[0 5 B moJie 3peHns. MUKPOCKONUS OKPAIIeHHOTO
mpernapara; CerMeHTOSIIEPHBIX JieHKoiuToB — 63 %,
aumoruros — 28 %, monormrtoB — 9 %. Iloces
Ha Mukpodaopy orpunarenbubiii. [P ma JTHK Mu-
KoGakTepun TyGepKyJIe3a OTpULATeIbHA.

Hecvorps Ha TpoBOAMMOE JieUeHUe, OJIBIITKA Ha-
pacrana, (U3NKATBHO OIPEAEAIOCh IIPOrPECCHBHOE
HAKOIJIEHNe JKUKOCTH B JIEBOW IUIEBPAJIBHON TOJIO-
CTH, HAa KOHTPOJILHOI peHTreHorpamMMme Ha CeIbMOIt
JIeHb TOCITUTAN3AINA — JIEBOCTOPOHHUI THUAPOTOPAKC
J10 3ajHero orpeska IV peGpa, cpeinHHas TeHb cMelle-
Ha Bupaso. [Ipn meBpasnbroll yHkimn ot 22.01.2021 1.
nosydero 2100 Myt cBOGOMHON KUJAKOCTH CBETJIO-KO-
PUYHEBOTO T[BeTa. ODIMHU30[] PeInBa TUAPOTOPAKCA
6OJIBIIIOTO  06bEMA, OTCYTCTBHE KHCJIOTOYCTONYMBBIX
MUKOOAKTEpUil W TPU3HAKOB GaKTepHAJbHOH WHQEK-
un, orpurnarenapbias [P wa /IHK wMmukoGakrepun
B IIEBPAIbHOM cozepskumoM ot 15.01.2021 r., orcyrt-
CTBUE KapUOJIOTMYECKOr0 aHaMHe3a, OTE€KOB, HOPMAJlb-
Hast OKI, Hammume ymepeHHOI TrunepdepMeHTeMun
U XPOHMYECKOTO IMaHKpeaTuTa B aHaMHe3e ITOCITY KUJIH
OCHOBaHUEM JIJIT PACITMPEHHOTO WMCCJIeJOBAHNS BBITIOTA
C oIlpe/ie/ieHIeM YPOBHS 0-aMIJIasbl — OHA OKa3aslach
nosbimena g0 3651 Ex./m.

[TarmenT Obl1 TepeBefieH B XUPYPrUYECKOE OT-
nenqenue ¢ momo3perneMm Ha [IIIMD crneBa, B cBA3M
¢ uyeM BbinosHAgach MCKT opranos 6piomHoil 10-
JIOCTH ¢ GOJTIOCHBIM KOHTPACTHBIM ycuieHrneM. lledenn

OOBIYHBIX Pa3MepoB, ofHOpoaHast. OOmuil meyeHou-
HBII TPOTOK pactmpedr 10 14 MM. yKeqdHbIN My3bIph
6e3 KoHKpeMeHTOB. OOINil KeJTIHBI TPOTOK pac-
mupeH a0 16 MM, B MHTpamaHKpeaTHYecKOM OT/elre
onpezesiercs peskoe ero cyskenne (puc. 1). Pasmepsl
TOJIOBKHM TIO/UKETY/IOUHON Keje3bl — 10 36 MM;
B CTPYKTyp€ TOJIOBKU OIIPE/IETISIETCS YYAaCTOK OKPYT-
Jioit (hOPMBI € YETKUMU KOHTYPaMU, HHTEHCUBHO HAKa-
MJINBAIONINI KOHTPACTHBIH MpernapaT B apTepuaibHyIo
dazy (no 120 HU), pasmepamu 21 x 25 MM, pasMephbI
Tesa skeyesbl — g0 18 MM, xBocT — 70 15 MM, ILIOT-
HOCTb KOHTPACTUPOBAHUS TeJIa W XBOCTA JKeje3bl anud-
dysuHo cumkena (puc. 2). BUpcyHrOB MPOTOK paciiu-
peH 0 8 MM B TeJe W XBOCTe >KeJe3bl, B 00JacTH
rosoBkn He mpocyeskuaercss (puc. 3). CpoGoanas
JKUJKOCTD B GPIONTHON TTOIOCTH He 0OHApy’KeHa.

Ha 3axBaueHHBIX yPOBHSX I'PY/IHOI KJIETKU B TII€B-
pPaJbHON TOJOCTH CJeBa SKUIKOCTh TOJIIMHON CJI0S
10 47 MM, HIDKHSIS JIOJIST JIEBOTO JIETKOTO YMEHbIIeHA
B 00beMe 3a CcueT yvacTKa KOHCOJTHMIAINU JIETOYHOM
tkanu (puc. 4).

3axmouenne: KT-kaptuaa 06beMHOTO 06pa3oBaHUs
TOJIOBKU TO/IKEJTY/IOYHOI JKeJie3bl, B audepeHIain-
HOM Ppsjie CJe[IyeT pacCMaTphBaTh TMCEBIAOTYMOPO3HYIO
¢opMy TaHKpeaTHTa M PAK TOJOBKH IOIKETYIOUHON
sKesre3bl. X0JIe0X0- U BUPCYHTaKTasus. [enatoMeranms.
JleBoCTOPOHHMIT TUPOTOPAKC, KOMITPECCHOHHBII are-
JIEKTa3 HIZKHEI IO JIEBOTO JIETKOTO.

ITocne nmomyuenusi pesysnbraroB MCKT mnpousso-
JINJIOCH JIPEHUPOBAHNE JI€BOI TIIEBPAILHON TIOJOCTH
CUJIMKOHOBOW TPYOKON ¢ BHYTPEHHUM [IHAMETPOM
6 MM o Bronay. B teduenne 3 cyTok HabII012/10Ch BBI-
JleJIeH1e JKeJIToBaToro BbIoTa /10 450—310 M B cyTKH
C BBICOKHM cofepskanmeM ammiasbl (1o 3472 Ex./m),
YTO TOJATBEPANIO Hannune gyHkimonupytotneit [TT1D.
B cBsA3n ¢ 000CHOBAHHBIM IOJIO3PEHUEM HA PaK TO-
JIOBKHM TIOJ[KEJTY/IOUHON JKeJe3bl U OlpejlesieHneM
AKTUBHOW XWPYPrUUecKoll TaKTUKHU JajbHelIne wnc-
caegoBannss — MPT u MarHuTHO-pe3oHaHCHas XO-
nanrnonankpearorpadpus (MPXIIT) — ana momcka
(uctypl 1 geTaTbHON ONEHKHN COCTOSTHUST OMINAPHBIX
U TTAHKPEATUYeCKIX MPOTOKOB HE MPOBOIUJINCH.

YuuTbiBasi COBOKYITHOCTb MOpQoorudeckux ¢de-
HOMEHOB: HAJW4YNe OIYXOJU TOJOBKH TIO/KETy/10U-
HOIl JKeJie3bl, BbIPA)KEHHYIO 3KTa3uio OOIIero >Kesd-
HOTO TIPOTOKA W TJIABHOTO MPOTOKA IMOJKETYIOTHOI
JKeJe3bl ¢ PyOIOBOM CTPUKTYPOH MX TePMHUHAIBHBIX
oTznesoB, Hanmume mpusHakos [II1D, 02.02.2021 .
MAIMEHTY BbBITIOJIHEHA MAaHKPEeaTo/yo/ieHa bHas pe-
3ekiust. [loce omeparm amarso3 choOpMyTHPOBAH:
«XpOHUYECKUH (UOPO3UPYIONIHT TTAaHKPEATUT ¢ Tpe-
UMYIIECTBEHHBIM MOPAYKEHNEM TOJOBKHU TIO/KETY/10U-
HOIT sKese3bl. PyO6I0Bast CTPUKTypa TEPMUHAIHHOTO
orziesia OOIIETO JKETYHOTO TMPOTOKAa. Dbuimaphas tu-
neprensud. [lankpearorieBpasibHast PUCTyJIa caeBas.

[TaTosoroanaToMIyeckoe — UccJaeOBaHUE — OTepa-
IIMOHHOTO MaTepuaja YCTaHOBUJIO, 4YTO B TapeHXU-
Me TIO/IKETy/IOYHON >KeJie3bl MHOTO C(POPMUPOBAHHBIX
JIOKHBIX JIoJIeK 3a cueT audysHoro paspacraHus co-
eIMHATEHHON TKAHW MEXK/Y JOJbKAMU M B WX CTPOME.
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Pucynox 1. MCKT 6pionmaoii mosoctn ot 27.01.2021 r. ¢ 60MI0CHBIM KOHTPACTHBIM YCHJIEHHEM, apTepuaabHas
(daza: obumii nedeHouHbIil TPOTOK paciuper A0 14 MM (BepxHsist crpesika), oOLIUi SKeJYHBIH POTOK paciiMpeH
10 16 MM, Pe3KO Cy’KeH B MHTPAllaHKpeaTHnuyecKoM oTjese (HIKHSISI CTpesIKa)

Figure 1. MSCT of the abdominal cavity from January 27, 2021, with bolus contrast enhancement. arterial phase:
the common hepatic duct is dilated to 14 mm (top arrow), the common bile duct is dilated to 16 mm, sharply
narrowed in the intrapancreatic region (lower arrow)

10 cm

Pucynox 2. MCKT 6promnoii mosoctr ot 27.01.2021 1. ¢ 60TI0CHBIM KOHTPACTHBIM YCHJIEHHEM, apTepuasbHas
daza: o6beMHOE 06pa3oBaHNE TOJOBKH TTO/KEIY0YHOI KeJae3bl ¢ YeTKUMHU KOHTYPaMHU, WHTEHCHBHO HaKaIlJIMBaio-
1Me KOHTPACTHLINA npenapar B aprepuaabhyio dasy (no 120 HU), pasmepamu 21 x 25 MM (Meskay crpeskamu)

Figure 2. MSCT of the abdominal cavity from January 27, 2021, with bolus contrast enhancement. arterial phase:
volumetric formation of the head of the pancreas with clear contours, intensively accumulating a contrast agent
in the arterial phase, up to 120 HU, dimensions 21 x 25 mm (between the arrows)
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Pucynox 3. MCKT 6prommoit mosoctn ot 27.01.2021 1. ¢ 60TI0CHBIM KOHTPACTHBIM YCHJIEHHEM, apTepuagbHAs
(basa, PEKOHCTPYKIMS IIOPKETYJOYHOM SKesle3bl: IJIABHBIH MPOTOK IIOPKENIYJOYHOH JKese3bl pacIINpeH 10 8 MM
(MesK/Ly CTPEJIOK), B TeJie I XBOCTE JKeJe3bl, B 00JACTH IOJOBKH JKeJe3bl — He MPOCJIEKIHBAETCS]

Figure 3. MSCT of the abdominal cavity from January 27, 2021, with bolus contrast enhancement, arterial phase,
reconstruction of the pancreas: the main pancreatic duct is dilated up to 8 mm (between the arrows), in the body
and tail of the gland, in the area of the head of the gland — is not traced

Pucynox 4. MCKT G6pronrHoil moJiocTH ¢ 3aXBaToM HIDKHel yactn rpyan ot 27.01.2021 r. ¢ 60110CHBIM KOHTPACT-
HbBIM YCHJIEHHEM, apTeprasibHast dasa: aTeleKTas HIDKHEN 0 JIEBOTO JIerKoro (BepXHsisl CTPEJIKa); JIEBOCTOPOHHHUI
rugporopakc (HUKHSSA CTPesKa)

Figure 4. MSCT of the abdominal cavity with the capture of the lower chest from January 27, 2021, with
bolus contrast enhancement, arterial phase: atelectasis of the lower lobe of the left lung (top arrow); left-sided
hydrothorax (lower arrow)
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CrpoMa 04aroBo MpeJICTaBJeHa Pa3pacTaHUsIMKU INPO-
KX TIJTACTOB COEIMHUTENBbHON TKAaHW PA3HOW CTETeHH
spenoctn (MectaMu MOJIOJIOH, OTEYHOil, MecTaMu Tpy-
GOBOJIOKHUCTOI1), CKYJIHO WH(MUABTPHPOBaHA JUMQO-
1IUTaMU, TUCTUOLIUTAMU, TIagMorramu. [IpoTokn Beex
KasmGpOB HEPABHOMEPHO 9KTA3WPOBAHLI B PAa3HON cTe-
MeHN, WX CTEHKU C SBJIEHUSIMH XPOHUYECKOTO BOCIIA-
Jenns, ckiaeposa. VccmemoBanue meromom I[P PHK
SARS-CoV-2 He npoBonioch.

MekaMeHTO3HAS Tepanusi TPOBO/IJIACH B CJIETY-
o1eM o6beMe: OKTPEOTH/I, OMEIPA30J TTapeHTePAIbHO,
rieboriepasoH CyIbOAKTaM, CIA3MOJUTHKE, KPUCTAJLIO-
uzapl. [locmeonepanmoHubiil mepnuoj nporekan 6e3 oc-
goxkaenmit. Ha xorTpospHOM ¥Y3U meBpasbHBIX T0-
JIOCTEN KUJKOCTh He oOHapyskena. Ha amGymatopHoe
JiedeHe BBIMUCAH B Y/OBJETBOPUTETHHOM COCTOSHUM
Ha YeTbIPHAJIIAThle CYTKH mocJe oneparuu. [lamuent
OCMOTPEH Yepe3 TOJ, COCTOSHIE COOTBETCTBYET Iepe-
HeceHHOI oneparuu. KianHudecknx, (QU3NKaIbHBIX
U WHCTPYMEHTAJTbHBIX JIAHHBIX 32 JIEBOCTOPOHHII 9KC-
CY/IaTUBHDIN TIJIEBPUT, TUMEPTEH3UIO BHETIEYEHOUYHBIX
U TTAHKPEATUYeCKIX MTPOTOKOB HE BBISBJIEHO.

O6cy:xaenne

Ormmicanroe HaGMO/IEHAE WHTEPECHO KAaK BApHAHT Te-
4yeHust XpoHuyeckoro mnankpearuta Ha ¢done COVID-19.
O6ocTpeHne XPOHMYECKOTO TMaHKPEATHTA OCTIOXKHUIIOCH
dopmuposarueM [IIID ¢ depMeHTATUBHBIM ILJIEBPUTOM
CJIeBa, TIOCTYKUBIIUM TIOBOJIOM Ui OOpAllleHHsT 3a Me-
JUTIMHCKON TToMottbio. KrimHmyeckag KapTuHa Mpe/noia-
rania g dOepeHIMaIbHYI0 TUATHOCTUKY TYOEpKYJIE3HOTO
TJIEBPUTA, ME30TEJIMOMBI ILJIEBPBI, OCJOKHEHHOTO TeYEHHS
KOPOHABUPYCHON THeBMOHIH (TIEBPaIbHBIIT BBIIOT OMMCAH
B 7 % ciaydaes COVID-19 [13]), kotopbie He moarBepi-
JIMCD pe3yJIbTaTaMi JJAGOPATOPHBIX UCCIIE/IOBAHMIA.

3arpy/iHenne B INArHOCTUKE ObLIO CBSI3AHO C JIATEHT-
HBIM TeuyeHneM 060CTPEHUST XPOHNYECKOTO MAaHKPEATUTA:
OTCYTCTBHEM XaPAKTEPHBIX KaT00 M MOBBIIIEHUS YPOB-
Hs (epMEHTOB B KPOBH U Moue. BHYTPHUIIPOTOKOBast
TUTEPTEH3UST He Pean30Bajach B OOJEBOW CHHIPOM
BCJIE/ICTBHE OTTOKA COJIEP’KUMOTO B TIJIEBPAJIBHYIO TIO-
JocTb. B mofgoGHBIX cilyyasix MAlMEeHTHl ITUTETbHO
Jieqarcss U 06CJeyIOTCST TI0 TIOBOJIY TIJIEBPHTA, U JlaKe
IpU TOATBEPIK/ICHHOM /IMAarHo3e XPOHUYECKOro TaHKpe-
aTnTa PeIKO YCTAHABJIWBAETCS TPUYNHHO-CJIE/ICTBEH-
Hasd CBA3b JAaHHBIX 3aboseBanuii. B 91oM HaOMOAEHUT
Ha (DepMEHTATUBHBIN TreHe3 TUIeBPUTA YKA3bIBAJIO Obl-
CTpOEe HAKOIUIEHHWE BBINOTA CBETJIO-KOPHUYHEBOTO IIBETA
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A Case of Exacerbation of Chronic Pancreatitis
Against the Background of COVID-19
Complicated by Pancreaticopleural Fistula
with Enzymatic Pleurisy

Igor 1. Kotov!'?", Inga Yu. Kalinina'?, Aleksandr R. Propp"?, Dmitry A. Sulim?

" Omsk State Medical University, Omsk, Russian Federation
2 City Clinical Emergency Hospital No. 1, Omsk, Russian Federation

Aim: to draw attention to the diagnosis and treatment of a rare complication of chronic pancreatitis — pancreatico-
pleural fistula with subtotal enzymatic exudative pleurisy, as well as the possible connection between exacerbation of
chronic pancreatitis and pneumonia caused by SARS-CoV-2.

Key points. In primary chronic pancreatitis, pancreaticopleural fistulas develop extremely rarely, while abdominal
symptoms may not be expressed, and pleural effusion syndrome comes first in the clinical picture, so it is difficult to
establish the true cause of exudative pleurisy in such a situation. The causative agent of COVID-19 has a high affinity
for angiotensin-converting enzyme 2 receptors, which are present in large numbers on acinar, ductal, and secretory
cells of the pancreas. Obviously, this infection can influence the course of the inflammatory process in chronic pan-
creatitis.

This clinical observation presents a rare case of exacerbation of chronic pancreatitis with the formation of a pan-
creaticopleural fistula with subtotal enzymatic pleurisy on the left, which was preceded by pneumonia caused by
SARS-CoV-2 in a 47-year-old man who abused alcohol. The study of exudate for amylase content helped to identify
the enzymatic cause of pleurisy. Multislice computed tomography of the abdominal organs with bolus enhancement
revealed a mass formation in the head of the pancreas with ectasia of the Wirsung duct and common bile duct. It
was possible to restore the normal passage of bile and pancreatic secretions, as well as to stop the functioning of
the pancreaticopleural fistula using pancreatoduodenal resection. A morphological examination of the macroscopic
specimen revealed a diagnosis of pseudotumorous capitate chronic pancreatitis in the acute stage. After surgical
treatment, according to ultrasound control, pleurisy was cured. The patient was examined a year later; his condition
was consistent with the surgery. There were no clinical, physical, or instrumental data for left-sided pancreaticogenic
pleurisy, hypertension of the extrahepatic and pancreatic ducts.

Conclusion. Recurrent exudative pleurisy in chronic pancreatitis with rapid accumulation of exudate in a large vol-
ume with a high amylase content is a sign of pancreaticopleural fistula. The development of exacerbation of chronic
pancreatitis was influenced by a combination of factors, including coronavirus infection, which suggests further ac-
cumulation of clinical material with this combination of pathological processes.

Keywords: chronic pancreatitis, pancreaticopleural fistula, exudative pleurisy, COVID-19
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OGocTpeHne XpoHNYecKoro naHkpearurta Ha ¢poHe COVID-19, ocnoxHuewieeca
naHkpeartonsieBpasibHO GUCTynon ¢ epMeHTaTUBHbIM MNJIEBPUTOM

M.N. Kotos"?", N.10. KanuHunHa'?, A.P. Mponn'?, [.A. Cynnm?

T dOrb0Y BO «OMckuii rocynapCTBEeHHbIV MeANLIMHCKMI yHuBepcuTeT» MuHucTepcTaa 3apaBooxpaHeHusi Poccuiickovi egepaumm,
Owmck, Poccurickas Penepaumsi

2 BY300 «lopoackas knavHu4eckas 60JibHULIAa CKOpoU MmeaunLmHckor nomotm Ne 1», OMmck, Poccuiickas denepaims

Llenb: 06patnTh BHUMaHME Ha ANArHOCTUKY U JIeYeHNEe PeaKoro OCOXHEHUS XPOHNYECKOro naHkpeaTuTa — naH-
KpeaTonneBpasnibHOM GUCTYSbl ¢ CyOTOTaNbHLIM (PepMEHTATUBHLIM 3KCCYOATUBHbBIM MJIEBPUTOM, a Takke Ha BO3-
MO>XXHYIO CBSI3b 0O0CTPEHNSA XPOHMYECKOro NnaHkpeaTnuTa ¢ NepeHeceHHo NHeBMOHMEN, Bbi3aBaHHOM SARS-CoV-2.
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OCHOBHbIE NosIoXeHus. [1py NEPBUYHOM XPOHNYECKOM MaHKpeaTuTe NaHKpeaTornieBpasbHble GUCTYIb pa3BnBa-
I0TCS KpalriHe peaKko, Npy 3ToM abA0MUHANBHBLIE CUMMITOMbI MOTYT OblTh HE BbIP@XEHbI, @ HA MEPBOE MECTO B KJINHU-
YeCKOW KapTUHE BbIXOAUT CUHAPOM MIEBPAJIBHOMO BbINOTA, MO3TOMY YCTAHOBUTb UCTUHHYIO MPUYMHY 9KCCYyOaTuB-
HOro NJeBpuTa B TakoW cuTyaummn TpyaHo. Bosbyautens COVID-19 obnagaeT BbICOKOW TPOMHOCTLIO K PeLLenTopam
aHrMOTEeH3VHNpeBpaLlaoLero GepMeHTa 2, B 60JbLLIOM KOIMYECTBE NPEACTABAEHHbIM Ha auUMHAPHbIX, MPOTOKO-
BbIX M CEKPETOPHBIX KNETKaxX MNOAXENyA0YHON xenesbl. O4eBNAHO, 9Ta NHDEKLMS MOXET BUATL HA TEYEHME BOC-
nanuTenbHOro NPoLEeCca Npu XPOHMYECKOM NaHKpeaTuTe.

B npencrtaBneHHOM KJIMHMYECKOM HabMiooeHNN onvcaH peaknin ciyyai 060CTPEHUS XPOHNYECKOro NaHkpeaTuTa
c dopMMpoOBaHNEM MaHKpeaTonieBpasibHON GUCTYNbI C CYyOTOoTaNlbHbIM EePMEHTATUBHLIM MJIEBPUTOM ClieBa, KO-
TOpOMy MpeaLlecTsoBasna NHEBMOHUS, BbldBaHHast SARS-CoV-2 y MyxX4unHbl 47 neT, 3/10ynoTpebnsioLero ankoro-
NneM. BbisBUTb pepMeHTATMBHYIO MPUYMHY NIEBPUTA MOMOIIO UCCIEA0BAHME 3KCCyAaTa Ha CoAepKaHe aMunassi.
Mpn MynbTUCNMPaNbHOW KOMMbIOTEPHOM TOMOrpadum opraHoB OPIOLLHON NONOCTU C BOJIIOCHLIM YCUEHMEM 0OHa-
pPYy>XeHO 06 bEMHOE 06pPa30BaHME B rOJIOBKE MOAXKENYA0YHOM XeNesbl C 9KTa3nel BUPCYHroBa NpoToka 1 X0/1efoxa.
BoccTaHOBUTL HOPMasbHbIA NMaccax Xenyn 1 NaHKPeaTMyeckoro CEKPETA, a Takke NpekpaTuTb GyHKLIMOHMPOBA-
HME naHkpeaTonaeBpanbHON GUCTYIbl YAAN0Ch C MOMOLLBIO NaHKpeaToayoaeHanbHOM pe3ekuumn. MNpn mopdono-
rMYeckOM MCCneoBaHnM MakponpenapaTa yCTaHOBEH AMArHO3: NCEBAOTYMOPO3HbIN rOI0BYAThIN XPOHUYECKNIA
naHkpeaTuT B cTaguun 06ocTpeHust. MNocne onepaTuBHOIO IEYEHUS MO AAHHBIM YNIbTPa3BYKOBOIO KOHTPOSSA Habto-
[anocb n3neyeHuve nnespura. lNMaLumMeHT OCMOTPEH Yepesd rofl, COCTOSIHME COOTBETCTBYET NEPEHECEHHO OMepauun.
KnuHuyecknx, duamkanbHbIX M MHCTPYMEHTaSIbHBIX AaHHbIX 32 JIEBOCTOPOHHWUI NaHKPEATOreHHbIN NAEBPUT, rMnep-
TEH3MIO BHEMEYEHOUHbIX M MAaHKPEATUYECKMX MPOTOKOB HE BbISIBIEHO.

SaknioyeHne. PeLaonBrpyoLLIMiA 3KCCYAATUBHBIN NIEBPUT NPU XPOHUYECKOM NaHKpeaTuTe ¢ ObICTPbIM HaKomnae-
HMeM aKccyparta B 60blOM 0O6bEME C BbICOKMM COOEPXKAHVEM aMuUNasbl ABASETCSA NPU3HAKOM MaHKPeaTornsies-
panbHo ducTynbl. Ha pasButne 060CTPEHUSI XPOHNUYECKOro MaHkpeaTuTa MoBAMsSIa COBOKYMHOCTb (PakTOPOB,
B YMCIIe KOTOPbIX Obla KOPOHABMPYCHAA UHMEKLMS, YTO NpeanonaraeT fajsbHERLIEE HAKOMNEHNE KIIMHNYECKOTO
MaTtepuana npv TakoM Co4eTaHnM NaTON0rMYECKNX NPOLLECCOB.

KnioueBble cnoBa: XpPOHMYECKUI MAHKPEATUT, NaHKpeaTonsieBpanbHas @uUcTyna, 9SKCCYAATUBHbLIA MEBPUT,
COVID-19

KoHpNUKT nHTepecoB: aBTOPbI 3as9BNSOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ansa uutupoBanusa: Kotos N.U., KannHuna W.10., Mponn A.P., Cynum [.A. O60CTpeHne XpoHMYeckoro naHkpeartuta Ha ¢oHe
COVID-19, ocnoxHmBLLEECH NaHKpeaTonneBpanbHOn GUCTYNon ¢ GepMeHTaTUBHBIM MIEBPUTOM. POCCUNCKUIA XypHan ractpo-
3HTEpOsIorMn, renatonorumn, kononpoktonorun. 2023;33(6):26-35. https://doi.org/10.22416/1382-4376-2023-33-6-26-35

pleurisy, only one was a consequence of PPF. In
pleural effusion, the diagnostic search is primarily
focused on differentiating parapneumonic, tubercu-
lous, oncological, and less often other causes. The
enzymatic nature of pleurisy is most often estab-
lished untimely [7].

In recent years, publications have appeared in
which SARS-CoV-2 is presented as a new etiologi-
cal factor of acute pancreatitis [8, 9]. The caus-
ative agent of COVID-19 has a high tropism for
angiotensin-converting enzyme 2 (ACE2) receptors,

Introduction

Pleural effusion syndrome occurs in 300—320
cases per 100,000 population [1]. The structure
of pleural effusion is presented as follows: 45.1 %
of cases are malignant, 38.1 % are inflammatory
(including 15.6 % of tuberculous cases), 7.4 % are
non-inflammatory. Rare causes of inflammatory ef-
fusions include pancreatogenic (6.1 %) [2]. In sur-
gical practice, pleural effusion in acute pancreatitis
occurs in 3—17 % of cases, is an expected complica-
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tion, and is not difficult to diagnose [3]. In chronic
pancreatitis, pleural effusion caused by a pancreati-
copleural fistula (PPF) is observed much less fre-
quently (0.4 %) [4]. Thus, in the review by C. King
et al. [5] over 38 years reported the presence of
only 63 patients with pancreaticopleural fistula.
E. Cazzo et al. [6] describe 40 cases over 20 years.
We are mainly talking about patients with chronic
pancreatitis who abuse alcohol.

The cause of pleural effusion associated with PPF
is usually not recognized upon admission, and pa-
tients are taken to the therapeutic or pulmonology
department with a diagnosis of pleurisy of unspeci-
fied etiology. In the Emergency Medical Hospital
No. 1 of the city of Omsk during the COVID-19
pandemic from 2020 to 2022, out of 45 cases of such

which are present in large numbers on acinar, duc-
tal and secretory cells of the pancreas. SARS-CoV-2
binds to ACE2 receptors and, with the help of the
host enzyme transmembrane serine protease type 2,
penetrates into a cell. Next, the virus associates
with the endomembrane system by constructing
double membrane vesicles from host cell compo-
nents, where its enhanced replication occurs, while
the cell cycle in the nucleus stops, pro-inflammato-
ry factors are activated, and the effects of cytopathy
with apoptosis of infected cells increase [10, 11].

In a retrospective cohort study performed by
Y. Hadi et al. [12] between January 2020 and
July 2021, compared 4420 patients with chronic
pancreatitis and COVID-19 with 1,169,773 pa-
tients without chronic pancreatitis. They showed
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higher mortality and risk of adverse outcomes after
COVID-19, which may be due to additional damage
to pancreatic tissue.

Aim of the study: to draw attention to the diag-
nosis and treatment of a rare complication of chron-
ic pancreatitis — pancreaticopleural fistula with
subtotal enzymatic exudative pleurisy, as well as to
the possible connection of exacerbation of chronic
pancreatitis with pneumonia caused by the SARS-
CoV-2 virus.

In the case we describe, chronic pancreatitis ex-
acerbation against the background of COVID-19
was complicated by the formation of a pancreatico-
pleural fistula (PPF) with enzymatic pleurisy.

Clinical case

Patient B., 47 years old, in mid-January 2021
was taken by emergency services to the Therapeutic
Department of the City Clinical Emergency Hospital
No. 1 due to left-sided pleurisy. Upon admission,
he complained of weakness, shortness of breath and
palpitations when walking, a dry cough accompa-
nied by pain in the left half of the chest.

Shortness of breath appeared three days before
hospitalization, progressively increased, and the
abovementioned complaints joined. The local phy-
sician referred him for hospitalization in an emer-
gency hospital with suspected exudative pleurisy on
the left. For emergency assistance in Medical Unit
No. 4, MSCT of the chest organs was performed
and with a confirmed diagnosis of “exudative pleu-
risy” the patient was transported to City Clinical
Emergency Hospital No. 1.

In mid-December 2020, he suffered COVID-19
on an outpatient basis with damage to the lungs,
a moderate course, verified by chest MSCT and
SARS-CoV-2 RNA PCR. X-rays described areas of
compaction of the lung tissue like “ground glass”
in the lower lobe of the right lung involving 25
% of the parenchyma, the temperature increased to
38.6 °C, objectively the respiratory rate was up to
22 per minute. Drugs that did not have significant
pancreatic toxicity were prescribed: favipiravir ac-
cording to the standard regimen, dexamethasone in-
tramuscularly 8 mg per day for 10 days, levofloxa-
cin 500 mg 2 times a day orally, ambroxol 30 mg
1 tablet 3 times a day. For dexamethasone, pancre-
atitis is indicated as an undesirable effect, but there
are no contraindications for use and conditions for
careful use of chronic pancreatitis, the dose and
duration of administration are small. X-ray moni-
toring of convalescence was not performed. From
the anamnesis it was known that for 5 years the
patient had been suffering from chronic pancreatitis,
exacerbations occurred two to three times a year,
without pronounced abdominal symptoms, and the
patient was mainly bothered by moderate pain in
the epigastrium associated with errors in the diet.
He did not follow a diet; in the deterioration in the

condition, he was treated on an outpatient basis
with antispasmodics and proton pump inhibitors;
the last exacerbation was noted in October 2020.
There was no acute destructive pancreatitis during
the course of the disease. The patients abuses alcohol.

Upon admission to the hospital, the patient’s
condition was relatively satisfactory, conscious-
ness was clear, BMI — 18.6 kg/m?, pale skin.
On auscultation, the breathing was harsh, could
not be heard from the third rib, and there was
a shortening of the percussion sound. Respiratory
rate — 22 per minute. Heart sounds were rhythmic,
heart rate — 120 per minute. Blood pressure —
130/80 mmHg. The abdomen was soft and pain-
less on palpation. The liver and spleen were not
enlarged. No peripheral edema was observed. Body
temperature 37.2 °C.

General blood test: hemoglobin — 111 g/L
(norm — 110—160 g/L), erythrocytes — 4.1 x
10"2/L (norm — (3.5—5.5) x10'2/L), leukocytes —
12.2 x 10°/L (norm — 4.0—10.0 x 10°/L), seg-
mented — 75 % (norm — 50—70 %), monocytes —
5 % (norm — 3—12 %), lymphocytes — 20 %
(norm — 20—40 %), ESR — 68 mm/h (norm —
0—15 mm/h), glycemia — 6.0 mmol/L (norm —
up to 6.1 mmol/L). Biochemical blood test: AST —
12.4 U/L (norm — 0—40 U/L), ALT — 12.6 U/L
(norm — 0—40 U/L), creatinine — 77.5 umol/L
(norm 58—115 umol/L), total bilirubin —
6.6 umol/L (norm — 5.0—21.0 pmol/L), serum
amylase — 171.8 U/L (norm — up to 100 U/L),
CRP — 297 mg/L (norm — 0—5 mg/L), procalcito-
nin — less than 0.5 ng/mL (norm — 0—0.064 ng/mL),
GGT — 70 U/L (norm — up to 55 U/L), serum
iron — 7 umol/L (norm — 34.5-5.83 umol /L),
other indicators are normal. Electrophoresis of pro-
teins: albumins — 31 % (norm — 34—65 %), al-
phal — 6.64 % (norm — 2—5 %), alpha2 — 15.8 %
(norm — 7—13 %), beta — 10.29 % (norm —
8—15 %), gamma — 35.53 % (norm — 12-22 %).
Urine diastasis (January 15, 2020) — 120 U/L (norm —
10—-125 U/L).

ELISA testified to a previous coronavirus infec-
tion: cutoff index for IgM for COVID-19 — 0.84,
for IgG — 17.1, SARS-CoV-2 PCR from the na-
sopharynx was negative. Mantoux test with 2 TE
PPD-L, Diaskin test, HIV ELISA, HBsAg, Anti-
HCV were negative.

ECG: sinus tachycardia (100 per minute), the
electrical axis of the heart is not deviated, dif-
fuse changes in the myocardium. To identify a
possible connection between pleural effusion and
myocardial dysfunction, echocardiography was
performed — the dimensions of the cavities are
not expanded, the systolic and diastolic func-
tions of the myocardium were not impaired, myo-
cardial contractility is satisfactory (ejection frac-
tion — 59 %); along the perimeter of the heart
there was a homogeneous echo-free space of up to
3—4 mm in diastole.
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Abdominal ultrasound: the pancreas was not vi-
sualized (shielded by gas), only a large hydrothorax
on the left was described.

Chest MSCT showed signs of left-sided exuda-
tive pleurisy of large volume (thickness of the layer
between the pleural layers was 75 mm), subtotal
compression of the left lung, enlargement of the
intrathoracic lymph nodes — up to 18 mm. In the
right lung there were single focal compactions (up
to 4 mm in size), areas of heavy compactions of a
post-inflammatory nature. Taking into account the
X-ray picture, the absence of signs of heart failure,
as well as the presence of clinical and laboratory
inflammatory response syndrome (low-grade fever,
moderate leukocytosis, increased ESR and CRP lev-
el, hypergammaglobulinemia), the impression was
of tuberculous pleurisy. In addition, tuberculosis
can be accompanied by a moderate increase in iso-
amylase levels, which was observed in the patient.

In the emergency department, the patient’s left
pleural cavity was catheterized, and 2000 mL of
free fluid of a light brown color was evacuated,
after which the state of health improved: there
was no discomfort in the chest and no palpita-
tions, shortness of breath decreased. Examination
of the exudate: slightly turbid, light brown, pro-
tein — 8.1 g/L, specific gravity — 1020, Rivalta
test is positive, acid-fast mycobacteria and atypical
cells were not detected. Microscopy of the drug na-
tively: leukocytes — 30—35, macrophages — 1—3,
mesothelial cells — 0—1, erythrocytes — up to 5
per field of view. Microscopy of a stained speci-
men: segmented leukocytes — 63 %, lymphocytes —
28 %, monocytes — 9 %. Culture for microflora
was negative. PCR for Mycobacterium tuberculosis
DNA was negative.

Despite the treatment, shortness of breath in-
creased, a progressive accumulation of fluid in the
left pleural cavity was physically determined, and
a control radiograph on the seventh day of hospi-
talization showed left-sided hydrothorax to the pos-
terior segment of the forth rib, the median shadow
was shifted to the right. During pleural puncture
on January 22, 2100 mL of free light brown fluid
was obtained. An episode of recurrent large-volume
hydrothorax, the absence of acid-fast mycobacteria
and signs of bacterial infection, negative PCR for
mycobacterial DNA in the pleural contents dated
January 15, 2021, the absence of a cardiac history,
edema, a normal ECG, the presence of moderate hy-
perfermentemia and a history of chronic pancreatitis
served as the basis for an extensive study of effusion
with by determining the level of a-amylase — it
was increased to 3651 U/L.

The patient was transferred to the surgical de-
partment with suspected left PPF, and therefore
MSCT of the PPF with bolus contrast enhancement
was performed. The liver was of normal size, homo-
geneous. The common hepatic duct was dilated to
14 mm. No stones were revealed in the gallbladder.

The common bile duct was dilated to 16 mm, and
its sharp narrowing is detected in the intrapancreat-
ic section (Fig. 1). Pancreas dimensions: the head —
up to 36 mm; in the structure of the head there was
a rounded area with clear contours that intensively
accumulated a contrast agent in the arterial phase,
up to 120 HU, dimensions — 21 x 25 mm; the
body of the gland — up to 18 mm; the tail — up
to 15 mm, contrast density of the body and the tail
of the gland was diffusely reduced (Fig. 2). The
Wirsung duct was expanded to 8 mm in the body
and tail of the gland, but was not traced in the area
of the head (Fig. 3). No free fluid was found in the
abdominal cavity.

At the captured levels of the chest in the pleural
cavity on the left, the liquid layer thickness was up
to 47 mm, the lower lobe of the left lung is reduced
in volume due to the area of consolidation of the
lung tissue (Fig. 4).

Conclusion: CT picture of a space-occupying le-
sion in the head of the pancreas; in the differen-
tial series, the pseudotumorous form of pancreati-
tis and cancer of the head of the pancreas should
be considered. Choledocho- and virsungectasia.
Hepatomegaly. Left-sided hydrothorax, compres-
sion atelectasis of the lower lobe of the left lung.

After receiving the MSCT results, the left pleu-
ral cavity was drained with a silicone tube with
an internal diameter of 6 mm according to Bulau.
Within three days, a yellowish effusion of up to
450—510 mL per day was observed with a high
amylase content of up to 3472 U/L, which con-
firmed the presence of a functioning PPF. Due to
the reasonable suspicion of pancreatic head cancer
and the determination of active surgical tactics, fur-
ther MRI and magnetic resonance cholangiopancre-
atography (MRCP) studies were not performed to
search for a fistula and a detailed assessment of the
condition of the biliary and pancreatic ducts.

Because of the combination of morphological
phenomena (the presence of a tumor of the head
of the pancreas, pronounced ectasia of the common
bile duct and the main duct of the pancreas with a
cicatricial stricture of their terminal sections, the
presence of signs of PPF) on February 2 the patient
underwent pancreaticoduodenectomy. After the
operation, the diagnosis was formulated: “chronic
fibrosing pancreatitis with predominant damage
to the head of the pancreas. Cicatricial stricture
of the terminal portion of the common bile duct.
Biliary hypertension. Pancreaticopleural fistula on
the left”.

Pathological examination of surgical material
revealed that in the parenchyma of the pancreas
there were many false lobules formed due to the
diffuse proliferation of connective tissue between
the lobules and in their stroma. The stroma was fo-
cally represented by proliferations of wide layers of
connective tissue of varying degrees of maturity (in
some places young, edematous, in others — coarse
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Figure 1. MSCT of the abdominal cavity from January 27, 2021, with bolus contrast enhancement. arterial phase:
the common hepatic duct is dilated to 14 mm (top arrow), the common bile duct is dilated to 16 mm, sharply
narrowed in the intrapancreatic region (lower arrow)

Pucynox 1. MCKT 6piomnoii osoctu ot 27.01.2021 r. ¢ 60MIOCHBIM KOHTPACTHBIM YCUJIEHUEM, apTepuasbHast
(baza: obumii meYeHOUHBIT TPOTOK paciuper A0 14 MM (BepXHss cTpeska), oOIMii sKeJYHBIH MPOTOK paciIupeH
10 16 MM, pesKo CysKeH B MHTpamaHKpeaTndeckoM ot/ee (HUKHSS CTPesKa)

Figure 2. MSCT of the abdominal cavity from January 27, 2021, with bolus contrast enhancement. arterial phase:
volumetric formation of the head of the pancreas with clear contours, intensively accumulating a contrast agent
in the arterial phase, up to 120 HU, dimensions 21 x 25 mm (between the arrows)

Pucynox 2. MCKT 6prommoit mosoct ot 27.01.2021 1. ¢ 60TIOCHBIM KOHTPACTHBIM YCUJIEHUEM, apTepuaIbHAast
(dasza: o6peMHOE 06pazoBaHKe TOJTOBKHM MOIMKETYAOYHON JKENe3bl ¢ YETKMMH KOHTYPAaMM, MHTEHCHBHO HAKaIIMBAIO-
IMe KOHTPaCTHBII Tpenapar B aprepuaibuyio dasy (no 120 HU), pasmepamu 21 x 25 MM (Meskay CTpeKamu)
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Figure 3. MSCT of the abdominal cavity from January 27, 2021, with bolus contrast enhancement, arterial phase,
reconstruction of the pancreas: the main pancreatic duct is dilated up to 8 mm (between the arrows), in the body
and tail of the gland, in the area of the head of the gland — is not traced

Pucynox 3. MCKT o6piommnoii mosoctt ot 27.01.2021 1. ¢ 60TI0CHBIM KOHTPACTHBIM YCUJIEHUEM, apTepuasbHast
¢asza, PEeKOHCTPYKIMS TOJKENYAOYHON >KeJsie3bl: TJIaBHBIM MPOTOK TOKENYJIOUYHON >Kesie3bl PAacIIupeH 0 8 MM
(MexLy CTpesoK), B Tesie U XBOCTE >KeJie3bl, B 00JaCTH TOJOBKHU KeJe3bl — He MPOCIEKNBAETCS

Figure 4. MSCT of the abdominal cavity with the capture of the lower chest from January 27, 2021, with
bolus contrast enhancement, arterial phase: atelectasis of the lower lobe of the left lung (top arrow); left-sided
hydrothorax (lower arrow)

Pucynox 4. MCKT Gpromrnoii moJyioctu ¢ 3axBaToM HmpkHel yactu rpyan ot 27.01.2021 r. ¢ 6oM0CHBIM KOHTPACT-
HBIM yCUJIEHHEM, apTepraibHas (asa: aTeqeKTas HUKHEN 101 JeBOro JIerkoro (BepxHss CTPeKa); JEBOCTOPOHHUN
ruapoTopakc (HIDKHSSA CTpesKa)

106 Poc xypu ractposurepoJ rematon koaonpokros 2023; 33(6) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(6)



www.gastro-j.ru

Clinical cases / Knunanueckne HaOIIOACHAS

fibrous), sparsely infiltrated with lymphocytes, his-
tiocytes, and plasmacytes. Ducts of all sizes were un-
evenly ectatic to varying degrees, their walls show
signs of chronic inflammation and sclerosis. PCR test-
ing of SARS-CoV-2 RNA was not performed.

Drug therapy was carried out in the following
volume: octreotide, parenteral omeprazole, cefoper-
azone sulbactam, antispasmodics, crystalloids. The
postoperative period proceeded without complica-
tions. On control ultrasound of the pleural cavities,
no fluid was detected. The patient was discharged
for outpatient treatment in satisfactory condition
on day 14 after the surgery. He was examined a
year later — the condition was consistent with the
surgery. There were no clinical, physical, or instru-
mental data for left-sided exudative pleurisy, hy-
pertension of the extrahepatic and pancreatic ducts.

Discussion

The described observation is interesting as a vari-
ant of the course of chronic pancreatitis against the
background of COVID-19. Exacerbation of chronic
pancreatitis was complicated by the formation of
PPF with enzymatic pleurisy on the left, which was
the reason for seeking medical help. The clinical
picture suggested a differential diagnosis of tuber-
culous pleurisy, pleural mesothelioma, and a com-
plicated course of coronavirus pneumonia (pleural
effusion has been described in 7 % of COVID-19
cases [13]), which were not confirmed by the re-
sults of laboratory tests.

Difficulties in diagnosis were associated with
the latent course of exacerbation of chronic pan-
creatitis: the absence of characteristic complaints
and increased levels of enzymes in the blood and
urine. Intraductal hypertension did not translate
into pain due to the outflow of contents into the
pleural cavity. In such cases, patients are treated
and examined for a long time for pleurisy, and even
with a confirmed diagnosis of chronic pancreatitis,
a cause-and-effect relationship between these dis-
eases is rarely established. In this observation, the
enzymatic genesis of pleurisy was indicated by the
rapid accumulation of a light brown effusion in a
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YcIenrHoe Xupypruueckoe AeueHue
«CAO>KHOT'O» DXMHOKOKKO3a OPIOIIHOM ITOAOCTH

A.B. Tonuapos!”, 10.A. Crenanosa', B.C. Illupokos!, 1.A. Typuenko!, I0.A. KoBasenko',
J1.B. Kammawn!, B.H. I'ypmukos!, A.B. Yxao??
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Llenb: npencTaBuTb CAOXKHOCTU XMPYPrM4eCckoro evyeHnsi NaumeHToB C MHOXECTBEHHbIM M COYEeTaHHbIM 9XMHOKOK-
KOBbIM MOpPaXeHNEM.

OcCHoOBHbIe nonoXxeHus. MauyeHTtke 47 net, o 29 net npoxmeasLuen B CpegHen A3nmn, yCTaHOBSIEH OMArHO3 MHO-
XECTBEHHOIr0 3XMHOKOKKO3a 6ptoLuHoi nonoctn (CE1-2): I, IVb, V, VI, VIl cermeHToB ne4YeHun, BepXHero 1 HUXKHEero
MOJIIOCOB CEJIE3EHKU, Masioro 1 60bLLIOro casibH1UKa, TOHKOM KULIKKW, noganadparmasnibHOro npocTpaHcTBa, obna-
CTU renatoayofeHanbHOW CBA3KN, Xesyo04H0-000404H0M CBA3KW. BbINoHEHO onepaTMBHOE BMELLIATENbCTBO: aTu-
nuyHas pesekums V, VI, VIl cermeHTOB nevyeHn, cybToTanbHas NepuunucTaKTOMMUS, XONeUUCTIKTOMUS, cybToTalbHas
nepuumctTakTtomms KUcT Il n IVb cermeHTOB neveHn, cybToTanbHas NepuLNCTIKTOMMUS KUCT CENe3EHKN, pe3ekums
00JIbLLIOr0 CasibHNKA, 9XMHOKOKKIKTOMMUS U3 Masioro casibHuKa, OpbiXenky TOHKOM KULLIKM, rernaToayoneHaslbHOM
CBSI3KU, Xeslyao4yHO-000404HOM CBA3KM, OPeHMpoBaHMe OPIOLLHOM MonocTu. MepuumucTakToMmUs OCyLLecTBIeHa
no metoanke HMULL, xnpyprum nm. A.B. BuiHeBckoro.

3akn4yeHue. Benay ocobeHHOCTEN TeYeHUs refibMMHTO3a 1 BblpaXeHHOW BapuabenbHOCTY NnopaxeHus paspa-
6oTaTb yHMBEpCasibHble U 3PPEKTUBHbIE NleYebHble afiropuUTMbl KpaliHe CloXHO. MNpencTaBneHHoe KINHUYeckoe
HabnoaeHe OeMOHCTPUPYET NPMMEP YCMELLIHOro NPMMEHEeHUs cneuyanbHOM XMPYPruiyeckon TakTUKU fieyeHuns
«CJIOXKHOT0» 9XMHOKOKKO3a OPIOLLHOM MOJIOCTM C XOPOLLMM OTAaNEeHHbIM Pe3yibTaToM HabnaeHs.

KnioueBble cnoBa: 3X1MHOKOKKO3, «CJIOXHbIN» 9XMHOKOKKO3, «COYETaHHbIN» 3XMHOKOKKO3, «MHOXECTBEHHbIV» 9XU-
HOKOKKO3, ANarHocTuKa, TakTuka eyeHms
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ponorum, renatonorun, kononpoktonorun. 2023;33(6):109-120. https://doi.org/10.22416/1382-4376-2023-33-6-109-120

Successful Surgical Treatment of “Complex” Abdominal Echinococcosis

Anton B. Goncharov'’, Yuliia A. Stepanova', Vadim S. Shirokov’, lvan A. Turchenko', Yury A. Kovalenko',
Dmitry V. Kalinin', Beslan N. Gurmikov', Alexey V. Chzhao??

! National Medical Research Center of Surgery named after A. Vishnevsky, Moscow, Russian Federation
2 JSC “European medical center”, Moscow, Russian Federation
3 Russian Medical Academy of Continuing Professional Education, Moscow, Russian Federation

Aim: to present the difficulties of surgical treatment of patients with multiple and combined echinococcal lesions.
Key points. A 47-year-old patient who lived in Central Asia for up to 29 years of age was diagnosed with multiple
echinococcosis of the abdominal cavity (CE1-2): Il, Ivb, V, VI, VIl segments of the liver, upper and lower poles of the
spleen, lesser and greater omentum, small intestine, subphrenic space, area of the hepatoduodenal ligament, gas-
trocolic ligament. Surgical intervention was performed: atypical resection of liver segments V, VI, VII, subtotal peri-
cystectomy, cholecystectomy, subtotal pericystectomy of cysts of Il and IVb liver segments, subtotal pericystectomy
of splenic cysts, resection of the greater omentum, echinococcectomy of the lesser omentum, mesentery of the small
intestine, hepatoduodenal ligament, gastrocolic ligament, drainage of the abdominal cavity. Pericystectomy was carried
out according to the technique of the National Medical Research Center of Surgery named after A. Vishnevsky.
Conclusion. Due to the peculiarities of the course of helminthiasis and the pronounced variability of the lesion, it
is extremely difficult to develop universal and effective treatment algorithms. The presented clinical observation
demonstrates an example of the successful use of special surgical tactics for the treatment of “complex” echinococ-
cosis of the abdominal cavity with good long-term follow-up results.
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Bseaeunue

IXMHOKOKKO3 — TsDKeJoe IapasuTapHoe 3a-
6oseBanne, BO3OYJIUTEJEM  KOTOPOTO  SIBJISIETCS
reapMunT  Echinococcus  granulosus sensu lato
u3 kaacca Cestoda. OroHUATETBHBIMU XO35I€BAMU
napasuTa SIBJSIOTCS TICOBble — KaK JMKHE TpejcTa-
putenn (BOJIKM, JIMCUIIBI), TaK M JOMallHue COGaKu.
OCHOBHBIMM TYTSIMU 3apa)KeHUsT 4YeJOBEKa, KOTO-
PBIil SIBJISIETCS TPOMEKYTOUHBIM XO3SMHOM, CJYKAT
AJIMMEHTAPHBIT W KOHTAKTHO-OBITOBOI. 3apaskeHue
MPOUCXOMUT TPHU CIYyYallHOM TPOTJATBIBAHUH SIHI
napasuta, npu atoM obpasyercs oHKocdepa, KOTO-
pag 4epe3 CTEHKY TOHKOW KWIMTKH TPOHUKAET B CH-
cTeMy BOPOTHOH BEHBI, OTKy/Ja TOIMAJaeT B IeYeHb
U Jfajee B [PyTHe OPTaHbl, B TOM UYHCJE B JIETKHE
[1]. B opranax dopmMupyiorcsi rujaTujiHbie KUCTBI,
BHYTPU KOTOPBIX 06Pa3yIOTCs 3a4aTKN HOBBIX 0COO€ei
napasuta. BHemnrHsas 0607049Ka KUCTBI IIPEJCTaBIEHA
(hubpo3HOI Kancyaoil — MEePUIMCTON, KOTOpast sIB-
JIgeTcsd pe3yJbTaToOM PeakTHBHOIO BOCHATUTENbHOTO
npolecca B MOPAKEHHOM OpTaHe; CPeIHMH CJoi —
IKTOIMCTA, XUTHHOBas 060j0uKa, obpasdyemas Ia-
PasuTOM; BHYTPEHHUII — 9HJIOIMCTA, POCTKOBBII
CJIOi, M3 KOTOPOTO OTIIOYKOBBLIBAIOTCS HOBBIE >KH3-
HecTocOOHbIe CKOJIEKCBI W JoYepHHe KUCTBI. Macca
HOBBIX CKOJIEKCOB W MaJIbIX MO pa3Mepy JAOYePHUX
KHUCT, CBOOOHO TJIABAIONINX B OCHOBHON Mapasurap-
HOU TOJIOCTH, TOJYYHJIN Ha3BaHWE HXWHOKOKKOBOTO
TecKa 3a CueT XapaKTepHOW KapTUHKH, TOJydyaeMoin
npu yabprpassykosoM uccaepoBannu (Y3U). Oxnn
KyOM4eCcKuil MUJITUMETP TaKOTO 3XMHOKOKKOBOTO Iie-
cka cozepxkur 6onee 400 000 ckomekcos. Ilpu mpo-
pbIBe [JOYEPHEro Iy3bIpsi OHU CIOCOOHBI MMILJIAHTH-
poBaTbcs U 00Pa30BbIBATH MHOXECTBO HOBBIX KHUCT,
mos00HBIX MaTepuHCcKoi. OGbIYHO 0060JI0YKa THia-
TUHON KUCTbI HEIIPOHUIlaeMa, U JJouepHue I1apa3uThl
HEe MOTYT IPOHUKHYTb B IIAPEHXUMY OpraHa, OJHaKO
MPU HATHOEHUU KHUCTbI UM OOBI3BECTBJECHUM KaICy-
JIBI B cJIydae ruGesu napasura BO3MOKHA JIUCCEMUHA-
IS CKOJIEKCOB [2].

leorpacmueckn 3XMHOKOKKO3 IIMPOKO PACIpo-
CTpaHeH, a olpejeJeHue OTIAeNTbHBIX JHIEeMUYHBIX
PETHOHOB 3aTPY/HEHO BBUIY HEXBATKHU CPEJCTB JHa-
THOCTUKM B HEKOTOpbIX permonax [1, 3]. ITo man-
HbIM DBceMuwpHOl opraHusanuu 37paBOOXPAHEHUS,
HanboJIbIllee PACIPOCTPAHEHNE HXMHOKOKK TOJIYYNI
B Aprenrune, Ilepy, Bocrounoii Adpuke, a Takxke
B llenrtpasbnoii Asum u Kurtae. B ykazanubeix pe-
TMOHAX YacTOTa 3apPa’keHUS IXUHOKOKKO30M MOXKET
npesbimarb 50 caydaeB wa 100 000 vesoBek B TO.

Ha rtepputopuu Poccuiickoit Degepaiiun cpenuss
nepBuuHas 3aboseBaeMocTh cocrapaser 0,37—0,39
Ha 100 000 macesenust B roji, OAHAKO B OT/EJIbHbBIX
9H/IEMUYHDBIX PErnoHax MoKasaTesn 3a60JeBaeMOCTH
MoryT gocturatb 10 % ot o6liero 4uciaa HaceJaeHust
B rozt [4]. Ilpu atom mocieoniepalinontas CMEPTHOCTb
U PUCK PEIiAnBa HAXOJATCsA Ha ypoBHe 2,2 u 6,5 %
COOTBETCTBEHHO, YTO JleJaeT JeuyeHHne dXUHOKOKKO03a
aKTyaJbHOI MPO6JIEMOIl COBPEMEHHON MeIUIUHbI [J].

OnnuMn u3 HamboJiee 4acTo TOPaXKaeMbIX OpTa-
HOB IIPU 9XMHOKOKKO3€e ABJsiorest nevennb (75 % cay-
yaes) u jerkue (15 %). Toabko 10 % mpuxomurcsa
Ha octasibHble opranbl [6]. Cenesenka, mMoukn, cep-
1[e ¥ TOJIOBHOH MO3T MOPAXKAIOTCA 3HAYUTEJIBHO peke
[7]. B snwmreparype omucaHbl peJKUE JOKAJUBAIUN
napasuTa B TOJHMKHEUEJIOCTHOH, MOJKeNTy/J0UHON
U HMIUTOBUAHON »Kesje3axX, HaJloYeuyHNKaX, KaBepHO3-
HOM CHHYCe, KPBLIO-HeGHOI sIMKe, HOCOTJIOTKE, OC-
HOBAaHWM yepera, IJeBpe, nepejiHell cTeHKe rpyIHoi
KJIEeTKH, >XEJTYHOM My3bIpe, TOJeHM, 1TaXOBOM KaHaJe,
SMYHUKAX, TTO3BOHOUYHUKE, KOCTAX U JAPYIUX OpraHax
n TRaHsx [8—12]. O6GHapykeHHe KUCTBI OOBIYHO TTPO-
UCXOJIUT CJY4YallHO, BO BPEMS YJbTPa3BYKOBOTO, TO-
Morpau4ecKoro Win peHTTeHOBCKOTO 06CTIe/J0OBAHMS.

TepMuH <«COYETaHHDIH 9XMHOKOKKO3» I[PUMEHUM
B CJIydae JIOKQJIU3AIMNNA 9XMHOKOKKOBBIX KHCT OoJiee
ueM B ofHOM oprane (B JBYX, peke — B TpeX Op-
raHax B Pas/JMYHBIX COYETAHHSAX). IXMHOKOKKOBBIE
KHUCTBI MOTYT JIOKAJTH30BATbCS B PA3JUYHBIX OpPraHax
OPIONIHOM TOJIOCTH, B OPIOINIHOM U T'PYAHON IMOJOCTH,
a Take OTJAJeHHO OTHOCUTEJbHO OCHOBHOTO TIOpa-
skenust [13—18]. [Honmopranubiii 9XUHOKOKKO3 SIBJIS-
eTcsl KpaiiHe cepbes3Hoil ¢hopMoii 3a6osieBanusi, KOTO-
pas TOTeHIIHAJILHO MOKeT ObITh (aTanmbHOll. Hepenko
COYETAHHDIH 3XMHOKOKKO3 PACIIO3HAETCS TO3/IHO M3-
32 TOTO, YTO MOCJE TEPBUYHON JUATHOCTUKU OBbIBAIOT
HEJIOCTaTOYHO TIOJTHO OOCJEIOBAHbI JIPYTHe OPTaHbI.
[TockosbKy covyeTaHHOE 3XHHOKOKKOBOE IIOpakKeHue
He SBJSIETCSI PEAKOCTbIO, TleJIeHANpPaBJIeHHbIN TI0-
HCK 9XWHOKOKKOBBIX KHCT OPTaHOB TPYAHOH KJETKH
1 GPIONTHON TOJIOCTH HEMAJIOBAKEH IpH 006CIe/10Ba-
HUU W TIOCTAHOBKE JMAarHO3a.

TepMuH «MHOXKECTBEHHBIN 3XWHOKOKKO3» MCIOJIb-
3YIOT PN OITMCAHUN HECKOJIBKUX KUCT B OJJHOM OpTaHe,
YTO [OBOJIBHO YacTo BCTpedaercs. MHOMKeCTBEHHDIN
9XMHOKOKKO3 IIeYeHM, 110 JAHHBIM Pa3IMYHbIX aBTO-
poB, nabaogaor B 4,15—63,20 % caygaes [19—23].

[lmarsoctuka 9XMHOKOKKO3a TEYEHU OCJOXKHEHA
OTCYTCTBUEM CIENUMUUHBIX KIMHUYECKUX CUMIITO-
MOB JIaHHOTO 3a60J€BAHUS: TUATH/IHBIE KUCTHI CIO-
cOOGHbBI rOJlaMi PAa3BUBATHCS B OpPraHU3Me XO3sIHHA,
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Tabauua 1. Knaccudpurkanus WHO-IWGE Y31 3XuHOKOKKOBBIX KHCT
Table 1. WHO-IWGE classification of ultrasound images of cystic echinococcosis

Tun xucTer Craryc 8
Cyst type Status Xapakrepuctuka / Characteristics
OxHOKaMepHOe KUCTO3HOEe 00Pa30BaHKe, COAEPIKUMOE OJHOPOAHO, Ge3 BHYTPEHHUX
CL _ [EPETOPOIOK
Single-chamber cystic formation, the contents are homogeneous, without inter-
nal partitions
Kak nmpaBujio, oflHOKaMepHOe KHCTO3HOe 00Pa30BaHKE C OJHOPOAHBIM
AHOXOTEHHbIM COJAEP>KUMbIM. IIpU cMeHe MON0KEHUS Tela NALMEHTa MOPOH MOXKHO
CE1 AKTUBHA BU3YalU3MPOBaTh MHAATHAHBINA ecOK (IIPOTOCKOIEKCHI)

Active As a rule, a single-chamber cystic formation with homogeneous anechoic con-
tent. When the patient’s body position changes, hydatid sand (protoscolex)
can sometimes be visualized
Kucrosnoe o6pazoBanne ¢ BHyTPEHHUMU [€PETOPOAKaMU. [[0YePHIE KUCTbI HE

CE2 AKTUBHA UMeIOT YeTKOH CTPYKTYPbI JeJeHHsI U MOTYT IIOJHOCTBIO 3aIIOJIHATh MaTePUHCKYIO
Active Cystic formation with internal septa. Daughter cysts do not have a clear divi-
sion structure and can completely fill the maternal one
CE3a Tepexoanast | /l0YEPHIE KICTBI NMEIOT OTCIOMBIIMECS MEMOPAHDI, NIPU3HAK «BOJHOI JIIHN>
Jopma Daughter cysts have peeled membranes, a sign of “water lily”
CE3b Transitional [louepHiie KUCTbI B TBEPIOM MATPHUKCE
form Daughter cysts in hard matrix
OrcyrcrBue fouepHuX KUCT. KHCTO3HOE COAEPKUMOE HEOLHOPOIHON HXOreHHOCTH,
CE4 HeaxTtusna MOXET HallOMMHATb <<6bI‘-II/IIL/'I rjia3»
Inactive | Absence of daughter cysts. The cystic contents have heterogeneous echogenicity
and may resemble a bull’s eye
CE5 HeaktuBua | CTeHKa KHCTBI HAMOMUHAET apKy, YACTHYHO WJIU IIOJHOCTBIO KATbIMHUPOBAHA
Inactive | The cyst wall resembles an arch and is partially or completely calcified

He BbBI3bIBasg IPHM 3TOM Yy TalMeHTa BbIPA’KEHHbBIX
skamo6 [5, 24]. IlosHolleHHas OMATHOCTHKA OCHO-
BaHa Ha COBPEMEHHBIX JIYUYEBBIX M yJIbTPA3BYKOBbBIX
MeTo/laX MPU TPOSABIEHUH CIelnuyeckoii HacTo-
POKEHHOCTH.

B nacrosmmii MOMEHT ucCHoJb3yeTcss KJaaccugu-
Kallisl 9XMHOKOKKOBBIX KHCT 10 JaHHbIM Y 3U, mpes-
JoskeHHag pabodeit rpymmnoii BO3 1mo aXMHOKOKKO3Y
(WHO informal working group on echinococcosis,
WHO-IWGE) [25].

Ha pgaHHBIII MOMEHT B ONEPATHBHOM JIEUEHUH DXH-
HOKOKKO3a TIPEBAJUPYeT TAKTUKA PAIUKAIBLHOTO XU-
PYPTUYECKOTO BMEIIATeTbCTBA MO THUITY MEPUIUCTIK-
TOMUU WJIM PE3EKINH MOPA’KEHHOT0 OpraHa — TaKou
MTOAXO/T JOCTOBEPHO CHUKAET PUCK Pa3BUTUS TIOCJIE-
OTIePAIIMOHHBIX OCJOXKHEHWI U PeruanBoB 3a60/eBa-
Hus [26].

Beumy nosaseit auarHoctuku B 60 % mpu mpose-
JIEHUN XUPYPTUYECKOTO JieYeHUsI BO3HMKAIOT Pas3/nd-
Hble TEeXHUYECKHe CJOXKHOCTH, 4YTO IPUBEJO K BBe-
JIEHNI0 HaMH TEPMHUHA <CJOKHOTO» 3XWHOKOKKO3a
meyeHn. <«CJIOXKHDBI» 3XUHOKOKKO3 MPE/INOIaraeT:
MHO’KECTBEHHOEe OnJI00apHOe TOopaskeHue IedeHn K-
cTaMu,  PaCHOJIOKEHHBIMU — MHTPANAPEHXUMATO3HO,
n/um ofHol u Gosee Kucramu > 7,5 cM; OOJIbllne
(> 7,5 cM), LeHTpaJIbHO pacmo/okeHHble KuCTh (SI,
SII, SIV, SVIID); 61130¢Th K KPYIMHBIM CTPYKTYpam
MeYeHy, a TaksKe pe3uIyalbHbIl 9XMHOKOKKO3 MeYeH!
ITOCJie MHOKECTBEHHBIX IOBTOPHBIX OIEpaIlnii; MHO-
JKECTBEHHBII 9XMHOKOKKO3 OPraHoB OPIOINIHOI 110JI0-
CTU; OCJIO;KHEHHBIH 5XWHOKOKKO3 IIeUeHU: HaJIudne

CBUIIIEN, CTPUKTYPHI JKEJYHLIX IPOTOKOB, IUPPO3
nedern, pyonoBas AedopMaius nepeHeil OPIONIHOM
CTEHKH, MpOYHOe cpalieHune ¢ auadparmoit, 3abpio-
IIMHHBIMA OPTaHaMU, BOBJICYEHUE TTE€YeHOUHO-IBEHAT-
nartumnepctHoii casku [27]. M. Kilic et al. Borasum,
YTO UAMeTP THATH/IHON KUCTHI TIEYEHN CJIYKUT He3a-
BUCUMBIM (DAKTOPOM PUCKA BOZHUKHOBEHUS JKETIHOTO
CBHUIIA B TOCJeonepaimonHoM mnepuoze. [lpu amame-
Tpe KHCTbI 7,5 CM YYBCTBUTEJIbHOCTH W creruduy-
HOCTh 3TOTO MpHU3HaKa cocraBwan 79 u 73 % coor-
BeTcTBEHHO [28].

B HMMUII xupyprum um. A.B. BuimHeBckoro ObLia
pa3paboTaH W YCHEIHO TPUMEHSIETCS METO]| orepa-
THUBHOTO TIOCOOUST IIPU «CJOKHOM» 9XUHOKOKKO3e [ 27 ]:

1. Ilocne dopmupoBanust gocryna o6aacTb orepa-
TUBHOTO BMENIATEIHCTBA TIATEIbHO OTTPAHNYNBACTCS
canderkamu ¢ pactBopom 20 %-ro NaCl mus npemor-
BpAlleHNsI MMILIAHTAIMOHHOTO PACIPOCTPAHEHUS Ta-
pasura.

2. Onepupyemyio KHUCTY IIYHKTHPYIOT, TPOBOJINT-
csI ABAKyalusl COJIEPKUMOTO C MOMOIIBI0 acnupaTopa
6OJIBIIIOTO JIaMeTpa.

3. Tlocse acnupanuu >KUAKOCTH MOJOCTH KHUCTBI
3aIOJHAIOT TUIIEPTOHUYECKUM PAaCTBOPOM, 3aTeM 00-
pabaThIBAIOT € TIOMOIIBIO YJIbTPA3BYKOBOIl KaBUTAIUH
anmaparamn tuna Harmonic B TeyeHuwe Tpex MHUHYT,
YTO MO3BOJISIET YHUYTOXKUTh B CTEHKAX KHCTBI BO3-
MOJKHBIE OCTABIINECS CKOJEKCHI.

4. Tlocne TaTesbHO peBU3UN 1 06PaGOTKH MOJIO-
CTH KHUCTBI BBITIOJIHAETCS nccedenne GuOpo3HOI Karl-
CyJIbl IO TKAHU TI€YEHU.
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Ta6.auua 2. J{ons coueranHoro (MyJbTHOPraHHOTO) TOPAXKEHUs TIPU JIeYeHUH GOJbHBIX ¢ 9XUHOKOK-
xo3oM B HMUII xupyprum nm. A.B. Bumraesckoro 3a mepuon 2012—2022 rr.

Table 2. The proportion of combined (multiorgan) cysts in the treatment of patients with
echinococcosis at the National Medical Research Center of Surgery named after A. Vishnevsky in

2012—2022

Tox O6miee 4nCa0 GOJIbHBIX CoueranHoe (MyJIbTHOPTaHHOE) MOPa’KeHHE
Year Total number of patients Combined (multiorgan) damage
2012 16 2 (12,5 %)
2013 16 3 (18,75 %)
2014 18 5(27,8 %)
2015 10 1(10 %)
2016 16 6 (37,5 %)
2017 19 4 (21,05 %)
2018 13 0 (0)
2019 25 7 (28 %)
2020 1 1 (9,09 %)
2021 20 4 (20 %)
2022 1 4 (36,4 %)

Bcero / Total 175 37 (49,3 %)

Tabéauua 3. ][0/ MHOKECTBEHHDBIX 9XMHOKOKKOBBIX KHCT TPy nopaxkeHun nevenu (panubie HMUIL
xupyprun uM. A.B. Bumsesckoro 3a nepuog 2012—2022 rr.)

Table 3. The proportion of multiple echinococcal cysts in liver damage (data obtained at the
National Medical Research Center of Surgery named after A. Vishnevsky in 2012—2022)

Tog O61ee unca0 60JbHBIX MHoeCcTBeHHbIE€ KHCTbI
Year Total number of patients Multiple cysts
2012 16 5 (31,25 %)
2013 16 9 (56,25 %)
2014 18 7 (38,88 %)
2015 10 5 (50 %)
2016 16 5 (31,25 %)
2017 19 8 (42,11 %)
2018 13 4 (30,76 %)
2019 25 15 (60 %)
2020 11 4 (36,36 %)
2021 20 10 (50 %)
2022 1 3(27,27 %)
Bcero / Total 175 75 (42,85 %)

Wcnonb3oBanue AaHHON MeTOAMKU 9(PPEKTUBHO
npefloxXpaHseT OT BO3MOXKHOTO PEIH/INBA 3XUHOKOK-
KO3a U TO3BOJISIET BBINOJHATH ONEPaTHBHbIE BMeEIIa-
TesabcTBa GoJiee mEAAAIUM 06Pa3oM.

Hepenxn na6mogenus, korga Imocje yaaleHus
TUIATHHBIX KUCT Ha UX MecTe 06pasyioTcs OCTaTod-
HbIE JKU/KOCTHBIE TIOJIOCTH. XUPYPruyeckas TaKTHKa
OTHOCHUTEJbHO TaKNMX OOpPa30BaHWIl He CTaHAAPTHU3MU-
pOBaHa, U TPUHSATHE PEIeHUIl OCHOBBIBAETCS Ha JaH-
HBIX JMHaMm4eckoro Habmogennd [27, 29, 30].

B HMMI xupyprum wum. A.B. Bumnesckoro
CJydad COYETAaHHOTO 3XMHOKOKKO3a OBbLIM TIpOaHa-
JIN3UPOBAHBI KaK JIOJST OT OOIIero 4ucja TaiieH-
TOB, TIOCTYNUBIINX B KJANHUKY C JIAHHOM MaToJiornen
3a nmepuog 2012—2022 rr. (ra6n. 2). OrMedeno ao-
CTATOYHO CTAOWJIBHOE YHUCJIO TAaKUX OGOJbHBIX B TO[
(ot 10 10 37,5 %).

Hawu6osiee yacto 0oTMEYeHO 3XMHOKOKKOBOE TOpa-
skenue rmededun. /[oJs MHOKECTBEHHBIX dXHHOKOKKO-
BBIX KHUCT TIPH TTOPa’keHUN 1eveHn 3a nepuoj ¢ 2012
no 2022 r. npejacrasiena B Tabuuite 3. B 1enom
3a nepuox B 10 Jer KOJIMYeCTBO TaKUX OOJIbHBIX
6b1710 He MeHee 27,27 % u pocturano 50—60 %.

[IpencraBasieM KJInHUYECKOE HAGJIOJEHUE, WJLTIO-
CTPUPYIOIlee TEXHHUKY OIEPATUBHOTO BMEIIATEIbCTBA
U OT/JQJIEHHBIE PE3YJbTATbl JIEUEHUS TIPU «CJIOKHOM>
9XMHOKOKKO3€ C MHOYKECTBEHHBIME KHUCTAMU IeYeHn
U COYETAHHBIM TIOPAYKEHUEM OPraHoB OPIOIIHOM T10-
JIOCTU W 9KCTPAOPTaHHON JOKAIM3aInelt.

Kiaunuyeckoe Ha0J101eHIE

[TanmenTra, 47 net, no 29 net nposkmBana B CpemHeit
Asun. Hanmunme 5XMHOKOKKOBOTO TIOpaKeHusi ObLIO
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3aroo3pero B 1997 r., korma mpoxojuia crarroHap-
Hoe JedeHne 1o moBojay Temaruta B. Ilocse Bbimickmn
u3 cranmoHapa crenmu@uyueckoro aHTHIAPA3UTAPHOTO
JiedeHnst He moaydana. OTMedasa 60N CHACTHYECKOTO
XapakTepa B BepXHeii MOJOBUHE KUBOTA, BO3HUKABIITHE
€ 4acTOTON TpUMEPHO ojiuH pa3 B ABe Henenu. Co cjioB
TAIMEHTKN, TIPOXO/IUJIA JIEYEHNE Y TacTPOIHTEPOJIOTA
C TIOIO3PEHNEM Ha SI3BEHHYIO OOJIE3HD JKeTy/Ka, /Ina-
rHo3 He ObuT moaTBepskaeH. B 2019 r. 6oau yuactu-
JINCh, UYTO TOCTYXXUJIO TIPUYMHON [JIs1 OOparieHus
B HarnmoHanpHbIIT MEIUITMHCKUN HCCJIEI0BATEIbCKUN
1eHTp xupyprun uM. A.B. Bumxesckoro.

[MIpu am6ysatopuom MPT-ucciaenoBanmu opra-
Hop OpromHoit nosoctr (08.05.2019 1.) cBoGoaHoi
U OCYMKOBAaHHOW JXHUJAKOCTH B OPIONHONW TOJOCTH
He BoisgBaeHo (puc. 2). Ilevenb yBenamueHa, KpaHuo-
Kay/laJibHbI pa3Mep mpaBoil o — 19 cM, KOHTYp
ee nehopMUPOBaH 3a cUeT OMIOOAPHBIX OKPYTJBIX KH-
CTO3HBIX CTPYKTYp: B IV cermente — MHOTOKaMepHas,

pasmepamu 82 x 76 x 66 mM; B V—VI cermenTax orpe-
Jessgercss Hambosblllee 0o0pas3oBaHNe, 3aMelnarolee
[ApeHXUMY IIeYeHH, KOTOPOoe B CTPYKTYpe COJEPsKUT
MHOKEeCTBEHHBIE COOOIMIAIONINXCS MEKIy COO0H KH-
cTO3HBIE 06pa3oBaHusi ¢ OOIMUMK pasMepamu 157 x
115 x 137 mm; cyOrancyaspao B II—III cermenrtax
oTpeJeNIsIioTesT 4 KUCTBI uaMeTpoM jo 22, 39, 32
u 33 mM. O6pa3oBaHUsI HENMPaBWJIbHOW (POPMBI ¢ He-
POBHBIMU BHYTPEHHUMHU M BHEITHUMU KOHTYpPaMU MMe-
10T T2-TUTIepUHTEHCUBHBIN CUTHAJ W YYAaCTKU BbITIa/le-
nust MP-curnana B crpykrype. Karcysa o6pasoBanuii
uMeeT TUTIOMHTEHCUBHBIN CHTHAI.

Bopora mneuenu wuHTaKTHBI. BHYTpu- u BHelede-
HOYHDIE JKeJYHbIE TIPOTOKU He paciinpenbl. BopoTtHas
Bena — 10 wmM. OGpas3oBaHUsi BbIIIEONTNCAHHO
CTPYKTYPBI OTPE/IeNISIIOTCST 3KCTPAOPTAHHO: MO KOHTY-
py II—-III cermenToB — pasamepamu 75 x 40 x 40 mwm;
o TepeHeMY KOHTYPY TE€YeHH — MAaJbIX PasMepoB
n0 10 MM B imaMeTpe; y BOPOT U 110 HUXKHEMY KOHTYPY

Pucynox 1. MPT-uzob6paskenns MHOKECTBEHHOTO 9XMHOKOKKO3a Gpiommnoii nosoctu, T2 cor: A—I' — mocJeoBa-

TeJ/IbHbIe HSOépa)KeHI/IH criepe/in Hasa/l

Figure 1. MRI images of multiple echinococcosis of the abdominal cavity, T2 cor: A—T — sequential images from

front to back
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Pucynox 2. MCKT-uso6paxenue 10 onepanuu (BeHosHas (asa): ONPEAEAI0OTCA MHOKECTBEHHbIE KUCTO3HbIE MHO-
TOTIOJIOCTHBIE 06PA30BAHUS PA3JIMYHBIX PA3MEPOB B MEYEHU, KOHTAKT 06Pa30BaHMs C IIPABOil BETBbIO BOPOTHON BEHDI,
KICTBI TI0 KOHTYPY CeJIe3eHKH, KUCTA B CAJTbHUKOBOI CyMKe, KUCTA B CTPYKTYPE CEJI€3eHKH; B KalcyJie U Meperopoj-
KaX KHCT OTPE/eISI0TCS HEMHOTOUNCIEHHbIE KAJTbIIMHATHI

Figure 2. MSCT image before surgery (venous phase): multiple cystic multicavitary lesions of various sizes in the
liver, contact of the lesion with the portal vein right branch, cysts along the contour of the spleen, a cyst in the
omental sac, a cyst in the structure of the spleen; a few calcifications are determined in the capsule and septa of

the cysts

cese3eHKN — 2 KHUCTBI pagMepamu 110 46 x 32 n 1,4 x
16 MM; 10 XOJy KHUIIKH MEXKIIETEIbHO OIPEesIIOTCs
MHOKECTBEHHBIE KUCTBI AMaMeTpoM 10 12 MM.

JKesmunplil my3pIpb ¢ TOHKMMHU CTEHKAMHU, KOHKpe-
MEHTBI He BU3YaTU3UPYIOTCS.

[Momkenynounas  skejesa  JJoJbYaTOrO  CTpPOE-
HUS, HE YBEJWYEHA, KOHTYPbI ee YeTKHe, CTPYKTY-
pa oaHopo/Hast. [JIaBHBIA MaHKPeaTHUYeCKUil MPOTOK
HEe PACHIMPEH, ONPEAessIeTcs Ha BCEM IPOTSIKEHWH.
[TapanankpeaTuyeckast KjaeTyaTka He M3MEHEHa.

B cTpykType cese3eHKH BBISBJECHBI KUIAKOCTHBIE
o6pasoBaHusl HEOAHOPOAHON moTHOCTH (aHasoruy-
HBblE BbIIEoNncanubiM). Hamboapmee o6pasoBamHme
B BEPXHEM TIOJIIOCE CEJe3eHKH, pasMep 54 x 41 M.

Hapnoyeynnky He MI3MEHEHDI, ¢ POBHBIMU YeTKUMU
kouTypamu. OuaroBbiX 06pa3oBaHuil B UX CTPYKType
He BBISIBJICHO.

[Touku He M3MeHEHDI, C HEPOBHBIMU YETKMMU KOH-
Typamu. YaiieyHo-ToOXaHOYHAs CUCTeMa U MOYEeTOY-
HUKH HE PaCIIUPEHDI.

JlumaTrdeckie y3ibl Ha YPOBHIX CKAaHUPOBAHUS
He YBEJMUYEHbI, HE U3MEHEHDI.

3axaouenue. MP-kapTuHa T1apasuTapHOTO MOpa-
JKEHUS TI€YEeHHU, CeJIe3EHKH, ¢ HAJIUYMEM KHUCT 9KCTpa-
OpPTraHHON JIOKATM3aInK; BEpOsiTHEE BCETO, 9XMHOKOK-
ko3. lenmarocrienomerasnusi.

[Ipu amoOysatopaom MCKT-uccaenoBanm opra-
Hos Gpromuoii moaoctn (07.08.2019 r.) cBoGoaHoii

M OCYMKOBAaHHOI >XHUJKOCTH B OpPIOIIHOW TOJOCTH
HE BBISIBJIEHO.

[ledennb yBesmdeHa B pasMepax, KPaHUOKAY/aJb-
HbIII paszmep mnpaBoil goaun — 20 cM, KOHTYp ee [e-
(opmupoBan 3a cuer HasMYMd OUIOGAPHO PACIIOJIO-
JKEHHBIX OKPYTJIBbIX KHUCTO3HBIX oOpazoBanuii: B IV
CcerMeHTe — MHOTOKaMepHasl KHucTta paMmepamu 82 X
76 x 80 mM; B V=VI ¢ pacnpocrpanennem Ha VII—
VIII cermenTol nedern — HanboJblee 0oO6pa3oBaHue,
3aMelaoliee MapeHxuMy MneyeHn, KOTopoe B CTPYKTY-
pe COZEPKUT MHOKECTBEHHBIE COOOIIAIONIMXCS MEKIY
co0oii jouepHue KUCTbI OOIMMHU pasMepamu 167 x
117 x 157 mm; cyOkancyaspao Bo II—IIT cermenrax
ompenensiorcss 4 Kuctbl guamerpom oT 30 mo 39 MM.
OO6pasoBaHus TPEUMYIIECTBEHHO HENPAaBUJIBHONH OBO-
uaHON (OopMbI ¢ HEPOBHBIMH BHYTPEHHUMU W BHEII-
HUMH  KOHTYpamMu  (BOJHOOOPA3HBIMU), UMEIOT TOJI-
CTbIE, YACTUYHO OOBI3BECTBJIECHHBIE CTEHKHU TOJIUHON
10 4,5—5 MM. IIIOTHOCTD JKUAKOCTHOTO KOMIIOHEHTA
o6paszoBanuii — or —> g0 5> HU, xoHTpactHblii npe-
napaT He HaKaIllJIMBAIOT HU B OJHY u3 (a3 mccae0Ba-
nua (puc. 2, 3).

BuyTpn- W BHeNEYEHOYHbIE JKETYHBIE MPOTOKU
He pacmmpenbl. Bopornas Bena guamerpom 10 mM.

Yactb 06pa3oBaHUil pacroJioskeHa 9KCTPAOPTAHHO:
no koutypy II-III cermenToB omnpezaensieTca KHUCTa
pa3mepamu 92 x 55 x 65 MM; TI0 TIepeJHEMY KOHTYPY
MeyeHn — JKCTPAOPTAaHHbIE KUCThI MAJbIX Pa3MepoB
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Pucynox 3. Tpexmepnas pexonctpykins MCKT-nzo6paskenuit MHOKECTBEHHOTO 9XHHOKOKK03a GPIONIHOI M0JI0CTH
(3e/1eHbIM TIOMEUYEHbI 9XMHOKOKKOBbIE KUCTbI: A — Buj cnepean; B — Bua csaam)

Figure 3. Three-dimensional reconstruction of MSCT images of multiple echinococcosis of the abdominal cavity
(hydatid cysts are marked in green: A — front view; B — rear view)

(no 10 MM B auameTpe); y BOPOT, MO HUKHEMY KOH-
Typy cesiedeHkn qudPepeHimpyorcss 3 KUCTbl pa3Me-
pamu f0 50 x 33, 14 x 16 u 54 x 37 MM; MeK TeTeJib
KUIITKK JIOKAJTU3YIOTCST MHOKECTBEHHbBIE KUCTHI JAraMe-
poM g0 30 MM (puc. 2, 3).

CeneseHka yBeJqnueHa, B CTPYKTYPE OIPEIesIioT-
CS KHJKOCTHbIE OOpPa30BaHUS HEOJHOPOIHON TLIOT-
Hoctu. HauGosbiiee o6pa3oBaHuie B BEPXHEM TIOJTIOCE
cene3eHkn, pasmep 61 x 49 MM. ¥ BOpOT cene3eHKH
BU3YQIN3UPYETCST IKCTPAOPraHHAs KUCTAa padMepaMu
32 x 48 MM.

JKenymok pacrosiosken 0OGbIYHO, HE pacIpaBJeH.
[TaparacrpasbHas KJeTyaTka He W3MeHeHa. Ilersm

TOHKOW KUMKW He paciupeHbl. [letsn TOHKOW Kumi-
KU, OT/I€JbI TOJICTOW KHUIIKU PACIOJOXKEHbl OOBbIUHO.
TousicTast KUITKa yMEpEHHO MHEBMATH3WPOBAaHA, Opra-
HUYECKO TIaTOJIOTUM CO CTOPOHBI TOJICTON M TOHKOM
KNIIKNA He BBISIBJIEHO.

[Tpu ipocMOTpeE B KOCTHOM OKHE KOCTHO-/IECTPYKTHB-
HBIX, KOCTHO-TPAaBMAaTHYECKUX M3MEHEHUI He BbISIBJIEHO.

3axaouenue. KT-kapTHa mnapasutapHoro Tmo-
paKeHUd TIeYeHW, CeJTe3eHKH, C HaJuIneM KHICT
SKCTPAOPTAHHON  JIOKAJIM3allMK; BEPOSTHEE BCETO,
9XMHOKOKKO3; TpW CcpaBHeHUW ¢ panabiMu MPT-
uccnenoBanug or 08.05.2019 r. — 06e3 mnpusna-
KOB pocTa. YOe[uTeNbHbIX JAHHBIX 32 HapylleHue
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L[EJTIOCTHOCTH CTEHOK KHCT HAa MOMEHT HCCJIeZIOBAHUS
He mosydeHo. IemarocrieHoMeramis.

21 asrycra 2019 r. nmanumenTka Oblia FOCTHUTATH3N-
poBana B HMUII xupyprun mm. A.B. Bunraesckoro
JIUISL OIIEPATUBHOTO JIeYCHHUS.

[Ipn mocrymieHNN KJIMHWYECKUH #W OHOXWMUYe-
CKMIT aHaJU3bl KPOBU HE IOKA3aIM KIMHUYECKH 3Ha-
YUMBIX OTKJOHEHWIT OT pe)epPeHCHDbIX 3HAUCHMIA.

[Ipu npemonepannoHHOM 0O6CJIEIOBAHUN BBIIOJIHE-
HO MCKT rosioBel 1 OpraHoB TPyAHOH KJIETKHU: TaTO-
JIOTHYECKUX M3MEHEHMI B BelecTBE IOJIOBHOTO MO3Ta
He BBISBJIEHO, JAHHBIX 32 Tapa3uTapHoOe TOopaskeHne
OpPraHoB TIPyIHON KJeTKu He mnosiyudeHo. Dubposnbie
U3MeHeHUsT 060MX JIeTKuX. KasublIMHAT B JIEBOM JieT-
KoM. MH)UAbTpaTUBHBIX H3MEHEHHH B MapeHXHMe
JIETKAX He BBISIBJIEHO.

26 amrycra 2019 r. BBINOJHEHO ONEPATHBHOE
BMeEMIaTeTbCTBO: atunmmyHasg pedekmus V, VI, VII
CEerMEHTOB  IledeHM, cyOToTajbHad I[EepUIUCTIK-
TOMHUS, XOJIEIUCTIKTOMUS, CyOTOTAJbHAs Mepu-
mucrakromuda kuct II m IVb cermenTosB meuenu,
cyOTOTANbHAS TEPUIUCTIKTOMUS KHUCT CeJIe3eHKH,
pesekIust GOJIbIIOTO CAJbHUKA, dXMHOKOKKIKTOMUS
U3 MaJoT0 CaJbHUKA, OPbUIKEHKU TOHKOW KHIITKH,
reraTo/yo/IeHaIbHONH CBA3KH, KeJIy104HO-000/104-
HOU CBS3KW, [pEHUpPOBaHWE OPIONIHOW IOJOCTH.
[TepunucrakroMus BbinoaHeHna mo Mmerogquke HMUIL
xupyprun uM. A.B. Buniaesckoro.

Humpaonepayuonnviii duazno3: MHOKeCTBEHHDII
HXMHOKOKK03 OpromHoii nosoctn (CE1-2): 11, IVb, V,
VI u VII cerMeHTOB meueHM, BepXHEro U HIKHETO
MOJTIOCOB  CEJIE3€HKM, MAJoro 1 OOJIBIIOTO CANbHUKA,
TOHKOHN KHIIKH, ToaguadparMaabHOrO MPOCTPAHCTBA,
00JJaCT!  TEMaTOAYOAE€HATbHON CBI3KH, JKEJTyI0YHO-
o6oounoi csazku (puc. 4).

Pucynox 4. Makporpenaparbl yJAaJeHHbIX 3XNHOKOK-
KOBBIX KHCT

Figure 4. Macropreparation of removed echinococcal cysts

Pamanit mocieomepaimoHHBI TEPUO  TIPOTEKAJ
6e3 0COOEHHOCTEN: MalMeHTKa OTMedaa KaJoObl
Ha yMepeHHbIe 60JM B 00JACTH MOCJIEONePAITHOHHON
paHbl. AHa/JU3bl KPOBU IOKaszaau yBeandeHue AJIT
(164 En./n) u ACT (151 En./7n), He3HAYNTETbHBIN
HeliTpodusbHbIN JselikonuTos3. IlanmenTka Oblaa ak-
TUBN3UPOBaHA B TIEPBBIE CYTKU IIOCJE OMEePaTHBHOTO
BMeIIaTe/IbCTBA.

Pucynox 5. Y3V 1iocse onepaTuBHOTO BMENIATEAbCTBA: A — 30HA pe3eKIny nedeHn; b — XuUIKoCTHOe CKOmIeHue
(ykasano crpenkamm) B 30He BMemareabctBa y cenesenkn (LIEN)

Figure 5. Ultrasound images after surgery: A — area of liver resection; B — fluid accumulation (indicated by
arrows) in the area of intervention near the spleen (LIEN)
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[Tpu xourposbHOM Y3 B 30HE pe3EKINH TeueHn
JKUJKOCTHBIX CKOTIEHWI He BBISBJIEHO, MapeHXnMa
HEPaBHOMEPHOI 9XOIJIOTHOCTH, COCYAMCTBIH PUCYHOK
coxpanen (puc. 5A). Y HIKHErO TOMOCA CENE3EHKN
110 BHYTPEHHEH ITOBEPXHOCTH OIpe/esIsaeTCs KUAKOCT-
HOe CKomJIeHne / oGpasoBaHue BBITSHYTOU (HOPMbI
C €IMHUYHBIMU TOHKMMHU THIIEPIXOT€HHBIMHU I€pero-
poxkamm, pasmep 35,8 x 20,8 x 30,3 mm (puc. 5B).
AHajloruyHOE 10 CTPYKType cKomeHue ¢ anddys-
HO HEOJHOPO/JHBIM COJIEPKUMBIM pasMmepamu 42,7 x
32,5 MM ompeessieTcss MeKIy MaTKoi M MOYEBBbIM
My3bIPEM TI0 JIEBOMY KOHTYPY.

[Tpu koutposbHoit MCKT: kyabTst TieueHn pasme-
pamu 19 x 9 cM, KOHTypBHI POBHBIE W YeTKHe, MJIOT-
HOCTb HapeHxuMbl He usMensercs (60 HU). Ilo kpaio
PE3EKIN ONPEeJIEJAIOTC BKIIOUeHHsT Kaibims (puc.
6A). BHYTpH- W BHENEYECHOUYHBIE JKETYHBIE TMPOTO-
KU He PaCIHIMPEHbI, TENaTHKOXOJEA0X — JI0 3,5 MM.
JKesmunplil mysplpb He BHU3yajausupyercs. BoporHas
BeHa — 10 16 MM, cenesenounas BeHa — 70 10 MM,
BepXHss OpbIKeeuHast BeHa — 70 12 MM.

[Momxenymounast >kenesa TPABUIBHO —PACIOJIOMKe-
Ha, B pagMepax He yBeqamdeHa. [1OTHOCTD TapeHXWMBI
He uaMenena (44 HU). OuvaroBbix 06pa3soBaHUil HeT.
['aBHBIN TAHKPEATHYECKUIT TPOTOK HE PACIIUPEH, HUTE-
BuzHbIi. [lapanankpeatnueckast KjieTyatka He M3MeHe-
Ha. [lapamankpearmdeckue JuMOY3JIbl He YBETTIEHDI.

Cenezenka OGbIYHON (DOPMBI € POBHBIMHU KOHTY-
pamu, He yBeamdena (cemesenounniii nagekc — 200).
[Tapenxuma oxHOpogHAasi, 6e3 IATOJOIMYECKUX Oya-
roB. Ilo HIDKHEMY KOHTYPY CeJe3€HKU BU3YAJIU3UPY-
eTcst Kucta oBoujHOI dopmbr pazmepamu 30 x 25 x
45 MM C BBIPQ)KEHHBIM 3K300PTAHHBIM KOMIIOHEHTOM
(puc. 6B).

HaamoueuyHnKkn He n3MEHEHBI.

[loykn TUIUYHO paCHOJIOXKEHBI, 06beM HapeHXH-
MBI COXpaHeH. PeHTreHOKOHTPACTHBIX KOHKPEMEHTOB
He BbIsIBJIsIeTCs. YalleyHo-7T0XaHOouHAasl CHCTeMa U MO-
YETOYHUKU HE PACIINPEHBI. B mapeHxuMe mMoueK BU3Y-
AJTM3UPYIOTCST MEJIKHE TIPOCTHIE KICTHI.

B MasoM Tazy MexIy TeJoM MaTKW W JHOM MOode-
BOTO My3bIPsI BU3YATU3UPYETCS MHKAICYJIMPOBAHHOE

Pucynox 6. MCKT (Benosnas (asza) nocjie Xupyprayeckoro JiedeHusi, pastble YPOBHH CKaHUPOBaHMS: A — OT-
MeyaloTCs TOCJIe0NepalMOHHbIe U3MEHEHNs M0 KPalo Pe3eKI[NH IeYeH!, BOPOTHAs BEHA IPOXOJUMA, KUCTBI MEXKIY
neresib TOHKOI KUIIKU U B GOJIBIIIOM CAJIbHUKE OTCYTCTBYIOT; B — ocrarovHas moJiocTb y HUYKHETO I0JII0CA CeJie3eH-
KM, KUCTBI MEXK/y NeTeb TOHKOI KHUIIKU U B GOJIBIIOM CAaJbHUKE OTCYTCTBYIOT

Figure 6. MSCT (venous phase) after surgical treatment, different levels of scanning: A — there are postoperative
changes along the edge of the liver resection, the portal vein is patent, there are no cysts between the loops of the
small intestine and in the greater omentum; B — residual cavity at the lower pole of the spleen, there are no cysts
between the loops of the small intestine and in the greater omentum
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JKUJIKOCTHOE CKOTIeHne pasMepamu 73 x 40 x 20 M.
B BepxHeilt TpeTH MEHKN MaTKN KUCTA OKPYTJIOH dhop-
MbI uamerpoM 10 MMm.

JlumdaTudecke y3abl Ha YPOBHE CKAaHUPOBAHUS
He YBeJUYEeHbI.

3axaouenue. CocrosHue T1O0Ce aTUIUYHON pe-
sexuu V, VI, VII cermenToB nevyenn, cy6ToTamIbHOMN
MEPUITNCTIKTOMUHU, XOJEIUCTIKTOMIH, CYOTOTATbHOM
neputiuctakromun kuct 11 u IVb cermenToB mneuenw,
CyOTOTAIBHON  TIEPUITUCTAKTOMUN KHUCT — CEJIe3eHKH,
pesekiun  GOJIBIIOTO CAJIbHUKA, IXUHOKOKKIKTOMUU
U3 MaJjioro cajbHUKa, OPbIKEUKNU TOHKOW KHUIIKU, Te-
MATO/yO/IEHAJTBHON CBSI3KH, SKEJTy/J0YHO-000/I09HOH
cBa3KH. KucTo3HbIE BKIIOUEHUS B CeJIe3eHKe U MaJIoM
Tasy, BEPOSITHO, OCTATOYHASI MOJIOCTb B OOJIACTU ceJie-
3€HKM, TOTHOIIag TUIATHIHAS KICTa B TOJOCTH MaJio-
ro Taza. Kucrosnoe o6paszoBanne IeiiKu MaTKU, HaW-
6oJiee BEpOSITHO — HAGOTOBA KHUCTA.

[TanmenTka OblIa BbBIMKMCAHA B Y/IOBJETBOPUTEJD-
HOM COCTOSTHUM Ha 9-€ CyTKH TocJie oTepalinn.
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Aim: to present the difficulties of surgical treatment of patients with multiple and combined echinococcal lesions.
Key points. A 47-year-old patient who lived in Central Asia for up to 29 years of age was diagnosed with multiple
echinococcosis of the abdominal cavity (CE1-2): Il, Ivb, V, VI, VIl segments of the liver, upper and lower poles of the
spleen, lesser and greater omentum, small intestine, subphrenic space, area of the hepatoduodenal ligament, gas-
trocolic ligament. Surgical intervention was performed: atypical resection of liver segments V, VI, VI, subtotal peri-
cystectomy, cholecystectomy, subtotal pericystectomy of cysts of Il and IVb liver segments, subtotal pericystectomy
of splenic cysts, resection of the greater omentum, echinococcectomy of the lesser omentum, mesentery of the small
intestine, hepatoduodenal ligament, gastrocolic ligament, drainage of the abdominal cavity. Pericystectomy was carried
out according to the technique of the National Medical Research Center of Surgery named after A. Vishnevsky.
Conclusion. Due to the peculiarities of the course of helminthiasis and the pronounced variability of the lesion, it
is extremely difficult to develop universal and effective treatment algorithms. The presented clinical observation
demonstrates an example of the successful use of special surgical tactics for the treatment of “complex” echinococ-
cosis of the abdominal cavity with good long-term follow-up results.
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T ®OIBY «HaunoHanbHbIl MeauUMHCKUKA NCCe[0BaTeIbCKnii LLeHTP Xupypriv uM. A.B. BuliHeBckoro»
MunucTepcTBa 3apaBooxpaHeHus Poccurickori enepaummn, Mocksa, Poccurickas denepaums

2 AO «EBponevickuii MeauLMHCKWIA LLeHTp», MockBa, Poccurickas Penepaums

3 dreoy A0 «Poccuiickas MeanLmHCKas akaaemMmsi HerpepbiBHOro npogdeccroHaibHoro obpasoBaHus»
MuHuncTepcTBa 3apaBooxpaHeHusi Poccurickori @enepaumm, Mocksa, Poccwrickas Denepaumsi

Llenb: NnpencTaBuUTb CIOXKHOCTU XMPYPrM4eCckoro evyeHunst NaumeHToB C MHOXECTBEHHbIM M COYEeTaHHbIM 9XMHOKOK-
KOBbIM MOpaXeHNEM.

OcCHOBHble nonoXxeHus. MauyeHTtke 47 net, o 29 net npoxmeasLuen B CpegHen A3nmn, yCTaHOBSIEH OMArHO3 MHO-
XECTBEHHOIr0 3XMHOKOKKO3a 6ptoLuHoi nonoctn (CE1-2): I, IVb, V, VI, VIl cermeHToB neYeHun, BepXHero 1 HMXKHEero
MOJIIOCOB CEJIE3EHKMN, Masioro 1 60MbLLIOro casibHMUKa, TOHKOW KULIKKW, noganadparmasnibHOro npocTpaHcTea, obna-
CTU renatoayofeHasnbHOW CBA3KMN, Xesyo04H0-000404H0M CBA3KW. BbINoNHEHO onepaTMBHOE BMELLIATENbCTBO: aTu-
nuyHas pesekums V, VI, VIl cermeHTOB nevyeHn, cydToTanbHas NepuunucTaKTOMUS, XONeUUCTIKTOMUS, cybToTaslbHas
nepuumctTakromms KUcT Il n IVb cermeHTOB nedeHn, cybToTanbHas NepuLNCTIKTOMMUS KUCT CENe3EHKN, pe3ekums
00JIbLLIOrO CasibHNKA, 9XMHOKOKKIKTOMMUS U3 Masioro casibHuKa, OpbiXenky TOHKOM KULLIKW, rernaToayoneHasibHoM
CBSI3KU, Xeslyao4yHO-000404HOM CBA3KM, OpPeHMpoBaHMe OPIOLWHOM MonocTu. MepuumcTakToMmUs OCyLLecTBIeHa
no metoanke HMULL xupyprum nm. A.B. BuiHeBckoro.

3akn4yeHue. Benay ocobeHHOCTEN TeYeHUs refibMMHTO3a M BblpaXeHHOW BapuabenbHOCTU NnopaxeHus paspa-
6oTaTb yHMBEpPCasibHble U 3PPEKTUBHbIE Nle4ebHble afiropuUTMbl KpaliHe CoXHO. NMpencTaBneHHoe KINHUYeckoe
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Introduction

Echinococcosis is a severe parasitic disease, the
causative agent of which is the helminth Echinococcus
granulosus sensu lato from the genus Cystodes. The
main hosts of the parasite are mammals of the or-
der of dogs, both wild (wolves, foxes) and domes-
tic individuals. The main routes of infection with
echinococci are alimentary and household. Infection
occurs by accidental ingestion of parasite eggs, on-
cosphere is formed, it penetrates through the wall of
the small intestine into the portal vein system, from
where it is transported with the blood stream and
can affect various organs, mainly the liver and lungs
[1]. Hydatid cysts are formed in these organs, inside
which the rudiments of new parasites form. The outer
shell of the cyst is represented by a fibrous capsule, a
pericyst, which is the result of reactive inflammatory
processes in the affected organ; the middle layer is
an ectocyst, the chitinous shell formed by the para-
site; the inner layer is an endocyst, the growth layer
from which new viable scolexes and daughter cysts
bud off. The mass of new scolexes and small daugh-
ter cysts floating freely in the main parasitic cavity
are called echinococcal sand — due to the charac-
teristic picture obtained by ultrasound or radiation
diagnosis. One cubic millimeter of such echinococcal
sand contains more than 400,000 scolexes. When a
daughter bladder bursts, they can implant and form
many new cysts similar to the mother cyst. Usually,
the hydatid cyst shell is impermeable and daughter
parasites cannot penetrate into the organ parenchy-
ma; however, dissemination of scolexes is possible
in case of cyst suppuration or calcification of the
capsule in case of parasite death [2].

Geographically, echinococcosis is widespread,
and it is difficult to identify specific endemic regions
due to the lack of diagnostic tools in some regions
[1, 3]. According to the World Health Organization,
echinococcus is most common in Argentina, Peru,
Eastern Africa, Central Asia and China. In these
regions, the incidence of echinococcosis can exceed
50 per 100,000 people per year. On the territory of
the Russian Federation, the average primary inci-
dence is 0.37—0.39 per 100,000 population per year,
but in some endemic regions, the incidence rates
can reach 10 % of the total population per year [4].
At the same time, postoperative mortality and the
risk of recurrence are at the level of 2.2 and 6.5 %,

respectively, which makes the treatment of echino-
coccosis an urgent problem of modern medicine [5].

The organs that are most often affected in echino-
coccosis are liver (75 % of cases) and lungs (15 %).
Only 10 % of cases occur in the rest of the body
[6]. Spleen, kidneys, heart, and brain are affected
much less frequently [7]. Rare localizations of the
parasite in the submandibular, pancreas and thyroid
glands, adrenal glands, cavernous sinus, wing pal-
ate fossa, nasopharynx, skull base, pleura, anterior
chest wall, gallbladder, tibia, inguinal canal, ova-
ries, spine, bones and other organs and tissues have
been described in the literature [8—12]. Detection of
cysts usually occurs incidentally during ultrasound,
tomography, or X-ray examination.

The term “combined echinococcosis” is applied
in case of localization of echinococcal cysts in more
than one organ: in two, rarely — in three organs
in various combinations. Localization of echinococ-
cal cysts can be in various organs of the abdominal
cavity, abdominal and thoracic cavity, as well as
with remote localizations relative to the main lesion
[13—18]. Polyorganic echinococcosis is an extremely
serious form of the disease, which can be potentially
fatal. Often, combined echinococcosis is recognized
late because other organs are not fully examined af-
ter initial diagnosis.

The term “multiple echinococcosis” is used when
describing several cysts within one organ; it is a fair-
ly common form of this disease. According to various
authors, multiple echinococcosis of the liver ranges
from 4.15 to 63.2 % [19—23].

Thus, since combined echinococcal lesions are not
uncommon, a targeted search for echinococcal cysts
of the thoracic and abdominal organs is important in
the examination and diagnosis.

Diagnosis of hepatic echinococcosis is complicat-
ed by the absence of specific clinical symptoms or
syndromes of the disease: hydatid cysts can develop
in the host organism for years without causing sig-
nificant complaints [5, 24]. Full-fledged diagnosis
is possible if modern radiotherapy and ultrasound
diagnostics equipment is available, as well as if spe-
cific vigilance is displayed. Currently, the following
diagnostic classification of echinococcal cysts is used,
proposed by the WHO informal working group on
echinococcosis (WHO-IWGE) in 2001 [25].

At present, the tactics of radical surgical interven-
tion by pericystectomy or resection of the affected
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Table 1. WHO-IWGE classification of ultrasound images of cystic echinococcosis
Tabauua 1. Knaccudpurkanus WHO-IWGE Y 3U 3XuHOKOKKOBBIX KHCT

Cyst type Status .
Tu}rlz xug;l:zbt Cmamyc Characteristics / Xapaxmepucmuxa
Single-chamber cystic formation, the contents are homogeneous, without internal
CL . partitions
Oodnoxamepnoe Kucmosnoe 06pasoganue, codeprumoe 00HopooHo, 6e3
BHYMPEHHUX NePezopoioK
As a rule, a single-chamber cystic formation with homogeneous anechoic content.
When the patient’s body position changes, hydatid sand (protoscolex)
CE1 Active can sometimes be visualized
Axmusna | Kax npasuno, odnokameprnoe Kucmosnoe o6pa3osanue ¢ 00HOpoOHbIM
andx02eHHbIM co0epkumbim. TIpu cmene nosoxenus mead nauueHma nopou
MOKHO BU3YAIUSUPOSAMD 2udAmMuUdHbLl necox (NPOmMoCcKoAEKC oL
Cystic formation with internal septa. Daughter cysts do not have a clear division
e structure and can completely fill the maternal one
CE2 Axmuena Kucmosnoe obpaszosanue ¢ enympennumu nepezopooxamu.
Jouepnue xucmolL He umerm 4emxou CmpyKmypvl OeAeHus. U MOZYM NOJIHOCIBIO
3ANOIHAMb MAMEPUHCKYIO
CE3a Transitional | Daughter cysts have peeled membranes, a sign of “water lily”
Foa— Jlouepnue Kucmol umeiom omcaou8uuUecs: MeMOpansvi, NPUIHAK «6OOHOU JUIUL>
CE3b Hepexoonas Daughter cysts in hard matrix
popma ouepnue xucmoL 6 meepoom mampurce
Absence of daughter cysts. The cystic contents have heterogeneous echogenicity
Inactive and may resemble a bull’s eye
CE4 Y Y §
Heaxmuena | Omcymcmeue douepnux xucm. Kucmosnoe codepxumoe neo0nopoono
IX0ZEHHOCINU, MOXKEM HANOMUHAMb <Ooluul 21a3>
CE5 Inactive The cyst wall resembles an arch and is partially or completely calcified
Heaxmuena | Cmenka Kucmol HanoMundem apKy, 4dCmudto Ui noJIHOCMbIO KATbUUHUPOSAHA

organ prevails in the surgical treatment of echinococ-
cosis; this approach significantly reduces the risk of
postoperative complications and recurrences of the
disease [26].

Due to late diagnosis, in 60 % of cases various
technical difficulties arise during surgical treat-
ment, which led us to introduce the term “com-
plex” hepatic echinococcosis. “Complex” echino-
coccosis implies such criteria as multiple bilobar
liver lesions with cysts located intraparenchyma-
tously and/or one or more cysts > 7.5 cm; large
(= 7.5 c¢cm) centrally located cysts (SI, SII, SIV,
SVIIID); proximity to large tubular structures of
the liver, as well as residual hepatic echinococcosis
after multiple repeated operations; multiple echi-
nococcosis of abdominal cavity organs, complicat-
ed hepatic echinococcosis: the presence of fistulas,
strictures of bile ducts, cirrhosis of the liver, scar
deformation of the anterior abdominal wall, firm
fusion with the diaphragm, retroperitoneal organs,
involvement of the hepatic-duodenal ligament [27].
M. Kilic et al. determined that there is a direct
dependence of biliary fistula occurrence in the
postoperative period on the cyst size. At the thresh-
old value of cyst diameter of 7.5 cm, sensitivity and
specificity were 79 % and 73 %, respectively [28].

The following method of surgical aid has been
developed and successfully applied in the National
Medical Research Center of Surgery named after
A. Vishnevsky [27]:

1. After forming the access, the area of surgical
intervention is carefully delineated with tissues con-
taining 20 % NaCl solution to prevent implantation
spread of the parasite.

2. The operated cyst is punctured, evacuating the
contents with a large diameter aspirator.

3. After aspiration of the fluid, the cyst cavity
is filled with hypertonic solution, then treated with
ultrasonic cavitation with Harmonic type apparatus-
es for 3 minutes, which allows to destroy possible
remaining scolexes in the walls of the cyst.

4. After careful revision and treatment of the cyst
cavity, excision of the fibrous capsule to the liver
tissue is performed.

The use of this technique effectively protects
against possible recurrence of echinococcosis and
allows to perform surgical interventions in a more
sparing manner.

It is not uncommon to observe that after removal
of hydatid cysts, residual fluid cavities are formed
in their place. Surgical tactics for such masses are
non-standardized and decision-making is based on
dynamic follow-up data [27, 29, 30].

Cases of combined echinococcosis were analyzed
at the National Medical Research Center of Surgery
named after A. Vishnevsky. Cases of combined echi-
nococcosis were analyzed for the total proportion of
admitted patients with this pathology for the period
2012—2022 (Table 2). The number of such patients
per year is quite stable (from 10 to 37.5 %).
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Table 2. The proportion of combined (multiorgan) cysts in the treatment of patients with
echinococcosis at the National Medical Research Center of Surgery named after A. Vishnevsky in

2012—-2022

Ta6.auua 2. J{ons coueranHoro (MyJIbTHOPraHHOTO) TOPAXKEHUs TIPU JieYeHUH GOJIbHBIX ¢ 9XUHOKOK-
xo3oM B HMUIL xupyprum nm. A.B. Bumaesckoro 3a mepuon 2012—2022 rr.

Year Total number of patients Combined (multiorgan) damage
T'oo Oobuee uucao 60avHbIX Couemannoe (mMyavmuopzannoe) nopaxkenue
2012 16 2(12.5 %)
2013 16 3 (18.75 %)
2014 18 5(27.8 %)
2015 10 1 (10 %)
2016 16 6 (37.5 %)
2017 19 4 (21.05 %)
2018 13 0 (0)
2019 25 7 (28 %)
2020 11 1(9.09 %)
2021 20 4 (20 %)
2022 11 4 (36.4 %)
Total /Bcezo 175 37 (49.3 %)

Table 3. The proportion of multiple echinococcal cysts in liver damage (data obtained at the
National Medical Research Center of Surgery named after A. Vishnevsky in 2012—2022)

Tab6auua 3. ][0/ MHOKECTBEHHDBIX 9XMHOKOKKOBBIX KUCT P NopaxkeHun nevenu (panubie HMUILL
xupyprun uM. A.B. Bumaesckoro sa nepuog 2012—2022 rr.)

Year Total number of patients Multiple cysts
T'oo O6uwee uucao 60abHbLIX Mnosxecmeennvie Kucmol
2012 16 5(31.25 %)
2013 16 9 (56.25 %)
2014 18 7 (38.88 %)
2015 10 5 (50 %)
2016 16 5(31.25 %)
2017 19 8 (42.11 %)
2018 13 4 (30.76 %)
2019 25 15 (60 %)
2020 11 4 (36.36 %)
2021 20 10 (50 %)
2022 11 3(27.27 %)
Total /Bcezo 175 75 (42.85 %)

Echinococcal lesions of the liver were the most
frequently observed. Data analysis of the number of
echinococcal cysts in liver lesions for the period from
2012 to 2022 is presented in Table 3. In general, for
the period of 10 years, the number of such patients
was not less than 27.27 % and reached 50—60 %.

We present a clinical observation illustrating the
technique of surgical intervention, describing the
clinical picture and long-term results in “complex”
echinococcosis (combined lesion of abdominal cavity
organs with extra-organic localization, multiple liver
lesions).

Clinical observation

Patient D., 47-years-old female, lived in Central
Asia until the age of 29. The presence of echinococcal

lesions was suspected in 1997, when she underwent
inpatient treatment for hepatitis B. After discharge
from the hospital, she did not receive specific anti-
parasitic treatment. She noted spastic pain with a
frequency of about once every two weeks. According
to the patient, she was treated by a gastroenterolo-
gist on suspicion of gastric ulcer, the diagnosis was
not confirmed. In 2019, the pains became more fre-
quent, which was the reason for seeking help.
During MRI-study of the abdominal cavity or-
gans, outpatient (May 8, 2019) no free and con-
densed fluid in the abdominal cavity was detected.
The liver was enlarged, the craniocaudal size of
the right lobe was 19 cm, its contour was deformed
due to bilobar rounded cystic structures: in segment
IV — multichambered, 82 76 66 mm in size; in seg-
ments V—VT the largest formation replacing the liver
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parenchyma was determined, the structure contained
multiple communicating cystic formations, total size
157 x 115 x 137 mm; subcapsularly in segments 11—
ITT four cysts were determined, with diameters up
to 22 mm, 39 mm, 32 mm, and 33 mm. The mass-
es were irregularly shaped with uneven internal
and external contours, had T2-hyperintense signal
and areas of MR-signal dropout in the structure.
The capsule of the masses had hypointense signal
(Fig. 1).

The liver gate was intact. Intra- and extrahepat-
ic bile ducts were not dilated. The portal vein was
10 mm.

Also, the formations of the above-described struc-
ture were determined extraorganically: along the
contour of segments II—-III — 75 x 40 x 40 mm in
size; along the anterior contour of the liver — small
size (up to 10 mm in diameter); at the gate and along

the lower contour of the spleen — 2 cysts, up to 46 x
32 mm and 1,4 x 16 mm in size; along the course of
the intestine multiple interloop cysts up to 12 mm in
diameter were determined.

The gallbladder was defined with thin walls, no
concrements were visualized.

The pancreas was of lobular structure, not en-
larged, its contours were clear, its structure —homo-
geneous. The main pancreatic duct was not dilated,
defined throughout. Parapancreatic tissue was not
changed.

In the structure of the spleen fluid masses of het-
erogeneous density (similar to those described above)
were detected. The largest mass — in the upper pole
of the spleen, 54 x 41 mm in size.

The adrenal glands were unchanged, with smooth,
clear contours. No focal formations were detected in
their structure.

320x320
V- 2300/ 1378

Figure 1. MRI images of multiple echinococcosis of the abdominal cavity, T2 cor: A—D — sequential images from

front to back

Pucynox 1. MPT-usob6paskenusi MHOKECTBEHHOTO 9XMHOKOKK03a OpiomrHoii momoctu, T2 cor: A—D — mocienoBa-

TeJTbHbIE M300PAKEHNST CIePe I Has3a[
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Figure 2. MSCT image before surgery (venous phase): multiple cystic multicavitary lesions of various sizes in the
liver, contact of the lesion with the portal vein right branch, cysts along the contour of the spleen, a cyst in the
omental sac, a cyst in the structure of the spleen; a few calcifications are determined in the capsule and septa of

the cysts

Pucynox 2. MCKT-uzo6paxenue 10 onepanuu (Benosnas (pasza): ONPeAeSOTCs MHOKECTBEHHbIE KUCTO3HbIE MHO-
TOMOJIOCTHBIE 0OPA30BAHMS PA3JNYHBIX PA3MEPOB B MeUYeHN, KOHTAKT 06PA30BAHM € MTPABOI BETBHIO BOPOTHON BEHBI,
KIICTBI TI0 KOHTYPY CeJe3eHKH, KNCTa B CATbHUKOBOH CYyMKe, KUCTAa B CTPYKTYPE CeIe3eHKI; B KalcyJe U Meperopoj-

KaX KUCT OIPpeAeaA0TCA HEMHOTOUYNCJTEHHDbIE KaJabIIMHATDI

The kidneys were unchanged, with irregular, clear
contours. The pelvicalyceal system and ureters were
not dilated. Lymph nodes at the levels of scanning
were not enlarged, not changed.

Conclusion. MR-picture of parasitic lesion of
the liver, spleen, with the presence of cysts of ex-
traorganic localization, most likely echinococcosis.
Hepatosplenomegaly.

Outpatient MSCT-study of abdominal cavity or-
gans (August 7, 2019) did not detect free and drained
fluid in the abdominal cavity.

The liver was enlarged in size, the craniocaudal
size of the right lobe was 20 cm, its contour was
deformed due to the presence of bilobar rounded cys-
tic masses: in segment IV — a multichamber cyst,
82 x 76 x 80 mm in size; in liver segments V—VI
with spreading to VII—VIII the largest formation
replacing the liver parenchyma was determined, its
structure contained multiple daughter cysts commu-
nicating with each other, with total size 167 x 117 x
157 mm; subcapsularly in segments IT—IIT there were
4 cysts, 30 to 39 mm in diameter. The masses were
predominantly of irregular ovoid shape with irregu-
lar internal and external contours (wavy), had thick,
partially calcified walls up to 4.5—5 mm thick. The
density of the fluid component of the masses was
from —5 to 5 HU, contrast agent was not accumu-
lated in any of the phases of the study (Figs. 3, 4).

Intra- and extrahepatic bile ducts were not dilat-
ed. The portal vein was defined with a diameter of
10 mm.

Some of the masses were located extraorganically:
a cyst with the size of 92 x 55 x 65 mm was detected
along the contour of segments II-III; extraorganic
cysts of small size (up to 10 mm in diameter) were
determined along the anterior contour of the liver;
three cysts with the size up to 50 x 33 mm, 14 x
16 mm and 54 x 37 mm were differentiated at the
gate, along the lower contour of the spleen; multiple
cysts with the diameter up to 30 mm were localized
between the intestinal loops (Figs. 2, 3).

The gallbladder was typical in shape, with thin
walls, no radiographic contrast concretions were vi-
sualized.

Pancreas was of lobular structure, not enlarged,
its contours were clear. The structure was homoge-
neous. The main pancreatic duct was not dilated, de-
fined throughout. Parapancreatic cellular tissue was
not changed.

The spleen was enlarged, fluid masses of heteroge-
neous density were detected in the structure. The largest
mass was in the upper pole of the spleen with the size of
61 x 49 mm. An extra-organ cyst with the dimensions of
32 x 48 mm was visualized at the spleen gate.

Adrenal glands had even, clear contours. There
were no focal masses.
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Figure 3. Three-dimensional reconstruction of MSCT images of multiple echinococcosis of the abdominal cavity
(hydatid cysts are marked in green: A — front view; B — rear view)

Pucynox 3. Tpexmepnag pexonctpykimsas MCKT-u3zo6pakeHuii MHOKECTBEHHOTO 9XHHOKOKKO3a OPIONTHON MOJIOCTH
(3e/1eHBIM TTOMEYEHbI SXMHOKOKKOBBIE KUCTbI: A — BuJ crepean; B — Bug csaam)

Kidneys were with irregular, clear contours. The
pelvicalyceal system and ureters were not dilated.
The excretory function was without peculiarities.
X-ray contrast concrements were not revealed.

Lymph nodes at the levels of scanning were not
enlarged, not changed.

The stomach was located normally, not spread.
Paragastric tissue was not changed. The loops of
the small intestine were not dilated. Small intes-
tine loops, sections of the colon — usually located.
The large intestine was moderately pneumatized, no

organic pathology on the part of the large and small
intestine was revealed.

When viewed in the bone window, no bone-de-
structive, bone-traumatic changes were detected.

Conclusion. CT-picture of parasitic lesion of the
liver, spleen, with the presence of cysts of extraor-
ganic localization, most likely echinococcosis, in
comparison with the data of MRI study dated as of
May 8, 2019 — without signs of growth. There were
no convincing data for cysts wall integrity violation
at the moment of the study. Hepatosplenomegaly.
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On August 21, 2019, the patient was hospitalized
to the National Medical Research Center of Surgery
named after A. Vishnevsky for surgical treatment.

On admission, blood tests showed no clinically
significant deviations from reference values.

MSCT of the head and chest organs revealed no
pathologic changes in the brain substance, no evi-
dence of parasitic lesions of the chest organs. Fibrous
changes in both lungs. Calcinate in the left lung.
Infiltrative changes in the lung parenchyma were not
revealed.

Based on the data of preoperative examination
on August 26, 2019, surgical intervention was per-
formed: atypical resection of liver segments V, VI
and VII, subtotal pericystectomy, cholecystectomy,
subtotal pericystectomy of cysts of liver segments 11
and IVDb, subtotal peristectomy of spleen cysts, resec-
tion of the greater omentum, echinococcectomy from
the small omentum, small intestine mesentery, hepa-
toduodenal ligament, gastrocolic ligament, drainage
of the abdominal cavity (pericystectomy according
to the method of the the National Medical Research
Center of Surgery named after A. Vishnevsky.

Intraoperative diagnosis: Multiple echinococcosis
of the abdominal cavity (CE1-2): II, IVb, V, VI,
VII segments of the liver, upper and lower poles of
the spleen, small and large omentum, small intestine,
subdiaphragmatic space, hepatoduodenal ligament
area, gastric-obstetric ligament (Fig. 4).

The early postoperative period was uneventful:
the patient complained of moderate pain in the area
of the postoperative wound. Blood tests showed in-
creased ALT (164 U/L) and AST (151 U /L), slight
neutrophilic leukocytosis. The patient was activat-
ed on the first day after surgical intervention. At

Figure 4. Macropreparation of removed echinococcal cysts

Pucynox 4. Makporpenaparbl yJAaJeHHbIX 3XWHOKOK-
KOBBIX KHCT

the control ultrasound no fluid accumulations were
detected in the area of liver resection, parenchyma
was of uneven echo density, vascular pattern was
preserved (Fig. 5A).

At the lower pole of the spleen, a fluid accumula-
tion/formation of elongated shape with single thin
hyperechogenic septa, 35.8 x 20.8 x 30.3 mm, was
detected on the inner surface (Fig. 5B). A collec-
tion of similar structure with diffusely heterogeneous

Figure 5. Ultrasound images after surgery: A — area of liver resection; B — fluid accumulation (indicated by
arrows) in the area of intervention near the spleen (LIEN)

Pucynox 5. Y3V 1iocsie onepaTuBHOTO BMeNIaTeabcTBa: A — 30HA pe3eKIny nedeHn; B — XUIKOCTHOe CKOmJIeHne
(ykasano crpesikaMu) B 30He BMemnarenabersa y cenesenkn (LIEN)
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contents, measuring 42.7 x 32.5 mm, was determined
between the uterus and bladder along the left con-
tour.

Control MSCT showed the liver stump with 19 x
9 cm of size, contours ware smooth and clear, paren-
chyma density was unchanged (60 HU). Calcium in-
clusions were determined along the resection margin
(Fig. 6A). Intra- and extrahepatic bile ducts were
not dilated, hepaticocholedochus — up to 5.5 mm.
The gallbladder was not visualized. Portal vein —
up to 16 mm, splenic vein — up to 10 mm, superior
mesenteric vein — up to 12 mm.

The pancreas was correctly located, not enlarged
in size. Parenchyma density — not changed (44 HU).
There were no focal formations. The main pancreatic
duct is not dilated, thread-like. The parapancreatic
tissue was not changed. Parapancreatic lymph nodes
were not enlarged.

Spleen of normal shape with smooth contours,
not enlarged (spleen index — 200). The parenchyma

was homogeneous, without pathologic foci. A 30 x
25 x 45 mm ovoid cyst with a pronounced exorganous
component was visualized along the lower contour of
the spleen (Fig. 6B).

The stomach was not flattened. Duodenal walls —
without visible focal / infiltrative changes, duodenal
lumen was not significantly deformed. The walls of
the small and large intestine at the level of the study
were without visible focal, infiltrative changes.

Adrenal glands were unchanged.

The kidneys were typically located, the volume
of parenchyma was preserved. X-ray contrast con-
crements were not detected. The pelvicalyceal sys-
tem and ureters were not dilated. Small simple cysts
were visualized in the renal parenchyma.

An encapsulated fluid accumulation of 73 x 40 x
20 mm in size was visible in the pelvis between the
body of the uterus and the bottom of the bladder. In
the upper third of the cervix there was a rounded
cyst with a diameter of 10 mm.

Figure 6. MSCT (venous phase) after surgical treatment, different levels of scanning: A — there are postoperative
changes along the edge of the liver resection, the portal vein is patent, there are no cysts between the loops of the
small intestine and in the greater omentum; B — residual cavity at the lower pole of the spleen, there are no cysts
between the loops of the small intestine and in the greater omentum

Pucynox 6. MCKT (BerosHast pasza) mocsie XUPYPrudeckoro JedeHns,, pasHble YPOBHHU CKaHUPOBaHWS: A — OT-
MevaloTCcsl TOCIe0NePAIIIOHHbIe N3MEHEHNs 110 Kpalo Pe3eKINH II€YeHN, BOPOTHAS BeHa IPOXOJNMa, KHUCTBI MEKIY
meTesIb TOHKOW KHUITKU U B GOJIBIIOM CaJbHUKE OTCYTCTBYIOT; B — ocTaTodHas MOJIOCTb Y HIKHETO IIOJIIOCA Cele3eH-
KU, KUCTBI MEK/Ty TeTeTb TOHKOH KUIMTKN W B OOJIBIIOM CAJbHIKE OTCYTCTBYIOT
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Lymph nodes at the level of scanning were not
enlarged.

Conclusion. Condition after atypical resection of
liver segments V, VI and VII, subtotal pericystec-
tomy, cholecystectomy, subtotal pericystectomy of
cysts of liver segments II and IVb, subtotal peri-
cystectomy of spleen cysts, resection of the greater
omentum, echinococcectomy from the lesser omen-
tum, small intestine mesentery, hepatoduodenal liga-
ment, gastroduodenal ligament. Cystic inclusions in
the spleen and pelvis, probably a residual cavity in
the spleen, a dead hydatid cyst in the pelvic cavity.
Cystic formation of the cervix, most probably — a
naboth cyst.

The patient was discharged in satisfactory condi-
tion on day 9 after surgery. No data for recurrence
were obtained during follow-up (42 months).
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3apasooxpanenus Poccuiickoit Deaepariyn.
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Bropasa Poccurickag oaAmMIInaAa

IIO I'aCTPOSHTEPOAOI'NAU

0O.10. 3oabaukosa, C.C. Kapapamesa, 10.0. llyabnexosa, H.JI. /I:xaxas, A.B. Cenosa

DIAOY BO <«Ilepsuviii Mockosckuil zocydapcmeennviti meduyunckui ynusepcumem um. .M. Ceuenosa» Munucmepcmea
3dpasooxpanenus Poccutickou Dedepayuu ( Ceuenoscxuil Ynusepcumem), Mockea, Poccutickas Dedepayus

3—5 Hos6pa 2023 r. B pamrax 125-if oceHneii
ceccun HarmmoHambHON IMIKOJBI TaCTPOIHTEPOJIOTUH,
renatojorun  Poccuiickoit  TacTposHTEpOJIOTUYE-
ckoit accormanun (PTA) cocrosiics duHamz BTOPOI
Poccuiickoil onmuMnuazbl M0 racTPOIHTEPOJOTUH.

B ommvmmiickuit komuTeT PoccmiicKoil oJMMITH-
aJIbl 10 TaCTPOIHTEPOJIOTUU TPAMUIMOHHO BOIILIN
TJIaBHBIE TACTPOIHTEPOJIOTH pPeTnoHOB Poccniickoit
Depepanuu, a BO3TJABUJI padOTy KOMHUTETa akaje-
muk PAH, n.m.u., npodeccop B.T. Mamkun —
[naBubIil BHemTaTHbIM ractpoanreposor M3 PO,
HayuyHbI pykoBoauTenab HarmonanbHON NIKOJbI ra-
CcTposHTeposioTnH, renarosorun PTA.

OT6OPOYHBIIl 9Tall OJMMITHAIBI TIPOIIET BO Bpe-
Ms 123-11 Becennett ceccun Illxkomnr B ampesne 2023 r.
B or6opodyHOM Type yYacTBOBAIHM BCe >KeJAoIne
U3 YHCaa Cayniareseil, He3aBUCUMO OT BO3pacTa  CTa-
s)ka paborel. Heo6xoguMo ObLIO OTBETUTH HA BOIPO-
CBbI-32/1a41 TI0 TACTPOIHTEPOJIOTUN PA3INYHON CTeleHn
cJoKHOCTH. B umcie 3ajjaHuil ObLIM BOIPOCHI 110 9H-
JIOCKOTINYECKOil KapTuHe 6oJiesH MeHerpue u 6oJies-
nu KpoHa, TakTuke BeJleHMS MAIMEHTOB C TTHIIEBOIOM
Bapperra, XpOHWYECKHM TAHKPEATHTOM, BOCIIAJINU-
TEJbHBIMHA  3200JIEBAaHUSIMI ~ KHUIIIEYHUKA, OCOGEHHO-
CTSM KJINHUYECKOH KapTHHBI TeNaTO-yJIbMOHAIBHOTO
cuHApOoMa, MasbgopMalnn AGepHEeTH, paKa KexyaKa
U TUTIePBUTAMUHO3a A.

[Tpu oMoty 371€KTPOHHOIT 06paGOTKH pe3yJbTa-
TOB ObLIN OTOOpaHbl 12 YeloBeK, KOTOPbIE MpeJCTa-
BUJIM HauOOJIbIllee KOJMYECTBO MPABUIBHBIX OTBETOB
3a Hambosee KOPOTKOE BpeMs.

B ¢unane osmMmuaanl NpUHAIN yuacTHe 9 mobe-
quTeseli oT6OPOYHOTO Typa:

1. Tupdanosa Jlumsa IymapoBHa, Bpay-TacTpo-
9HTEPOJIOT, JUETOJIOT, Bpay YJbTPAa3BYKOBOH AMArHOCTH-
ku, «Kabuner gokropa I'mpdanosoii» (r. IlepMb);

2. Mesemko Csersana I'puropbeBna, Bpau-
ractpoanuteposior, UY3 «Kaunuueckass G6oabHUIA
“PK/-Megnuuna”» (r. Xa6apoBck);

3. Tapammna Enena BiagmcraBoBHa, KaHAWZAT
MEJUIMHCKIX HAyK, CTapIIMii CIEeNUaJUCT HarpaB-
genust «lacrposureposiorusi n uH@EKIMOHHBIE (0-
sne3nn», Menurunckuit 1entp <«Y [ MK-3p0posbe»
(r. Ekatepun6ypr);

4. Typaesa Daruma Uo6parnumoBHa, Bpau-
TacTPO3HTEPOJIOT, MeXAyHAPOAHBIT MeINITNHCKUN
nentp «Meaukan Ou Tpymn» (r. Mocksa);

5. CakoBa Caersiana AJieKCaHIAPOBHA, KaHAWIAT
MEJUIMHCKIX HAyK, BPAu-TaCTPOIHTEPOJIOT BBICIIEH
kareropun, OBY3 «lBanoBckas ob6jacTHAsT KJINHU-
yeckast GoJbHUIIA» — KiaIuHMYeckas 6aza DOI'BOY
BO «lBanoBckasg rocymapcTBeHHast  MeIUINH-
cKasg akajeMuss» MMHHCTEPCTBA 3/IPaBOOXPAHEHUS
Poccuiickoit @epepannu (r. Mpanoso);

6. MupomnuukoBa Enena IOppeBHa, Bpau-
racrpoanreposior, AHO «llentpasbuas KanHuye-
ckast 6osbHuna Ceaturens Auekcus» (r. Mocksa);

7. Kongpamosa Omms BragumupoBHa, Kanamaat
MEJUIIMHCKIX HAyK, BPay-TacTPO3HTEPOJIOT, Ipernoja-
BaTeJIb BBICIIEH TIKOJbI, (PaKyJIbTET TOCAEIUTIITIOMHOTO
oopazosannss MIBOY BO «AcrtpaxaHckuii rocyaap-
CTBEHHBIN MeIUIMHCKUN yHUBepcuTeT> MuHucTepcTBa
3apaBooxpanenus Poccuiickoii  Depeparun, DOBY
[lentp peabummraimu COP «Tunaku» (r. AcTpaxaHp);

8. ko6 Mpuna BuktopoBHa, Bpau-racTpO3HTEPOJIOT,
KT «/lo6pbiii gokrop» (r. Bapmuay.);

9. Ilapamonos Koncrantnn Propukosuu, Bpad-
9HJIOCKOIUCT, ractpoanTepoJior, dumrnan Ne 5 TBY 3
MO «Ilenkosckasa Gompuuna» (p.m. Monuno).

OsuMmnuaza HIKOTO He OCTaBUJIA PABHOAYITHBIM,
U KpOMe KOMaH/bl YYaCTHHKOB OTOOPOYHOTO Typa
6bu1a copMUpOBaHA KOMaH/AA cJaymiarejeil 3aga,
cpefi KOTOPBIX B IMOCJEIyIONeM ToXe ObLT ompeje-
JIeH 1oOeuTeNb.

[IpunuMaBmuM yvactue B oJuMiuaje ObLIO He-
o6xonuMo pemuTh 37 3ajannii B Tedenne 40 MUHYT.
Bompocel Kacaanuchb He TOJbKO CHEIMATbHOCTH <Ta-
CTPOIHTEPOJIOTHS>, HO ObLIU TAK)KE MOCBSIIEHbI WH-
TepecHbIM (haKTaM MCTOPUM MEIMIIUHBI.

[Ipumepb! BOIIPOCOB:

1. Cecmpa Mospu [lxosep obpamunra enuma-
Hue xupypea Meto na cumnmom, HadA00a0usUlL-
cs npu paxe nodKeayoouHou xenesvl, Keayoxa
u moacmou xkuwxu. Metio onucar ezo ¢ nybauxa-
yuu 1928 2. Kaxou amo cumnmom? Bapuanmor om-
6emog: yzeaxosoe 06pazoeanue 6 06.1Acmu NYNKd;
pacwupenue 6eHO3HLLX KoALamepaiei O0KO8bLX
0moen06 Kueoma; HOPMALLM, XUAEIHLLU ACUUM.
(Bepuvui omeem: yseaxogoe obpaszosanue 6 00.1a-
cmu nynxa.)
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Harpaskaenne mo6ennTesss OJMMITHAIBI
Mememko Cseryiaubl ['pUTOpPHEBHBI TPOBOJAT YJICHBI
onmMIuiickoro komurteta Tpodeccopa A.B. Tkaues
n N.b. XubHos. Bpyuatorcst Ky6oK, Meiaab U IOYeTHBIH
qurioM «JIyummimit ractpoanTepodior 2023 r. Ilo6exnTenn
BTOpO# Poccuiickoit ouMImaibl Mo TacTPOIHTEPOJIOTUN >

Pucynox 1.

Figure 1. The award ceremony for the winner of
the Olympiad, Svetlana G. Meleshko, is carried out
by members of the Olympic Committee, Professors
A.V. Tkachev and I.B. Khlynov. A cup, medal and
honorary diploma “Best gastroenterologist 2023. Winner
of the second Russian Olympiad in Gastroenterology”
are awarded

2. Kmo u3 yuenvix 6vi0enun u npeosoKul npu-
mensmo  nenamoeennviti  wmamm  Escherichia
coli Ons mpouraxmuxu KuweuHvlY UHPEKUUN?
Bapuanmov. omeemos: Hava Havuu Meunuxos;
Anvepped Huccae; Jyu Ilacmep; Anvpped Kox.
( Bepnovui omeem: Anvghped Huccae.)

3. Tepmun <uuppo3 neuenus Ovll 6nepsvie 66e-
Oen.. Bapuanmov. omeemos: KaAHAOCKUM 6PAUOM
Y. Ocaepon; anmenuiickum epawom T. Adduconom;
nemeuykum epauwom I. ¢on Ienvmeonvuem; ppan-
uysckum epavom P. Jlasunexom. (Bepuviii omeem:
P. Jlasunexom.)

4. [Ars aymoummynnoeo nankpeamuma 1-20 muna
6EpHO 00HO U3 NPEOCMABIEHHbIX HUXE YMEepKoe-
Huil: 1) HexapaxmepHo eos.ieuenue Opyzux opeanos;
2) uwacmo couemaemcs ¢ A3GEHHHIM KOJIUMOM, 3)
onpedensiemcs nosviuenue yposus 1gG4 > 2 nopm,
4) eucmoaozunecku onpedersiemcs: unpuALMpayus
neumpoguramu, muxpoabcyeccol. (Bepnovii  om-
eem: 3.)

Pucynox 2. Mepanp nobenutess BTopoil Poccuiickoii
OJTUMITHAJIBI 110 racTpoanreposorun 2023 .

Figure 2. Medal of the winner of the second Russian
Olympiad in Gastroenterology 2023

Pucynox 3. Harpaxnenue lapanunoit Ejsenbr Baajguc-
JIABOBHBI, 3aHSBIIEH B OJUMINAJE BTOPOE MECTO, IMpOo-
BOJST WYJEHBI OJUMIIHIICKOrO KoMmuTeTa Tpodeccopa
A.B. TxkaueB u 1.b. XubiHOB

Figure 3. The award ceremony for Elena V. Garanina,
who took second place in the Olympiad, is carried out
by members of the Olympic Committee, Professors
A.V. Tkachev and I.B. Khlynov
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Pucynox 4. Harpaxaenne Konzapamosoit IOmmm Buk-
TOPOBHBI, 3aHSABIIEH B OJMMIINA/JE TPEThE MeCTo, MPo-
BOJSAT UJEHBl OJUMIMICKOTO KoMHTeTa mpodeccopa
A.B. Trkaues u N.b. XuabiHos

Figure 4. The awarding of Yulia V. Kondrashova,
who took third place in the Olympiad, is carried out
by members of the Olympic Committee, Professors
A.V. Tkachev and 1.B. Khlynov

TPO3HTEPONOrus:
O 3ABTPA

;.‘
-t

1 TA
oAk

ol o
\

~

Pucynox 5. Harpaxaenue npusepa oJIUMIIMA/IbI OT KOMaH/Ibl
caywmateseil Bosspko Anekcest Bragumuposuya IpoBoaaT
YJeHbl OMMOUICKOT0 KoMuTeTa mpodeccopa A.B. Tka-
yeB n M.B. XabprHoB

Figure 5. The award ceremony for the Olympiad
winner from the team of students, Alexey V. Boyarko,
is carried out by members of the Olympic Committee,
Professors A.V. Tkachev and I.B. Khlynov

O3HTEPONOrus:
A NYYLLErO 3ABTPA

Pucynox 6. 1IpusepoB 1 y4yaCTHUKOB OJIUMIIMA/IbI OT BCeil JAyIIN 1103/1paBun pyKoBoauTe b HanuonaabHOIl MKOJIbI
racrpoanteposiorn, remarogorun PTA akagemnk PAH, mpodeccop B.T. VMBamkna 1 HCHOTHUTENBHBIH ANPEKTOP
[xouer mpoceccop O.10. 3ompankoBa

Figure 6. The winners and participants of the Olympiad were heartily congratulated by the head of the National
College of Gastroenterology and Hepatology of the Russian Gastroenterological Association, Academician of the
Russian Academy of Sciences, Professor V.T. Ivashkin and the Executive Director of the College, Professor
O.Yu. Zolnikova

Cresryer OTMETHTb, YTO BCE TIPU3EPHI OJUMIIHA-
[IbI TIPOSIBUJIM BBICOKYIO CTEIeHb IMO/TOTOBJIECHHOCTH
U TIPEKPACHO CIIPABUJINCH CO CJOKHBIMU 33/[AHUSIMU.

Yemnuonom BTOpoil  Poccuiickoit — osuMmuambi
no racrposnteposorun 2023 1. crama Meaenko
Cgsersana T'puropseBHa, KOTOpOil Tpu 0OmIEl T10/-
JIEpsKKe  cJymiaTeseil TOPKECTBEHHO BPYYEHbI Ha-
rpajiHas Meganb n Ky6ok «JIyummii ractpoanrtepoJsior
2023 1.» (puc. 1, 2).

5. Ymo u3 nepeuuciiennozo 6epuo 8 OMHOWEHUU
MYUUHOIHOU KUCMOIHOU HEONAA3UU NOOKEAYOOUHOU
Kenesvi? 1) dobpokawecmeennas Kucmosnas ony-
X0/ NOOXKEAYOOUHOU Keae3vl;, 2) Npeouecmeentur
BHYMPUNPOMOKOBOU NANUNNSAPHOU MYUUHOZHOU HEO-
naasuu; 3) npeuMyuecmeeno eCmpenaemecs Y MyK-
wun cpednezo 6ospacma; 4) eucmosozuueckuil npu-
3HAK — CMPOMA 08APUATLHOZ0 MUNA 6 CIMEHKe KUCTbL.
( Bepnvii omsem: 4.)
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Bropoe mecto 3ansna l'apanuna Enena Baaaucaa-
BosHa (puc. 3), tperbe Mecto — Konapamosa I0mmus
Baaaumuposuna (puc. 4).

[Mo6enuresem komauapl 3ama craa  bBosipko
Aunekceii BaamumupoBuY, KaHAMIAT MeUIUHCKIX
HayK, Bpad-racTposnteposior MelepasbHOTO HAYYHO-
kanHnueckoro nenrpa @MBA Poccun (r. Mocksa).
Bce mpusepbl ObLTM OTMEYEHBI TTOYETHBIME JIUTIIIOMA-
MU y4acTHUKa Poccuiickoil racTpoaHTepOIOTHYecKOn
omammmazsl (puc. 3, 6).

OmbIT MPOBEJEHHBIX OJUMIINAJ CBHUIETEJbCTBYET
0 HECOMHEHHOM WHTepece Bpadeil caMoro pasHoTo

Ceezennsi 06 aBTopax

3osabnukoBa Okcana IOppeBHa — JIOKTOpP MEIMIIMHCKUX HAYK,
npodeccop Kadeapbl INIPONEAEBTHKH BHYTPEHHHX OoJie3Hell,
ractpoanuteposorun u remaronornn MDIAOY BO «llepsbrit
MOCKOBCKHIT ~ TOCYZapCTBEHHBIH  MEJAMIIMHCKUH  YHUBEPCH-
ter uM. .M. CeuenoBa» MHHHCTEPCTBA 3PaBOOXPAHCHUSI
Poccuiickoit Mepepannn (CeueHOBCKUI yHUBEPCUTET); UCIIOJ-
HUTEeNbHBIN qupekTop HaimoHaabHON IIKOJBI TaCTPOSHTEPOTIO-
ruu, remaTosorun Poccuilckoil TacTpOsHTEPOTIOTHYECKOH acco-
AL,

Konrakras undopmanus: zolnikova_o_yu@staff.sechenov.ru;
119991, r. Mocksa, ya. [loroaunckas, 1, crp. 1.

ORCID: https://orcid.org,/0000-0002-6701-789X

IlysbnexoBa IOuusa OuseroBHa — KaHAWAAT MEIUIITHCKUX
HayK, JOLEHT KadeIpbl IPONEJECBTHKHE BHYTPEHHUX Oose3Hell,
ractpoauteposorun u remarogorun MDIAOY BO «llepsbril
MocCKOBCKHIT ~ TOCYZapCTBEHHBIH  MEJAMIMHCKUI  YHUBEPCH-
ter uM. V.M. CeuenoBa» MuHHCTEPCTBA 3PaBOOXPAHCHUSI
Poccuiickoit @eneparnu (CevueHoBckuii yHusepenrer).
Konraxrnas urdopmarysst: shulpekova_yu_o@staff.sechenov.ru;
119435, r. Mocksa, ya. [loroaunckas, 1, crp. 1.

ORCID: https://orcid.org,/0000-0002-5563-6634

KappameBa Caernana CraHucJaBOBHA — KaHJUIAT MeJu-
IIHCKUX HayK, JOLeHT Kadeapbl IPONEJAEeBTHKHE BHYTPEHHUX
GosiesHelt, ractposuTteposorun u remarojorun AIAOY BO
«IlepBprii MoCKOBCKHUII TOCYZapCTBEHHBIH MEJUIIMHCKUAN yHI-
Bepcurer uM. .M. CedenoBa» MumnmcrepcrBa 3apaBoOXpame-
nus Poccuiickoit @eneparmu (CevenoBekuii ynusepenrer).
Konrakras undopmannst: kardasheva_s_s@staff.sechenov.ru;
119435, r. Mocksa, ya. [loropunckas, 1, crp. 1.

ORCID: https://orcid.org,/0000-0002-5116-2144

[:xaxag Harust JleontbeBHAa — KaHAWAAT MEIUITIMHCKIIX
HayK, JOLEHT KadeIpbl IPONEEeBTHKHI BHYTPEHHUX Oose3Hell,
ractposuteposorun u remarosormn MDIAOY BO «llepsbril
MocKOBCKIIT ~ TOCYZapCTBEHHBIH  MEJINIMHCKUH  YHUBEPCH-
ter mM. .M. CeuenoBa» MHIHHCTEPCTBA 3PaBOOXPAHEHI
Poccuiickoit @eneparnu (CeveHoBckuii ynusepenrer).
Konrakrras undopmannst: nj4@yandex.ru;

119435, r. Mocksa, ya. [loroanunckas, 1, crp. 1.

ORCID: https://orcid.org/0000-0001-5081-3390

CenoBa Asa BuaagumupoBHa — KaHauaaT MeIUITMHCKUX
HayK, aCCHCTEHT Kadepbl IPONEIeBTHKN BHYTPEHHHX O60JIe3-
Heit, racrposuTeposiorun u rematogorun @IAOY BO «Ilepsbril
MockoBckuil rocy1apcTBeHHbII MEAMIINHCKUI YHUBEPCUTET UM.
N.M. CeuyenoBa» MunmcrepcrtBa 31paBooxpanenns Poccuiickoil
Deneparuu (CeveHOBCKUiT yHUBEPCUTET).

Konrakrras undopmanns: sedovaav@yandex.ru;

119435, r. Mocksa, ya. [loropunckas, 1, crp. 1.

ORCID: https://orcid.org/0000-0003-1644-264X

* ABrop, orBercrBeHHblil 3a nepemnucky / Corresponding author

Bo3pacta M cTaxka K Tojgo6HON dopMe o6ydeHus
U KOHTPOJig.  DJEMEHTbI  COPEBHOBATEJbHOCTH,
BO3MOXKHOCTD PACIINPUTD CBOI KPYT030P, APy KecKas
U Tpa3fHUYHAsS OOCTAHOBKA TIOMOTAIOT CIUIOTUTD
ayUTOPHIO, CIIOCOGCTBYIOT JajbHENIIeMy OOIIEHHIO
caymareseii, mpoOyKIAI0T JOTOTHUTEIbHBIT HHTEpeC
u  crnoco6eTByoT 6osiee  TyGOKOMY ITOHUMAHUIO
crenmanbHocTh. [lo ombrty HammonanbHOI 1IKOJIBI
racTpoanreposioruu, renaronorun PTA takyio popmy
SKHBOTO HAYYHOTO OOIIeHNS GbITO OBl OYEeHD MOJIE3HO
paccMaTpuBaTb  KaK  3JEMEHT  IOCJEIUILIIOMHOTIO
COBEPIIEHCTBOBAHUS Bpayeil.
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Second Russian Gastroenterology Olympiad

Oxana Yu. Zolnikova, Svetlana S. Kardasheva, Yulia O. Shulpekova,

Natiya L. Dzhakhaya, Alla V. Sedova

I.M. Sechenov First Moscow State Medical University (Sechenov University), Moscow, Russian Federation

The Second Russian Olympiad in Gastroentero-
logy was held on November 3, 2023, as a part of
the 125th autumn session of the National College
of Gastroenterology and Hepatology of the Russian
Gastroenterological Association (RGA).

The Olympic Committee traditionally includ-
ed the chief regional gastroenterologists and was
headed by Academician of the Russian Academy of
Sciences Doctor of Medical Sciences Vladimir T.
Ivashkin — Chief Freelance Gastroenterologist of
the Ministry of Health of the Russian Federation,
Scientific Director of the National College of
Gastroenterology, Hepatology of the RGA.

The qualifying round of the Olympiad took place
during the 123rd spring session of the College in
April 2023. All the interested physicians had the
opportunity to participate in this round, regard-
less of the age and professional experience. The
participants had to answer the questions of vari-
able complexity in the field of gastroenterology.
Some clinical tasks, for example, were related to
endoscopic characteristics of Menetrier’s disease,
Crohn’s disease, or to the problems of the manage-
ment in Barrett’s esophagus, chronic pancreatitis,
inflammatory bowel diseases, or to the character-
istics of hepatopulmonary syndrome, Abernethy’s
malformation, gastric cancer, hypervitaminosis A.

According to the best results of electronic pro-
cessing of results (the maximum of correct answers
in the shortest time) 12 winners of the qualifying
round were selected.

In November, nine of them had taken part in
the Olympics final:

1. Liliya G. Girfanova — Gastroenterologist,
Nutritionist, Specialist in sonography, “Dr.
Girfanova’office” (Perm);

2. Svetlana G. Meleshko — Gastroenterologist,
Clinical Hospital ”Russian Railways-Medicine”
(Khabarovsk);

3. Elena V. Garanina — Cand. Sci. (Med.),
Senior Specialist in gastroenterology and infec-
tious diseases, Medical Center “UGMK-Zdorovye”
(Ekaterinburg);

4. Fatima I. Turaeva — Gastroenterologist,
International Medical Center “Medical On Group”
(Moscow);

5. Svetlana A. Sakova — Cand. Sci. (Med.),
Gastroenterologist, Ivanovo Regional Clinical
Hospital — clinical base of the Ivanovo State
Medical Academy of the Ministry of Health of the
Russian Federation (Ivanovo);

6. Elena Yu. Miroshnikova — Gastroenterologist,
St. Alexius Central Clinical Hospital (Moscow);

7. Yulia V. Kondrashova — Cand. Sci. (Med.),
Gastroenterologist, Higher school teacher, Faculty
of Postgraduate Education, Astrakhan State
Medical University, Rehabilitation Center of the
SFR “Tinaki” (Astrakhan);

8. Irina V. Yakob — Gastroenterologist,
Clinical and Diagnostic center “Dobryy doktor”
(Barnaul);

9. Konstantin R. Paramonov — Endoscopist,
Gastroenterologist, Branch No. 5, Shchelkovo
Hospital (Monino settlement).

The Olympiad left no one indifferent, and in
addition to the team of participants in the quali-
fying round, a team of audience members was
formed, among whom the winner was subsequently
determined.

Those who took part in the Olympiad had to
solve 37 tasks within 40 minutes. The questions
concerned not only the specialty “gastroenterol-
ogy”, but were also devoted to interesting facts
from the history of medicine.

Here are examples of questions:

1. Sister Mary Joseph had notified the atten-
tion of the famous surgeon Mayo to a sign which
may be observed in pancreatic, gastric and colon
cancer. Mayo had published its description in
1928. What is this sign? Answer options: 1) nod-
ule in the navel area; 2) venous collaterals of the
lateral parts of the abdomen; 3) enophthalmos;
4) chylous ascites. (Correct answer: 1.)

2. Which scientist had isolated a non-patho-
genic strain of Escherichia coli and proposed to
use it in clinical practice for the prevention of
intestinal infections? Answer options: 1) Ilya I.
Mechnikov; 2) Alfred Nissle; 3) Louis Pasteur;
4) Alfred Koch. (Correct answer: 3).

3. The term “liver cirrhosis” was first intro-
duced by ... ? Answer options: 1) Canadian phy-
sician W. Osler; 2) British physician T. Addison;
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Figure 1. The award ceremony for the winner of
the Olympiad, Svetlana G. Meleshko, is carried out
by members of the Olympic Committee, Professors
A.V. Tkachev and I.B. Khlynov. A cup, medal and
honorary diploma “Best gastroenterologist 2023. Winner
of the second Russian Olympiad in Gastroenterology”
are awarded

Pucynox 1. Harpaxjaenue TmO6eIUTENS OTMMITNADI
Mememko Caeryiaubl ['pUTOpPLEBHBI TPOBOJAT UJIEHBI
ommMmuiickoro kommurteta Tpodeccopa A.B. Traues
u N.B. XubeHos. Bpyuaercs Ky6ok, Meaab 1 TOYETHBIIT
qurioM «JIyumminit ractpoanTepodior 2023 r. Ilo6exnTens
BTOpOIi Poccuiickoit oMMMINab! 0 TaCTPOIHTEPOTIOTUN»

3) German physician G. von Helmholtz; 4) French
physician R. Laennec. (Correct answer: 4.)

4. For autoimmune pancreatitis type 1, one of
the following statements is true: 1) Involvement
of other organs is not a characteristic feature;
2) Combination with ulcerative colitis is seen fre-
quently; 3) An increase in the level of IgG4 > 2
upper normal limits is determined; 4) The his-
tological features include neutrophil infiltration,
microabscesses. (Correct answer: 3.)

5. Which of the following is true for the pancre-
atic mucinous cystic neoplasia? 1) It is a benign
cystic tumor; 2) It is a precursor of intraductal
papillary mucinous neoplasia; 3) Predominantly
occurs in middle-aged men; 4) The typical histo-
logical sign — ovarian stroma in the cyst wall.
(Correct answer: 4.)

Figure 2. Medal of the winner of the second Russian
Olympiad in Gastroenterology 2023

Pucynox 2. Menanp nobeanutens Bropoit Poccuiickoit
OJIMMITHAJIBI TI0 TacTpoauTeposornn 2023 T.

Figure 3. The award ceremony for Elena V. Garanina,
who took second place in the Olympiad, is carried out
by members of the Olympic Committee, Professors
A.V. Tkachev and 1.B. Khlynov

Pucynox 3. Harpaxnenue lapanunoit Esenbr Baajauc-
JIABOBHBI, 3aHABINENl B OJMMINAJEe BTOPOE MECTO, TIPO-
BOZAT UJIEHBl OJUMIMICKOTO KOMHTeTa mpodeccopa
A.B. Tkaues n .B. XubiHos
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Figure 4. The awarding of Yulia V. Kondrashova,
who took third place in the Olympiad, is carried out
by members of the Olympic Committee, Professors
A.V. Tkachev and I.B. Khlynov

Pucynox 4. Harpaxnenne Kongpamosoit IOmmm Buk-
TOPOBHBI, 3aHABIIEH B OJMMINAJE TPETbE MECTO, TIPO-
BOMAT UJECHBI OJUMIHNICKOTO KOMHTeTa Tpodeccopa
A.B. Tkaues u NI.b. Xabinos

1 FACT

‘ PO3HTEPONOrus:
S 2 us:

FO 3ABTPA

Figure 5. The award ceremony for the Olympiad
winner from the team of students, Alexey V. Boyarko,
is carried out by members of the Olympic Committee,
Professors A.V. Tkachev and I.B. Khlynov

Pucynox 5. Harpaxaenue npusepa oJUMINAAbL OT KO-
Manabl caymatesaeil Bospko Anexces Bragumuposuua
TMPOBOJAT WJIEHDBI OJUMITMHCKOTO KOMHUTETa Tpodeccopa
A.B. Tkaues u 11.b. Xubinos

O3HTERONOrMs: |
A NYYLIErO 3ABTRA

Figure 6. The winners and participants of the Olympiad were heartily congratulated by the head of the National
College of Gastroenterology and Hepatology of the Russian Gastroenterological Association, Academician of the
Russian Academy of Sciences, Professor V.T. Ivashkin and the Executive Director of the College, Professor
O.Yu. Zolnikova

Pucynox 6. 11pusepoB 1 y4acTHUKOB OJIMMIIMA/IbI OT BCEil YN MO3/[paBUIN PYKOBOAUTE b HallnonaabHOI 1KOJIbI
ractpoantepoJiornu, renatogormn PTA akagemuxk PAH, mpodeccop B.T. VMBamkun m WCHOJHUTENbHBIN TUPEKTOP

IIxompr, mpodeccop O.10. 3ompaIKOBA

It should be noted that all the Olympiad med-
alists showed a high degree of preparedness and
coped with difficult tasks perfectly.

The champion of the second Russian Olympiad in
Gastroenterology 2023 was Svetlana G. Meleshko,
who, with the general support of the listeners, was
solemnly awarded the award medal and cup “Best
Gastroenterologist 2023.” (Figs. 1, 2).

Elena V. Garanina took second place (Fig. 3),
third place went to Yuliya V. Kondrashova
(Fig. 4).

The winner of the Audience team was Alexey V.
Boyarko, Cand. Sci. (Med.), Gastroenterologist
from the Federal Scientific and Clinical Center
of the Federal Medical and Biological Agency
of Russia (Moscow). All winners were awarded
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honorary diplomas of participation in the Russian
Gastroenterological Olympiad (Figs. 5, 6).

The experience of the Olympiads testifies to the
undoubted interest of doctors of all ages and experi-
ence in this form of training and control. Elements
of competition, the opportunity to broaden your
horizons, a friendly and festive atmosphere help to
unite the audience, promote further communication
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between listeners, awaken additional interest and
contribute to a deeper understanding of the spe-
cialty. According to the experience of the National
College of Gastroenterology, Hepatology of the
Russian Gastroenterological Association, this form
of live scientific communication would be very
useful to consider as an element of postgraduate
improvement of doctors.
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