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Colonic flat epithelial neoplasm removed by endoscopic mucosectomy
with submucosal dissection. See pp. 14—23
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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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PEKTOp KJIMHWUKH TIPOIEIEBTHKN BHYTPEHHUX O60J€3HElH, TacTPOIHTEPOJOTUN ¥ TemaTo-
gorun uM. B.X. Bacunenko, MTAOY BO «Ilepsblii MockoBckuii rocyapcTBeHHbII
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[ IpaKTrUyecKue aCreKThbl KAMHUYECKUX
IIPOSIBA€HUU, IIAaTOTeHe3a U Tepalluu
AAKOTOABHOU OOAE3HU IIeYeHU U HeaAKOTOALHOU
KUPOBOU OOAE3HU [IeUeHU: MHEHUE 3KCIIEPTOB

B.B. Lykanos!'*, M.®D. Ocunenko?, E.B. bero6oponosa®, M.A. Jlussan?, .b. XabHOB’,
C.A. Anexceenko®, 1O.11. Cupomar’, 10.JI. Toukux', A.B. Bacrorus!

"®DIBHY «Dedeparvnviil uccredosamenvckutl yenmp “Kpacnospcxuil nayunowl yenmp” > Cubupckozo omoenenus
Poccuiickou axademuu nayx», o6ocobnennoe noopasoenenue «Hayuno-ucciedosamenvckuti uHcCmumym meOuuUHCKUX
npobaen Cesepas, Kpacnospcxk, Poccuiickas Dedepayus

2 DIBOY BO <Hosocubupckui zocydapcmeennviti meduyunckuil ynusepcumems Munucmepemea 30pagooxpanenus
Poccuiickou ®edepayuu, Hosocubupck, Poccutickas Dedepaus
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1 DI'BOY BO «Onckuii 2ocydapcmeentvii Meouyunckuli ynusepcumems Munucmepcemea 30pasooxpanenus
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¢ DI'BOY BO <«/lanvnesocmounvlii 20cydapcmeenuvlii MeOutunckuil ynusepcumems Munucmepcemea 30pagooxpanenus
Poccuiickou @edepayuu, Xabaposck, Poccuiickas Dedepavus

7 DIAOY BO <«Poccuiickuii ynugsepcumem opy:x6o. napodos umenu Iampuca Jymymboi», Mockea, Poccuiickas Dedepaus

Llenb: 13N0XNTb pe3ysibTaTbl 3KCNEPTHOro 06CYXAEHNS COBPEMEHHbIX acMekTOB KIMHUYECKUX MPOSIBEHNI, na-
TOreHesa v IeYeHnst ankorosnbHol 6one3Hn nevexHn (ABIM) 1 HeankoronbHOM XMpoBol 6onesHn neveHn (HAXBI).
OcHoBHbie nonoxeHnuda. ABIN n HAXBI xapakTepnayoTcs BbICOKOM PaCnpPOCTPAHEHHOCTLIO M OKa3bIiBAOT 3HAYM-
TeNbHOE BINSIHME Ha 300POBbE HaceneHus. Jns AMarHoCTUKN NaTosiornmn nevyeHn 60sibLLoe 3Ha4YeHVE NMEIOT ornpe-
neneHve crtagum Gubposa n TaxXecTu 060cTpeHns 3abonesaHus. B neyeHmnn ABI pekomeHayeTcs OOCTUXEHME
abCTMHEeHUUW, NpaBuUIbHOE NUTaHWEe, Ha3HAYeHE BUTaMHOB rpynnbl B, npenapaToB ¢ LMTONPOTEKTUBHON akTUB-
HOCTbIO. [1pn TAXENoM renatmte BO3MOXHO HagdHayeHne KopTukocteponaos. B tepanvn HAXBIT adpdekTnBHbI MO-
ondurkaumsa aneTsl 1 0b6pasa X1U3HU, CHUXKEHNE BECA, MPYMEHEHME NPenapaToBs, MOBbILLAIOLLMX YYBCTBUTENIbHOCTb
KNETOK K MHCYJIMHY, BUTaMuHa E, cTaTvHOB (NpuY HAnMumm runepamnuaemMumn) n npenaparoB ¢ MeTabonimyeckon ak-
TUBHOCTbIO.

B HacTosLLEee BPEMS aKTVBHO BbICKa3blBAETCS TOYKA 3PEHUS O CUHEPTM3ME AEeNCTBUS aIkorosisi U MeTabonnyecko-
ro cyMHapoma Ha passutve Gnubposa, UMppPo3a 1 renaToLetoNsSpPHON KapumHOMbl. COBPEMEHHbIN MEXOYyHapOoa-
Hbl/i KOHCEHCYC PEKOMEHAYET N3MeHUTb HoMeHknatypy HAXBI n ABIN n npepgnaraet TepMuHbl «MeTabosIMyeckn
accouMMpoBaHHas cTeatoTuyeckasl 601e3Hb NevYeHn» N «MeTaboIM4yeckn accoumpoBaHHas ankorosbHas 60/1e3Hb
rneyeHu».

BakntoueHue. 6n113ocTb KNMHNYECKKX NposiBneHnin 1 natoreHeda ABIN n HAXKBIT 060CHOBLIBAET BHUMaHME K npe-
napaTtamM ¢ MeTabonn4yeckolr akTMBHOCTbIO, KOTOPbIE PEKOMEHAYIOTCA POCCUINCKON racTPO3HTEPOSIOrMYecKon ac-
coumnaumen n Poccuiicknm 0OLLIECTBOM MO M3Y4EHUIO NEYEeHUN 418 Tepanmmn 3TUx 3aboneBaHuii. AkcnepTsbl noaaep-
XUBAIOT NPEaoXeHne KONMYECTBEHHO OLEeHNBaTL NOTpebeHre ankoronsa y naumeHtos ¢ HAXKBI ona nameHeHns
npu HeOBXOAMMOCTY TakTUKW BEAEHNS NaLMEHTOB.

KnioueBble cnoBa: ankorosibHas 605ne3Hb neveHn (ABIT), HeankoronbHas Xxuposas 60ne3Hb nevenn (HAXBI), an-
KOroJib, KJIMHNKA, NaTOreHes, Jie4eHne

KoHdnukT MHTEepecoB: aBTopbl 3asBNSI0T 06 OTCYTCTBUN KOHMIVKTA NHTEPECOB.

Ansa untuposanus: LlykaHos B.B., Ocunenko M.®., Benoboponosa E.B., JIuezan M.A., XnbiHoB U.B., AnekceeHko C.A., Cusonan tO.I1.,
ToHkumx tO.J1., BactoTuH A.B. MNpakTuyeckmne acnekTbl KIMHUYECKUX MPOSIBAEHWIA, NAaTOreHe3a 1 Tepanmm ankorosbHoM 60/1e3HN NeveHn
1 HEAJIKOTr OJIbHOW XXMPOBO BONE3HM NEYEHN: MHEHWE SKCMEPTOB. POCCUINCKIN XypHan raCTPO3HTEPONOrM, renatonornm, Kononpok-
Tonorun. 2023;33(4):7-13. https://doi.org/10.22416/1382-4376-2023-33-4-7-13
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Practical Aspects of Clinical Manifestations, Pathogenesis and Therapy
of Alcoholic Liver Disease and Non-alcoholic Fatty Liver Disease: Expert Opinion

Vladislav V. Tsukanov'*, Marina F. Osipenko?, Ekaterina V. Beloborodova®, Maria A. Livzan?, Igor B. Khlynov®,

Sergei A. Alekseenko®, Yury P. Sivolap?, Julia L. Tonkikh', Alexander V. Vasyutin'

' Federal Research Centre “Krasnoyarsk Science Centre” of the Siberian Branch of Russian Academy of Science”, Scientific
Research Institute of Medical Problems of the North, Krasnoyarsk, Russian Federation

2 Novosibirsk State Medical University, Novosibirsk, Russian Federation

3 Siberian State Medical University, Tomsk, Russian Federation

4 Omsk State Medical University, Omsk, Russian Federation

5 Ural State Medical University, Yekaterinburg, Russian Federation

8 Far-Eastern State Medical University, Khabarovsk, Russian Federation

7 RUDN University, Moscow, Russian Federation

Aim: to present the results of an expert discussion of modern aspects of the clinical manifestations, pathogenesis
and treatment of alcoholic liver disease (ALD) and non-alcoholic fatty liver disease (NAFLD).

Key points. ALD and NAFLD are characterized by high prevalence and have a significant impact on public health. For
the diagnosis of liver pathology, it is important to determine the stage of fibrosis and the severity of the exacerbation
of the disease. In the treatment of ALD, it is recommended to achieve abstinence, proper nutrition, the appointment
of B vitamins, drugs with cytoprotective activity. In severe hepatitis, corticosteroids may be prescribed. In the treat-
ment of NAFLD, diet and lifestyle modification, weight loss, the use of insulin sensitizers, vitamin E, statins (in the
presence of hyperlipidemia) and drugs with metabolic activity are effective.

Currently, a point of view is being actively expressed about the synergism of the action of alcohol and the metabolic
syndrome on the development of fibrosis, cirrhosis, and hepatocellular carcinoma. The current international consen-
sus recommends a change in the nomenclature of NAFLD and ALD and proposes the terms “metabolically associat-
ed steatotic liver disease” and “metabolically associated alcoholic liver disease”.

Conclusion. The closeness of the clinical manifestations and pathogenesis of NAFLD and ALD justifies attention to
drugs with metabolic activity, which are recommended by the Russian Gastroenterological Association and Russian
Scientific Liver Society for the treatment of these diseases. The experts support the suggestion to quantify alcohol
consumption in patients with NAFLD in order to change the management of patients, if necessary.

Keywords: alcoholic liver disease (ALD), non-alcoholic fatty liver disease (NAFLD), alcohol, clinical picture, patho-
genesis, treatment
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B pamkax dopyma «ABIT u HAKBIIL: aBe cro-
POHBI OJIHOH Mejain», KOTOpbIii cocrosiicst 20 mas
2023 r., Bemymme aKcmepthl Ypama, Cubupm,
JampHero BocToka m MOCKBBI 06CYIUIN Pa3iInIHbIe
ACIeKThl aJIKOro/IbHOI Gostestu nevernu (ABID) u He-

neyenny» (MAYKBII) kak 6ojee TOMHO OTBEYAIONTU
CYTTHOCTH KUPOBOH 60s1e3Hn nevenn [3]. B nociennmne
2—3 roga Meraboanueckue acrexktsl ABII u HAJKBII
00CYK/IAI0TCST HA MEXKIAYHAPOIHOM YPOBHE UYPE3BBI-
YailHO MHTEHCHBHO, 4TO 0OYC/IaBJMBAET TEMATHKY CO-

aJIKOTOJIBHOI skupoBoil Gomesnn mevenn (HAJKBII)
C 1I€JIBIO ONTUMU3AIUN JUATHOCTUYECKON U JieyeOHOM
TAKTUKW JAHHOI KaTeropuu TainueHToB. B Hacrosieit
myGJINKAIUU  TIPEJICTaBIeH KpPaTKuii 0630p COCTOSB-
HIeicst IMCKYCCUH.

Bo Bcrymmennun Mozepatop ¢dhopyma, JOKTOp Me-
MUITHCKUX HayK, mpodeccop B.B. Ilykanos mpu-
Besi onpezesenne HAJKBII, koropoe pam B 1980 r.
J. Ludwig: «HeaaKorombHBIN cTearorematut — 9To
IJI0X0 M3YyYeHHOe W He WMelollee Ha3BaHUs 3aboJie-
BaHUE, KOTOPOE THCTOJOTHYECKH MUMHKPUPYET aJj-
KorosibHyio Gosesnb medenn (ABII) u Takke MoKer
nporpeccupoBath B pubépos» [1]. B 1980-e romnr
C. Lieber B cepum pa6oT momdepkHyJ MeTabosmde-
ckne acmextnl matorenesa ABIT [2]. B 2020 r. mex-
JIyHAPO/HAST TPYIIA 3KCIEPTOB MPEIJIOKNIA TEPMUH
«MeTa00JNIECKN aCCOIMUPOBAHHAS JKUPOBast 00JIE3HD

CTOSIBIIIETOCS MEPOIPUSTHS.

DKCHEPTHI BBICTYIIIIN HA (DOpyMe ¢ MOHOTEMATHYE-
ckmmu coobmenusimu. [Ipodeccop E.B. benobopoaosa
obparuia BHUMaHUWE HAa BAKHOCTb I JMATHOCTH-
ku ABII npaBuibHOll KOMMyHUKALMKM C IIAlIUEHTOM,
11e71eCO06PA3HOCTH  UCIIOJIb30BAHUSL  CIIEI[HAJIBHBIX
OTIPOCHUKOB I UAEHTU(UKAIIT YIIOTPeOJCHS aJl-
koroJisi. Ilpu dopMupoBanuu auartHosa cjiejiyer orpe-
JeTUTh cTajio Guépo3a MmeyeHn U CTeleHb TSXKECTH
060CTpeHUsI TenaTtuTa IIPU IOMOIIN CHEelUATbHBIX
mrkan. B seuenun ABII BaxkHOe 3HAUeHNE NMEOT TIpa-
BUJIbHOE NUTAHUE, HA3HAYeHUe BUTAMIHOB TPYIIIbl B;
IPY TSOKEJOM TelaTHTe BO3MOXKHO HasHAYeHWE TIPe-
HI30JI0Ha U aHTHOKcuAaHToB (azeMernonuH). B paGo-
te II.E. Tkauenko u coaBT. mokasaHa 3(P(HeKTHBHOCTD
COBMECTHOTO IIPUMEHEHHs IIPEJHU30JI0HA C ajieMe-
troHuHOM B g03e 1200 Mr/cyr. B Teuenue 2 Helenb
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y 60abHbIX ABII. 910 ysydmiano oTBeT Ha TPeHN30-
qon Ha 30 % (p = 0,01), yMeHBIIATIO 4acTOTy Pas3Bu-
THs TenaropeHaibHoro cuuapoma Ha 20 % (p = 0,03)
u cHIKAIo obryto Jertaabuocts Ha 10 % [4]. Xopormro
u3BecTHO uccienosanue J. Mato et al. y 6osbHBIX
C aJKOTOJBbHBIM TMPpo3oM meuvern. Ha done mmu-
TEJIbHOIT Tepanum ajeMeTHOHUHOM (HempepbIBHO 10 2
ger o 1200 Mr/cyr.) oTMEYanoch CHUKEHHE CMepT-
HOCTH B I'PYyIIIe TAllMEeHTOB C aJIKOTOJIbHBIM [UPPO30M
B CpaBHeHWHU ¢ rpymmnoii mmame6o B 2,5 pasa (p <
0,05) [3].

[Tpodeccop 0.11. CuBomamn mog4epKkHy.JI, 9TO B TO-
CIeTHUX eBPONEHCKIX 3INJIEeMUOJOTHYECKUX HCCIIe-
JIOBAHUSX TPOJIEMOHCTPIPOBAHO HETATHBHOE BO3JEli-
CTBUE Ja’ke HeOOJBIINX /03 AJTKOTrOJis Ha 3/J0POBbE.
Ouenb BaxkHo st Jedenuss ABIT gobutbest mpexpa-
HIeHUsl yHoTpeOJeHusT aJKOroJs, HO 3TO SABJSETCSA
JOCTATOYHO TPYyAHOIT 3amaueii. [lo 75 % malmeHTOB
HE B COCTOSIHUU BO3/EP’KUBATHCA OT yHOTpeOseHus
anmkorosisg. [l JOCTWKeHns aOCTHHEHIIMN  BasKHO
YMEHbIIATh IPOABJIEHUS KOMOPOWIHON Jernpeccum,
YMEHBIIIEHNsS CUMIITOMOB KOTOPOH — Hapsay ¢ Tpa-
JMUIIOHHBIMU aHTU/EIIPECCAHTAMU — II03BOJISIET [I0-
OUThCS HAa3HAUYEHWE AJeMETHOHWMHA.

Unen-koppecrionyienr PAH, npodeccop M.A. Jlus-
3aH ykasama Ha anugemnio HAJKBII B coBpemerrOM
mupe. B Hacrosiee BpeMs MIHMPOKO 0OCYXKIAeTCS
tepMrE MAJKBII. [IpuanunmasbHO BaskHO ompese-
JaTh Gubpo3s nevenn y 60apHbIXx HAYKBIL g5 ompe-
JleJIeHuss TPOTHO3a W TaKTUKKU JedeHus. llaTorenes
HAKDBII u ABII umeer obuine yeprsi. Her mocratou-
HBIX JJAHHBIX O 0e30MaCHOCTH HU3KHUX [I03 AJKOTOJIS
npu HAJKBII. B tepanun HAYKBII pexomenyercs
MoMMUKAIUS UeThl W 00pasa >KU3HW;, CHIDKEHUe
Beca; IPHUMEHEHHe IIperaparoB, IOBBINAIOIINX YYyB-
CTBUTEJHHOCTD KJIETOK K WHCYJWHY; BUTaMuHa E; cra-
THOB (IPM HAIMYUKM THIEPJUNUIEMUN) U TIpenapa-
TOB C IIUTONPOTEKTUBHON aKTUBHOCTBIO.

[Tpodeccop C.A. AnekceeHKO MPUBEJ KJIMHUYECKUI
npuMep, pazobpaB JaHHbIE [BYX HaineHToB. [Ipu BHemI-
He CXOMHOH KJIMHWYECKON CHUMIITOMATHKE Y OJHOTO
13 OOJILHBIX OTPE/eISUINCh TIOBBIIEHNE TPaHCAMIUHA3
U IIPU3HAKU BbIpaxkeHHOro (pubposa mneyeHu. Y BTOPOro
MaryenTa pe3yJabTaTbl 00CJe/JOBaHUS ObLIN HOPMAJIb-
HbIMH. IJTO CTAJIO OCHOBAHUEM [IJIs1 JIMATHOCTHKY CTea-
TOTETIATHTA 1 HA3HAYECHWUS MEIMKAMEHTO3HOTO JIEYEHWS
B IIEPBOM CJIydae U PETUCTPAIK CTeato3a MeyeHH ¢ pe-
KOMEH/JATUAMHI [0 KOPPEKINH JNEThI, 00pa3a >KU3HU
U CHIIKEHHUIO Beca — BO BTOPOM CJIydae.

[Ipodeccop M.D. Ocunenko o6paTjia BHUMAHIE
HA OTCYTCTBHE OGBEKTHBHBIX METO/IOB OIpe/eJeHNUs
KOJIMYECTBA AJKOTOJIS, YMOTPEOJISIEMOro TaIueHTOM,
YTO HEpEeAKO IMPUBOIUT K OHMIMOKAM B JUArHOCTHKE.
Hosbrie wmccrmemoBanns [6] moxassrBaior, uto Gojee
yerBeptn Bcex narnumeHToB ¢ HAJKBII ymorpe6isior
AJIKOTOJIb B KOJIMYECTBE OT YMEPEHHOTO /10 M3GBITOY-
Horo. KuoueBnbie 3Benbs natorernesa ABII u HAYKBII
UMeoT O0IINe YePThl. DTO YCJIOKHSIET TIOCTAHOBKY -
artosa. B aToii cBA3M npuMeHeHne AMArHOCTHYECKOTO
noaxona MAJKDBII MozkeT ObITh MOJIE3HBIM.

Moaxomapr k gevenuio ABIT u HAMKDBII 6asupy-
I0TCS Ha CTpaTU(UKAINUN PUCKA TIPOTPECCUPOBAHUS
MATOJIOTHU, KOTOPOE OTNpeie/sieT NHTEHCHBHOCTD TTPO-
BOZIMMON Tepanui. PannoHajibHO 00paTUTh BHUMAaHUE
Ha I[Iperaparbl, CIIOCOOHbIE ONTUMU3UPOBATH MeTa-
6oJTITYecKne TIPOTIeCChl, M3MeHsIonuecss mpu 3a6oJre-
BaHUSX TeueHW. B COBpPEMEHHDBIX HAyuYHBIX paboTax
MO/TYEPKUBAETCST CTOCOOHOCTD AJIEMETHOHIHA BJIUSATD
Ha TIPOIECCHI KJIETOYHOTO JIeJeHUsI, BaCKyJsSIpu3a-
o, nposudeparuio, anontos, crabminsarmmio PHEK,
60pbly ¢ npoaykramu I1OJI, Bompockl TeHOMHOIT cTa-
ounpHoctu [7]. B 3akmoueHne ObLT caelaH BBIBOI,
YTO NMPHU OOGHAPYKEHUN CTeaTo3a WM CTeaTorernaTuTa
HEOOXOIUMO TINATENbHO WCKII0YaTh PA3JUYHBIE TPH-
YUHBI MATOJOTHM W TOJAXOAUTh K MAI[MeHTaM C I0-
3UIHI  KOMOPOUTHOCTH, TPeANoJaras BO3MOKHOCTD
BJINSTHUSI QJIKOTOJISI B KQUeCTBe OCHOBHOTO WU JOTIOJI-
HUTEJBHOTO (PAKTOPa, COYETAHHOTO € MeTaGoTMYeCcKH-
MU PacCTpOICTBAMHU.

Hoxrop memmmmucknx Hayk U.b. XubrHOB nan
KpaTKuii 0630p KJINHUYECKUX PEKOMEHJalnil 1o Be-
neanio 6ospHBIX ¢ HAJKBII mmm ABII m ormerni,
4TO OOIIHMEe TOAXObI 3aKJIIOUAIOTCS B KOPPEKIMUA Me-
TaGOMIECKIX HAPYNIEHUH, IJIS 9er0 HCHOJIb3YIOTCS
aJIeMETHOHIH, YPCO/IE30KCUXO0/IeBasi KICJA0Ta U ACCEH-
nuaabHble dochommnuabl. [lokazaHa posb ageMeTHo-
HUHA B MeTaboJn3Me MeMOpaH, JUMNUA0B, HelpoTpaHc-
MUTTEPOB, B PETYJUPOBAHUU TPAHCCYTb(DYPUPOBAHUS
n o0pa3oBaHUM TJYTaTHOHA — PETYJSATOpa CBOOOI-
HOpaJmKaIbHOrO OKucaeHus [8]. M3BecTHO, UTO UeM
6osiee BoIpaskeH (GuOPO3 TeUeHn, TeM MeHbIIe COofep-
JKaHWMe aJleMeTHOHWHA B opraHm3Mme. B aToil cBsizm
mpu 000N TATOJOTHH TI€YEeHU, COIPOBOK/IAIONIET-
cst (pubpo3oMm, HykHa 3aMecTuTeabHass Tepamus [9].
B kIMHUYECKUX HMCCTIEIOBAHUSX TTOKaszaHa 3(hderTrs-
HocTb azeMeruonuna B goszax 800 uau 1200 mMr B cyT-
kU B Teuenne 4 mecsieB y 6ombabix HAJKBIT [10].

B xome mumckyccumm, KOTOpas MPOJOJIKATACH
He Toabko 20 Masg, HO W Tocyie 3aBeprieHust Qopy-
Ma B OHJAIH-pesKuMe, SKCIepThl 0OpaTHJIN BHUMAaHUE
n obcyauan caeayionme my6iukanuu. Z. Younossi
et al. omy6mukoBamu B 2019 r. paGory, B KOTOpOW
aBTOpPbI HaOMOaMN 4264 YeoBEKa CO CTeaTO30M Tie-
yeHn B teueHue 20 jer. 46 % TMAIEHTOB UMEJIN MeTa-
6osueckuii cuHApoM. 370ynoTpebaeHne aJKoroJIeM
OTIPEZIEIIIOCHh TI0 Ji03e GoJibllie 3 JIPUHKOB B JIEHD
(1 mpunk pased 10 r amkorossa). B konue Habome-
HUS ObLIO YCTAaHOBJIEHO, YTO CMEPTHOCTH OBLJIA OTYET-
JuBO GoJiee BBICOKOI Cpein JIUI, 370yTnOoTPeOISIBITNX
ankoroseM (32,2 %), B cpaBHEHHIN C IaIlHeHTaMH C He-
BHAUNTEIbHBIM yroTpebaenneM ankoroas (22,2 %;
p = 0,003). 3uoynorpebienne aakorogeM 1 MeTaGo-
JINYECKUH CUHAPOM OBLIN HEe3aBUCUMbBIME (haKTOpaMu
pHUCKa cMepTesibHbIX ucxooB [11].

B suBapckom HoMepe <«Journal of Hepatology»
B 2023 1. F. Aberg et al. [12] mpoanamusupoBasu
COBPEMEHHbIE JaHHbIe MO MpobjeMe 3HAYeHUs YIIO-
TpeOJIeHNs AJKOTOMS U MeTaGoIMYecKoro CHHIPOMA
JUIST Pas3BUTHST 3a00JieBaHUil TiedeHn. ABTOPBI o6pa-
TUJIM BHUMaHWE, YTO CTeATO3 TEeYeHW pa3BUBAETCS
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y GOJIBITUHCTBA TTAIIMEHTOB TIPH yToTpebaeHnn GoJiee
60 T sTaHOMA B CYTKM B TeueHMe Tiepuoja Gojee IBYX
Hezenb [13]. Bmecre ¢ teM puck nupposa TedeHu
BO3pACTaeT MPU CUCTEMATUYECKOM YTOTPEOJECHUH OT-
HOCHTEJIbHO HeGOJBINNX /03 aJKOroJisi. MeraaHains
JaHHbIX 2 629 272 yen. u 5505 mamueHTOB C IUPPO-
30M TeYeHHM MOKa3ak, 4YTO PHUCK IHMPPO3a CTAHOBUT-
€SI 3HAUUTEJbHBIM MPHU TOCTOSTHHOM IpUEME OHOTrO
JIPUHKA 3TAHOJIA B JIEHb B CPaBHEHUN ¢ aGCTHHEHTAMU.
B 1o jxe BpeMst IUPPO3 TeUeHU UJIH AJTKOTOJIbHBII Te-
HaTUT Pa3BUBAIOTCSA TOJBKO y 10—20 % sui ¢ XpoHu-
YeCKUM AJKOTOJIM3MOM, YTO MOYEPKUBAET KJIIOUEBYIO
poJib MoguKaTopoB addeKTa aaTKoroJst, K KOTOPbIM
OTHOCSTCS JKEHCKWIA TI0JI, TeHeTudecKrne (PakTopbl, Ky-
peHue, COCTOSIHUE KHUIIMEYHOTO MUKPOOGUOMa, KOMOP-
OUIHOCTD W MeTabosmyeckne Hapymienus [14].

PesynbraThl M3y4eHUsT BJIUSHUS MeTa00IHMUECKOTO
CUH/IPOMA Ha TATOJIOTHUIO TeYeHU SBJSIOTCS OoJiee ro-
MOTEHHBIMH. Y CTAHOBJIEHO, YTO MeTaGOJINYECKUN CHH-
ZIpoM oTHOCHUTCA K (pakropaM pucka (uéposa meyeHn
[15], remaronesmmonspuoit kKapuuuombt [16] u Heba-
FONPUSATHBIX UCXOJ0B OT 3abojieBanuii neuenn [17].

BsanMocBsi3p yrnorpebyeHnst aJKorosiss u MeTabo-
JINYECKOTO CUH/IPOMA SIBJISIETCS CJOKHOW U HEOIHO-
3HavyHo# npob6aemoit [18]. B coBpeMeHHbIX padoTax
AKTHBHO BbBICKA3bIBAETCS TOYKA 3PEHUS O CHHEP-
rusMe AeilCTBHS aJKOrojisi U MeTaboJMYecKOro CHH-
JIpoMa Ha BO3HUKHOBEHHUE U ITPOTPECCHUPOBAHUE 3a-
Oosepannii meuenu [19]. BosMoskHble MeXaHH3MbI
B3aMMO/JIEHICTBUS yIOTPeOJeHNS aJTKOTOJIS U MeTa-
6OJIMYECKIX HapPYIIEHUI BBITEKAIOT M3 CXOJHDBIX TH-
cronornyeckux mposisaenuit ABIT u HAJKBII [20],
o6mero renerndeckoro ¢poua (PNPLA3, TM6SF2,
MBOAT7) u t.x. [21], KOMOMHHPOBAHHOTO BO3-
JIeCTBUST HA MUTOXOHAPHAIBHYIO AUCHYHKIHIIO,
OKHUCJIUTEJBHOTO cTpecca [22], akrtuBanuu 3Be3da-
TBIX KJIETOK medeHu [23], BJAMSHUS HA KHUIIEYHYIO
MUKPOOMOTY U TPOHUIAEMOCTHh KHIIeYHWKa [24],
BO3/eHCcTBASI Ha MeTaOOoIu3M SKeaTYHbIX KHCJI0T [25].
B pesiome aBTOpBI clenanii BbIBOJ O HECOMHEHHOI
MEPCIEKTUBHOCTH W BaKHOCTH OIEHKN B3auMOjIeli-
CTBUSI YHOTPEeOJEHUS AJKOTOMS W MeTaGoJINIeCKIX
PACCTPOUCTB ST OTNTUMU3AINN  BeJeHUsT OOJTHHBIX
¢ marosiorueil meuenn [12].

Criernaanctsl AMEPUKAHCKOH accoIuaimyu usyde-
Hus 3abomesanmii mevenn (American Association for
the Study of Liver Diseases, AASLD) BblrycTHIN
B MaiickoMm HoMmepe kypHaia «Hepatology» B 2023 r.
ouepeHble KIMHUYECKIE PEKOMEH/IAINH TI0 BeIeHUIO
60pHBIX ¢ HAJKDBII, B KOTOPBIX OTMETHUJIN, YTO YIO-
TpebJIeHne aJKOTOIST MOKET OBbITb BAXKHBIM (haKTOPOM
[IPOTPECCUPOBAHUS TTATOJIOTHU U JIOJKHO OBITh KOJIU-
YeCTBEHHO oOlleHeHO y Bcex maimmentoB ¢ HAJKBII.
B pexomenpanusax 3adukcnpoBaHo, 4TO yHOTpebJie-
HHUE aJIKOTOJIST B YMEPEHHBIX JI03aX MOBBIIIAET BEPOSIT-
HOCTL pa3ButTusi (Gpubposa meyeHn, 0COGEHHO Y JIHII
C OKMpEHWEeM WJH CaXapHbIM AMa0eTOM, YTO YKa3bl-
BaeT Ha cuHepreTndyeckume a(PPEKThI ATKOTONST U Me-
tabGosinyecknX Hapymienunit. B aroit cssu AASLD
peroMeHyeT JuiaM ¢ (GuOpPO30M TedeHH, PaBHBIM

unu Gosbiie F2, IMOMHOCTBIO OTKA3aTbCsl OT YIOTPeE-
6ennsa aaxorosd [26].

Bosbiioe 3HaveHne uMeeT TOTOBSIIIMICS K Tieda-
TH W HaXOMAMUICS B CBOOGOTHOM [IOCTYIE C UIOHS
2023 1. B <«Journal of Hepatology» =xomHcencyc
AASLD, Espormefickoii accoruannum n3yIeHns TedeHn
(European Association for the Study of the Liver,
EASL), Asnarcko-TuX00KeaHCKOH acconuanum uayue-
nus nevern (Asian Pacific Association for the Study of
the Liver, APASL), JlatTmHoaMepHKaHCKON accoIma-
min usydenus nedenn (Latin American Association
for the Study of the Liver, ALEH) u apyrux Hayu-
HBIX OPTaHM3aIMil 10 U3MEHEHUI0 HOMEHKJIATYPhI JKHU-
poBoii 6Gosieanu tnevenn [27]. OQHOBpeMEHHO KOHCEH-
cyc Gyzxer ony6inkoBaH B skypHatax «Hepatology»
u «Annals of Hepatology». Bcero B cocraBiennn
KOHCeHcyca ydyacTBoBasm 236 uesoBek u3 56 cTpaH.

B pesyabraTe HECKOIBKUX 3aceMaHUll 1€I€raThl
HPUILIN K BBIBOAY, YTO TEPMUHBI <«HEAJIKOTOJbHAS»
(61 % TonocoB) n «xuposasg» (66 % TOI0COB) SBIAIOT-
cs crurMatusupyonmmMu. C yueToM Toro, 4To TepMUH
«CTUTMATH3UPYIOMIUI» HUCIOJb3YETCS B KOHCEHCYCE
O4YeHb aKTUBHO, NTO3BOJINM IIPUBECTHU €TI0 OIpe/IeJIeHHeE.
«CTurma» B IPEBHOCTH O3HAYAJIA KJIEHMO, KOTOPO€E BbI-
JKUTATH Ha KOXKe TPeCcTYMHUKOB miu pabos. Ceiivac
MO/l CTUTMATH3aIell TOHNMAIOT (POPMUPOBAHIE HeTa-
THBHOTO OTHOIIEHHS K YeJIOBEKY HA OCHOBAHUH KAKUX-
TO ero ocobGerHocrteit. Ilpeamomaraercs, dWto Jromau,
UCIIBITBIBAIOIINE — CTUTMATH3AIMIO,  [OJBEPraioTCs
npeHeOPEKEHNIO, YTO HETATHBHO BJUSET HA WX IIO-
JIoJKeHMe B OOIIECTBEe U 37I0pOBbe. B urore B kauecTne
3aMeHbI TEPMUHY <«HEAJTKOTOJIbHAS SKUPOBasi GOIE3HDb
nevern» (HAJKBII) 6b1 uzGpan tepMuH «MeTaGo-
JIMYECKHW ACCOIMUPOBAHHAS CTeaToThueckas G0Je3Hb
neuenns» (MACBII; metabolic dysfunction-associated
steatotic liver disease, MASLD). Kpurepmamu mua-
raoctukn MACBII pekoMenjoBaHO cuuTaTh HAJTUYLE
cTeaTo3a IMeYeHn W KaK MUHUMYM OJHOTO U3 MSITH
Kapzauo-MeraGosnueckux (axropos: 1) ungekc Kerie
> 25; OKPY:KHOCTH Tajguu > 94 oM I My>KYWH
u > 80 cM mas SKeHIIUH; 2) coJeprKaHue TIIOKO3bI
HaTomak > 5,6 MMosb,/J1; 3) apTepuanbHOe TaBJIeHHE
> 130/85 MM PT. CT.; 4) cojiepsKaHue TPUTIUIEPUIOB
B KpoBn > 1,7 MMomb/J; 5) ComepsKaHue XOJecTe-
pHHA JIMIIONPOTENIOB BBICOKOI IIJIOTHOCTH B KDPOBH
< 1 mmouab/n. B ciaywae Hanmuums crearo3a medeHn
6e3 KapAuo-MeTaboTMYeCKUX MPOSIBJIEHUIl PEeKOMEeH-
JIyeTCsl TUATHOCTUPOBATH KPHUITOTEHHYIO 3THOJIOTHIO
3a60JieBaHnsl. DbLIO TPUHATO pellleHne COXPaHUTDb
TEPMHUH <«CTEATOTENaTuT», MOAUMUINPOBAB €ro Ha-
3BaHME B «MeTaBGOJMUECKH ACCOIMNPOBAHHBIN CTEaTO-
rematut> (MACT; metabolic dysfunction-associated
steatohepatitis, MASH).

[Monmasasromniee GONBITMHCTBO 3KCIEPTOB MTPOTOJIO-
coBaJIo 3a TO, 4TO norpe6ienue ankoross > 30—60 T
B geub nmpu HAJKDBII Bamsger Ha ecTecTBeHHOE Te-
uerne Gomesuu (95 %) W MeHsIeT Peakinio Ha Tepa-
nesTnueckne BMemarenbctBa (90 %). B aroii cBAsu
OBLTIO pEINIeHO COXPAHUTb OTPAHUYEHHE TIOTPeGIeHIs
ankorosna mauaa aumartoctuxku MACBII (MASLD),
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a JMarHo3 TMalMeHTOB, 3J0yNoTPebJSIONNX aTKOro-
JeM, (GopMyJmpoBaTh KaK <«MeTaOOTMYECKN ACCOITIH-
poBaHHas alKorojbHas GojesHp nedenn» (MAABII;
MetALD) [27].

Poccmiickne  skcreptbl B paMkKax  dopyma
«HAJKBIT n ABII: aBe cTOpOHBI OTHON Memammy
JIETATbHO  OOCYZIMJIM HOBYIO WH(OpPMaIUI0 U MPUIII-
JW K BBIBOJY, YTO B3aMMOJEICTBHE AJKOTOJS W Me-
TaboImIecKuX (haKTOPOB SIBJSIETCSI CJOMKHBIM  IPO-
1IeccoM, TPeOYONMM  TOTIOJTHUTETBHOTO N3YYEHUS.
Hecomuenno, urto ymorpe6ieHue ajKoroJisi MOKeT
BmusATh Ha TedeHne HAJKDBII u morenumpoBaTth He-
6iaronpusiTHOe  TedyeHWe  3a60JeBaHUS  TIEUEHW.
[Ipemaparpl, obmajaomue AelicTBIEM Ha MeTaboJImde-
CKIe TIPOIIECChl, B YACTHOCTU a/IEMETHOHUH, 3aCJIy K-
BalOT TPUOPHUTETHOTO TpuMeHeHus y GoybHbIX ADBII
(MAABII) u HAJKBII (MACBII).

Pesiome mogeparopa ¢popyma
npodeccopa B.B. Ilykanosa

[Tpo6aema B3aMMOCBSI3U  YIOTPEOJEHHUS  AJIKOTOJISI
1 MeTaboJIMUECKIX U3MEHEHUH JIefiCTBUTENBHO MTPE/ICTaB-
JIIETCS BecbMa HEIPOCTOI U HOCUT (pyH/IaMeHTaJIbHbIH
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xapakrep. B 9Toii cBS3M €CTb CMBICT HPOJOJIKUTD
3TH [ANCKYCCHUM W 3ace[aHns 3KCIEePTHOTO COBeTa.
Cosanue KOMITAKTHOI paboueil rpymmbl 6yaeT noJses-
HBIM IS CHCTEMATHYeCKOTO M3YUYeHNs 3TOTO BOIpOcCa.
3acayKuBaIOT BHUMAHUST PAGOTHI, IEMOHCTPUPYIOIIIE
CUHEPIU3M [ICHCTBUS AJKOTOJIS M MeTab0JIMuecKoro
CUH/IpOMa Ha pa3BHUTHE NATOJOrHU Iedenu. Mued ko-
JITYECTBEHHO OIECHWBATH MOTPEOJICHIE AJKOTOMS y TIa-
muentoB ¢ HAJKDBII png usMeneHus TakTUKHU Beje-
HUS TIAIMEHTOB BBITVISIUT PAllMOHATbHON. BbI3biBaer
HUHTepec IpeIoXKeHue cTpaTudUInpoBaTh IoKasare-
JIN TIAIUEHTOB CO CTEATO30M TIeYeHHU [IJIT 0O0CHOBAHUS
npuMenenns MertaGosmyeckoil Tepamun. bBiwmsoctb
KJIMHIYECKNX TpossiaeHnii m maroreHe3a HAKDBII
n ABII o6ocHoBbIBaeT BHUMAHKE K IMpernapaTaM ¢ Me-
TaGOIMYECKON AKTUBHOCTBIO, TAKNX KaK a/[eMETHOHUH,
pexoMeHIoBaHHbIX Poccuiickoil ractpoaHTepoJiormnye-
ckoit accormanueii (PTA) u PoccniickuM o61mecTBom
no usydenuio nedenn (POTIUIL) mist tepanuu aTux
3a6oneBanuii [28, 29]. HecomHeHHO, 4TO BEPOSITHbBIE
n3menenns HomenkaaTypbl HAYKBIT n ABIT nysxna-

IOTCSI BO BHUMATEJIbHOM PACCMOTPEHNN HA 3aCeIaHUAX
PTA u POIIAIL.

atohepatitis. Klinicheskie perspektivy gastroenterologii,
gepatologii. 2010;9(1):3—10. (In Russ.)].

11. Younossi Z.M., Stepanova M., Ong J., Yilmaz Y., Duse-
ja A., Eguchi Y., et al. Effects of alcohol consumption
and metabolic syndrome on mortality in patients with non-
alcoholic and alcohol-related fatty liver disease. Clin Gas-
troenterol Hepatol. 2019;17(8):1625—33. DOI: 10.1016/].
cgh.2018.11.033

12. dberg F., Byrne C.D., Pirola C.J., Mainnisté V.,
Sookoian S. Alcohol consumption and metabolic syndrome:
Clinical and epidemiological impact on liver disease. J Hepa-
tol. 2023;78(1):191—206. DOI: 10.1016,/j.jhep.2022.08.030

13. Crabb D.W., Im G.Y., Szabo G., Mellinger J.L., Lu-
cey M.R. Diagnosis and treatment of alcohol-associated
liver diseases: 2019 practice guidance from the American
association for the study of liver diseases. Hepatology.
2020;71(1):306—33. DOI: 10.1002/hep.30866

14. Roerecke M., Vafaei A., Hasan O.S.M., Chrystoja B.R.,
Cruz M., Lee R., et al. Alcohol consumption and risk of
liver cirrhosis: A systematic review and meta-analysis. Am
J Gastroenterol. 2019;114(10):1574—86. DOI: 10.14309/
ajg.0000000000000340

15. Long M.T., Zhang X., Xu H., Liu C-T., Corey K.E.,
Chung R.T., et al. Hepatic fibrosis associates with mul-
tiple cardiometabolic disease risk factors: The Fram-
ingham Heart Study. Hepatology. 2021;73(2):548—59.
DOI: 10.1002/hep.31608

16. Welzel T.M., Graubard B.1., Zeuzem S., El-Serag H.B.,
Davila J.A., McGlynn K.A. Metabolic syndrome increas-
es the risk of primary liver cancer in the United States:
A study in the SEER-Medicare database. Hepatology.
2011;54(2):463—71. DOI: 10.1002/hep.24397

17. Ren H., Wang J., Gao Y., Yang F., Huang W. Metabol-
ic syndrome and liver-related events: A systematic review
and meta-analysis. BMC Endocr Disord. 2019;19(1):40.
DOI: 10.1186,/512902-019-0366-3

18. Knott C., Bell S., Britton A. Alcohol consumption and
the risk of type 2 diabetes: A systematic review and
dose-response meta-analysis of more than 1.9 million in-
dividuals from 38 observational studies. Diabetes Care.
2015;38(9):1804—12. DOTI: 10.2337,/dc15-0710

19. Aberg F., Firkkild M., Mdinnisté V. Interaction between
alcohol use and metabolic risk factors for liver disease:

Poc sypH ractposuTepoJt rematon koaonpokros 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)

"



12

O630psI / Reviews

www.gastro-j.ru

A critical review of epidemiological studies. Alcohol Clin
Exp Res. 2020;44(2):384—403. DOI: 10.1111/acer.14271

20. Boyle M., Masson S., Anstee Q.M. The bidirectional im-
pacts of alcohol consumption and the metabolic syndrome:
Cofactors for progressive fatty liver disease. J Hepatol.
2018;68(2):251—67. DOI: 10.1016/j.jhep.2017.11.006

21. Jamialahmadi O., Mancina R.M., Ciociola E., Tavagli-
one F., Luukkonen P.K., Baselli G., et al. Exome-wide
association study on alanine aminotransferase identifies se-
quence variants in the GPAM and APOE associated with
fatty liver disease. Gastroenterology. 2021;160(5):1634—
46.e7. DOI: 10.1053/j.gastro.2020.12.023

22. Li S., Tan H-Y., Wang N., Feng Y., Wang X., Feng Y.
Recent insights into the role of immune cells in alcoholic liv-
er disease. Front Immunol. 2019;10:1328. DOI: 10.3389/
fimmu.2019.01328

23. Ramos-Tovar E., Muriel P. Molecular mechanisms that
link oxidative stress, inflammation, and fibrosis in the liv-
er. Antioxidants (Basel). 2020;9(12):1279. DOI: 10.3390/
antiox9121279

24. Lemmer P., Manka P., Best J., Kahraman A., Kdlsch J.,
Vilchez-Vargas R., et al. Effects of moderate alcohol con-
sumption in non-alcoholic fatty liver disease. J Clin Med.
2022;11(3):890. DOI: 10.3390,/jem11030890

25. Idalsoaga F., Kulkarni A.V., Mousa O.Y., Arrese M.,
Arab J.P. Non-alcoholic fatty liver disease and alcohol-re-
lated liver disease: Two intertwined entities. Front Med
(Lausanne). 2020;7:448. DOI: 10.3389 /fmed.2020.00448

26. Rinella M.E., Neuschwander-Tetri B.A., Siddiqui M.S., Ab-
delmalek M. F., Caldwell S., Barb D., et al. AASLD Practice
Guidance on the clinical assessment and management of non-
alcoholic fatty liver disease. Hepatology. 2023;77(5):1797—
835. DOI: 10.1097/HEP.0000000000000323

27. Rinella M.E., Lazarus J.V., Ratziu V., Francque S.M.,
Sanyal A.J., Kanwal F., et al. A multi-society Delphi
consensus statement on new fatty liver disease nomencla-

CBenenusi 06 aBTopax

IlykanoB Buaagucaas BaaaumupoBumy® —  JOKTOp Meju-
ITHCKUX HayK, Mpodeccop, 3aBeAyONil KJIMHIYECKUM OT-
JleJIeHeM  MaTOJIOTUU  MUIIEBAPUTENBHON CHUCTEMBI  B3POCJIBIX
n gereit I'BHY «®MenepanbHblil Mcc/e10BaTeIbCKUN IEHTP
«KpacHosipckmii  Hayusblii 11eHTp»> CHOMPCKOTO  OT/E/ICHUS
Poccuiickoii akazemMun Hayk», 060COGJEHHOE IIOJpas/iesieHne
«Hay4Ho-ucciiejoBaTeslbCKIil MHCTUTYT MEANITMHCKUX MTPO6JIeM
Cesepa».

Konrakraas undopmanust: gastro@impn.ru;

660022, r. Kpacnosipck, ya. Ilaprusana sKesesusxka, 3r.
ORCID: https://orcid.org,/0000-0002-9980-2294

Ocunenxko Mapuna MegopoBHa — JOKTOP MEUIIHHCKIX HAyK,
npodeccop, 3aBepyonias KadeApoil MPOIeAeBTUKN BHYTPEH-
HUX OGoJesneil Jseye6Horo daxyabrera PIBOY BO <«Hoso-
CHOUPCKUI  TOCY/APCTBEHHbI  MEIUIMHCKUI  YHUBEPCUTET>
Munucrepcrsa 3/paBooxpaHenust Poccuiickoit Mesepannn.
Konrakraast nadopmarust: ngma@bk.ru;

630091, r. HoBocubupck, KpacHbrit npocr., 52.

ORCID: https://orcid.org,/0000-0002-5156-2842

BeaoGoponosa Exartepuna ButaabeBHa — [OKTOP MeIUIIMH-
cKuX Hayk, npodeccop, mpodeccop Kadeapbl TOCHHTATBLHOI
teparmu jedye6Horo axyaprera PIBOY BO «Cubupcknit
rOCY/IapCTBEHHBIN MeMIIMHCKUI yHUBepcuTeT> MuHHCTEPCTBA
3apaBooxpanenus: Poccuiickoit Megepannn.

Konrakraast undopmanus: belobekaterina@yandex.ru;

634050, r. Tomck, MocKOBCKUIT TpakT, 2.

ORCID: https://orcid.org,/0000-0002-8776-5924

* Asrop, orBercrBenbiii 3a nepenucky / Corresponding author

ture. J Hepatol. 2023:50168-8278(23)00418-X. (Online
ahead of print). DOI: 10.1016/j.jhep.2023.06.003

28. Ueawxun B.T., Maesckaa M.B., Kapxoea M.C., Ko-
mosckas [O.B., Txauesa O.H., Tpowuna E.A. u dp. K-
HUYecKne pekoMeHgaruu Poccuiickoro obriecTBa 1Mo u3-
yuennio mevenu, Poccuiickoil racTposHTepOJOrnyecKoi
accoruanyu, Poccuiickoil accoruanyuy 3HIOKPUHOJOTOB,
Poccuiickoit acconuanum repoHTOJIOTOB 1 repuatpoB 1 Ha-
IIMOHAJBHOTO 06IIecTBa MPODUIAKTHIECKON KapINOJOT I
110 IMATHOCTUKE W JIeYeHUIO HEeAJTKOTroJIbHOI KUPOBOl 6O-
JIe3HU TeveHu. Poccutickutl Kypnan zacmpodanmeposo-
euu, zenamoaozuu, xoaonpoxmonozuu. 2022;32(4):104—
40. [Tvashkin V.T., Maevskaya M.V., Zharkova M.S.,
Kotovskaya Yu.V., Tkacheva O.N., Troshina E.A., et al.
Clinical practice guidelines of the Russian Scientific
Liver Society, Russian Gastroenterological Association,
Russian Association of Endocrinologists, Russian Asso-
ciation of Gerontologists and Geriatricians and Nation-
al Society for Preventive Cardiology on diagnosis and
treatment of non-alcoholic liver disease. Russian Jour-
nal of Gastroenterology, Hepatology, Coloproctology.
2022;32(4):104—40. (In Russ.)]. DOI: 10.22416,/1382-
4376-2022-32-4-104-140

29. Usawkun B.T., Maesckas M.B., Ilasios Y.C., Cu-
eonan FO.I1., Jlynvkoe B./., JKapxosea M.C. u dp.
Kiunnueckne pexkomenganun  Poccuiickoro —o6rmiecTBa
[0 M3YYEHUIO MEYEHU 110 BEJEHUIO B3POCJBIX MAI[EHTOB
C aJKOTOJIbHOI Gosie3Hbio nedenn. Poccuiickuit sKypHai
racTPO’HTEPOJIOTHH,  TEMaToJOTHH,  KOJOTPOKTOJIOTHH.
2017;27(6):20—40. [[vashkin V.T., Mayeovskaya M.V.,
Pavlov Ch.S., Sivolap Yu.P., Lunkov V.D., Zhar-
kova M.S., et al. Management of adult patients with
alcoholic liver disease: Clinical guidelines of the Russian
Scientific Liver Society. Russian Journal of Gastroenter-
ology, Hepatology, Coloproctology. 2017;27(6):20—40.
(In Russ.)]. DOI: 10.22416,/1382-4376-2017-27-6-20-40

Information about the authors

Vladislav V. Tsukanov* — Dr. Sci. (Med.), Professor, Head
of the Clinical Department for Gastrointestinal Pathology in
Adults and Children, Federal Research Centre “Krasnoyarsk
Science Centre” of the Siberian Branch of Russian Academy
of Science”, Scientific Research Institute of Medical Problems
of the North.

Contact information: gastro@impn.ru;

660022, Krasnoyarsk, Partizana Zheleznyaka str., 3G.
ORCID: https://orcid.org,/0000-0002-9980-2294

Marina F. Osipenko — Dr. Sci. (Med.), Professor, Head of
the Department of Propaedeutics of Internal Diseases at the
Department of General Medicine, Novosibirsk State Medical
University.

Contact information: ngma@bk.ru;

630091, Novosibirsk, Krasny Avenue, 52.

ORCID: https://orcid.org,/0000-0002-5156-2842

Ekaterina V. Beloborodova — Dr. Sci. (Med.), Professor,
Professor of the Department of Hospital Therapy at the
Department of General Medicine, Siberian State Medical
University.

Contact information: belobekaterina@yandex.ru;

634050, Tomsk, Moskovsky Highway, 2.

ORCID: https://orcid.org,/0000-0002-8776-5924

Poc xypH ractposuTepoJt rematon koaonpokros 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)



www.gastro-j.ru

O630pHI / Reviews

Jlugzan Mapus AHaTOJIbeBHA — JIOKTOP MEJMIIMHCKUX HayK,
npodeccop, unen-koppecniongienr PAH, 3aBeayiomas xade-
Ipoil (aKkyJIbTETCKOH Tepalmud U TacTPOIHTEPOJIOTUH, peK-
top OTBOY BO «Owmckuii rocyaapCTBeHHBIH MeINIITHCKII
yHuBepcurer MunucrepctBa 3apaBooxpanenust Poccuiickoil
Depepannn.

Konrakraas undopmannst: mlivzan@yandex.ru;

644099, r. Omck, ya. Jlennna, 12.

ORCID: https://orcid.org,/0000-0002-6581-7017

XubiHoB Urops BopucoBny — [JOKTOp MeIUIIMHCKUX HAYK, /10-
1eHT Kadeaps! dakyabreTckoil Tepamun u repuarpun GI'bOY
BO «Ypanbckuil rocyfapcTBeHHBIH MeIUIIMHCKUI YHHBEPCH-
TeT» MuHucrepcTBa 3/paBooxpatnenust Poccuiickoit Deneparyin.
Konrakraas undopmanus: hlinov.doc@yandex.ru;

620029, r. Exarepun6ypr, yi. Penuna, 3.

ORCID: https://orcid.org,/0000-0002-0944-9811

Anexceenko Cepreii AjekceeBHY — [JOKTOP MeJHIIMHCKHUX
Hayk, npodeccop, 3aBeayomuii kKadeapoil rocuTaIbHOM Tepa-
i Jjede6Horo ¢akyabrera GITBOY BO «/lanbHeBOCTOUHDIIT
TOCY/IapCTBEHHBII MeJUINHCKUI YHUBepcuTeT> MuHICTepCTBa
3apasooxpanenus Poccuiickoit Deaepariyi.

Konrakraast undopmannst: k_gter@mail.fesmu.ru;

680000, r. Xa6apoBck, yi1. MypaBbeBa-AMypCKOro, 35.
ORCID: https://orcid.org,/0000-0003-1724-9980

CuBosan IOpuii IlaBroBHY — /IOKTOp MEAMIMHCKUX HayK,
npodeccop, npodeccop Kadeapbl NCUXHATPUH, IICHXOTePAINI
u ncuxocomarnueckoit matosornn MIAOY BO «Poccuiickmii
yHuUBepcurer Apy:KObl Hapogos uMenn ITatpuca JlymyMObI».
Konrakraast undopmanns: yura-sivolap@yandex.ru;

117198, r. Mocksa, ya. Muxiayxo-Makas, 6.

ORCID: https://orcid.org,/0000-0002-4494-149X

Tonkux IOmsa JleonrapaoBHa — KaHANAAT MeJUIINHCKUX HAYK,
BeAYIMIT HAYYHDI COTPYAHUK KJIMHIYECKOTO OTIEJEeHHUS MaTo-
JIOTHM TNHUIeBAaPUTEJbHON cucTeMbl B3pocbix n gereit GIBHY
«DegepatbHbIil  HCcaeROBATENbCKUIT 1eHTp «KpacHospekmii
HayyHblil neHTp» Cubupckoro otaeneHuss Poccuiickoil axa-
JeMHH  HayK», o0ocoOseHHoe TmozpasfgeneHne <«Hayuno-
HCCJIe0BATEIbCKUIT MHCTUTYT MeJUINHCKUX mpolsieM CeBepas.
Konrakraast undopmanus: tjulia@bk.ru;

660022, r. Kpacuosipck, yi. Ilaprusana yKesesnska, 3r.
ORCID: https://orcid.org,/0000-0001-7518-1895

Baciotun Agnekcanap BukTopoBMY — KaHIuAAT MeUIIMH-
CKIHX HAyK, CTaplinil HAYYHBIH COTPYAHUK KJIMHUYIECKOTO OT-
JleJIEHHsT  TTATOJIOTHH  TIHIIEBAPUTEIBHON CHCTEMBI  B3POCJBIX
n gereii @I'BHY «®enepanbublil nccaeoBaTebCKUil HEHTP
«Kpacnosipcknit  nayunsiii 1mentp» CHOUPCKOTO — OT/eJIeHst
Poccuiickoil akajeMun HaykK», 000COGJIEHHOE TOJpas/ieeHne
«Hayuno-nccirejoBatesibCKuil HHCTUTYT MEIUIIMHCKAX MPOOJIEM
Cesepay.

Konrakraast nadopmarust: alexander_vasyutin@mail.ru;
660022, r. Kpacuosipck, yi. Ilaprusana yKenesnsika, 3-T.
ORCID: https://orcid.org,/0000-0002-6481-3196

Maria A. Livzan — Dr. Sci. (Med.), Professor, Correspondent
Member of RAS, Head of Faculty Therapy and Gastroenterology
Department, Rector, Omsk State Medical University.
Contact information: mlivzan@yandex.ru;

644099, Omsk, Lenina str., 12.

ORCID: https://orcid.org,/0000-0002-6581-7017

Igor B. Khlynov — Dr. Sci. (Med.), Associate Professor at
the Department of Faculty Therapy and Geriatrics, Ural State
Medical University.

Contact information: hlinov.doc@yandex.ru;

620029, Ekaterinburg, Repina str., 3.

ORCID: https://orcid.org,/0000-0002-0944-9811

Sergei A. Alekseenko — Dr. Sci. (Med.), Professor, Head
of the Department of Hospital Therapy at the Department of
General Medicine, Far-Eastern State Medical University.
Contact information: k_gter@mail.fesmu.ru;

680000, Khabarovsk, Muravyov-Amursky str., 35.

ORCID: https://orcid.org,/0000-0003-1724-9980

Yury P. Sivolap — Dr. Sci. (Med.), Professor of the Depart-
ment of Psychiatry, Psychotherapy and Psychosomatic
Pathology, RUDN University.

Contact information: yura-sivolap@yandex.ru;

117198, Moscow, Mikloukho-Maklaya str., 6.

ORCID: https://orcid.org,/0000-0002-4494-149X

Julia L. Tonkikh — Cand. Sci. (Med.), Leading Researcher
of the Clinical Department for Gastrointestinal Pathology
in Adults and Children, Federal Research Center “Krasnoyarsk
Science Center” of the Siberian Branch of Russian Academy
of Science”, Separate Division “Scientific Research Institute
of Medical Problems of the North”.

Contact information: tjulia@bk.ru;

660022, Krasnoyarsk, Partizana Zheleznyaka str., 3G.
ORCID: https://orcid.org,/0000-0001-7518-1895

Alexander V. Vasyutin — Cand. Sci. (Med.), Senior
Researcher of the Clinical Department for Gastrointestinal
Pathology in Adults and Children, Federal Research Center
“Krasnoyarsk Science Center” of the Siberian Branch of
Russian Academy of Science”, Separate Division of “Scientific
Research Institute of Medical Problems of the North”.
Contact information: alexander_vasyutin@mail.ru;

660022, Krasnoyarsk, Partizana Zheleznyaka str., 3G.
ORCID: https://orcid.org,/0000-0002-6481-3196

[Moctymmma: 30.06.2023 Ilpunsara: 01.08.2023 Omny6ankosana: 30.08.2023
Submitted: 30.06.2023 Accepted: 01.08.2023 Published: 30.08.2023

Poc sypH ractposuTepoJt rematon koaonpokros 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)

13



www.gastro-j.ru Reviews / O630p5I

https://doi.org/10.22416,/1382-4376-2023-33-4-7-13 ®@@
UDC 616.36-002-004.4+616.36-003.826

Practical Aspects of Clinical Manifestations,
Pathogenesis and Therapy of Alcoholic Liver
Disease and Non-alcoholic Fatty Liver Disease:
Expert Opinion
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Aim: to present the results of an expert discussion of modern aspects of the clinical manifestations, pathogenesis

and treatment of alcoholic liver disease (ALD) and non-alcoholic fatty liver disease (NAFLD).

Key points. ALD and NAFLD are characterized by high prevalence and have a significant impact on public health. For
the diagnosis of liver pathology, it is important to determine the stage of fibrosis and the severity of the exacerbation

of the disease. In the treatment of ALD, it is recommended to achieve abstinence, proper nutrition, the appointment
of B vitamins, drugs with cytoprotective activity. In severe hepatitis, corticosteroids may be prescribed. In the treat-
ment of NAFLD, diet and lifestyle modification, weight loss, the use of insulin sensitizers, vitamin E, statins (in the

presence of hyperlipidemia) and drugs with metabolic activity are effective.

Currently, a point of view is being actively expressed about the synergism of the action of alcohol and the metabolic

syndrome on the development of fibrosis, cirrhosis, and hepatocellular carcinoma. The current international consen-
sus recommends a change in the nomenclature of NAFLD and ALD and proposes the terms “metabolically associat-
ed steatotic liver disease” and “metabolically associated alcoholic liver disease”.

Conclusion. The closeness of the clinical manifestations and pathogenesis of NAFLD and ALD justifies attention to

drugs with metabolic activity, which are recommended by the Russian Gastroenterological Association and Russian

Scientific Liver Society for the treatment of these diseases. The experts support the suggestion to quantify alcohol

consumption in patients with NAFLD in order to change the management of patients, if necessary.

Keywords: alcoholic liver disease (ALD), non-alcoholic fatty liver disease (NAFLD), alcohol, clinical picture, patho-
genesis, treatment
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7 PrAQY BO «Poccuvickuii yHuBepcuteT Apyx6bl Haponos umeHu Matpuca Jlymymb6ei», Mocksa, Poccuiickas denepaums

Llenb: 13n0XnTb pe3ynbTaTbl 3KCNEPTHOr0 06CYXAEHNS COBPEMEHHbIX aCMEKTOB KIIMHUYECKMX MPOSBAEHWU, na-
ToreHesa W1 ieYeHns ankorosibHon 6one3Hn neveHn (ABI) n HeankoronbHOM X1PoBo 6onesHn nederHn (HAXKBI).
OcHoBHble nonoxeHusa. ABIN n HAXBIT xapakTepnaytoTcs BbICOKOM pacnpOCTPAHEHHOCTbLIO M OKa3blBalOT 3HAYM-
TENbHOE BNSIHME HA 300POBbE HaceneHus. Jnsa AMarHoCTUKM NaToiornmn nevyeHn 60/bLLoe 3HAYEHVE NMEIOT onpe-
nenexve ctagum Gubposa n TaXecTn 06ocTpeHus 3abonesaHuns. B neyeHmnn ABI pekomeHayeTcs OOCTUXEHME
abCTMHEeHUUN, NPaBUIbHOE NUTaHNE, HA3HAYEHME BUTAMMHOB rpynnbl B, npenapaTtoB ¢ LMTONPOTEKTVBHOWN akTUB-
HOCTbIO. [1pn TAXENOM renatnte BO3MOXHO Ha3dHa4YeHne KopTmkocTeponaos. B tepanmmn HAXBI adpdekTnBHbI MO-
ondurkaumsa AMeTbl 1 06pasa X13HU, CHUXKEHNE BECA, MPUMEHEHME NPENapPaToB, NMOBbILLAIOLLMX YYBCTBUTENbHOCTD
KNIETOK K UHCYJIMHY, BUTaMuHa E, cTaTMHOB (NpY HanM4mm runepavnuaemMmmn) 1 npenaparos ¢ MeTabonmyeckon ak-
TUBHOCTbIO.

B HacTosLLEE BPEMS aKTMBHO BbICKa3bIBAETCS TOYKA 3PEHUSA O CUHEPTM3ME OENCTBUS afikorons  MeTabonnyecko-
ro cMHgpoma Ha pa3sutne Gubposa, UMppPo3a 1 renaToLeoNapHON KapLumHoMbl. COBPEMEHHBIN MexayHapoa-
HbI KOHCEHCYC peKkoMeHayeT N3amMeHuUTb HoMeHknatypy HAXBEI n ABIN n npeanaraet TepMuHbl «<MeTabonn4yecku
accoLMMpoBaHHasa cTeatoTuyeckas 60ne3Hb NeYeHn» N «MeTabonnYeckn accoLuMMpoBaHHas ankoronbHas 60nesHb
neyYeHm».

3akn4yeHue. 5nm3ocTb KNMHMYeCcKMx nposisneHnii u natoreHesa ABIN n HAXBI o60cHOBbIBaeT BHUMaHME K rnpe-
naparamMm ¢ MeTabosIM4eCKOr akTUBHOCTbIO, KOTOPblIE PEKOMEHAYIOTCH POCCUINCKOM racTpO3HTEPOIONMYECKON ac-
coumauven n PoccuiickuM 0BLLECTBOM MO M3YYEHWMIO NEYEHW A8 TEpanun aTrux 3abonesaHuii. IKCNepTbl Noaaep-
XWBAIOT NPEANOXEHNE KONNYECTBEHHO OLEHMBATL NOTPEbNeHrEe ankoronsa y naumeHtos ¢ HAXKBI ona nameHeHns
npu HEOOXOAMMOCTU TakTUKN BEAEHNS NALMEHTOB.

KnioueBble cnoBa: ankorosibHas 60ne3Hb neyveHun (ABIT), HeankoronbHas XxupoBas 6one3Hb neveHn (HAXKBI), an-
KOrOJib, KNIMHWNKA, NAaTOreHES, JIeHeHNE

KoHdnukT HTEepecoB: aBTopbl 3a89BASIOT 06 OTCYTCTBUN KOHMNNKTA NHTEPECOB.

Ans untnposanus: Llykaros B.B., Ocunenko M.®., Benobopopnosa E.B., Jlnszan M.A., XnbiHoB U.6., Anekceerko C.A., Cvsonan tO.M1.,
ToHkux tO.J1., BactoTuH A.B. MpakTnyeckmne acnekTbl KNMHUYECKMX MPOSIBNIEHWI, MaToreHe3a 1 Tepanmm asikorosbHo 601e3HM neyYeHn
1 HeanKorosibHOM XMPOBOI 6ONIE3HM NeYeHN: MHEHWE SKCMNepPTOB. POCCUIACKII XypHa racTpO3HTEPOsiIorim, renatosnornm, Kononpok-
Tonorun. 2023;33(4):7-13. https://doi.org/10.22416/1382-4376-2023-33-4-7-13

As part of the forum “ALD and NAFLD: Two
sides of the same coin”, which took place on May
20, 2023, leading experts from the Urals, Siberia,
the Far East and Moscow discussed various as-
pects of alcoholic liver disease (ALD) and non-al-
coholic fatty liver disease (NAFLD) with the aim
of optimizing diagnostic and treatment tactics for
this category of patients. This publication out-
lines the panel discussion.

In the Introduction, the Forum moderator,
Doctor of Medical Science Vladislav V. Tsukanov,
cited the definition of non-alcoholic fatty liver
disease (NAFLD) given in 1980 by J. Ludwig:
“non-alcoholic steatohepatitis is a poorly stud-
ied and non-specified disease which histological-
ly simulates alcoholic liver disease (ALD) and
can further progress to fibrosis” [1]. A series of
works by C. Lieber in the 1980s emphasized the
metabolic aspects of the ALD pathogenesis [2].

In 2020, an international expert team proposed
the term “metabolically associated fatty liver dis-
ease” (MAFLD) as more comprehensively reflect-
ing the essence of fatty liver disease [3]. In the
recent 2—3 years, the metabolic aspects of ALD
and NAFLD are being heavily discussed on the
international level stipulating the topic of the
event presented in this article.

Experts delivered monothematic reports at the
Forum. Professor E.V. Beloborodova drew atten-
tion to the importance of proper patient commu-
nication for diagnosing ALD, and the feasibility
of using special questionnaires to identify alco-
hol consumption. For the purpose of diagnosis, it
is sensible to determine the stage of liver fibro-
sis and severity of hepatitis exacerbation using
special scales. In ALD therapy, proper nutrition
and prescription of B vitamins are of great im-
portance; for severe hepatitis, prednisolone and

Poc xypH ractposuTepoJt rematon koaonpokros 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)



www.gastro-j.ru

Reviews / O630p5I

antioxidants (ademetionine) can be prescribed.
The paper by P.E. Tkachenko et al. demonstrates
the efficacy of co-administered prednisolone and
ademetionine at 1200 mg/day for 2 weeks in pa-
tients with ALD. It improved treatment response
by 30 % (p = 0.01), decreased the incidence of
hepatorenal syndrome by 20 % (p = 0.03) and
reduced total mortality by 10 % [4]. A study by
J. Mato et al. in patients with alcoholic liver cir-
rhosis is well known. During ademetionine ther-
apy (continuously up to 2 years, 1200 mg/day),
2.5-fold (p < 0.05) decreased mortality in the
group of patients with alcoholic cirrhosis vs. pla-
cebo group was reported [5].

Professor Yu.P. Sivolap emphasized the recent
European epidemiological studies which demon-
strate adverse health effect even of low doses of
alcohol. For treatment of ALD, of utmost impor-
tance is achieving alcohol abstinence. Up to 75 %
of patients are unable to abstain from alcohol
consumption. To achieve abstinence, it is crucial
to reduce manifestations of comorbid depression,
the symptoms of which, along with convention-
al antidepressants, can be reduced by prescribing
ademetionine.

Corresponding member of Russian Academy
of Sciences, Professor M.A. Livzan highlighted
NAFLD epidemy in the world today. At present,
the term “metabolically associated fatty liver dis-
ease” (MAFLD) is widely discussed. Diagnosing
liver fibrosis in patients with NAFLD is pivotal
for prognosis and deciding on treatment tactics.
NAFLD and ALD pathogenesis shares common
features. No sufficient data on the safety of low
alcohol doses in NAFLD are available. The treat-
ment of NAFLD envisages diet and lifestyle mod-
ification, weight loss, the use of insulin sensitiz-
ers, vitamin E, statins (in hyperlipidemia) and
drug products with cytoprotective activity.

Professor S.A. Alekseenko provided case stud-
ies of two patients. With outwardly similar clin-
ical symptoms, one of the patients had elevated
transaminases and signs of severe liver fibrosis.
The second case study results were normal. It
became the basis for diagnosing steatohepatitis
and prescribing pharmacological treatment in the
first case and recording hepatic steatosis with
recommendations on the diet lifestyle modifica-
tion and weight loss in the second case.

Professor M.F. Osipenko drew attention to
the lack of objective methods for quantifying pa-
tient alcohol consumption which often results in
erroneous diagnosis. New studies [6] demonstrate
that of all patients with NAFLD, more than a
quarter drinks moderate to excessive amounts

of alcohol. Key elements of ALD and NAFLD
pathogenesis have common features. This compli-
cates the diagnosis. In this regard, a diagnostic
approach for MAFLD may be useful.

ALD and NAFLD treatment approaches are
based on stratification of pathology progression
risk which determines the intensity of conduct-
ed therapy. It is reasonable to pay attention to
drugs that can optimize metabolic processes that
change in liver diseases. Modern scientific papers
emphasize ademetionine ability to influence cell
division processes, vascularization, proliferation,
apoptosis, RNA stabilization, neutralization of
lipid peroxidation products, and genomic sta-
bility issues [7]. A conclusion was deduced that
when steatosis or steatohepatitis is detected, the
possible causes of the pathology should be care-
fully analyzed and patients should be evaluated
from the comorbidity point of view, suggesting
the possibility of alcohol as a major or additional
factor combined with metabolic disorders.

Doctor of Medical Science I.B. Khlynov gave
a brief review of Clinical Guidelines on manag-
ing patients with NAFLD or ALD and noted that
general approaches include correction of meta-
bolic disorders for which ademetionine, ursode-
oxycholic acid and essential phospholipids are
used. The role of ademetionine in membrane, lip-
id, neurotransmitters metabolism, in regulation
of transsulfuration and formation of glutathione
which is a free radicals oxidation regulator [8]
has been proven. As is known, the more severe
the liver fibrosis the lesser the ademetionine lev-
els in the body. Herewith, any liver pathology
accompanied by fibrosis requires replacement
therapy [9]. Clinical studies showed efficacy of
ademetionine 800 and 1200 mg/day for 4 months
in patients with NAFLD [10].

During the panel discussion, which continued
not only on May 20 but also online, after the end
of the Forum, experts highlighted and discussed
the following publications. In 2019 Z. Younossi
et al. published a paper with follow-up of 4264
patients with hepatic steatosis for 20 years.
In 46 % of patients metabolic dysfunction was
found. Alcohol abuse was defined as more than
3 drinks per day (1 drink equals 10 g of alcohol).
Mortality was established to be higher among pa-
tients with alcohol abuse (32.2 %) vs. patients
who consume much alcohol (22.2 %; p = 0.003).
Alcohol abuse and metabolic syndrome were inde-
pendent lethal factors [11].

The January 2023 issue of Journal of
Hepatology, F. Aberg et al. [12] analyzed con-
temporary data on the importance of alcohol
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consumption and metabolic syndrome in liver
diseases development. The authors noted that
hepatic steatosis develops in most patients con-
suming more than 60 g of ethanol per day for a
period of more than two weeks [13]. However,
the risk of liver cirrhosis increases with system-
atic consumption of relatively low doses of al-
cohol. A meta-analysis of 2,629,272 people and
5505 patients with cirrhosis showed that the risk
of cirrhosis turns significant with chronic intake
of one ethanol serving per day compared with
abstainers. Simultaneously, liver cirrhosis and al-
coholic hepatitis occur only in 10 to 20 % of pa-
tients with chronic alcoholism, which highlights
the key role of alcohol effect modifiers including
female gender, genetic factors, smoking, gut mi-
crobiome condition, comorbidity and metabolic
disorders [14].

The results of studying the effect of metabol-
ic syndrome on liver pathology are more unam-
biguous. The metabolic syndrome has been es-
tablished to belong to the risk factors of liver
fibrosis [15], hepatocellular carcinoma [16] and
adverse outcomes of liver disorders [17].

The relationship between alcohol consumption
and metabolic syndrome is a complex and contro-
versial issue [18]. Modern papers actively express
the point of view about the synergistic effect of
alcohol and metabolic syndrome on the devel-
opment and progression of liver diseases [19].
Possible alcohol consumption and metabolic dis-
orders interaction mechanisms arise from similar
histological manifestations of ALD and NAFLD
[20], common genetic background (PNPLAS3,
TM6SF2, MBOAT7) [21], combined effect on
mitochondrial dysfunction, oxidative stress [22],
hepatic stellate cells activation [23], impact on
gut microbiota and intestine permeability [24],
effect on bile acids metabolism [25]. The authors
concluded that studying the interaction between
alcohol consumption and metabolic disorders is
certainly promising and crucial for optimizing
managing patients with liver pathology [12].

In the May 2023 issue of the Hepatology
journal, the American Association for the Study
of Liver Diseases (AASLD) published the Ilat-
est Clinical Guidelines for the NAFLD patients
management noting that alcohol consumption
may be crucial in disease progression and should
be quantitatively assessed in all patients with
NAFLD. The Guidelines state that moderate
alcohol consumption increases the probability
of liver fibrosis, especially in people with obe-
sity or diabetes mellitus, indicating the syner-
gistic effects of alcohol and metabolic disorders.

Therefore, the AASLD recommends people with
F2 or higher stage liver fibrosis to abstain from
alcohol [26].

The consensus of AASLD, EASL (European
Association for the Study of the Liver), APASL
(Asia Pacific Association for the Study of the
Liver), ALEH (Latin American Association for
the Study of the Liver) and other scientific
institutions on changing the nomenclature of
fatty liver disease being prepared for publica-
tion is essential and is freely available from
June 2023 in Journal of Hepatology [27]. The
consensus will be simultaneously published in
Hepatology and Annals of Hepatology jour-
nals. In total, 236 people from 56 countries
participated in composing of the consensus.

As a result, the term “metabolically associ-
ated fatty liver disease” (MAFLD) was chosen
as a replacement for the term “non-alcoholic
fatty liver disease” (NAFLD). It is recommend-
ed to consider the presence of hepatic steatosis
and at least one of five cardio-metabolic fac-
tors as diagnostic criteria for MAFLD: 1) BMI
> 25; waist circumference > 94 cm for men
and > 80 cm for women; 2) fasting glucose
> 5.6 mmol/L; 3) blood pressure > 130/85
mmHg; 4) blood triglycerides > 1.7 mmol/L;
5) blood high-density lipoprotein cholester-
ol < 1 mmol/L. In hepatic steatosis without
cardio-metabolic manifestations, it is recom-
mended to evaluate the detection of changes as
cryptogenic. The decision was made to retain
the term steatohepatitis, modifying it to “met-
abolically associated steatohepatitis” (MASH).

The vast majority of experts voted that al-
cohol consumption > 30—60 g/day in NAFLD
affects the natural course of the disease (95 %)
and alters the response to therapeutic interven-
tions (90 %). In this regard, it was decided to
maintain restriction of alcohol consumption for
the diagnosis of MASLD (MAFLD), and to
formulate the diagnosis as “metabolically as-
sociated alcoholic liver disease” (MetALD) in
patients with alcohol abuse [27].

At the “NAFLD and ALD: Two sides of the
same coin” Forum, Russian experts discussed
new information in detail and came to conclu-
sion that interaction of alcohol and metabolic
factors is a complex process which requires fur-
ther study. Alcohol consumption can definitely
influence the course of NAFLD and potentiate
adverse course of liver disease. Drug products af-
fecting metabolic processes, in particular ademe-
tionine, are a matter of priority in patients with
ALD (MAALD) and NAFLD (MAFLD).

10
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Summary of the forum moderator
Professor V.V. Tsukanov

The issue of correlation between alcohol con-
sumption and metabolic changes indeed seems to
be quite complex and of a fundamental nature.
Therefore, it is reasonable to continue discussions
and Expert Board meetings. Establishing a com-
pact working group will be useful for systematic
study of this issue. Works demonstrating the syn-
ergistic effect of alcohol and metabolic syndrome
on the development of liver pathology are espe-
cially noteworthy. The idea to quantitatively as-
sess alcohol consumption in NAFLD patients to
alter patients’ management tactics appears to be
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HemnocpepCTBEeHHBIE PE3YABTATHI YAAACHUA
IIANOCKUX SIIUTEANAABHBIX HOBOOOPA30BAHUU
TOACTOU KHUIIIKHU METOAAMU SHAOCKOIIMYECKOU
IIETA€BOU SAEKTPOPE3EeKIITNNU CAUZUCTOU
O0OOAOYKU U MYKO33KTOMUU C AUCCEKIIUEN

B IOACAM3UCTOM CAO€: CPABHUTEABbHA OlleHKa

A.A. ®enopenko*, I1.B. TlaBnos, A.Il. Kuptoxun, A.C. TepTbraabiit

DIAOY BO <«Ilepsuiii Mockosckuil zocydapcmeennoiti meduyunckui ynusepcumem um. .M. Ceuenosa» Munucmepcmea
30pasooxpanenus Poccuiickou Dedepayuu ( Ceuenoscrui Ynueepcumem), Mockea, Poccuiickas Dedepayus

Llenb uccnepoBaHUNA: NMPOBECTN CPABHUTESNIbHYIO OLEHKY HEMOCPEACTBEHHbLIX PE3YNLTATOB YAANEHUS MAOCKUX
anuTenuanbHbiX HOBOOOPA30BaHUI TOJICTON KULUKM METOAAMMW 3HAOCKOMUYECKOW METIEBOWN 3/IEKTPOPE3EKLMMN
cnuancton obonoykm (EMR) n Mmyko3akToMum ¢ guccekumeri B noacnnanctom cnoe (ESD).

Martepuanbl u metopbl. [poBeneHo 96 3HOOCKOMUYECKUX OMepauumii Ha TONICTOW kuwke y 93 naumeHToB
C MIOCKMMW 3NUTENMANIbHBIMY HOBOOOpPa3oBaHmamMu. MauueHTsl 6binn B Bo3pacTe oT 39 oo 88 net, cpeaHuii BO3-
pact — 64,9 + 10,7 roga. Paamep anutenvanbHbix HOBOOGpa3oBaHuii BapbkpoBan ot 20 oo 70 MM, meanaHa —
37,4 £ 14,8 mm. B nccnenoBaHuve Obiv BKIIKOYEHBI TOJIBKO MaUMEHTbI C 40OPOKAYECTBEHHBIMY SNUTENNANIbBHBIMU
HOBOOOPa30BaHNSIMN, NMOCKOJIbKY MaLMEHTAM C NOJ03PEHNEM HA 3/10KA4ECTBEHHOE HOBOOOPAa30BaHWE B TOJICTOM
KUMLLKE NoKa3aHo BMELLATENbCTBO B BUuAe ESD ans ncknioveHns dparMeHTapHOro yaaneHns n pucka nporpeccmpo-
BaHUS KOJIOPEKTANIbHOrO paka 1M3-3a BO3MOXHbIX MOMOXUTENbHBLIX KpaeB pe3ekumn. MauneHTsl 6binn pacnpenene-
Hbl Ha [IB€ paBHble rPyMMbl, B 0OHOM N3 KOTOPbIX BbINOJIHANOCHE leyeHne metogom EMR, B gpyron — ESD.
PeaynbraTtbl. CpegHuii pa3aMmep anutenuanbHblx HOBooGpasoBaHwuii B rpynne ESD coctaBun 41,6 £ 15 mm,
B rpynne EMR — 33,1 = 13,5 mm. CpeaHee Bpems BMeLwwaTensctBa npn ESD — 143,6 = 102,9 MuH., npyn EMR —
52,6 + 34,4 muH. B xone Bmewwatenscteay 10 (10,4 %) nauneHToB B 06eunx rpynnax (96 aneHom) BO3HMKIM nepdo-
pauuun Tonctom kuwkun; B rpynne EMR B 4 (4,1 %), B rpynne ESD — B 6 (6,2 %) cnydasx. CTaTMCTUY4ECKN 3HAYMMBbIX
pas3nunyunii B pasBUTUN MHTPaOMNePaLMOHHbIX Nepdopaumii Mexay MeTogamm He BbiserieHo (p = 0,7401). YactoTa
yoaneHus egmHbiM 6nokom anst ESD coctaBuna 44 n3 48 onepaunii (91,6 %), onsg EMR — 14 n3 48 (29,1 %).
BbiBOAbI. HAOCKONMYECKAS MYKO33KTOMUS C AMCCEKUMEN B noacnn3nuctom cnoe (ESD), B oTnnyne ot netnesom
3NeKTpope3ekumMn cnmsncTo obonoykn (EMR), obecneumBaeT 6onee BbICOKYIO HacTOTy yaaneHus HOBOOOPaso-
BaHWIA eanHbIM 610KOM BHE 3aBMCUMOCTU OT UX pa3Mepa, OJHaKko xapakTepuayeTcs 60nbLUe NPOAOIKNTENBHO-
cTblo BMeLwaTenbcTia (p < 0,0001). B rpynne ESD BABOe Yalle 0TMeYanncb MHTPaonepaumoHHblE KDOBOTEYEHNS
(p = 0,0061), pa3BMBLUMECH MO NPUYMHE TEXHNYECKOW CIIOXHOCTY OMnepaumm 1 06yCcloBUBLLME YBENNYEHNE Bpe-
MeHu onepauun. CTaTUCTUYECKN 3HAYUMbBIX PA3IMYMIA MO YACTOTE OTCPOYEHHBIX OCIIOXHEHUIA MEXAY rpynnamm
BbISIB/IEHO HE 6b1s10 (p = 0,9999). MecCTHbIN peunanB ageHoMbl pasBuics y AByX naumeHToB (4,1 %) nocne pEMR,
OTMEYEHbI CTaTUCTMYECKM 3HaYMMBbIE pasnuyns (p < 0,0006).

KnioueBblie cnoBa: ToscTas K1LLIKa, KOJIOHOCKOMNUS, NMIOCKME anuTenmanbHble HOBOOOPa30BaHUS, Pe3eKLms CNu-
31CTOM 060J104KM, MYKO33KTOMUS C AMUCCEKLIMEN B NOACIN3NCTOM Cloe

KoHdnukT HTEepecoB: aBTopbl 3as9BNSIOT 06 OTCYTCTBUN KOHMNNKTA UHTEPECOB.

Ans untnposBanusa: depopeqko A.A., Maenos IN.B., KuptoxuH A.T1., TepTbiuHbili A.C. HenocpeacTBeHHbIE pe3ynbTaThl yaaneHus nno-
CKNX anuTenMasbHbIX HOBOOOPA30BaHWNN TONCTOM KMULLKM METOAAMM 3HO0CKONMMYECKOWN NEeTNEBOM 3N1eKTPOPe3eKLUmm Cm3ncTon 06o-
JIOYKM 1 MYKO33KTOMUM C OUCCEKLMEN B MOACIM3NCTOM CNOE: CPaBHUTENbHAs OLEeHKa. POCCUINCKMIA XypHan racTpoaHTeponornu, re-
natonoruu, kononpoktonorun. 2023;33(4):14-23. https://doi.org/10.22416/1382-4376-2023-33-4-14-23

Immediate Results of Colonic Flat Epithelial Neoplasms Removal Using
Diathermic Snare Endoscopic Mucosal Resection and Mucosectomy Combined
with Dissection in the Submucosal Layer: Comparative Assessment

Aleksandr A. Fedorenko*, Pavel V. Pavlov, Andrey P. Kiryukhin, Alexander S. Tertychnyy
I.M. Sechenov First Moscow State Medical University (Sechenov University), Moscow, Russian Federation
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Aim: to compare the immediate outcomes of removing colonic flat epithelial neoplasms by using diathermic snare
endoscopic mucosal resection (EMR) and mucosectomy with endoscopic submucosal dissection (ESD).

Materials and methods. Ninety-six endoscopic procedures were conducted on the colon of 93 patients with flat
epithelial neoplasms. The mean age of patients was 64.9 + 10.7 years, with an age range of 39 to 88 years. The size
range of epithelial neoplasms was 20 to 70 mm, with a median of 37.4 = 14.8 mm. Only patients with benign epithelial
neoplasms were included in the study since patients with suspected malignancy in laterally spreading tumors are in-
dicated for ESD intervention to avoid fragmentary excision and risk of colorectal cancer progression due to possible
positive resection margins. The patients were separated into two equally sized groups and treated with EMR and ESD
methods.

Results. Epithelial neoplasms in the ESD group had an average size of 41.6 £ 15 mm while those in the EMR group
had an average size of 33.1 = 13.5 mm. The ESD group had an average intervention time of 143.6 = 102.9 min,
whereas the EMR group had an average intervention time of 52.6 + 34.4 min. Both groups (96 adenomas) had a total
of 10 (10.4 %) patients who experienced colonic perforations during the intervention, with 4 (4.1 %) cases observed
in the EMR group and 6 (6.2 %) in the ESD group. No statistically significant differences were identified in the occur-
rence of perforations during the operation (p = 0.7401). ESD resulted in an en bloc removal rate of 44/48 (91.6 %),
whereas EMR only achieved a rate of 14/48 (29.1 %).

Conclusion. Endoscopic mucosectomy with submucosal dissection (ESD), in contrast to endoscopic mucosal re-
section (EMR) with diathermic snare, provides a higher frequency of tumor removal en bloc, regardless of tumor size,
but is characterized by a longer duration of intervention (p < 0.0001). In the ESD group, there were twice as many
intraoperative bleedings (p = 0.0061) due to the longer duration and technical complexity of the procedure. There
were no statistically significant differences in the incidence of late complications between the groups (p = 0.9999).
Local recurrence of adenoma developed in two patients (4.1 %) after pEMR, statistically significant differences were
noted (p < 0.0006).

Keywords: colon, colonoscopy, flat epithelial neoplasms, mucosal resection, dissection in the submucosal layer
Conflict of interest: the authors declare that there is no conflict of interest.
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JlocTi:KeHNsT COBPEMEHHOI BHYTPHUIIPOCBETHOMN
9H/JIOCKOIINHU MO3BOJMIN 06ECIIeYUTh HE TOJHKO PaH-
Hee BbISBJIEHUE TOBEPXHOCTHBIX AMUTETHATBHBIX
HoBooOpa3oBanuii, Ho u Gezonacuoe u 3PdeKTus-
Hoe wx Jeuenue [1, 2]. Bo Bcem Mupe pasButue
BHYTPHUIIDOCBETHBIX  9HIOCKONHMYECKUX  METOJOB
NPUBEJO K YMEHBIIEHUIO POJIU XUPYPTUH B JICUEHUH
SMUTETNATbHBIX HOBOOOPA30BaHUN THINEBOJA, >Ke-
JIyJIKA U TOJICTOM KMIIKU TIPU YJIYUYIIEHUH Pe3yJbTa-
TUBHOCTHU 3a CUET MAJOr0 KOJMYECTBA OCJIOKHEHUI.

[TepBblii m HamboJsiee AKTUBHO TIPUMEHSIEMBbIi
METO/I B COBPEMEHHOH BHYTPUIIPOCBETHON 3H/0-
ckonmmu — sHjocKonndeckas (merieBas) pesek-
nus  camsuctoii  o6omouku (endoscopic mucosal
resection, EMR). Bropoii, oTHOCHTENbHO HemaBHO
BHE/IDEHHDBIN B KIMHUYECKYIO TTPAKTUKY PsA/ia CTAIM-
OHAPOB METO/l, — HHJOCKOMUYECKAS MYKO39KTOMMUS
¢ muccexknueii B nogcausucrom ciaoe (endoscopic
submucosal dissection, ESD). IIpu atoM cpean cre-
UAJNCTOB HE CYIIECTBYET €JIMHOTO MHEHHS O IIPH-
MEHEHUU TOrO0 WJM WHOTO MeToja. Bbui6op Meroma
yaaJeHnsd TO-TIPeKHEMY OCTaeTcsd Ha YCMOTPEHHE
OTNEPUPYIONIETO XUPYPra U 3aBUCUT OT €r0 JIMYHBIX
MpeANOYTeHUH MM TeXHUICCKUX BO3MOKHOCTEH.

EMR oObuta paspaGorana B 1984 r. M. Tada
et al. xkak HOBbIII MeTOJ yaajeHuss HOBOOOPa30Ba-
HUI SKeJTyJIOYHO-KHUIIEYHOro TpakTa. Ero npuHiuim
3aKJII09aeTcss B OTCEUEHUM AMAaTePMUYECKON TeTaeit
y4acTKa CJM3UCTON OO0OJOUYKH C 3MUTETUATBHBIM

HOBOOOPA30BaHUEM; MPEIBAPUTENBHO  Tpedyercs
MOMHATH CJAUZUCTYIO 0G0JI0YKY HAJ[ MBIIIEYHON CTEH-
KO¥ MyTeM BBEJECHUS KHUJIKOCTH B IMOJICTU3UCTDII
caoit [3]. EcrecTBenHBbIM OrpaHuuyeHueM JJsI 9TO-
ro MeTojla SIBJSIETCSl pas3Mep IIPUMEHSIEMON IeTJII
(crapmaprasle umeor guaMerp 20—35 MM), a TakxKe
OTCYTCTBHUE BO3MOKHOCTH KOHTPOJISI COCTOSIHUS TKa-
Hell Kak B KpasiX HOBOOOPA30BaHUSA, TaK U B TJIyOH-
He. B cBsI3M ¢ aTUM KpyIHOE HOBOOOpa3oOBaHUE He-
BO3MOYKHO Y/JAJUTh €IMHBIM GJIOKOM, a 3TO Kpaiiie
BasKHO JIJISI HOJIHOIIEHHOTO M KadyeCTBEHHOI'O T'HMCTO-
JIOTUYECKOTO UCCJIEeOBAHUSI U IOCJIEYIONIEro IMpo-
rHO3a JICYCHUSI.

[Tpennoxennast smouckumn Bpauamu N. Kakus-
hima u M. Fujishiro 8 2008 r. [4] Meroauka yma-
JIEHUST SIUTEJNATbHBIX HOBOOOPA30BaHWIT METOIOM
MYKO39KTOMUU C JIUCCEKIUEN B TOJCIU3UCTOM CJIO€
JIMIIeHa OINMCAHHBIX HEJOCTATKOB, TaK KaK I103BO-
JisieT KOHTPOJIMPOBAaTh M FOPU30HTAJNbHBIE, U BEPTH-
KaJbHbIE Kpasi Pe3eKINu, MpUYeM pasMep HOBOOO-
Pa3oBaHUs He MMeeT PEIaioiero 3HauyeHusI.

B mHacrosimee Bpemsi OOHIETTPU3HAHHBIM  TIO/I-
XOJ0M K JIeYeHHUIO JOOPOKAYECTBEHHBIX U PAHHUX
3JI0KAYECTBEHHBIX 00pPAa30BaHMil TOJICTONH KHUIITKU
CUMTAETCS IHJOCKOTMYecKoe yaanenue [5]. Omrako
JUIs BEPHOTO BbIGOpa cnocob6a 3HO0CKONUYECKOTO
BMeIaTeJIbcTBa HeoOGXO0UMO HMMETh Ipe/CcTaBJie-
Hue 0 MOP(OJIOTUUECKOM CTPOEHUH HOBOOOPa30-
BaHusi. B orTevyecTBEHHBIX PYKOBOJCTBAX ONHUCAHA
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npeaBaputesbHas Mopdosornueckast BepuduKaIus
HOBOOOPA30BaHUIl, BBITOJHSIEMAsT METOJOM MIUIIO-
BOIT GUOIICUH, B TO BPEMSI KaK B €BPOMENCKUX 1 SITOH-
CKUX pekoMeHpaiusgx [6, 7] Bce uaiie npeamnourenue
oTZaerTcd TaK Ha3bIBAEMOIl <«OITUYECKON OHOICHU»,
T.e. JeTaJbHOW BU3YaJbHON OI€HKE MOBEPXHOCTH.
B sroil o6iactn Heo6XoAUMO pajbHelinee 060CHO-
BaHue HauboJjiee JOCTOBEPHOTO U TOYHOTO METO/a
MpeJONePaIOHHON  OIEHKH OHKOJIOTHYECKOTO T10-
TEeHIIMaJa I[aTOJOTMYEeCKNX U3MeHeHnH. TaKTuka
B OTHOIIEHUH 3aBeOMO HEWMHBAa3WBHBIX 06pa3oBa-
HUI JTOJDKHA OBITH TIepecMOTpeHa B CTOPOHY OTKasa
OT TpejonepannonHoil 6uoncun [8].

[IpumeHeHnEe cOBpeMEHHOTO 000OPYIOBAHUS HE SB-
JISIeTCST TapaHTHell KayecTBa JAMATHOCTUKH W CTaJlM-
POBAHUS SMUTEIMATHLHBIX HOBOOOPA30BaHUN BBUIY
CyObEKTUBHOCTH OIIEHKH JHIOCKOIUCTOM, MO3TOMY
n Tpebyercs ynajeHwe HOBOOOPA3OBAHUI eIMHBIM

Tabauya 1. XapakTepucTuKa UCCIeLyeMbIX TPYIIIT
Table 1. Characteristics of the study groups

GJIOKOM € TOCJEAYIONMM MOJHOIIEHHBIM [aTOMOP-
dosornueckuM uccieOBaHIEM, YTO IS KPYIHBIX
MJIOCKUX HOBOOOPas3oBaHMUI 06ecrmeunBaeTcst TOJbKO
npumenenneM meroga ESD [9].

Ilensio pannoit paGoThl SBUJIACH CPABHUTETbHAS
OIleHKa HETOCPE/ICTBEHHBIX PE3yJbTaTOB METOOB
EMR u ESD npu yjanenuu miocKux snuTenaibHbIX
HOBOOOPA30BAHUI TOJCTON KUIITKH.

Marepuajbl U METO/bI

B Yuuepcuterckoit kKanHuueckoit 6ospHuIe Ne 2
CeuenoBckoro YHusepcurera Ha 6aze Kiannuku xoso-
MPOKTOJIOTUU U MAJIOMHBA3UBHOW XUPYPTUU B MEPHUO]
¢ 01.01.2019 no 30.12.2022 r. HaXOAWJKCh Ha CTa-
nroHapHoM JiedeHun 260 mammeHToB ¢ 268 mIockuMu

KoJu-Bo Bospacr, et Iox nauuentos, a6e. (%)
Tpyrmmbr namyentos / 9H Age, years Gender of patients, abs. (%)
Groups Npmber to M o MY>KYHHBI SKeHIIHBI
of patients /ENs L 200l A min; max males females
Bce / In total 93,/96 64,9 + 10,7; 64 39; 88 35 (36,5) 61 (63,5)
Pacmpenesienne 1Mo JTOKaIn3aiun HOBOOOPA30BAHUI B TOJICTON KHIITKE
Distribution by localization of neoplasms in the colon
caenad 15 70,1 + 8,4; 70 54; 85 6 (40,0) 9 (60,0)
cecum
BOCXOJISTIAs
060/104HasT 22 66,5 + 8,7; 67 49; 88 5(22,7) 17 (77,3)
ascending colon
rornepeyHast
o6ojiouHast 24 63,6 £ 9,2; 63 49; 85 13 (54,2) 11 (45,8)
transverse colon
HUCXOIAIASA
o6otouHast 1 39 39 1 (100,0) 0
descending colon
CUTMOBU/IHAST ) i
sigmoid colon 8 62,8 + 12,2; 59 46; 80 1(12,5) 7 (87,5)
npAMas 26 63,2 + 12,6; 64 39; 83 10 (38,5) 16 (61,5)
rectum
Pacripesiesieriie mo MeTo/y yAaJeHusi HOBOOOPA3OBAHUIL
Distribution by tumor removal method
EMR 15 66,7 + 12,7; 67 45; 85 6 (40,0) 9 (60,0)
pEMR 3B 65,4 + 10,2; 64 39; 88 12 (36,4) 21 (63,6)
ESD 48 63,9 + 10,4; 64 39; 83 17 (35,4) 31 (64,6)
Pacmipesierenne mo MakpOCKONMYECKO CTPYKType moBepxHocTH LST
Distribution over the macroscopic structure of the LST surface
LST-G 74 64,7 £ 11,2; 65 39; 88 26 (35,1) 48 (64,9)
LST-NG 22 65,5 * 8,9; 63 52; 85 9 (40,9) 13 (59,1)

Ipumeuanue: DH — snnresmanbHble HOBOOOPA30BAHNUS; M — Cpe/IHEE 3HAYEHNE; 8 — CTaHJAPTHOE OTKJOHEHNE CPeHero; Me —
MeAana; Min — MUHMMaJbHOE 3HAaueHWe; max — MakcuMaibHoe sHauenmne; pEMR (piecemeal EMR) — ¢parmMenTblii Metos
ynanerns; LST-G (laterally spreading tumor) — marepasibHO cressinasicst omyxosib rpanyasipHoro tuna; LST-NG — narepanbHo

CTeJIAIAsACA OIIyXOJIb HETPAHYJJIAPHOTO THUIIA.

Note: EN — epithelial neoplasms; m — average value; 8 — standard deviation of the mean; Me — median; min — minimum
value; max — maximum value; pEMR (piecemeal EMR) — fragment removal method; LST-G — laterally spreading tumor of
granular type; LST-NG — laterally spreading nongranular tumor.
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Pucynox 1. duurenuanbHoe nHoBoob6pazosanue Bocxoasiiein kumku LST-G, meron ynanenus — EMR: A — snwure-
nnanbHoe HoBooOpasoBanue LST-G; B — mocseonepaimonnast pana; B — mpoiecc HaToKeHUs €T HA CIAUSUCTYIO
000JI0UKY Y Kpast SIUTeIHMAIbHOT0 HOBOOOpa3oBaHusi; I — 3aKpbITHE TOCIe0NePANOHHON PAHbI IIPU HOMOIIN KJIUIIC;
[l — u3BJeyeHue JIOCKyTa CAM3UCTONU OGOJOUKH C AIUTEINATHHBIM HOBOOOPA30BaHUEM U ero (puKcaris

Figure 1. Epithelial neoplasm of the ascending colon LST-G, removal method — EMR: A — epithelial neoplasm
LST-G; b — postoperative wound; B — the process of placing a loop on the mucous membrane at the edge of the
epithelial neoplasm; I' — closure of the postoperative wound using clips; /I — extraction of a flap of the mucous

membrane with an epithelial neoplasm and its fixation

snmuTennatbHbIMu  HOBooGpasosanusamu  (laterally
spreading tumor, LST) Toncroii kumxu. Ilocae
IpeIBapuTeNbHOTO aHaim3a 268 yaajeHHbIX SIHTe-
JINAJIbHBIX HOBOOOPA30BaHUU B MCCJEAOBaHHE ObLIN
Braouensl 96 (35,8 %) manmenToB B BospacTe oT 39
1o 88 ner (cpexnmii Bospact — 64,9 + 10,7 roxa).
[pymnmer, B KOTOPbIX GBLIO MPOBEIEHO JeYeHUe Me-
tomamu EMR um ESD, mocroBepHO He pas3inyasnch
10 BO3pacTy, MOP(MOTOTUYECKON CTPYKType HOBOOO-
pasoBaHuil, MX KoaudecTBy u Jokanusauuu (tabm. 1).
Pasmep smuTenansbHOTO HOBOOOPA30BAHUS BapbUPO-
Bast or 20 zo 70 MM (cpeannii pasmep — 37,4 + 14,8 mm).

Meroa ynaneHusi BbIGHPAIN € TOMOIIBIO TIPO-
rpammbl s paHzomusaiun  «Random  Allocation
Software». Coszmambr [Be TPYIIIbI MAIMEHTOB: TT€PBAsT
C BBINIOJIHEHUEM PE3EKIUN CAU3KUCTON O0OO0JOUKH Me-
tonom EMR, BTOpas — metomom ESD. KoswuuectBo
HaluenToB B obenx rpymnax oamuakoBo (48/48).

B uccienoBanue ObLIM BK/IIOYEHBI TOJIBKO IIAIIUEHTHI
¢ J106pOKAYeCTBEHHBIMU AIHUTEINATBHBIME  HOBOOG-
PA30BaHUAMHU, IMOCKOJDBKY MAIlMeHTaM C TOJ03PEHN-
€M Ha 3JI0KauyeCTBEHHOe HOBOOOPa30BaHME B TOJICTOM
KHUIIKe [TIOKa3aHo BMemarteabcTBo B Bujae ESD mis uc-
KJTIOueHust (PparMeHTapHOTO y/aleHus U PHUCKaA IIPO-
rPECCUPOBAHUs KOJIOPEKTAJIBHOTO PaKa M3-3a BO3MOJXK-
HBIX IOJIOKUTEJTbHBIX KpaeB pesekiuu. I[Iporokos
uccaenoBanusg 6bu1 000peH JIOKAIbHBIM 3TUYECKUM
komutetoM DOIAOY BO «llepsbiii MocKoBCKuUit
TOCYZIaPCTBEHHBI MEJIWIIMHCKAN YHUBEPCUTET UM.
.M. Ceuenosa» Munszapasa Poccun (Ne 04-21
or 18.02.2021 r.).

Bce BMemmaTesbcTBa OCYIIECTBIISIIM HA BUIEOCH-
cremax «Olympus» n «Pentax» (dnonus), ¢ npn-
MEHEHUEM 3JIEKTPOXUPYPrudecknx OJ0KoB <«Erbes
VIO 300D (Tepmanus), ESG-300 <«Olympus»
(Snonnst). B 3aBucuMoctH OT MeToja  yAasieHHs
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PUMEHSUINCh PasJMyHble WHCTPYMEHTbI U Moudu-
KalUi  TIOJIUIIKTOMUYECKUX —T€TeTh: JUCTAIbHBIE
koamaykn  «Finemedix» (Kopes), a takxe DH-
28GR, 29GR u 30GR <«Fujifilm» (dnonus); remo-
cratnueckune kauncol «Olympus» (Snonus) u «Endo
Stars» (Poccus); wmxextopsr «Olympus» (Anonuns)
u «Boston Scientific» (CIITA); KoaryIsiuOHHbIE IIHIT-
et Coagrasper FD-411QR u FD-411UR «Olympus»
(dnonus); smexrponosku  DualKnife «Olympus»
(Admonna) u I-tun, Q-tun mwmm O-tun «Finemedix»
(Kopes).

Texnuka ucnosnenus. B ciaydae TeTIeBBIX 2J€K-
TPOPE3EKIMI OC/Ie BU3YaJbHOIO ONpe/esieHHsl Tpa-
HUI[ HOBOOGPa3oBaHUsI Oblja BBINOJHEHA WHDEKIIUS
dusnosornyeckoro pacrsopa NaCl 0,9 % ¢ unHan-
rokapmunoM (1:5000) B IOACAM3UCTBIA CIIOH, HEMO-
CPEJICTBEHHO 110/l HOBOOGpa3oBaHUWE, C BOBJICYEHMU-
eM HEM3MEeHEHHOIl CJIM3UCTON 060JI0YKU, [T0OUBASICH
ero nogbemMa (OTCIOEHUS) CO CAUBUCTONH 06OJOUKOI
HAJl MBIIIEYHBIM CJIOEM CTEHKH KUIIKH JJIsT PO UIaK-
THKU TEPMHUYECKOrO MOBPEKAEHUS U HEIOCPEICTBEH-
HO¥ mam orcpouenuoi nepdopanun (puc. 1).

Cuaenyomuii aranr — TO3UIMOHKMPOBAHUE TTOJIUII-
9KTOMHUYECKOIl 3JEKTPOIETIH BOKPYT OIUTETHATb-
HOro HOBOOOPA30BaHUs C 3aXBaTOM HEW3MEHEHHOIl
CM3UCTON 0OOJI0OYKU, TIPEAOJOKUTETBHO OTCTYHAs
Ha 2—3 MM OT KpaeB HOBOOOPA30BaHUs, C TOCJIENYIO-
UM TUIOTHBIM ee 3arsaruBanueM. /lajee B CMeMaHHOM
peskuMe (KoMOUHAIM Pe3aHus U Koary/auun) pao-
TBI KOATYJISITOPA MPOUCXOIUIO OTCEYEHUE CIAM3UCTON
060J104KK ¢ oIyXoJbio. IlocieonepalonHast paHa
MOJBEPTaJach PEBU3NH. BHUMATENBHO OCMATPUBAJIM
Kpast /Il OLEHKH IIOJIHOTBI PE3EKIINH, a TaKkKe caM
Makpompenapar. B COMHHUTENbHBIX CJIy4asX BBITOJI-
HSLJIU JIOTIOJTHUTEIbHY IO TEPMUYECKYI0 abJIsINI0 KPaes
MOCJIEOTIEPAIIIOHHON PaHbl KOHYMKOM TIE€TIN WA 3a-
KPbITBIMU KOATyJISIIIMOHHBIMU IIUIIIAMK JIJIST [TPEOT-
BpAIlleHusT BO3MOKHOTO BO3HUKHOBEHUSI U POCTA ajie-
HoMbI (peruausa).

[Tpu ESD, mocsie aHaIOTUYHO BBHITTOJTHEHHOTO TIPEI-
BapHUTEJIbHOIO OTCJIOEHHS CJAM3UCTOW 0OOJOYKU C OIIy-
XOJIBIO, BBITOJHSIN OKAUMJISTIONIUI pa3pe3 BOKPYT
SIUTENNATBHOIO HOBOOOPA30BaHUS WJIM MHUIMHUPYIO-
mue paspesbl 6mokom ESG-300 «Olympus» (SInowms)
¢ peskuMaMu paGoThl B CMENIAHHOM IMKJIE KOaryJisi-
topa PulseCut Slow 2 40 Br, Forced/SoftCoag 2
40 Br (puc. 2). Ecim npezmosarajach TOHHEIbHAs
mMoaudukaiust guccekimn (Ipu MPOTSKEHHBIX STUTeE-
JIMAJIBHBIX HOBOOGPA30BAHUAX ), AUCTANbHBIH KOHEIl
HOXXa BBOAWJIM B TOJICJAM3NCTBIN CJOH, T/e pacceue-
HUe TKaHeil MPOBOANJIOCH IOC/Ie0BATEJbHBIMI J[BU-
JKEHUSIMU 110 HAIIPABJIEHUIO BOJb MBIIIEYHOTO CJIOS.
PesknMbl pe3aHusi ¥ KOaryJsiiiid BbIOUPaJU B XOje
omepainy, B 3aBUCHMOCTH OT HETOCPEICTBEHHON CH-
tyaiuu. [Ipu BU3yaau3alid KPYIHbBIX COCY/IOB BbI-
MOJTHSIACh UX KOATYJISIUsI C TOCJIeYIONNUM Tepece-
yeHueM. [IJist 9TOro MCI0Ib30BAINCH KOArYIAIMOHHbBIE
el Coagrasper OO TUTIIBI IS TOpsYeil Orom-
cun B pesknme SoftCoag 50 Br.

B moxcnusucrom cioe wHOrAa HAGIIOAANACH KU-
poBast TKaHb, a MOJYIPO3PAYHBIN CJIOHU, MOAJIEKANII
paccevyeHunio, pacloJiaraeTcss HUXKe SKMPOBON TKAaHMU.
[Mopcmmsucterit  GubPO3  ABJASETCS BaXHLIM  (PAKTO-
POM, BJIMSIONIMM Ha TEXHUYECKYIO CJIOXKHOCTb [IHC-
CEKIUN, — OH O0YCJIaBJUBAET TOTEPIO TTPO3PAYHOCTU
MO/ICTIU3UCTOTO CJIOST U CY’KEHHE NTPOCTPAHCTBA MEXKITY
CJIM3UCTON OOGOJIOUKON U MBINIIEH, YTO 3HAYNTEJTHHO
YCJIOXKHSET Ipolece auccekimu. Kpome Toro, Hamm-
yie TOoACaU3UCTOro (puéposa IMI0X0 MpeacKazyeMo
1 4acTo OGHAPYSKMBAETCS TOJbKO MHTPAOIEPAIIMOHHO.

[Tocne ynanenus mpenapaTr W3BjieKaau, (GUKCHPO-
BAJN €ro Kpas BPACTSIKKY Ha IJIOTHOM OCHOBaHUH
IpW MOMOTIN KAHIEJSPCKUX OyJTaBOK, a TOCTE OITy-
CKaJIn B KOHTelHep ¢ pactBopoM 10%-ro HeHTpabHOTO
dopMamHa U OTHPABASAIN B TATOMOPMOJIOTHIECKYIO
saboparopuio Ha ucciaegosanne. O6padorka Mopdo-
JIOTHYECKOTO MaTepuajia OCYIIeCTBJASIACh MO 00IIe-
MIPUHATON MeTO/uKe.

lacrosormueckuil THI OMYXOJHW U CTENIEHb JTUCTLIA-
311 OIIPE/IeJISIN B COOTBETCTBUU C KJaccUpUKaluei
onyxoaeit JKKT BO3 (2019) [10]. Manurausaiuio
AJICHOMbI ONpPEJeNAIN NPH HAJIUYUU CTPYKTYp ajie-
HOKApIIMHOMBI C WHBa3Well B TOJCAU3UCTBLIN CJIOM,
olleHNBag TIyOMHY W IMMPUHY WHBA3UBHOTO KOM-
MOHEHTA OMyXOJM, W3MepsieMble B MHKPOMETpPax
(mo knaccuduranun H. Ueno). Ouenky kpaes pe-
3eKINU MPOBOJMJIN B COOTBETCTBUHM C PEKOMEH/IAIU-
amu EBporeiickoro o6ImecTBa racTpONHTECTHHAIBLHON
supockormin (European Society of Gastrointestinal
Endoscopy, ESGE).

Pe3yabTaThl ucce10BaHUsA

Boio  Bemosneno  ymamenue 96  HOBOOGpa3o-
parmii (o 48 BMemarenbcTs B rpymmax EMR
n ESD) y 93 maruentoB. CpenHuil pasmep aJeHOMbI
y narentoB B rpynne ESD cocraBur 41,6 £ 15 MM,
B rpynne EMR — 33,1 + 13,5 mm. Cpeanee BpeMms
BMemniaresbersa; ESD — 143,6 + 102,9 mun., EMR —
52,6 + 34,4 Mun. Bpimoanenne BMeNIaTeIbCTBA dJIEK-
TPOHOKAMU MOTPEOOBAIO GOJIbIIE BPEMEHH, PA3JINIUS
crarucrideckn 3uaunmbl (p < 0,0001). Pesysbrars
IpeJICTaBIeHbI B Tabauie 2.

[TpoBosa ananmm3 pe3yJbTaToOB MO TPYIIIAM, MbI OT-
METHJIM, YTO TIPU MPUMEHEHUN MYKO39KTOMUU C JIUCCEK-
1IUell B MOJCAM3UCTOM CJI0€ TAKUX MHTPAOIICPAIIMOHHBIX
OCJIOKHEHHI, KaK KPOBOTEUEeHUs, ObLIO BABOE GOJIbIIE
(p = 0,0061) 3a cuer Gosbiueil ATUTENTBHOCTH W TEXHU-
YECKOU CJIOKHOCTH MCIIOJTHEHUST BMENIaTe/IbCTBA.

B o6enx rpynnax (96 ageHoM) wHTpaonepannoH-
nble iepdopannu Bosnukan y 10 namuenros (10,4 %):
B rpyme EMR — B 4 cayuasx (4,1 %), B rpymmne
ESD — B 6 (6,2 %). CratncTuyecky 3HaYMMbBIX pa3-
JIMYUI 110 BO3HUKHOBeHUIO 1epdopaluii B mpoiecce
MPOBEJICHUST ONIEPAIUN MEK/Ly METOJaMU He BbISIBJIECHO
(p = 0,7401).

OTcpovyeHHbIe TOCTEOTIEPAIMOHHBIE  OCIOXKHEHHS
(B cpoxn gm0 30 aueit) B rpynne nmanmentos ¢ EMR
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Pucynox 2. Iupockonmyeckast MyKO39KTOMUS ¢ aucceknmen B nogacamusucroM caoe (ESD): A — snurenmanbHoe HO-
BooOpasoBanne; b — cosmanue «IMOAYIIKU» B TIOACTU3UCTOM CJIO€ C TIOMOIIBIO MHBEKIINN pacTBopa; B — paspes cim-
3UCTON OOOJIOUKH U KPasi SMUTEJUATbHOTO HOBOOOpasoBanus; I — BXOJ B IMOACAM3UCTON cJioit; /I — mporecc muc-
CEeKIINH B MOJCJIU3UCTOM cJioe; E — m3BJedeHne JOCKyTa CAM3UCTON 0G0JIOYKU C AIUTETUATHHBIM HOBOOOGPA30BAHIIEM

Figure 2. Endoscopic mucosectomy with submucosal dissection (ESD): A — epithelial neoplasm; B — creation of
a “cushion” in the submucosal layer using solution injection; B — section of the mucous membrane and the edge
of the epithelial neoplasm; I' — entrance to the submucosal layer; /I — dissection process in the submucosal layer;
E — removal of a flap of the mucous membrane with an epithelial neoplasm

Ta6bauya 2. Nauubie no rpynnam (EMR u ESD) 1o npogo/iKuTeIbHOCTH BMENIATEIbCTBA, pagMepaM
HOBOOOPA30BaHUIl, KOJINYECTBY PELUINBOB I 3aTPAYCHHBIX KJUIC /IS 3aKPBLITUS /1e(heKTOB

Table 2. Data by group (EMR and ESD) on duration of intervention, size of tumors, number of re-
lapses and clips used to close defects

Ilpusnak / Characteristic EMR (n = 48) ESD (n = 48) P
e e SD, vun. 52,6 + 34,4 143,6 + 102,9 <0,0001°
gf‘z?g%)gﬁ%fgglﬁ 33,1 + 13,5 41,6 + 15 0,0027°
S 5104 5o | oo
e : o

Hpumeuanue: DH — smmremmanbHoe HoBooOpasoBanme; M + SD — cpeziHee 3HadeHHe + CpPeJHEKBAIPATHYECKOE OTKJIOHEHIE;
Me [Q1; Q3] — Meamana [MHTEPKBapTUIBHBIA pasMax]; * — u3MeHeHus nokasareseii craructuyeckn snaunmbl (p < 0,05).
Note: EN — epithelial neoplasm; M + SD — mean value + standard deviation; Me [Q1; Q3] — median [interquartile range];
* — changes in indicators are statistically significant (p < 0.05).

BosHuKAM y AByX mauuentos (4,1 %). Y oamoro ma-
IMEHTa Pa3BUJIOCh OTCPOYEHHOE KPOBOTEYEHHUE, KYy-
MUPOBAHHOE DHJOCKOITMUYECKUM CIIOCOOOM — TIyTeM
HaJIOXKEHMST KJIWIIChl Ha KPOBOTOUAINN cOCy/l. Y BTO-
poro maimeHTa oTcpodeHHas repdopaius norpedo-
Bajlia 9KCTPEHHOTO XWPYPrHUECKOTO BMEIIATeTbCTBA
B BH/IEe JIAMADOTOMWM, CaHAIlMM ¥ JIPEHUPOBAHUS
OpronHoil  1osioctn ¢ (OPMUPOBAHMEM BPEMEHHON
KOJIOCTOMBI.

B rpynne namuentoB ¢ ESD orcpouenHoe oc/oxk-
nenue (nepdopanuss CTeHKH KUHIKM ¢ OCJIO0KHEHUEM
[IEPUTOHNUTOM) BO3HUKJO TaKKe Y OJHONO 4YeJ0BEeKa
(2 %) m norpe6oBaNO HKCTPEHHOTO XHUPYPrHYECKOTO
BMEIIaTeIbCTBA B AaHAJIOTHYHOM o6beMe.

CrarucTuieckn 3HAYUMbBIX Pa3Inyuuil 110 BCTpeva-
€MOCTH OTCPOYEHHDBIX OCJIOXKHEHHH MeKy IpyliiaMu
BbisiBaIeHO He Gprto (p = 0,9999). JleralbHbBIX HCXO-
JIOB HE OTMEYaJIOCh.
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Tabauya 3. JlaHHbIe IO HHTPAONEPAIIMOHHBIM OCIOKHEHUAM B 3aBUCHMOCTH OT METO/a yAaIeHHs

Table 3. Data on intraoperative complications depending on the method of removal

Ipusnak / Characteristic (nEzHZS) (nE=SIZS) p
T of the bieeding aerest Mo 101: OB, it " 010; 151 |3510; 5,51 | 0,001
traperive comcaiions hleediore.and pertarationsse tparton % @ | 15 @1 | 33687 | 0.0005
Intrasperamiee bieednge. abs. oy o 1229) | 25 G20 | 0.0061
rtrmooeniove ertonatsm a5 2 16 | 6625 | 070l
Hpumeuanue: Me [Q1; Q3] — Mepnana [MHTepKBapTUIbHLIN pasMax|; * — HU3MeHeHHs NOKasaTesell CTaTHCTUYECKU 3HAYMMDI

(p < 0,05).

Note: Me [Q1; QO3] — median [interquartile range]; * — changes in indicators are statistically significant (p < 0.05).

[Tpn Maxpockommueckoil oreHke Bcex 96 mocie-
OlepaIMOHHbBIX IIPENapaToB OTMEYEHO, YTO €JUHBIM
6a0okoM  6buto  ypatreno 63 (65,6 %) anmTennann-
HBIX HOBOOOpa3oBaHMsl, TOrja Kak ()parMeHTapHO —
33 (34,3 %). Ilpu maToIOro-aHATOMUYECKOM HCCJIEN0-
BaHMM Ha MATH SMHUTEINANbHBIX HOBOOODPA30BaHMSIX
(5,2 %) 1o Kpaw peseKInu ONpeesIach Koaryanpo-
BaHHas TKaHb, YTO HE II03BOJIMJIO OJHO3HAYHO BBICKA-
3aTbCs O PAAMKANLHOCTH yjajdeHus. B cBssu ¢ atum
ObLIO NPUHATO PENIEHNEe O IOJ0KUTETbHOM TOPU30H-
TaJbHOM Kpae pesekiuu, 1o ectb R1. Takum o6pasom,
58 u3 96 cayuaes (60,4 %) MOKHO yBEpEHHO MOP-
(osormueckn kBasmduimposath Kak RO-pesexiun
(¢ omyXxoJib-HEeraTUBHBIME KPasiMMu).

B rpyniie EMR 8 33 u3 48 cayuaes (68,7 %) pesex-
1Ms aJeHOMbI BBINOJIHEHA (PparMeHTaMu, 4To He I10-
3BOJIMIIO  MOP(OJOTHYECKN  OIEHUTh PATUKAIBHOCTD
yJaJleHusl [0 TOPU3OHTAIBHOMY KPaIo.

[Ipn ¢parmenraprom yaanennn (pEMR) Bbimos-
HSLJIACh TIOMBITKA PEKOHCTPYKIIUK 1I€J0CTHOCTH TIpera-
para («c6op Mozaukn») ¢ pukcanmeil Kasxaoro ¢par-
MEeHTa K MOJI0KKE.

B okoHuatesbHOM TATOMOPMOJOTHYECKOM 3AKJTIO-
yenun 92,7 % (89 m3 96) snurennasbHbIX HOBOOOpa-
30BaHUl OBLIM IMPEACTABIEHBI afeHOMAMI Pa3InIHOTO
crpoenust; 3y6Guarble HOBOOGPa30BaHHS KOHCTATHPO-
Baubl B 6 (6,2 %) cayvasx, w y OJHONO MHAI[MEHTA
(1,1 %) noBooGpazoBaHHEe HMEJO 3J0KaYeCTBEHHBIN
xapakrep (azenokapunuoma). B GosbumHcTBe CTyda-
e (84 omyxosm, 88,4 %) BbIsIBAEH HM3KHH yPOBEHD
qucasun. B 11 cayuasx (11,6 %) ageHoMbr nme-
JIM TSKETYIO JMCIUIA3UI0 SIUTeNns. Pe3ynbTaThl T1a-
TOMOPQOTOTHYECKOTO  UCCIEIOBAHUSA  TIPE/ICTABIEHDI
B Tabsuiie 4.

B (puHAMBHOM TMCTONOTMYECKOM — 3aKJIIOYEHUH
tonbko B 1 (1,1 %) caydae onpesenena BbICOKOAM(-
(depenposannas ageHokapimaoma. C yueroM Tuna
apdepeHInpOBKH, PACIIOIOKEHNS ONMYXOIU B IPe-
Jleax CJAMBUCTON O0O0JIOYKM, OTCYTCTBUS ee TKaHei
B kpasx pesexiun (R0), orcyrcreus anmdarudeckoii
u cocynuctoil nuBasuu (LV-) perienneM OHKOKOHCH-
JIMyMa olepanust Ipu3HaHa PaJnKaJbHOM.

MecTHbIiT penuanB aeHOMbI B 006acTi pyOIa ot-
Meuen B 2 (4,1 %) ciaydasx ygaaeHus MeTojgoM ¢par-
menrapuoii peseknmn  (pEMR). Tlocae  ypanenns
equHLIM 6s10kOoM o6ouMmu Metogamu (EMR u ESD)
PEIINBOB HE BBISIBJIEHO.

Bcem mnammeHtaM ¢ penuMBHBIMU  HOBOOOPA30-
BAHWSIMHM BBITIOJTHEHO TIOBTOPHOE 3SHIOCKOTMYECKOE
peseKIMoHHoe BMenareabeTBo (B o0beMe XO0J0HOM
metsieBoit pesexkiiun 1 EMR ¢ gomosnuTtesbHONM apro-
HOILIa3MeHHoii a6asiueii kpaes paubl). [Ipu ciepyio-
MeM KOHTPOJBHOM 9HIOCKOMHYECKOM HCCJIETOBAHUH
MPU3HAKOB peluanBa 3a60jieBanust He OOHapyKe-
HO. Mennana HabuofeHns 06enX TIPYII COCTABUJIA
18 (12—36) mecsres.

O6cysk/aenne pe3yabTaToB

IH/JIOCKONIMYECKAd  IeTJeBass  3JIeKTPOIKCIU3US
NOMMMOBUAHBIX («Ha HOXKKE» U «CHASAYMX», Ha IIH-
POKOM OCHOBAHUU) BIUTENNATbHBIX HOBOOGPa30Ba-
Hull TOJICTOH KMIIKK y’Ke MHOTUe IOJbl SBJISETCS Oll-
THUMAJbHBIM CIIOCOO0M JIeYeHUsT JIAHHOI I1aTOJIOTUH.
OtHoOcuTeNbHAS MTPOCTOTA OCBOCHUS METO/IA, JCIIeBHU3-
Ha U BbICOKasl 3(P(HEKTUBHOCTDb BMEIIATENIbCTBA B 11€H-
Tpax, I/ie BHYTPUIIPOCBETHAS SHIAOCKOIHS JOCTATOUHO
XOPOIIO Pa3BUTa, I103BOJUIN (DAKTUUECKU [TOJTHOCTBIO
UCKJIIOUNTD «GOMBITYI0» XUPYPTUI0 U3 TIAHOBOTO Jie-
YeHUsl AMUTETNATbHBIX HOBoOGpaszoBanuii [11].

OpHako TeTeBast 3JeKTPOPE3eKINs TIPH JedeHNH
OOIIMPHBIX TUIOCKUX JIaTePaTbHO PACIPOCTPAHSIIO-
muxcs HoBooOpasosanmuii (LST) we maBama cToab
y6enTebHOTO IPEUMYIIECTBA nepe; a60MUHATbHOM
XUPYprueit, Tak Kak XapaKkTepu30Bajach MEHbIIEH ya-
croroit RO-pesekiuii n 6GoJsiee 4acTbIMU pelUUBAMU
3a6oneBannus, a rakke 60abmmM (B cpaBHEHWN C Py-
TUHHON MOJUTOKTOMUEN) KOJTUYECTBOM OCJIOKHEHH.

OTHOCUTENIBHO HOBBI METOJ[ 39H/IOCKOIMMYECKOTO
ncceveHrst HOBOOOPA30BAHNIT — MYKO39KTOMMUS C JIHC-
CEKITNell B TOICTU3UCTOM CJI0e — TTO3BOJIMJI YBEJTUIUTD
yacrory RO-pesekuuii ¢ HOMOIIbIO BHYTPUIIPOCBETHOM
anzockonuu B nedenun kpynuoix LST. ESD coueraer
B cebe MUHHMAJbHYIO MHBAa3MBHOCTb, XapaKTEPHYIO
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Tabauya 4. XapakTepucTuKa sMUTeJNAIbHBIX HOBOOOPA30BaHUH Ha OCHOBAHMM MATOMOPQOIOTHIECKO-

IO HUCCJIEA0BaHMA ITOC/ACOIIEPAllMOHHBIX IIPEIIapaToOB

Table 4. Characteristics of epithelial neoplasms based on pathological examination of postoperative

specimens

XapaKTepuCTHKa OIMyXO0JHU

duuTeauaIbHbBIE HOBOOGPA30BAHNS
Epithelial neoplasms

Tumor characteristics (n = 96)
a6c. / abs. | %

Mopdousornueckas crpykrypa onyxosu / Morphological structure of the tumor
TyG6ynsipuast / Tubular 21 21,8
TyG6ynsipro-Bopcunvaras / Tubulovillous 67 69,8
Ty6yaspro-nanmuasipaas / Tubular-papillary 1 1,1
3y6uatoe HOBoOOpasoBanue / Serrated neoplasm 3 3,1
Tpamuimonnast 3y6uaras / Traditional serrated tumor 3 3,1
Anenokapiumaoma (G1) / Adenocarcinoma (G1) 1 1,1

Crenenp auciiasun asmurennsi / Degree of epithelial dysplasia

Be3 muciiasuu / Jierkast AUCILIa3ust
Without dysplasia / mild dysplasia

84 88,4

Tsxenas paucnnasust / Severe dysplasia

11 11,6

JIISE BHYTPUIIPOCBETHON 9HJOCKOINH, U JOCTATOYHYIO
PAJMKAIbHOCTD, COMOCTABUMYIO C XUPYPIUYECKUM Jie-
yeruneM. [Ipu aToM Juccekius B MOACTAU3UCTOM CJIOE
o6J1ajlaeT MPEeUMyIecTBaMi KaK Tepej MeTJeBOi pe-
3eKIueil, Tak u nepej «OoJbIIoi» XUPYPrueii.

ESD xapaxrepusyercsi MeHbIeil 4acTOTOH peru-
[INBOB, a TaK)Ke IO3BOJIAET MOJYYUTh €AMHBIH OJIOK
Martepuaja JJjsi [MOJHOIEHHOTO T'UCTOJIOTHYECKOro HC-
CJIeTOBaHMS, YTO JaeT BO3MOKHOCTD MOP(OJOTHYECKN
OIIEHUTH TOJHOTY pe3eKIMu 1 (PAaKTOPbl PUCKA PO-
TPeCCHH B CjIydae, €CJaM B aJeHOME OTMEYeHA MAJIHT-
Husaiust [12]. B cpaBHeHMM ¢ «TpaJuIIMOHHOW» XU-
pyprueii ESD, npu BepHOM T0oz00pe HAIeHTa, JaeT
Jydiiue pe3yJbrathbl. s aHI0CKONMUYECKOTO MeToja
He XapaKTepHbI TaKWe TsKesble OCJI0KHEHUS, KaK He-
COCTOSITEJTHHOCTD IIIBOB AaHACTOMO3a ¥ BHYTPUOPIOII-
HbIe KPOBOTEUEHNSI, KOTOPbIE TPUBO/IAT K YBEJIUYCHUIO
CPOKOB TOCHUTAIU3AIMKA U cTOUMOCTH JiedeHusi. ESD
OTHOCHUTCS K OPraHOCOXPAHSIONIMM BMEIIATETbCTBAM,
U TOTOMY KauyecTBO JKU3HM TIAllMEHTA dYallle BCEro
He CTPaJlaeT, a aJleKBaTHbIe KJINHIMYECKUE PE3yJIbTaTh
coxpansiiorest [13].

Bmecte ¢ tem ESD — cloXHBIT 119 OCBOEHUS
METO/I IHJOCKOITMYECKOTO yAaJeHUS TIJIOCKUX HOBOOO-
pas3oBaHuil, UMeeT [JIMHHYIO KPUBYI0O OOy4YeHHS, Xa-
PAKTEPU3YETCsS HECKOJBKO GOJIBITUM KOJUYECTBOM OC-
JIOXKHEHUH 10 CPaBHEHWIO C TPAAUIIMOHHON TMeTJIeBOM
ajieKkTpopesexiueii [14].

BaXHBIMH COCTABJISAIOMUME ycnexa Jio6oi 2HI0-
CKOITMYECKOIl OTlepaluy SBJSIOTCS MHOXKECTBO (ak-
TOPOB: OIBIT CIEUAJNUCTA, AHECTE3UOJOTNYEeCKOe
nocobue, KavecTBO OOOPY/IOBaHUS, MaTepuaabHOe
obecrieueHne pacxo/[HbIMU MaTepuajaMiu, MOJrOTOBKA
TOJICTOI KUIKU K BMEIIATEeNbCTBY, Hamndne Gpudéposa
B MO/ICJU3UCTOM CJIO€ TI0c/]ie OMOINCUU WU PaHee Bbl-
[MOJTHEHHBIX PE3eKIIMOHHBIX BMeNareabCTB. OcoOeHHO
«TpeboBaTebHON» K JaHHBIM (PaKTOpaM SABJSETCA
ESD. B cBoeii pa6ote nipu nipoBejienun ESD B kurike

MbI Yallle BCEro HCIOJb3yeM BHYTPUBEHHYIO aHecTe-
3mi0 Ha ocHoBe mponodoa (qunpusana) ¢ KoMOMHA-
mueii (Ipu HEO6XOAMMOCTH) AHAIBIETHKOB M, B PEl-
KUX CJlydasix, — CIIMHAJIbHYI0 aHecTe3nio. OcHallienne
OT/IeJIEHNST BBICOKOKJIACCHBIM 3JHIOCKOIINYECKUM 000-
PY/IOBaHMEM WU [IOCTATOUHBIM KOJUYECTBOM PACXO/I-
HBIX MaTepuajoB, NMPOXOX/eHHe 0OydeHuss U Habop
CaMOCTOSITEJIBHOTO OTIBbITA TTIO3BOJIMIN HAM BBITOJHUTD
BeCbMa CJIOKHbIE ¥ IIPOJIOJIKUTEbHbIE BMEIIATe b-
CTBA C MUHUMYMOM OCJIOKHEHMUIA.

B HexkoTOpBIX  HCCIEMOBAHUAX — COOOIIAJIOCH,
YTO IIJIOXas MaHEeBPEHHOCTb 9SH/OCKONA U  BbIpa-
SKeHHDIH  (puOpO3 MOJCTUINUCTOTO CJIOS KPUTHYECKN
BJIUSIIOT HAa TEXHUYECKYIO caoxHocth ESD [15—17].
Ha poomepammonHoM srtare npeayrajaTb € BBICOKOM
BEPOATHOCTBIO Hamuuue (uOpo3a B MOACTUIUCTOM
cjoe He TpeJcTaBiagercs BO3MOXKHBIM. OnHako ¢ak-
TOPBI PUCKA M3BECTHBI: 3TO IPE/BAPUTETHHOE BBIIOJI-
HEeHWe TUMIOBOW OUOIICUY WJIHM TIOIBITKA YIaJCHNS;
6O0JIBIIION pa3Mep HOBOOOPA30BaHUSI C BbIPAYKEHHBIM
9K30(DUTHBIM KOMIOHeHTOM. ['pyO6brii ¢ubpos moj-
camancroro cjaod crenenn F2 (MakcuMaabHO BbIpa-
SKEHHBIN) B IIponecce BhinosHennss ESD B mameM uc-
caeoBanun GbLT KoHncratupoBan B 21 ciayuae (44 %
nabmozennii). Ilpu sToM BO Beex CIIydastx JIUCCEKINsT
Obl7a TIPOJIOJIKEHA, HO YBEJIMYUBATACH TPOJOJIKI-
TEJHBHOCTh BMEIIATETbCTBA U TIOBBIIIAICSA PUCK BO3-
MOJKHBIX OCJIOSKHEHUII.

Ucxond W3 TOJYYEHHBIX Pe3YJbTATOB: YacTOTa
nHTpaornepannoHHbix nepdoparuii npu ESD B Ha-
meM uccaegoBaHun cocrasmiaa 12,5 %, 4to comnocra-
BUMO ¢ nudpamu, HPUBEIECHHBIMH B MeTaaHaIu3e,
re camas BBICOKas yacToTa nepdopaliii coctaBuia
aHanornunbie 12 % [18]. /laHHas uyacToTa WHTpaore-
paloHHbIX rnepdopaluii sBjagercs 6oJiee BBICOKOI,
4yeM B KPYIHBIX SNMOHCKUX TeHTpax [19—21], rue
OHA COOTBETCTBYET NPUMEPHO 6 %, HO COIIOCTABUMA
C JaHHBIMHM Jpyrux crpan [22—24]. Tem He MeHee
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MHTPAoIepalMoHHble 1epdopaluu, yCIelnHo YKpbIBa-
eMble KJIUTICaM¥, He UMeOT CYIeCTBEHHOTO 3HAYeHNS,
TaK Kak He TPeOYIOT JOIOJHUTEIbHON XUPYPruiecKoit
akTUBHOCTU. CyIIECTBEHHYIO POJb UTPAIOT OTCPOYEH-
Hble nepdopalun, Tak Kak B TaKUX Cjydadx yaile
BCETO TPUXOAUTCS MpuGeratb K OOUTMPHBIM XHUPYP-
TMYECKUM BMeIIaTeabCTBAM C Pe3eKineil KUIIKH, ca-
Halnell W peHnpoBaHreM OPIOITHOW mosocTu. Takoe
ocyioxHeHne 6bLI0 KOHCTaTHpoBaHo y 2 (2 %) manueH-
T0B (110 OHOMY B KasKI0M TpyIime).

Hecmotps Ha 1o uro B Tpynne EMR cpennnit pas-
Mep HOBOOODPA30BaHWIl OBbLI MEHbINE, YeM B TPYIIIe
ESD, kommyecTBO MECTHBIX PeIMINBOB OKa3aJoCh
JOCTOBEpHO Gostbie B Tpymme peseximit (2 m 0 coor-
BercTBeHHO). TeM He MeHee TOBTOPHOE HH/IOCKOTIIYE-
CKO€ PEe3eKIMOHHOEe BMEIaTeJbCTBO Ha ATare HabJIro/e-
HISI TIO3BOJIAJIO TIOJHOCTBIO YQJITh HOBOOGDA30BaHIE
1 He TIOTPe6oBAI0 XUPYPrdecKoi Oneparim.

B wnacrogmee Bpems B Poccum u Mupe KoJsmde-
CTBO M KauyecTBO BBIMOJHEHUS HHAOCKOTNYECKITX
BMeIIaTeJbCTB  HEYKJOHHO pacrteT. (O3HakoMJIeHUe
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Immediate Results of Colonic Flat Epithelial
Neoplasms Removal Using Diathermic

Snare Endoscopic Mucosal Resection

and Mucosectomy Combined with Dissection

in the Submucosal Layer: Comparative Assessment

Aleksandr A. Fedorenko*, Pavel V. Pavlov, Andrey P. Kiryukhin, Alexander S. Tertychnyy

I1.M. Sechenov First Moscow State Medical University (Sechenov University), Moscow, Russian Federation

Aim: to compare the immediate outcomes of removing colonic flat epithelial neoplasms by using diathermic snare
endoscopic mucosal resection (EMR) and mucosectomy with endoscopic submucosal dissection (ESD).

Materials and methods. Ninety-six endoscopic procedures were conducted on the colon of 93 patients with flat
epithelial neoplasms. The mean age of patients was 64.9 = 10.7 years, with an age range of 39 to 88 years. The size
range of epithelial neoplasms was 20 to 70 mm, with a median of 37.4 = 14.8 mm. Only patients with benign epithelial
neoplasms were included in the study since patients with suspected malignancy in laterally spreading tumors are in-
dicated for ESD intervention to avoid fragmentary excision and risk of colorectal cancer progression due to possible
positive resection margins. The patients were separated into two equally sized groups and treated with EMR and ESD
methods.

Results. Epithelial neoplasms in the ESD group had an average size of 41.6 £ 15 mm while those in the EMR group
had an average size of 33.1 + 13.5 mm. The ESD group had an average intervention time of 143.6 = 102.9 min,
whereas the EMR group had an average intervention time of 52.6 + 34.4 min. Both groups (96 adenomas) had a total
of 10 (10.4 %) patients who experienced colonic perforations during the intervention, with 4 (4.1 %) cases observed
in the EMR group and 6 (6.2 %) in the ESD group. No statistically significant differences were identified in the occur-
rence of perforations during the operation (p = 0.7401). ESD resulted in an en bloc removal rate of 44/48 (91.6 %),
whereas EMR only achieved a rate of 14/48 (29.1 %).

Conclusion. Endoscopic mucosectomy with submucosal dissection (ESD), in contrast to endoscopic mucosal re-
section (EMR) with diathermic snare, provides a higher frequency of tumor removal en bloc, regardless of tumor size,
but is characterized by a longer duration of intervention (p < 0.0001). In the ESD group, there were twice as many
intraoperative bleedings (p = 0.0061) due to the longer duration and technical complexity of the procedure. There
were no statistically significant differences in the incidence of late complications between the groups (p = 0.9999).
Local recurrence of adenoma developed in two patients (4.1 %) after pEMR, statistically significant differences were
noted (p < 0.0006).

Keywords: colon, colonoscopy, flat epithelial neoplasms, mucosal resection, dissection in the submucosal layer
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HenocpeacTtBeHHbIe pe3ynbTaThl yAaNeHUS NJIOCKUX 3NUTesInanbHbIX
HOBOOOpPa30BaHUI TOJICTON KULLKM MeToAaMM 3HA0CKONU4YecKou neTsieBomn
351eKTpope3eKun CIN3NCTON 000J1I04KU U MYKO33KTOMMUM C AUCCEeKUuUuen

B NOACJ/IN3NCTOM CJi0e: CpaBHUTEJIbHASA OLeHKa

A.A. ®enopeHko*, IN.B. Masnos, A.lN. KuptoxuH, A.C. TepTbl4HbIi

®rAOY BO «[lepsbiti MockoBCkuii rocynapCTBEHHbI MEANLMHCKUE yHuBepcuTeT um. U.M. CeveHoBa» MuHucTepcTaa
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Llenb uccnepoBaHus: NPOBECTU CPABHUTENIbHYIO OLEHKY HEMOCPEACTBEHHbLIX PE3YNbTATOB yOANEHUS MAOCKUX
SNUTENVANbHLIX HOBOOOPA30BaHUI TONCTOMN KULLKM METOAAMU 3HAOCKOMUYECKOM METNEBON 3NEKTPOPE3eKLmn
cnmauncTtor 06ono4vkn (EMR) 1 Myko3akToOMUKM C ANCcekumen B noacnuanctom cnoe (ESD).

Martepuanbl n metogpbl. [lpoBeneHo 96 3HAOCKOMMYECKMX OMnepauuii Ha TOJICTOM Kkuwke y 93 naumeHTOB
C MIOCKMMUN 3nuUTENnanbHbiM HOBOOOpasoBaHuaMu. MauyeHTsbl 6bi1n B Bo3pacTe oT 39 oo 88 net, cpeaHuin Bos-
pact — 64,9 = 10,7 roga. Pasmep anutenuasnbHbiXx HOBOOOpa3oBaHuii BapbupoBasn oT 20 go 70 MM, meauaHa —
37,4 = 14,8 mm. B uccnenoBaHme Obv BKIIOYEHBI TOJIbKO MALMEHThI C 4OOPOKAYECTBEHHBIMI SMUTENVNANBHLIMUA
HOBOOOPAa30BaHMSIMU, MOCKOJIbKY MALMEHTAM C MOAO3PEHMEM HA 3/10KAYECTBEHHOE HOBOOOpPA30BaHME B TOJICTOM
KMLLIKE NMOKa3aHOo BMeLLAaTeNnbCTBO B BuAe ESD onsa vcknioyeHnsa dparMeHTapHOro yaaneHus n pyucka nporpeccmpo-
BaHWS KOJIOPEKTANIbHOIO paka 13-3a BO3MOXHbIX MOJIOXMUTENbHBIX KpaeB pe3ekumn. MauneHTsl Obinn pacnpenene-
Hbl HA [IBE PABHbIE rPYMMbl, B OOHOM N3 KOTOPbIX BbIMOHANOCHE eyeHne metogom EMR, B opyroi — ESD.
Pe3ynbraTtbl. CpegHnini padmep anmMTenmasnbHbix HOBOOOpasoBaHui B rpynne ESD coctaBun 41,6 £ 15 mm,
B rpynne EMR — 33,1 = 13,5 mm. CpenHee Bpems Bmewatensctea npy ESD — 143,6 £ 102,9 MuH., npn EMR —
52,6 = 34,4 muH. B xone Bmewartenscteay 10 (10,4 %) naumeHTOB B 06evx rpynnax (96 ageHom) BO3HUKAM nepdo-
pauun ToncTon kuwku; B rpynne EMR B 4 (4,1 %), B rpynne ESD — B 6 (6,2 %) cnyydasax. CTaTncTUieckn 3Ha4NMBbIX
pasnuMuui B pa3BuUTUM UHTPAONEPaLMOHHbIX Nnepdopaumin mexay metonamm He BbigeneHo (p = 0,7401). YactoTa
yoanenus eguHbim 6nokom ans ESD coctaBuna 44 u3 48 onepaunii (91,6 %), ona EMR — 14 n3 48 (29,1 %).
BbiBOAbI. DHOOCKOMMYECKAs MYKO33KTOMUS C ANCCEKLMEN B noacnm3nucTom cnoe (ESD), B oTanymne ot neTneBomn
anekTpopesekumn cnmaucton obonoyku (EMR), obecneurBaeT 60nee BbICOKYI YAaCTOTYy yaaneHuss HOBOOOpa3o-
BaHWN €AMHbIM BGI0KOM BHE 3aBUCUMOCTU OT MX pasMepa, OOHAKO XapakTepusyeTcs 60nbLuer NPoaOIKUTENbHO-
CTbio BMeLwatenscTtea (p < 0,0001). B rpynne ESD BaoBoe yalle 0TMeYanncb MHTPAoNepaLnNoOHHbIE KDOBOTEYEHMS
(p = 0,0061), pas3BmBLUMECH MO MPUYMHE TEXHUYECKOW CIIOXHOCTM Onepauun u 00yCnoBUBLLME YBENMYEHNE BPE-
MeHu onepaumm. CTaTUCTUYECKM 3HAYUMBbIX PA3NANYMIA MO HYACTOTE OTCPOYEHHbIX OCMIOXHEHWN MeXAy rpynnamuv
BbISIBJIEHO He 6b110 (p = 0,9999). MeCTHbIN peunave aneHoOMbl Pa3BuiIcsa y AByx nauneHToB (4,1 %) nocne pEMR,
OTMEYEHbl CTaTUCTUYECKN 3Ha4YMMBble pasnunyus (p < 0,0006).

KnioueBbie cnoBa: ToNCTas KMLLIKA, KOTIOHOCKOMUS, NIOCKNE SNUTENnanbHbie HOBOOOPA30BaHWSA, Pe3eKLUNa Cnu-
3UCTOM 060N104KM, MYKO33KTOMUS C OUCCEKLMEN B MOACIU3UCTOM C/OE

KoHNUKT nHTepecoB: aBTOPbI 3asBNAIOT 00 OTCYTCTBUM KOHMIVKTA UHTEPECOB.

Ansa uutupoBanusa: PenoperHko A.A., MNaenos N.B., KuptoxuH A.l1., TepTbiuHbIi A.C. HenocpencTBeHHbIe pesynbTaThl yaaneHns nio-
CKUX 3NUTEeNnanbHbIX HOBOOOPA30BaHMIA TONICTOM KULLIKWM METOAAMM SHAOCKOMUYECKOM NETNEBOM 3NEKTPOPE3eKUMM CIN3NCTor 060-
JIOYKM 1 MYKO33KTOMUM C ANCCEKLMEN B NOACAN3NCTOM COE: CPaBHUTENbHAS OLEHKA. POCCUINCKNIA XXypHas raCTpO3HTEPOornu, re-

natonoruu, kononpokronorun. 2023;33(4):14-23. https://doi.org/10.22416/1382-4376-2023-33-4-14-23

Advances in modern intraluminal endoscopy
have made it possible to ensure not only earli-
er detection of superficial epithelial neoplasms,
but also their safe and effective treatment [1, 2].
Worldwide, the development of intraluminal en-
doscopic techniques has led to a decreasing role of
surgery in the treatment of epithelial neoplasms of
the esophagus, stomach and colon, with improved
outcomes due to the low number of complications.

The first and most actively used method in mod-
ern intraluminal endoscopy is endoscopic (snare)
resection of the mucous membrane (endoscopic
mucosal resection, EMR). The second relatively
recently introduced into the clinical practice of
some hospitals method is endoscopic mucosecto-
my with dissection in the submucosal layer (en-
doscopic submucosal dissection, ESD). However,
there is no clear consensus among specialists on
the applications of one or another method. As be-
fore, the choice of removal method remains at the
discretion of the operating surgeon and depends
on personal preference or technical availability.

EMR was developed in 1984 by M. Tada et al.
as a new method for the removal of gastrointes-
tinal tumors. Its principle is to cut off a portion

of the mucosa containing an epithelial neoplasm
with a diathermic snare; it is first necessary to
lift the mucosa above the muscular wall by in-
jecting fluid into the submucosal layer [3]. A po-
tential constraint of this approach is the limited
size of the snare employed (typical diameter being
20—35 mm), as well as the inability to control the
condition of the tissue both at the edges of the tu-
mor and in its depth. In this regard, a large tumor
cannot be removed en bloc, which is extremely
important for a thorough and high-quality histo-
logical examination and prediction of subsequent
treatment prognosis.

The method proposed by Japanese doctors
N. Kakushima and M. Fujishiro in 2008 [4] to
remove epithelial tumors by mucosectomy with
dissection in the submucosal layer is devoid of the
described disadvantages, since it allows control
of both horizontal and vertical resection margins,
moreover the size of the neoplasm is not crucial.

Currently, endoscopic removal is considered
a widely accepted approach to the treatment of
benign and early malignant tumors of the colon
[5]. However, understanding the morphologi-
cal structure of the tumor is crucial for selecting
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the appropriate endoscopic intervention method.
Domestic guidelines describe preliminary morpho-
logical verification of neoplasms, performed by
forceps biopsy, whereas European and Japanese
recommendations [6, 7] are advocating for the
so-called “optical biopsy” — which involves a
comprehensive visual assessment of the surface. In
this area, further substantiation of the most reli-
able and accurate method for preoperative assess-
ment of the oncological potential of pathological
changes is necessary. Tactics regarding obviously
non-invasive neoplasms should be revised in the
direction of rejecting preoperative biopsy [8].

The use of modern equipment does not guaran-
tee the quality of diagnosis and staging of epitheli-
al neoplasms due to the subjectivity of the endos-
copist’s evaluation, which is why it is necessary

Table 1. Characteristics of the study groups
Tabauya 1. XapakTepucTuKa UCCIeLyeMbIX IPYIIIT

to remove tumors en bloc, with subsequent full
pathomorphological examination, that is ensured
for large flat neoplasms only by using the ESD
method [9].

The aim of this work was to comparatively
evaluate the immediate results of EMR and ESD
techniques in the removal of flat epithelial neo-
plasms of the colon.

Materials and methods

A total of 260 patients with 268 colonic flat
epithelial neoplasms (laterally spreading tumor,
LST) were hospitalized in Sechenov University
Clinical Hospital No. 2, on the basis of the
Clinic of Coloproctology and Minimally Invasive

Number of Age, years Gender of patients, abs. (%)
Groups patients /ENs Boapacr, aer ITon nanmenTos, a6e. (%)
I'pynmbi Koa-Bo to M o males females
HaHHeHTOB/ 9H m 1L o; € min; max MY KYHHBI JKEHIIHUHbI
In total / Bce 93,96 64.9 + 10.7; 64 39; 88 35 (36.5) 61 (63.5)
Distribution by localization of neoplasms in the colon
Pacnpegeserne 1o JoKanusaluyu HOBOOOPa30BAHUiT B TOJCTON KHIIKe
cecum 15 70.1 + 8.4; 70 54; 85 6 (40.0) 9 (60.0)
cJenas
ascending colon
BOCXO/AIIAs 22 66.5 + 8.7; 67 49; 88 5(22.7) 17 (77.3)
o60109Has
transverse colon
HolepeyHast 24 63.6 £ 9.2; 63 49; 85 13 (54.2) 11 (45.8)
060109HasT
descending colon
HUCXOAAIIAS 1 39 39 1 (100.0) 0
0060/10uHas
sigmoid colon 8 62.8 + 12.2; 59 46; 80 1(12.5) 7 (87.5)
CUTMOBU/IHA
GG 26 63.2 + 12.6; 64 39; 83 10 (38.5) 16 (61.5)
npsaMast
Distribution by tumor removal method
Pacnipesiesierne mo MeToy yAaJeHust HOBOOOPa3OBaHUIL
EMR 15 66.7 + 12.7; 67 45; 85 6 (40.0) 9 (60.0)
pEMR 33 65.4 + 10.2; 64 39; 88 12 (36.4) 21 (63.6)
ESD 48 63.9 + 10.4; 64 39; 83 17 (35.4) 31 (64.6)
Distribution over the macroscopic structure of the LST surface
Pacnpenenienre mo MakpoCKONMYeCcKoil CTpyKType moBepxHoct LST
LST-G 74 64.7 + 11.2; 65 39; 88 26 (35.1) 48 (64.9)
LST-NG 22 65.5 £ 8.9; 63 52; 85 9 (40.9) 13 (59.1)

Note: EN — epithelial neoplasms; m — average value; 8 — standard deviation of the mean; Me — median; min — minimum

value; max — maximum value; pEMR (piecemeal EMR) — fragment removal method; LST-G — laterally spreading tumor of
granular type; LST-NG — laterally spreading nongranular tumor.
Hpumeuanue: SH — sumrennanbHble HOBOOOPA3OBaHUs; M — CpPeJHee 3HAYeHNe; § — CTaHAAPTHOE OTKJIOHEHHUE cpejHero; Me —

Me/lMaHa;, min — MUHUMaJbHOE 3HAueHHe; MmaX — MakcuMajibHoe 3HaueHne; pPEMR (piecemeal EMR) — ¢parmMeHTHbIH MeTo
ynanenns; LST-G (laterally spreading tumor) — marepanbio crensimascst omyxosb rpanyasproro tuna; LST-NG — matepanbro

CTeJIAllaACs OIyXO0JIb HErpaHyJ/IAPpHOI'O THIIA.
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Figure 1. Epithelial neoplasm of the ascending colon LST-G, removal method — EMR: A — epithelial neoplasm
LST-G; B — postoperative wound; C — the process of placing a loop on the mucous membrane at the edge of the
epithelial neoplasm; D — closure of the postoperative wound using clips; E — extraction of a flap of the mucous
membrane with an epithelial neoplasm and its fixation

Pucynox 1. dnureamanbHoe HoBooOpasoBanue Bocxonsmiein kumkn LST-G, merox ynanenus — EMR: A — anm-
temnanbHoe HoBooOpasoBanue LST-G; B — mocrieonepanuonnas pana; C — mpoliecc HATOKEHUS METIN HA CITU3U-
CTyI0 060JI0UKY Y Kpasl aNNTeJNaTbHOTO HOBOOOPa3oBaHnusd; D — 3aKpbITHE MOCTIeONepaIiioOHHON PAHbI TPH TTOMOTIN

KJIUIIC, E — wusBneuyenne JIOCKYyTa CJIN3UCTOI OGOJIOUKH C AIMUTETNATBHBIM HOBOOépaSOBaHI/IeM n ero (I)I/IKCB.LII/IH

Surgery, from 01.01.2019 to 12.30.2022. After a
preliminary analysis of 268 removed epithelial neo-
plasms, 96 (35.8 %) patients aged 39 to 88 years
(64.9 + 10.7) were included in the study. The
groups treated with EMR and ESD methods did
not differ significantly in age, morphological
structure of tumors, their number and localization
(Table 1). The size of the epithelial neoplasms var-
ied from 20 to 70 mm (median — 37.4 + 14.8 mm).

The removal method was chosen with the as-
sistance of the randomization program “Random

included in the study, since patients with suspect-
ed colonic malignancy are indicated for ESD in-
tervention to avoid fragmentary excision and the
risk of colorectal cancer progression due to possi-
ble positive resection margins. The study protocol
was approved by the Medical Ethics Committee
at the I.M. Sechenov First Moscow State Medical
University (No. 04-21 dated 02.18.2021).

All interventions were performed on “Olympus”
and “Pentax” video systems (Japan), using elec-
trosurgical units “ERBE” VIO 300D (Germany),

Allocation Software”. Two patient groups were “Olympus” ESG-300 (Japan). Depending on the
established: patients in the first group underwent removal method, various instruments and mod-
mucosal resection using the EMR method, in the ifications of polypectomy snares were used:
second one — the ESD method. The number of pa- “Finemedix” (Korea) and “Fujifilm” DH-28GR,
tients in both groups was the same (48/48). Only 29GR and 30GR (Japan) distal caps; “Olympus”
patients with benign epithelial neoplasms were (Japan) and “Endo Stars” (Russia) hemostatic
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clips; “Olympus” (Japan) and “Boston Scientific
(USA) injectors; “Olympus” Coagrasper FD-
411QR and FD-411UR (Japan) coagulation for-
ceps; “Olympus” DualKnife (Japan) and I-type,
Q-type or O-type “Finemedix” (Korea) electric
knives.

Technique of execution. In case of snare elec-
troresection after visual determination of the neo-
plasm margins, the injection of NaCI 0.9 % phys-
iological solution with indigo carmine (1 : 5000)
was performed in the submucosal layer, directly
under the neoplasm involving the unchanged mu-
cosa, achieving its elevation (detachment) with
the mucosa above the muscular layer of the intes-
tinal wall to prevent thermal damage and immedi-
ate or delayed perforation (Fig. 1).

The next step involved placing the polypecto-
my electrosnare around the epithelial neoplasm
with capturing the unchanged mucosa, presumably
2—3 mm away from the edges of the neoplasm,
followed by tightening it. The mucosa with the
tumor was subsequently excised using the coag-
ulator’s mixed mode of cutting and coagulation.
The postoperative wound was subjected to revi-
sion: the edges were carefully examined to assess
the completeness of resection, as well as the gross
specimen itself. In doubtful cases, additional ther-
mal ablation of the postoperative wound margins
with a snare tip or closed coagulation forceps was
performed to prevent possible adenoma formation
and growth (recurrence).

In case of ESD, after a similarly performed pre-
liminary detachment of the mucosa with a tumor,
a bordering incision or initiating incisions were
performed around the epithelial neoplasm using
an “Olympus” ESG-300 block (Japan) with op-
erating modes in a mixed cycle of the coagulator
PulseCut Slow 2 40 W, Forced/SoftCoag 2 40 W
(Fig. 2). If a tunnel modification of dissection
was considered (in case of extended epithelial neo-
plasms), the distal end of the knife was introduced
into the submucosal layer, where tissue dissection
was carried out in successive movements along the
muscular layer. Cutting and coagulation modes
were chosen during the operation, depending on
the immediate situation. When visualizing large
vessels, they were coagulated and subsequently
transected. For this purpose, Coagrasper coagu-
lation forceps or diathermic biopsy forceps in the
SoftCoag 50 W mode were used.

Adipose tissue was occasionally noted in the
submucosal layer, with the translucent lay-
er for dissection located below the adipose tis-
sue. Submucosal fibrosis significantly affects the
technical difficulty of dissection by reducing the
transparency of the submucosal layer and nar-
rowing the space between the mucosa and muscle,

resulting in a complicated dissection process.
Additionally, the presence of submucosal fibrosis
can be challenging to predict and is often only
detected during surgery.

After the neoplasm was removed, its edges were
fixed by stretching it on a solid base with the
help of stationary pins. Then, it was placed in a
container with a 10 % neutral formalin solution
and sent to the pathomorphological laboratory for
examination. Processing of morphological materi-
al was carried out according to generally accepted
methods.

The histological type of tumor and the de-
gree of dysplasia were determined in accordance
with the WHO classification of gastrointestinal
tumors (2019) [10]. Malignancy of adenoma was
determined by the presence of adenocarcinoma
structures with invasion into the submucosal lay-
er, assessing the depth and width of the invasive
component of the tumor, measured in microns (ac-
cording to the H. Ueno classification). Resection
margins were evaluated according to European
Society of Gastrointestinal Endoscopy guidelines.

Results

Removal of 96 tumors was performed (48 inter-
ventions in each of the EMR and ESD groups) in
93 patients. The average adenoma size in patients
within the ESD group was 41.6 £ 15 mm, within
the EMR group — 33.1 + 13.5 mm. Average in-
tervention time: ESD — 143.6 + 102.9 min, EMR
— 52.6 + 34.4 min. The intervention with electric
knives required more time, the differences are sta-
tistically significant (p < 0.0001). The results are
presented in Table 2.

Analyzing the results by groups, we noted that
when using mucosectomy with dissection in the
submucosal layer, such intraoperative complica-
tions as bleeding were twice as high (p = 0.0061)
due to the longer duration and technical complex-
ity of the intervention.

In both groups (96 adenomas), intraoperative
perforations occurred in 10 patients (10.4 %):
in the EMR group — in 4 cases (4.1 %), in the
ESD group — in 6 cases (6.2 %). There were no
statistically significant differences in the occur-
rence of perforations during the operation between
the methods (p = 0.7401).

Late postoperative complications (within
30 days) in the EMR group occurred in two pa-
tients (4.1 %). Endoscopic intervention with clip
placement was used to control delayed bleeding in
one patient. The second patient required emergen-
cy surgical intervention in the form of laparotomy,
abdominal cavity debridement and drainage, and
creation of a temporary colostomy.
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Figure 2. Endoscopic mucosectomy with submucosal dissection (ESD): A — epithelial neoplasm; B — creation of
a “cushion” in the submucosal layer using solution injection; C — section of the mucous membrane and the edge
of the epithelial neoplasm; D — entrance to the submucosal layer; E — dissection process in the submucosal layer;
F — removal of a flap of the mucous membrane with an epithelial neoplasm

Pucynox 2. Dupockonmueckas MyKO39KTOMUS ¢ auccekuueil B nogcausucrom ciaoe (ESD): A — anurennaibHoe HO-
BooGpasoBanue; B — cozmaHue «MoIyIIKU» B MOJCTU3UCTOM CJIOE C TIOMOIIbIO HHBEKINH pacTBopa; C — paspes cJm-
3UCTOI 0OGOJIOUKN M Kpasi AMUTETNATbHOrO HOBooOpaszoBanus; D — BXoj B Mojacan3ucToii cioii; E — mporecc auc-
CEeKINN B MOJICIU3UCTOM cJjioe; F — u3BJeyeHne JOCKyTa CAM3UCTONH 060JIOYKN C AIUTETNATHHBIM HOBOOOPA30OBaHIEM

Table 2. Data by group (EMR and ESD) on duration of intervention, size of tumors, number of re-
lapses and clips used to close defects

Tabauya 2. daunbie 1o rpynnaM (EMR u ESD) 1o npoJo/KUTeIbHOCTH BMEIIATEbCTBA, PadMepaM
HOBOOOPA30BaHMIT, KOJIMYECTBY PEIU/UBOB U 3aTPAYEHHBIX KJUIIC [/ 3aKPbITUST JeheKTOB

Characteristic / Tlpuanak EMR (n = 48) ESD (n = 48) P

Operation time, M £ SD, min 52.6 + 34.4 143.6 + 102.9 < 0.0001"
Bpems nposenenns oneparn, M + SD, MuH.

Size of EN, M + SD, mm .
Pasvep BH, M + SD, um 33.1 + 13.5 41.6 £ 15 0.0027
Clips, Me [OQ1; Q3], number of pcs. . . *
Kuuncer, Me [Q1; Q3], Koa-Bo 1IT. 310; 4] 410.5; 6] 0.0407
Recurrent neoplasm .
PerninBroe HOBOOOpa3oBaHue 2 0 0.0006

Note: EN — epithelial neoplasm; M + SD — mean value + standard deviation; Me [Q1; Q3] — median [interquartile range];
* — changes in indicators are statistically significant (p < 0.05).

Hpumeuanue: DH — smmremmanbHoe HOoBooGpasoBanme; M + SD — cpeziHee 3HadeHHe + CpeJHEKBAIPATHYECKOE OTKJIOHEHIE;
Me [Q1; Q3] — Meanana [MHTEPKBapTUIBHBIA pasMax]; * — u3MeHeHus nokasareseii craructuyecku suaynmbl (p < 0,05).

In the ESD group, one patient (2 %) had a late
complication (perforation of the bowel wall with
subsequent peritonitis) requiring emergency surgery
in a similar scope.

There were no statistically significant disparities
in the occurrence of late complications among the
cohorts (p = 0.9999). No deaths were reported.

During a thorough examination of all 96 post-
operative gross specimens, it was observed that 63

(65.6 %) epithelial neoplasms were successfully
removed en bloc, while 33 (34.3 %) ones were re-
moved in fragments. Examination of five epithelial
neoplasms (5.2 %) revealed the presence of coagu-
lated tissue along the resection margin, preventing
an unequivocal determination of the completeness of
removal. As a result, it was concluded that there
was a positive horizontal resection margin, or R1.
Thus, 60.4 % or 58 out of 96 cases can be classified
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Table 3. Data on intraoperative complications depending on the method of removal

Tabauua 3. JlaHHbIE IO HHTPAOHIEPAIIMOHHBIM OCJIOKHEHUSAM B 3aBUCUMOCTH OT METO/A y/IAJTCHIS

Characteristic / Ilpusnak (nEZHZS) (nE=SIZS) p

Time of the bleeding arrest, Me [Q1; Q3], min . . .
Bpems ocranoBku kpoBoteuenusi, Me [O1; Q3], muH. 0[0; 1.5] | 3.5 [0; 5.5] | 0.0012
Intraoperative complications (bleedings and perforations), abs. (%) 1531.3) | 3368.7) | 0.0005
Wurpaonepanuontble ocaokuenus (kposoredenust u nepdopanuu), aée. (%) : : :
Intraoperative bleedings, abs. (%) o
VuTpaonepanuonnbie Kposotedenus, abe. (%) 11 (22.9) 25 (52.1) | 0.0061
Intraoperative perforations, abs. (%)

Unrpaonepaimonnbie nepdopauuu, aée. (%) 4(8.3) 6(12.5 [ 0.7401

Note: Me [Q1; Q3] — median [interquartile range]; * — changes in indicators are statistically significant (p < 0.05).

Ipumeuanue: Me [Q1; Q3] — Meanana [MHTEPKBAPTUIIbHBIN padMax]; * — n3MeHeHMs TOKasareseil CTaTHCTUUECKH 3HAYMMbI

(p < 0,05).

as RO resections with negative tumor margins based
on clear morphological evidence.

In the EMR group, resected adenoma was frag-
mented in 33 out of 48 cases (68.7 %), making it
impossible to determine the radicalism of removal
along the horizontal edge through morphological
assessment.

In cases of fragmentary removal (pEMR), an
attempt was made to recreate a whole gross spec-
imen (“assembling a jigsaw puzzle”) with each
fragment fixed to the substrate.

The final pathomorphological report reveals
that 89 out of 96 (92.7 %) epithelial neoplasms
were adenomas of varying structures. Serrated neo-
plasms were detected in 6 cases (6.2 %), while ad-
enocarcinoma, the malignant neoplasm, was found
in 1 patient (1.1 %). In most cases (84 tumors,
88.4 %) low or absent (sessile serrated neoplasms)
dysplasia was present. However, 11 cases (11.6 %)
had severe epithelial dysplasia. Table 4 displays
the results of the pathological examination.

The final histological report indicated that
only one case (1.1 %) was identified as having
high-grade adenocarcinoma. Taking into account
the type of differentiation, the location of the tu-
mor within the mucosa layer, the absence of its
tissue at the resection margins (R0), the absence
of lymphatic and vascular invasion (LV—), the
multi-disciplinary team recognized the operation
as radical.

Local recurrence of adenoma in the scar area
occurred in two cases (4.1 %) when using frag-
mentary resection (pEMR) for removal. However,
no relapses were observed after en bloc removal in
both EMR and ESD groups.

All patients with recurrent tumors underwent
repeated endoscopic resection procedures, includ-
ing cold snare resection and EMR, with additional

argon plasma ablation of the wound edges. The
subsequent control endoscopic examination re-
vealed no signs of disease recurrence. The medi-
an follow-up for both groups was 18 months with a
range of 12 to 36 months.

Discussion of the results

Endoscopic loop electrosurgical excision of
polypoid (pedunculated and sessile, broad-based)
epithelial neoplasms of the colon has been the op-
timal method for treating this pathology for many
years. The ease with which the method can be
mastered, coupled with the low cost and high ef-
ficiency of the intervention in centers where en-
doluminal endoscopy is well-developed have made
it possible to virtually completely exclude “major”
surgery from the planned treatment of epithelial
tumors [11].

However, loop electrosurgical excision did not
prove to be significantly advantageous over ab-
dominal surgery in treating large flat, laterally
spreading tumors (LST). This is due to a low-
er incidence of RO resections, higher number of
disease relapses, and increased complication rates
compared to routine polypectomy.

A recently developed technique for excising
tumors through endoscopy, known as mucosecto-
my with submucosal dissection, has led to higher
rates of RO resections in the treatment of large
lateral spreading tumors (LSTs) using intralumi-
nal endoscopy. ESD combines the low traumatic
potential of endoluminal endoscopic procedures
with the adequate radicalism found in surgical
interventions. Moreover, submucosal dissection
yields benefits over both loop resection and “ma-
jor” surgery.
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Table 4. Characteristics of epithelial neoplasms based on pathological examination of postoperative

specimens

Tabauya 4. XapakTepucTiKa sUTeJNAIbHBIX HOBOOOPA30BaHUH HA OCHOBAHUM NATOMOPQOJIOTHYECKO-

TOo HUCCJIeA0BaHMA ITOC/TEOIEPAllMOHHBIX IIPEIlapaTOB

Epithelial neoplasms
Tumor characteristics InuTeMaabHbie HOBOOOPa30BaHHUS

XapakTepucTHKa OIyXO0JIH (n = 96)
abs. / aée. | %

Morphological structure of the tumor / Mopdosorudeckast crpykrypa omyxoyin
Tubular / TyGysipaast 21 21.8
Tubulovillous / TyGynspro-BopcumyaTas 67 69.8
Tubular-papillary / TyGyisipHo-nanmuuisipHast 1 1.1
Serrated neoplasm / 3yGuatoe HOBOOOpa3oBaHue 3 3.1
Traditional serrated tumor / Tpaaunuonnast 3yGuaras 3 3.1
Adenocarcinoma (G1) / Axenokapimroma (G1) 1 1.1

Degree of epithelial dysplasia / Crenenb aucmasun STUTENST
\éVithout dysplasia / mild dysplasia 84 88.4
€3 UcTIasny / JIerkas UCTIa3mst

Severe dysplasia / Tsikenas qucriiasust 11 11,6

ESD is characterized by a lower frequency of
relapses and also allows for obtaining a gross spec-
imen for a full histological examination en bloc,
thereby facilitating morphological assessment of
the resection completeness and progression risk
factors in case of adenoma malignancy [12]. ESD
yields better outcomes than “traditional” surgery
when applied selectively to suitable patients. The
endoscopic method does not have severe compli-
cations such as anastomotic suture leaks and in-
tra-abdominal bleeding, resulting in increased hos-
pitalization and treatment costs. ESD pertains to
organ-preserving interventions, and therefore pa-
tient quality of life is usually not affected, while
adequate clinical outcomes are maintained [13].

Meanwhile, ESD presents a challenging to
master technique for removing flat neoplasms us-
ing endoscopy, features a long learning curve and
has slightly more complications when compared to
traditional snare electrosurgical excision|14].

Important components of the success of any en-
doscopic operation are numerous factors, includ-
ing the specialist’s experience, quality of equip-
ment, anesthesia, material supply of consumables,
preparation of the colon for intervention, and the
presence of fibrosis in the submucosal layer after a
biopsy or previously performed resection interven-
tions. ESD is particularly challenging and relies
heavily on these factors. When performing ESD
in the intestine, intravenous anesthesia based on
propofol (Diprivan) is typically used along with
analgesics as needed. In rare cases, spinal anesthe-
sia may be employed. Our department is equipped
with high-quality endoscopic equipment and a

sufficient amount of consumables, staff have un-
dergone training and gained experience. All of the
aforementioned allowing for the successful com-
pletion of complex and lengthy interventions with
minimal complications.

Some studies have reported that the techni-
cal difficulty of ESD is significantly impacted by
poor endoscope maneuverability and severe sub-
mucosal fibrosis [15—17]. While it is not feasible
to predict fibrosis in the submucosal layer with
a high likelihood before surgery, several known
risk factors exist. These factors include a prior
forceps biopsy or removal attempt, as well as a
large neoplasm size with a pronounced exophytic
component. Rough fibrosis of the submucosal lay-
er rated F2 (severely pronounced) during an ESD
procedure was observed in 21 cases, constituting
44 % of observations in our study. Dissection was
carried out in all cases, however, the duration of
the intervention increased along with the risk of
possible complications.

Based on the results obtained, the intraoper-
ative perforation rate for ESD in our study was
12.5 %, which is comparable to the rates reported
in a previous meta-analysis with a similar highest
perforation rate of 12 % [18]. Although this rate is
higher than that observed in large Japanese centers
[19—21], where it corresponds to approximately
6 %, it is comparable to data from other countries
[22—24]. However, intraoperative perforations
that are successfully covered with clips do not re-
quire additional surgical activity and therefore are
not significant. On the other hand, delayed perfo-
rations play a significant role as they often require
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extensive surgical interventions, including bowel
resection, debridement and drainage of the abdom-
inal cavity. Such complication occurred in 2 (2 %)
patients, with one being in each group.

Although the average neoplasm size in the EMR
group was smaller than in the ESD group, local
recurrence rates were significantly higher in the
resection group, with 2 recurrences compared to
0. However, repeated endoscopic resection during
the observation phase led to complete neoplasm
removal without the need for surgery.

Currently, the quantity and quality of endo-
scopic interventions are steadily increasing in
both Russia and across the globe. Colleagues in
related specialties, including therapy, surgery,
and coloproctology, are being introduced to the
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LIMTOKUHBI IIpU IUPPO3€e IIeUeHU
(MX 3HaUeHUe B OlleHKe aKTUBHOCTU
U AeKOMIIeHCAal[u!)

I''K. Mupomxos, C./I. ITynaroa*

I'Y «Hucmumym zacmpoanmeponozuus Munucmepcmea 30pagooxpanenus u couuaivbiot 3auumol nacesenus Pecnybauxu
Tadxuxucman, [Aywanbe, Pecnybiuka Tadxuxucman

Llenb uccnepoBaHus: N3y4nTb POJib MPOBOCMANIUTENbHBLIX Y MPOTMBOBOCMHANIUTESbHbBIX LIMTOKMHOB B MaToreHese
1 NPOrpeccmpoBaHn LMPPO3a NeYeHu.

Matepuanbl U MeToabl. MaTtepnanom NCCNeaoBaHUSA CNYXUIN AaHHbIE KIVHUKO-UHCTPYMEHTaNbHbIX, OMOXUMUN-
4YecKux, BUPYycoJiormieckmx nccnegosarHmini 109 nauyeHToB ¢ LLMPPO30M MevYeHn passivyHOn 3TUOOrm, HaxXo4MB-
LUMXCS Ha CTaLMOHAPHOM fle4eHnn B KnuHuKe Y «MIHCTUTYT racTpoaHTeponornv» B oTaeneHnn renatonorun. ua-
rHO3 OCHOBHOro 3a60JIeEBaHUSA yCTaHaBAMBaNIN COIMACHO KIMHMYECKUM pekoMeHaaumsam Poccuiickoro obuiecTtsa
Mo U3Y4eHUIo NevyeHn n POCCUMINCKOM racTPOSHTEPOIOrMYEeCcKOolr accoLmaummy no guarHoCcTrKe 1 neveHmno eprnbposa
M LUMppOo3a NeyYeHn 1 nx ocnoxHeHn (2021), AeKOMNEHCMPOBaHHbIN LMPPO3 yCTaHaBAMBaNu no Lkane Yarnga —
Mbto (1996). BospacT 60nbHbIX konebancsa ot 17 go 79 net (36,9 + 0,8 roga), My>k4nH 66110 55, XeHLWwmH — 54.
Pesynbratbl. Cpeayn o6cnenoBaHHbIX NaLMEHTOB KOMMEHCMPOBAHHBIM LMPPO3 nedveHn (knacc A) no Yamnagy — lMbto
BbisiBSiEH Yy 18 yen., cybkoMneHcnpoBaHHbIli (knacc B) — y 14, nekomneHcupoBaHHbIi (knacc C) — y 77 4yen.
M3yyeHne copepxxaHms MpOoBOCMNaNNTENbHbIX U MPOTUBOBOCMANINTENIbHBIX LUTOKMHOB B CbIBOPOTKE KPOBM MaLMEH-
TOB C LIMPPO30M neyveHun knacca A no wwkane Yannga — lMNblo nokasano, 4To YPOBHU (pakTopa HEKPO3a OMyx0Jv ab-
da (PHO-a), HTEepnerknHa-2 n HTepneknHa-6 Gbir 4OCTOBEPHO BbILLIE MO CPAaBHEHWNIO CO 340POBbLIMY INLAMU.
Y 60MbHbIX C LMPPO30M neveHun knacca B yposeHb @HO-a 6bin paBeH 75,0 = 4,5 nr/mn (p < 0,001), nHTepneiikn-
Ha-2 — 328,7 = 23,9 nr/mn (p < 0,05), nHtepneinknHa-6 — 95,4 = 7,7 nr/mn (p < 0,001). Mpn gekomMneHcUpoBaH-
HOI cTagun umppo3sa knacca C nponcxoauT OrpOMHbIN BbIGPOC MPOBOCMANNTENbHbIX LIUTOKMHOB — COAEepXKaHue
®HO-a yBenuumanocs B 80 pas, a uHTepnerkmHa-2 — 6onee 4yem B 60 pas.

BbiBoAbl. Mpy UMppo3e nevyeHn MMeeT MecTo 3HaAYMTENIbHOE HapyLLeHe CUHTe3a NPOBOCMHANIUTENbHbLIX LMTOKMN-
HOB, YTO MPOSIBNSIETCS PE3KMM MOBbILLIEHNEM coaepkaHus DHO-a, MHTepnenknHa-2 1 nHTepseiknHa-6. Bolcokunii
YPOBEHb MPOBOCMANNTENIbHbIX LUTOKMHOB B CbIBOPOTKE KPOBU MPY LMPPO3e NeYeHn KOPPeMpyeT C akTUBHOCTbIO
1 CTENEHbI0 AeKOMMeHcauum, YTo CBUAETENbCTBYET 006 MX BaXXHOW POSIN B MaTOreHe3e 1 NporpeccrupoBaHm naTo-
JIOrM4ecKoro npoLecca.

KnioueBble cnoBa: LMppo3 nevyeHu, NpoBoCnannTenbHbie M MPOTUBOBOCMANIUTENbHbIE LIUTOKUHbI

KoH®NUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ansa uutnpoBanua: Mupogxos LK., Mynatosa C.. LIUTOKMHbI NP LMPPO3e NeveHn (Mx 3Ha4eH e B OLeHKe akTUBHOCTU U iIeKOMIeHca-
umn). Poccuiickunia xypHan racTpoaHTeposiorim, renatosnorum, kononpoktonorun. 2023;33(4):24-29. https://doi.org/10.22416/1382-
4376-2023-33-4-24-29

Cytokines in Liver Cirrhosis
(Their Importance in Assessing Activity and Decompensation)

Giesiddin K. Mirodzhov, Saodat D. Pulatova*
Institute of Gastroenterology, Dushanbe, Republic of Tajikistan

Aim: studying the role of pro-inflammatory and anti-inflammatory cytokines in the pathogenesis of liver cirrhosis
progression.

Materials and methods. The material of the study was the data of clinical-instrumental, biochemical, virological
studies of 109 patients with liver cirrhosis of various etiologty, who were hospitalized in the clinic of the Institute of
Gastroenterology (Dushanbe, Republic of Tajikistan). The diagnosis of the underlying disease was established ac-
cording to the clinical recommendations of the Russian Society for the Study of the Liver and the Russian Gastroen-
terological Association for the diagnosis and treatment of liver fibrosis and cirrhosis and their complications (2021);
decompensated liver cirrhosis was established according to the 1996 Child — Pugh classification. The age of the
patients ranged from 17 to 79 years (36.9 £ 0.8 years), there were 55 men and 54 women.
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Results. Among the examined patients, compensated liver cirrhosis (Class A) according to Child — Pugh was de-
tected in 18 persons, subcompensated (Class B) — in 14, decompensated (Class C) — in 77. The study of the
content of pro-inflammatory and anti-inflammatory cytokines in the blood serum of patients with Class A liver cir-
rhosis showed, that levels of tumour necrosis factor alpha (TNF-a), interleukin-2, interleukin-6 were statistical-
ly higher compared to healthy individuals, while the concentration of anti-inflammatory interleukin-10 was lower
(30.7 £ 4.7 pg/mL) in comparison with the control group. In patients with Class B liver cirrhosis, the level of TNF-a
increased to 75.0 £ 4.5 pg/mL (p < 0.001), interleukin-2 — to 328.7 £ 23.9 pg/mL (p < 0.05), and interleukin-6 —
10 95.4 = 7.7 pg/mL (p < 0.001). Serum interleukin-10 decreased compared with the control group (23.1 £ 2.8 pg/mL;
p > 0.05). At the decompensated stage of Class C cirrhosis, a huge release of pro-inflammatory cytokines occurs —
the content of TNF-a increases by 80 times, of interleukin-2 — by more than 60 times, as for interleukin-10, its con-
tent is progressively reduced.

Conclusion. In liver cirrhosis, there is a significant disruption in the synthesis of pro-inflammatory cytokines, which
is manifested by a sharp increase in the content of TNF-a, interleukin-2 and interleukin-6. High levels of proinflam-
matory cytokines in blood serum in liver cirrhosis correlate with the activity and degree of decompensation, which

indicates their important role in the pathogenesis and progression of the pathological process.
Keywords: liver cirrhosis, pro-inflammatory and anti-inflammatory cytokines
Conflict of interest: the authors declare that there is no conflict of interest.
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Bseaeunne

Iuppos meuenu ocraercd BaskKHeWIIeH MeIUKO-CO-
UAJIBHON U HKOHOMUYECKOI 1Ipo6JieMoii BeKa U 3aHU-
MaeT Belylliee MeCTO B CTPYKType 3abosieBaHuii opra-
HOB TIATIEBAPEHNUS. AKTYaJTbHOCTD MPOOJIEMBI IUPPO3a
MeYeH CBSI3aHAa C BBICOKUM €ro paclpocTpaHeHueM
y JIAI] MOJIOZIOTO TPY/IOCIHOCOOHOTO BO3pacra, OTCYT-
cTBUEeM 3(D(HEKTUBHBIX METO/IOB JIEYEHUST U TPO3HBIMU
OCJIOKHEHUSIMU, TaKMMU KaK KPOBOTE€YEHUE U3 Bapu-
KO3HO PAaCIIUPEHHBIX BEH IHUIIEBO/A, ACIUT-TEPUTO-
HUT, TIEYEHOUHAs KOMa, KOTOPbIE CTAHOBSITCSI OCHOB-
HO¥ Npu4uHOil JerasbHoro uexoga [1—3].

B HEKOTOPbIX HAYUHBIX UCCJIEJOBAHUSX TTOKA3aHO,
YTO IUTOKMHBI IPUHUMAIOT OOJIBIIIOE YyYacThe B Pas3By-
TUU HEKPOBOCHAJIUTENBHOIO TIPOIECCA B TENaTOIUTaX
¢ passutueM Ghubdposa mneveHn [4—7].

B macrosiee BpeMs HaKOIJIEH JOCTaTOYHO OGOJIb-
nroil  HaywHbINl Marepuwas o0 ydactum dakropa He-
kposza omyxoin ambda (DOHO-0) B passurum um-
MYHOTIATOJIOTMYECKUX  TIPOIECCOB,  CIIOCOOCTBYIONIMX
IporpeccupoBanmio 1upposa nedern [8—11]. B To ke
BpEMsI BCe ellle He BBISBJIEHO 3HAYE€HNEe MTPOBOCIIATIUTE -
HBIX U TIPOTUBOBOCHAJUTEBHBIX IIUTOKUHOB B PA3BUTUI
JIEKOMITEHCAIMH TIUPPO3a U €r0 TSAXKEbIX OCI0KHEHUH.

Bce ato aukTyer HEOOXOAUMOCTH M3yYeHUS POJIHU
MIPOBOCHAJINTENBHBIX IIUTOKMHOB B MATOTEHE3€e J[EKOM-
MEeHCAIUN TIUPPO3a TIEYEHN W €TO OCJTOKHEHUH.

HBJII) uccaeaosanysAa: N3y4YnTb poJin IIPpOBOCIIAIN-
TEJbHbIX N IIPOTUBOBOCITAJINTE/IbHbIX ITUTOKMHOB B I1a-
TOreHese n IporpecCupoBannn nuppo3a InmeYyeHu.

MaTepI/IaJIbI Hn METO/bl

MarepuajoM TPOCTEKTHBHOTO HMCCACOBAHUS CJY-
JKUJTM TAHHBIE KJWHUKO-UHCTPYMEHTAJTbHBIX, OUOXU-
MUYeCKNX, BUpycoJorndeckux ucciaeposannii 109 ma-
[IMEHTOB C IUPPO30M TEUEHU Pa3JTUYHOI ITHOJIOTHUH,

KOTOpbIe  OBLTM  TOCHHUTAJU3UPOBAHBI B  KJIUHUKY
'Y <«Uucruryr racrposuteposoruns» (r. /[lymanGe,
Pecniy6auka Tapkukicran). [[MarHo3 OCHOBHOTO 3a-
60seBaHUS ObLT BBICTABJECH COTJIACHO KJINHIYECKUM
pexomengamaM Poccniickoro o6mecTBa TO u3yde-
HUTO TledeHn u PoccuiicKoi TacTpOIHTEPOTOTHIECKON
acconmali MO JHATHOCTHKe W JiedeHHIo (puépo-
3a U 1Uppo3a TmedeHn u nx ocaoxHeruit 2021 roxa
[8]. Bospacr Gosbubix Kogebasucs or 17 po 79 ner
(36,9 + 0,8 Toma), MyskunH GbLIO 55, a JKEHIIMH — 54,

B KoHTpoJbHYIO IpymIy 6bLIN BKJIIOUYEHB! 16 370-
posbix g (corpyaanku 'Y <«VHCTUTYT racTposH-
TEPOJIOTUH»), KOTOPBIM TaKKe TPOBOAMINCH KIWHU-
KO-OMOXUMHWYECKHEe W WHCTPYMEHTAJbHBIE METO/Ib
nccyaegoBanns. CbIBOPDOTOYHBIE YPOBHU TIPOBOCIIA-
JINTEJIHBIX U TTPOTHBOBOCIATUTENBHBIX ITUTOKUHOB
((paxrop mekposa omyxoam anbda, WHTEPICHKUH-2,
uHTepaAeiHKknH-6, wuntepseiikun-10) 6o onpeaesne-
HBI MeTOJIOM TBep/0hazHOro UMMYyHO(MEPMEHTHOTO
aHA/IN3a B <«COHABWY»-Bapuante. Ilpm sToM 1715 TO-
JIYUEHUS] PE3yJIbTATOB HCCAEIOBAHUN ObLIN WCIOJb-
soBanbl pearentel 3AOQ  «Bekrop-Becr» (Poccus):
«Nurepneiiknn-2  UDA-Becr»;  «UaTepaeiiknn-6
NDA-Becrty; «Uurepaetikun-10 NDA-Becty;
«D®HO-a UdDA-Bect». YpoBHH NHUTOKWHOB B KOH-
TPOJBHON TpYyIIle HAXOAWJIUCH HA HIDKHEH TpaHu-
1le YyBCTBUTEJbHOCTH METOJla U BapbupoBaiu oOT 1
g0 11 or/mn (B cpeauem 0,6—0,7 mr/mi).

Pe3yabTaThl Ucc/e10BaHUsA

Cpeau  o6CI€J0BaHHBIX — TAIIMEHTOB  KOMIEHCH-
poBaHHbBIA 1Mppo3 nedenn (kmacc A) mo Yaitngy —
[Ibto BbIsIBIEeH y 18 4wes., cy6KOMIIEHCHPOBaH-
neiii (kmacc B) — y 14, jeKoMIeHCHPOBaHHbII
(knacc C) — y 77. Pacnpegenenne o6c/Ie10BaHHbIX
NAIMEHTOB 110 9THOJOTUH HUPPO3a IeYeHH MOKa3aHO
B Tabsmiie 2.
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Tabauya 1. Pacupenenenune o6C/ae0OBAaHHBIX MAIMEHTOB C IIMPPO30M IIE€YEHH IO BO3PACTy M IOJY

(n =109)

Table 1. Distribution of examined patients with liver cirrhosis by age and gender (n = 109)

Kaacc uupposa Bospacr, qer / Age, years
II€YEHH <20 20—29 30-39 40—49 30—59 60—69 70—79
no Yaitniny — Ileio
Liver cirrhosis |M/ | %/ |m/ |x/ |m/ |x/|Mm/|x/|m/|x/ |m/|x/|m/|x
class according m f/ m f/ m f m f/ m f/ m f/ m f/
to Child — Pugh
A (n=18) 1 — 3 2 2 4 1 3 — 2 — — — —
B (n = 14) 1 — 1 1 S5 1 2 3 — — — — — =
Cn=177) 1 — 2 1 14 10 17 15 5 4 4 2 2 —

ITpumeyanue: M — MYKUUHBI; K — JKEHIUHBI.
Note: m — males; f — females.

Tabauya 2. O6mast XapakTepUCTHKA O0CTEOBAHHBIX TAIMEHTOB C MHPPO30M MEYEHN IO ITHOJOTUH

(n =109)
Table 2. General characteristics of the examined patients with liver cirrhosis by etiological factor
(n =109)
Kaacc nyupposa neyenu Atuosornyeckuii pakrop / Etiological factor
no Yaiinny — Ilsio
5 . . BI'B BIC BI'B + BI'C BI'B + Jrtanox
Liver cirrhosis class %
ac_cordlng HBV HCV HBV + HDV | HCV + Ethanol
to Child — Pugh
A (n = 18) B B) 7 1 16,5
B (n = 14) 2 3 7 2 12,8
C(n=177) 16 18 41 2 70,6
Beero / Total 23 26 35 5 100

Ipumeuanue: BI'B — pupyc renarura B; BI'C — Bupyc renarura C.

Note: HBV — hepatitis B virus; HCV — hepatitis C virus.

Hamu m3y4eHbl ypOBHU CBIBOPOTOYHBIX ITPOBOC-
HaMTeNbHbIX  1UTOKMHOB  (pakTopa Hekposa omy-
xomun anbda (DHO-u), wnrepieiikuna-2 u uHTEP-
JNefKknHa-6) M IIPOTUBOBOCIIAINTENLHOTO IUTOKMHA
nHTepaeiikuH-10 y TaImeHToB ¢ IMPPO30M TeYyeHn
PasaMYHON sTHOMOrMH Kaacca A (KOMIIEHCHPOBaHHAS
cragus) corsacno kiaccuduramun Yaiinga — Ilbpio.
Boumn  o6caenoBanbl 18 mammentoB (11 sxeHmuH,
7 MyskuuH) B Bozpacte ot 21 roga 1o 74 ner (cpeannii
Bo3pact — 47,3 + 2,4 roga) ¢ UPPO30OM TICUEHH.

buoxuMuueckoe mcciieoBaHne CHIBOPOTKH KPOBH
MAIMEHTOB C [UPPO30OM TleUeHU KJjacca A BbISIBUJIO
MOBBINIIEHNE YPOBHEN (PepMEHTOB Mpoliecca TepeaMu-
HUPOBAHUS MIPU OJHOBPEMEHHOM JIOCTOBEPHOM CHUKE-
HUU cojiep:KaHust o0IIero Geika 3a cuerT aabOyMHHO-
BOHl (ppakuum 1 mpoTpoMOuHOBOro nHAeKca (tabi. 3).

VccnenoBanne coaepsKaHUS MPOBOCTATUTETbHBIX
U TMPOTUBOBOCHAJIUTENbHBIX ITUTOKWHOB B CBIBOPOT-
Ke KpPOBW MAIMEHTOB C IMPPO30OM TIeUYeHHW Kjacca A
no Yaitngy — Ilpio y 18 o6cieoBaHHBIX TOKa3aJio,
YTO YK€ B CTAQJIUM KOMIIEHCAIUN 3200JIeBAaHUST YPOBEHD
MIPOBOBOCHAUTENBHBIX ITUTOKMHOB 10 CPABHEHUIO
¢ TIOKa3aTessiMi B KOHTPOJBLHOH TPYTIe T0CTOBEPHO
nosbimaercst. Tak, ypoenb MHO-o, wmHTepaeikn-
na-2 (MJI-2) u unrepaeitkuna-6 (MJ1-6) y manuenTtos
¢ IUPPO30M TevYeHrn KJjaacca A ObLIT JJOCTOBEPHO BbIIIIe
10 CPABHEHUIO CO 3[J0POBBIMHU JTUIaMU. B To ke BpeMs

KOHITEHTpaIus TpoTuBoBocnamuTesbHoro MJI-10 B cbI-
BOPOTKE KPOBHU STHX IIalleHToB ObLta Hmke (30,7 +
4,7 1r/MJI) 110 CPaBHEHUIO ¢ KOHTPOJbHBIMHU JIAIAMIH
(tabm. 4).

ChIBOPOTOUHBIE  MPOBOCIIATUTENbHBIE  ITHTOKITHBI
(DOHO-a, WJI-6, NJI-2) 1 OpOTUBOBOCIAINTEIBHBIN
WJI-10 Gbin usydensr y 14 nanmento (9 MyskuuH,
5 KeHmMH) B Bospacre or 24 go 70 mer (cpemmmit
Bo3pacT — 46,6 + 2,5 roma) ¢ IUPPO3OM II€YEHU
kaacca B (cy6rommnencupoBanubii) mo Yalimgy —
[Tpio. HWccrnemoBanue MMOKa3ajo CTaTHCTUYECKU 3HA-
unmoe cHmkenne (p < 0,01) yposueii anbGymnHa
(33,6 £+ 1,5 r/a) um OpPOTPOMOMHOBOIO WHAEKCA
(59,7 £ 2,0 %) Mo cpaBHEHMIO ¢ KOHTPOJBHOH TPyII-
noit (42,8 + 0,7 r/n1; 90,1 + 1,2 %). Habmonanoch
nosbimenne aktuBHoctn AJIT (41,8 + 3,8 Ea./n)
u ACT (34,4 + 3,6 Ex./71) 10 cpaBHEHHIO C TTOKa3aTe-
asvu 3g0posbix g (28,4 + 1,3 u 23,3 + 1,4 Ex./n
cooTtBeTcTBeHHO) (Tab1. 3).

UccnenoBanme  CbIBOPOTOYHOW  KOHIIEHTPAITIH
MPOBOCIATUTENBHBIX 1 MPOTHBOBOCITAJNTENBHBIX I[H-
TOKUHOB Y IIAIIMEHTOB C IMPPO30M II€YeHH KJACCa
B mo Yaitnagy — Ilpfo mokasano gocTOBEpHOE TIOBBI-
IIeHNe BCeX M3ydyaeMbIX Tokasateseii. Tak, ypoBeHb
®HO-a noseicusics a0 75,0 + 4,5 nr/ma (p < 0,001),
NJI-2 — no 328,7 + 23,9 nr/ma (p < 0,05), a NJI-6 —
no 95,4 + 7,7 ur/ma (p < 0,001). CbhiBOpOTOUHbI
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Tabauya 3. BruoxuMuyeckue IOKasaTeIn ChIBOPOTKH KPOBH OOCIEJOBAHHBIX MAIMEHTOB C IHUPPO30OM

megern (M + m)

Table 3. Biochemical parameters of blood serum of examined patients with liver cirrhosis (M + m)

T 310poBbie A Kiaacc nuppo3sa neyenu no Yaitngy — IIbio
S Healthy persons Liver cirrhosis class according to Child — Pugh
(n = 16) A (n=18) B (n = 14) C(n=177)
ACT, En./n 459 + 4.7 34,4 + 3,6 51,<6 Z)_r(?(y)?
233+ 1,4 p. < 0,01 Py > 0,05 S 0,05
AST, U/L : p, > 0,05 . > 0.05
67,4 £ 9,5
A.HT, El[./]l 41,8 * 3,8 e
28,4 + 1,3 5273’2%%’18 p, > 0,05 z‘ § 8’8(5)1
ALT, U/L : p, > 0,05 P, > 0,05
Buupy6us, MKMOJIb,/ i 234 + 2.6 38,5 £ 1,8 563 JOL(?(S?
o 13,5+ 0,7 ».> 0,05 p, > 0,05 S 0,05
Bilirubin, umol /L f p, < 0,01 Pi > 0,05
AnpOymuH, 1/1 PSS 5001
’ 42,8 + 0,7 Sehh o p, < 0,01 P 2008
Albumin, g/L Pi ’ P, > 0.05
p,> 0,05 py > 0,0
IIpoTpoM6HHOBBI MHIEKC, % 901 + 1.9 773+ 2.8 59,7 io%,10 20’2 g (}(ﬁ
i ’ - b p < 1 )
L o ’ ’ p, < 0,05 1 ’ p, < 0,05
Prothrombin index, % C p, < 0,05 pi < 0,05
I pumeuanue: ACT — acnapraramunorpancdepasa; AJIT — amanunamunorpancdepasa; p, — CTaTHCTHYECKas 3HAYUMOCTD Pa3-

JIMYHI 110 CPABHEHHIO C JaHHBIMU 310poBbix (110 H-kpurepuio Kpackena — Youumca); p, — CTaTHCTHYECKAS] 3HAYNMOCTD Pas/Induii
110 CPABHEHMIO C JTAHHBIMI IPYIIILI MAIMEHTOB C IIPPO30M medenn kiaacca A o Yaitnay — Ilbio; p, — cratncrideckas 3HAYNMOCTD
Pasjnyuil 0 CPABHEHUIO C JAHHBIME TPYIIIbI IIAIMEHTOB ¢ IIUPPO30M TledeHu Kiacca B mo Yaitigy — IIbio.

Note: AST — aspartate aminotransferase; ALT — alanine aminotransferase; p, — statistical significance of differences compared
with data from healthy people (according to the Kruskal — Wallis H test); p, —

with data from the group of patients with Child — Pugh class A liver cirrhosis; p, — statistical significance of differences

statistical significance of differences compared

compared with data from a group of patients with Child — Pugh class B liver cirrhosis.

moKaszaresb potuBoBocnanutesbHoro MJI-10 canzni-
Cs1 110 CPABHEHUIO C KOHTPOJIBHOI IPYIIION U COCTaBILII
23,1 £ 2,8 ir/ma (p > 0,05).

BuoxuMuueckie moxasaresqu W IIPOBOCHIATHTEND-
Hble IUTOKWHBI OBLIM TaKXKe W3YYEHBI B CBIBOPOT-
Ke KpoBu 77 maumeHTtoB (32 jKeHIMH, 45 My>K4uH)
B Bospacte or 21 roma mo 74 ner (cpemumii BO3-
pact — 47,3 + 2,4 roza) ¢ UPPO30OM EUEHN PA3JIY-
HOIT aTnoornn B cragun gexommencarmn (kaace C
no Yaitaxy — IIbio).

WccnenoBane BBISBUJIO IOCTOBEPHOE  IMOBBITITE-
Hue yposus Guampybuna (56,3 + 5,6 MKMOJIb/ T,
p < 0,001), depmenTOB TpOIECCA TIEPEAMUHIPOBA-
mus — ACT (51,6 + 6,0 Ex./o1; p < 0,001) u AJIT
(67,4 £ 9,5 En./m; p < 0,001) o cpaBHEHUIO ¢ MO~
KasaTeJsIMH TPYIIbl KoHTpoJsi. [Ipm arom uabmio-
JIA7IOCh  TOCTOBEPHOE CHUMKEHUE YPOBHS adbOyMHUHA
(27,3 £ 0,7 v/m; p < 0,001) u TPOTPOMOEUHOBOTO
nngekca (40,3 + 1,3 %; p < 0,001) mo cpaBHeHUIO
co 3poposbiMu Junamu (ta6m. 3).

AHamm3 ypOBHA TPOBOCHAIUTEIbHBIX —ITMTOKHU-
HOB y TAIMEHTOB C IMPpo3oM medenu kiacca C mo-
Ka3aJl CTAaTUCTWYECKW B3HAYMMOE IOBBINIEHNE CO/Iep-
wanust @HO-a (85,8 + 6,5 nr/mm; p < 0,001),

-2 (440,0 + 12,1 ur/ma; p < 0,001), WNJI-6
(162,7 + 11,8 nr/wmun; p < 0,001) mo cpaBHeHHUIO
C TIOKa3aTeJdgMU KOHTPOJIbHOW Tpymnmbl. [Ipum atom
CBIBOPOTOYHBIN ~ YPOBEHb IPOTHBOBOCTIAJINTETHHOTO

nuroknna MJI-10 npogoskan CHUXKAThCS U COCTABUI
20,1 + 1,6 nr/ma (p > 0,05) (raba. 4).

O6cy:kaenne

[Ipu nuppo3e nevyeHn yxke B CTaUM KOMIEHCAIUN
HaOMI0aeTCs TEHACHIMA K IOBBIIICHUIO aKTUBHOCTH
depmenToB nepeamuHupoBaHus Ha (OHE CHUKEHUS
cofiepskanus obiero 6eska, aabOyMHUHOBON ero dpax-
UK U TPOTPOMOMHOBOTO nMH/eKca. [Ipu atoMm oxHOBpe-
MEHHO IIPOUCXO/UT MOBBINIEHNE YPOBHS MTPOBOCIAIN-
TEJbHBIX IIUTOKUHOB, KOTOPbIE MOTYT CIIOCOOCTBOBATD
JATIbHENIIEMY [TPOrPECCHPOBAHUIO IUPPO3a MevYeHn.
[Ipn 1mppose medeHu B crajuu CyOKOMIIEHCAIUTH
(knacc B mo Yaiinny — IIpi0) HAPSLy € HEKOTOPBIM
MOBBIIIEHUEM YPOBHSI OMJIMPYOMHA U CHUXKEHUEM TIPO-
TPOMOMHOBOTO HHEKCA, KOTOPbIE YKA3bIBAIOT HA Ha-
YyaJibHbIE IPOSIBJICHUST [EKOMIIEHCAIIMKM, OTMEYaeTcst
yMepeHHOe TOBbIIIEHe AKTUBHOCTH (DePMEHTOB IMPO-
1ecca rnepeaMuHupPOBAHUS, KOTOPbIE CBUIETENbCTBYIOT
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Tabauya 4. Coneprkatue CbIBOPOTOUHBIX IIUTOKMHOB Y 06C/I€0BAHHBIX MAIIMEHTOB C IUPPO30OM NEYeHH

(M + m)
Table 4. Content of serum cytokines in examined patients with liver cirrhosis (M + m)
IuroKmHbI 310poBbIe JHIA Kiaacc mupposa nevenu no Yaitigy — Ilsio
. Healthy persons Liver cirrhosis class according to Child — Pugh
Cytokines (n = 16) A (n = 18) B (n = 14) C (n=77)
DOHO-a, ur/mr 940 53.8 + 4.0 75,0 % ?)651 25@ Z)_r(()i(7)51
+ b -_— b < 1 b
210, < 0,01 Pz , > 0,05
TNF-0, pg/mL Py p, > 0,05 gj > 0,05
b 313,5 + 12,8 328,7 & 23,9 b 20001
27 0,4 p <005 7y = 00 20,001
1L-2, pg/mL (e p, > 0,05 . < 0,05
WIS, mr/swr 30,5+ 1,8 S g2 Il 20001
3,5+04 p,> 0,05 2y = L 20,001
IL-6, pg/mL (e p, < 0,05 . > 0,05
20,1 + 1,6
MNJI-10, nir/ ™M 23,1 + 2,8 B
32,3 + 4,7 DT 508 p, > 0,05 P 0001
IL-10, pg/mL (S p, < 0,001 s 0,05
ITpumenanue: ®HO-a — dakrop Hekposa omyxomn anbda; WJI — untepreiiknn; P, — craTnctudeckas 3HAYNMOCTD PA3Jii-
4nif 10 CpaBHeHMIO ¢ JgaHHbIMI 3710poBbiX (1m0 H-xpurepmio Kpackena — Youumca); P, — cratucTHyecKasi 3HaYUNMOCTb pas-
]II/I‘-II/Iﬁ II0 CpaBHEHHUIO C JaHHbIMUI TpyIIIbl IMAallUEHTOB C L[I/IppO:SOM IIeyeHm KJacca A 110 qdﬁﬂﬂy - HBIO, p:; — CTaTHuCTH4e-
CKasl 3HAYMMOCTb PA3JIMYUil 110 CPABHEHUIO C JIAHHBIMU I'PYIIIbI NAIMEHTOB € LMPPO30M HevyeHn kJjacca B no Yaitany — I[lblo.

Note: TNF-o. — tumour necrosis factor alpha; IL — interleukin;

from healthy people (according to the Kruskal — Wallis H test);

P, — statistical significance of differences compared with data
P, — statistical significance of differences compared with data

from the group of patients with Child — Pugh class A liver cirrhosis; P, — statistical significance of differences compared with
data from a group of patients with Child — Pugh class B liver cirrhosis.

00 aKTUBHOCTH TIpoliecca. Pe3yJsbTaTbl MPOBEJECHHOTO
UCCJIEJIOBAHUST TIOKA3aJI, YTO YPOBEHDb IMPOBOCIIAJIN-
TebHbIX 1UTOKMHOB (DHO-a, NJI-2, NJI-6) y 6omb-
HBIX IIUPPO30M TeueHu Kjaacca B 1ocToBepHO MoBbIIIEeH,
a KOHIEHTPAIUS TTPOTUBOBOCIAIUTENBHOIO ITUTOKMHA
NJI-10 camwkaercs [7]. Ilpu pekoMiieHCMPOBaHHON
craauu 1uppo3sa kiracca C MpoOuCXoAuT OTPOMHBIN BbI-
6POC TTPOBOCIIATUTETBHBIX IIUTOKMHOB — COJIEPIKAHUE
DHO-o nosbintaercs B 80 pa3, NJI-2 — OGoJiee uem
B 100 paz u NJI-6 — Gosee 60 pas; 4ro Kacaercs
NJI-10, Tto ero comepskaHue MPOTPECCUBHO CHUKAET-
cs1. CreioBaresibHO, 110 YPOBHIO TIPOBOCHATUTETBHBIX
IIUTOKITHOB MOKHO CYJIUTb HE TOJBKO O CTENEHH aK-
TUBHOCTH BOCIAJUTEIHHOTO IMPOIECca, HO U O JIEKOM-
MeHCaIn.
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Cytokines in Liver Cirrhosis
(Their Importance in Assessing Activity
and Decompensation)

Giesiddin K. Mirodzhov, Saodat D. Pulatova*

Institute of Gastroenterology, Dushanbe, Republic of Tajikistan

Aim: studying the role of pro-inflammatory and anti-inflammatory cytokines in the pathogenesis of liver cirrhosis
progression.

Materials and methods. The material of the study was the data of clinical-instrumental, biochemical, virological
studies of 109 patients with liver cirrhosis of various etiologty, who were hospitalized in the clinic of the Institute of
Gastroenterology (Dushanbe, Republic of Tajikistan). The diagnosis of the underlying disease was established ac-
cording to the clinical recommendations of the Russian Society for the Study of the Liver and the Russian Gastroen-
terological Association for the diagnosis and treatment of liver fibrosis and cirrhosis and their complications (2021);
decompensated liver cirrhosis was established according to the 1996 Child — Pugh classification. The age of the
patients ranged from 17 to 79 years (36.9 + 0.8 years), there were 55 men and 54 women.

Results. Among the examined patients, compensated liver cirrhosis (Class A) according to Child — Pugh was de-
tected in 18 persons, subcompensated (Class B) — in 14, decompensated (Class C) — in 77. The study of the
content of pro-inflammatory and anti-inflammatory cytokines in the blood serum of patients with Class A liver cir-
rhosis showed, that levels of tumour necrosis factor alpha (TNF-a), interleukin-2, interleukin-6 were statistical-
ly higher compared to healthy individuals, while the concentration of anti-inflammatory interleukin-10 was lower
(30.7 = 4.7 pg/mL) in comparison with the control group. In patients with Class B liver cirrhosis, the level of TNF-a
increased to 75.0 = 4.5 pg/mL (p < 0.001), interleukin-2 — to 328.7 + 23.9 pg/mL (p < 0.05), and interleukin-6 —
10 95.4 = 7.7 pg/mL (p < 0.001). Serum interleukin-10 decreased compared with the control group (23.1 + 2.8 pg/mL;
p > 0.05). At the decompensated stage of Class C cirrhosis, a huge release of pro-inflammatory cytokines occurs —
the content of TNF-o increases by 80 times, of interleukin-2 — by more than 60 times, as for interleukin-10, its con-
tent is progressively reduced.

Conclusion. In liver cirrhosis, there is a significant disruption in the synthesis of pro-inflammatory cytokines, which
is manifested by a sharp increase in the content of TNF-a, interleukin-2 and interleukin-6. High levels of proinflam-
matory cytokines in blood serum in liver cirrhosis correlate with the activity and degree of decompensation, which
indicates their important role in the pathogenesis and progression of the pathological process.
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LLUTOKUHBbI NPU LMPPO3€e NeYeHn
(ux 3Ha4YeHne B oLleHKe aKTUBHOCTU U AiAKOMMNEeHcaLuu)

K. Mupopgxos, C.[. lNynatoea*

'Y «MIHCTUTYT racTpoaHTeposiornn» MuHNCTepcTBa 34paBOOXPaHEeHs] Y CoLmMasibHO 3aLUmMTbl HaceneHus Pecrybiviku
TamkukuctaH, [ywaHbe, Pecriybnvika TagXukuctaH

Llenb nccnepnosaHua: 13y4nTb POJib MPOBOCMANNTESNbHBLIX Y MPOTUBOBOCMANNTESbHBLIX LIUTOKMHOB B MaToreHese
1 MPOrpeccupoBaHnv LMpPPOo3a NevyeHu.

Martepuanbl u metogbl. Matepranom UCCNeo0BaHNS CAYXUIN AaHHbIE KINHUKO-UHCTPYMEHTasbHbIX, BUOXUMN-
YecKux, BUPYCONOrMyeckmx ncenemosaHnin 109 naumeHToB ¢ LMPPO30OM MeYeHr PasinyHom 3TUOJIOTMK, HaxoamB-
LLIMXCSA HA CTaLMOHAPHOM Nle4yeHnn B KnnHuke MY «MIHCTUTYT racTpoSHTEPOOrMM» B OTAENeHMM renaTtosiorui. Ava-
rHO3 OCHOBHOr0O 3ab0J/ieBaHUs yCTaHaBAMBAIN COMMACHO KJIMHUYECKUM pekoMeHaaumam Poccuiickoro oblLiectsa
Mo M3Y4YEeHUNIo NeYeHn 1 POCCUIACKO racTPOIHTEPOIONMYECKOM accoLmaLmn Mo ANarHocTrke 1 nedeHnio dnbposa
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1 LMppOo3a NeYeHn 1 nx ocnoxHeHun (2021), neKOMNEHCMPOBaHHbIN LMPPO3 yCTaHaBAMBaNu no Lkane Yarnnga —
Mbto (1996). BospacT 60nbHbIX konedanca ot 17 go 79 net (36,9 + 0,8 roga), My>k4nH 66110 55, XeHLWwmH — 54.
Pesynbratbl. Cpeayn o6cnenoBaHHbIX NaLMEHTOB KOMMEHCMPOBAHHBIM LIMPPO3 neyvenn (knacc A) no Yamnagy — lMbto
BbisiBSIEH Y 18 yen., cybkoMneHcnpoBaHHbIli (knacc B) — y 14, pekomneHcupoBaHHbIA (knacc C) — y 77 4en.
M3yueHne copepxxaHms MpOBOCMNaNNTENbHbIX U MPOTUBOBOCMANINTENbHBIX LMTOKMHOB B CbIBOPOTKE KPOBM MaLMEH-
TOB C LMPPO30M neyveHu knacca A no wkane Yannga — MNblo nokasano, 4To YPOBHU pakTopa HEKPO3a OMyX0Jv ab-
da (PHO-a), nHTEPNENKMHA-2 U UHTEPNENKNHA-6 OblI JOCTOBEPHO BhiLLE MO CPABHEHMIO CO 340P0BbIMU MLAMN.
Y 60MbHbIX C LMPPO30M neveHun knacca B yposeHb @HO-a 6bin paBeH 75,0 = 4,5 nr/mn (p < 0,001), nHtepneiikn-
Ha-2 — 328,7 = 23,9 nr/mn (p < 0,05), uHtepnerknHa-6 — 95,4 + 7,7 nr/mn (p < 0,001). NMpn fekoMneHcUpoBaH-
HOI cTaamn umppo3sa knacca C nponcxoouT OrpOMHbIN BbIGPOC MPOBOCMANNTENbHbIX LIUTOKMHOB — COAEpXKaHue
®HO-a yBenuumanocs B 80 pas, a uHTepnerkmHa-2 — 6onee 4yem B 60 pas.

BbiBoAbl. Mpy UMppo3e NevyeHr MMeeT MeCTO 3HAYUTENIbHOE HapyLUeHWEe CUHTe3a NPOBOCMHANIUTENbHbIX LIUTOKN-
HOB, YTO MPOSIBNSETCS PE3KMM MOBbILLEHNEM coaepxaHus DHO-a, MHTepnenknHa-2 1 nHTepseiknHa-6. Belcokunii
YPOBEHb MPOBOCMANINTENIbHbIX LUMTOKMHOB B CbIBOPOTKE KPOBU MPY LIMPPO3e NeYeHN KOPPEPYET C aKTUBHOCTbIO
1 CTEMNEHbIO AEKOMMEHcaLMm, YTO CBUAETENLCTBYET 006 MX BaXXHOM POSIN B MaTOreHe3e 1 NporpeccrupoBaHm naTo-

10rn4eckoro npotiecca.

Kniouesbie cnoBa: LLIMPPO3 nevdeHn, npoBocrnannTesibHblie U NPOTUBOBOCTa/INTEJIbHbIE LUTOKUHbI
KOHq).ﬂI/IKT NHTEepeCcoB: aBTOPbLI 3aABJIAIOT (o]¢} OTCYTCTBUA KOHCbﬂI/IKTa NHTEPECOB.

Ans uutnposanus: Mupomxos K., Mynatosa C.[. LIMTokmHbI Npy LMPPO3€e NeYeH (MX 3HaYEHME B OLLEHKE aKTVBHOCTM 1 AEKOMMEHca-
umn). Poccuiickunia xypHan racTpoaHTeposiorim, renarosnorum, kononpokronorun. 2023;33(4):24-29. https://doi.org/10.22416/1382-

4376-2023-33-4-24-29

Introduction

Liver cirrhosis remains one of the most important
medical, social and economic problem of the centu-
ry and occupies a leading place in the structure of
diseases of the digestive system. The urgency of the
problem of liver cirrhosis is associated with its high
prevalence in people of young working age, the lack
of effective treatment methods and serious complica-
tions, such as bleeding from esophageal varices, asci-
tes-peritonitis, hepatic coma, which become the main
cause of death [1-3].

Some scientific studies have shown that cytokines
play an important part in the development of the
necro-inflammatory process in hepatocytes with the
development of liver fibrosis [4—7].

Currently, quite a large amount of scientific ma-
terial has been accumulated on the participation of
tumor necrosis factor alpha (TNF-a) in the devel-
opment of immunopathological processes that con-
tribute to the progression of liver cirrhosis [8—11].
At the same time, the importance of pro-inflammato-
ry and anti-inflammatory cytokines in the develop-
ment of decompensation of cirrhosis and its severe
complications has not yet been identified.

Materials and methods

The material for the prospective study was data
from clinical, instrumental, biochemical, and viro-
logical studies of 109 patients with liver cirrhosis
of various origin who were hospitalized at the clin-
ic of the Institute of Gastroenterology (Dushanbe,
Republic of Tajikistan). The diagnosis of the underly-
ing disease was made in accordance with the clinical

recommendations of the Russian Society for the Study
of the Liver and the Russian Gastroenterological
Association for the diagnosis and treatment of liver
fibrosis and cirrhosis and their complications (2021).
The age of the patients ranged from 17 to 79 years
(36.9 + 0.8 years); there were 55 men and 54 women.

The control group included 16 healthy individu-
als (employees of the Institute of Gastroenterology),
who also underwent clinical, biochemical and in-
strumental research methods. Serum levels of pro-in-
flammatory and anti-inflammatory cytokines (tumor
necrosis factor alpha, interleukin-2, interleukin-6,
interleukin-10) were determined by enzyme-linked
immunosorbent assay in a “sandwich” version. At
the same time, to obtain research results, the fol-
lowing reagents were used by OOO Vector-Best
(Russia): Interleukin-2 ELISA-Best; Interleukin-6
ELISA-Best; Interleukin-10 ELISA-Best; TNF-a
ELISA-Best. Cytokine levels in the control group
were at the lower limit of sensitivity of the method
and ranged from 1 to 11 pg/mL (average — 0.6—
0.7 pg/mL).

Results

Among the examined patients, compensated liver
cirrhosis (Class A) according to Child — Pugh was
detected in 18 persons, subcompensated (Class B)
— in 14, decompensated (Class C) — in 77. The dis-
tribution of the examined patients according to the
etiology of liver cirrhosis is given in Table 2.

We studied the levels of serum pro-inflammato-
ry cytokines (tumor necrosis factor alpha (TNF-a),
interleukin-2 and interleukin-6) and the anti-inflam-
matory cytokine interleukin-10 in patients with liver
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Table 1. Distribution of examined patients with liver cirrhosis by age and gender (n = 109)

Tabauya 1. Pacupenenenue o6CAeOBAHHBIX MAIMEHTOB C IIMPPO30M IIE€YEHH IO BO3PACTy U MOJY

(n =109)
]_l.iver cirrhgsis Age, years / Bospacr, Jer
class according <9 20—2 = 40—4 — = =
to Child — Pugh 0 0—29 30—39 0—49 30—-359 60—69 70-79
Knaccumpposa |m /| f/ |m /| f/ |m/|f/ m/|f/ | m/|f/ |m/|f/ |m/|f/
eYeHn M K M K M K M K M 3K M K M K
no Yaitnny — Ilsio
A (n=18) 1 — 3 2 2 4 1 3 — 2 — —| - —
B (n=14) 1 — 1 1 ) 1 2 3 — — — — — —
C(n=177) 1 — 2 1 14 10 17 15 S 4 4 2 2 —

Note: m — males; f — females.
IHpumewanue: M — My>KIUHBI; K — SKCHIUHDL.

Table 2. General characteristics of the examined patients with liver cirrhosis by etiological factor

(n =109)
Ta6auua 2. O6mas xapakTepucTuka 0OCIeLOBAHHBIX IALUEHTOB C LUPPO3OM IEYEHH MO STHOJIOTHH
(n =109)
Liver cirrhosis class Etiological factor / drnosornueckuii pakTop
according
to Child — Pugh HBV HCV HBV + HDV | HCV + Ethanol .
Kiaacc uuppo3sa meyenu BI'B BIC BTB + BTC BI'B + Jtanoa e
no Yaiininy — Ilsio
A (n =18) B B) 7 1 16.5
B (n = 14) 2 3 7 2 12.8
Cn=177) 16 18 41 2 70.6
Total / Bcero 23 26 35 5 100

Note: HBV — hepatitis B virus; HCV — hepatitis C virus.

Ipumeuanue: BI'B — Bupyc renarura B; BIC — Bupyc renartura C.

cirrhosis of various etiologies, class A (compensated
stage) according to the Child — Pugh classification.
Eighteen patients (11 women, 7 men) aged from 21
to 74 years (mean age — 47.3 + 2.4 years) with liver
cirrhosis were examined.

A biochemical study of the blood serum of pa-
tients with class A liver cirrhosis revealed an in-
crease in the levels of enzymes of the transamination
process with a simultaneous significant decrease in
the total protein content due to the albumin fraction
and prothrombin index (Table 3).

A study of the content of pro-inflammatory and
anti-inflammatory cytokines in the blood serum of
patients with Child — Pugh class A liver cirrhosis in
18 patients showed that already in the stage of com-
pensation of the disease, the level of pro-inflamma-
tory cytokines, compared with the indicators in the
control group, significantly increases. Thus, the lev-
el of TNF-a, interleukin-2 (IL-2) and interleukin-6
(IL-6) in patients with class A liver cirrhosis was
significantly higher compared to healthy individuals.
At the same time, the concentration of anti-inflam-
matory IL-10 in the blood serum of these patients
was lower (30.7 + 4.7 pg/mL) compared to control
individuals (Table 4).

Serum proinflammatory cytokines (TNF-a, IL-6,
IL-2) and anti-inflammatory I1L.-10 were studied in 14
patients (9 men, 5 women) aged 24 to 70 years (mean
age — 46.6 £ 2.5 years) with liver cirrhosis class
B (subcompensated) according to Child — Pugh.
The study showed a statistically significant decrease
(p < 0.01) in albumin levels (33.6 £ 1.5 g/L) and
prothrombin index (59.7 + 2.0 %) compared with
the control group (42.8 + 0.7 g/L and 90.1 +
1.2 %). There was an increase in the activity of ALT
(41.8 £ 3.8 U/L) and AST (34.4 + 3.6 U/L) com-
pared with the values of healthy individuals (28.4 +
1.3 U/L and 23.3 + 1.4 U/L, respectively) (Table 3).

A study of serum concentrations of pro-inflam-
matory and anti-inflammatory cytokines in patients
with Child — Pugh class B liver cirrhosis showed a
significant increase in all studied parameters. Thus,
the level of TNF-o increased to 75.0 + 4.5 pg/mL
(p < 0.001), IL-2 — to 328.7 + 23.9 pg/mL (p < 0.05),
and IL-6 — up to 95.4 + 7.7 pg/mL (p < 0.001).
The serum level of anti-inflammatory IL-10 de-
creased compared to the control group and amounted
to 23.1 +£ 2.8 pg/mL (p > 0.05).

Biochemical parameters and pro-inflammato-
ry cytokines were also studied in the blood serum

Poc xypH ractposuTepoJt rematon koaonpokros 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)



www.gastro-j.ru

Original articles / OpurnHasbHbIe MCCIEOBAHUS

Table 3. Biochemical parameters of blood serum of examined patients with liver cirrhosis (M + m)

Tabauya 3. BruoxuMuyeckue IOKas3aTeIn ChIBOPOTKH KPOBH OOC/IEOBAHHBIX MAIMEHTOB C IUPPO30OM

neuern (M + m)

Parameters Healthy persons Liver cirrhosis class according to Child — Pugh
310poBbie A Kinacc nuppo3sa neyenu no Yaitaigy — Ilsio
IToxazaten (n = 16) A (n = 18) B (n = 14) C(n=177)
51.6 £ 6.0
AST, U/L 34.4 + 3.6
23.3 + 1.4 Ay p, > 0.05 P 3003
ACT, Ea./n : P, > 0.05 p.> 0.05
ALT, U/L 539+ 58 41.8 + 3.8 67§88051
28.4 + 1.3 . <0.01 py > 0.05 z > 0.05
AJIT, Ex./n : p, > 0.05 pe> 0.05
Bilirubin, umol /L e 23.4 + 2.6 38.5 “6 %)58 ;5962 88061
. A4 £ 2. =
0 £ 0. > 0.05 Py > 0.05
Bunpy6un, MKMOJIb,/ T P p, < 0.01 z .
33.6 +1.5 271+ 0.7
Albumin, g/L
42.8 + 0.7 I8 & 1 p, < 0.01 D008
Anp6ymuH, 1/1 py . 2 r
p, > 0.05 p; > 0.0
Prothrombin index, % S0l s 1.9 77.3 + 2.8 9.7 '6%10 ;4902 2)_ (}0?
. 3E2 >
" 0 S p, < 0.05 Py p, < 0.05
IIpoTpOoMGHHOBLIIT HHIEKC, % 1 p, <0.05 p, < 0.05

Note: AST — aspartate aminotransferase; ALT — alanine aminotransferase; p,

with data from healthy people (according to the Kruskal

— statistical significance of differences compared

— Wallis H test); p, — statistical significance of differences compared

with data from the group of patients with Child — Pugh class A liver cirrhosis; p, — statistical significance of differences
compared with data from a group of patients with Child — Pugh class B liver cirrhosis.

IHpumeuanue: ACT — acnapraramunorpancdepasa; AJIT — amanunamunorpancdepasa; p, — CTaTHCTHYECKas 3HAYUMOCTD Pa3-

JIMYHIL 10 CPABHEHHIO ¢ JaHHbIMU 3/10poBbix (110 H-xpurepmio Kpackena — Youmca); p, —
10 CPABHEHMIO C JaHHLIMU IPYIIIbI HAIMEHTOB ¢ LUPPO30M Hedenn Kaacca A 1o Yaitngy — Ilbio; p, —

CTaTUCTUYECKasd 3HAYMMOCTDb pasﬂmqmﬁ
CTaTUCTUYECKasA 3HAYMMOCTDH

pas3Inymit 110 CPaBHEHUIO C JAHHBIMU TPYIIIbI MAIIMEHTOB € IIMPPO30M Tleuenn kiacca B nmo Yaitnny — Ilbio.

of 77 patients (32 women, 45 men) aged from 21 to
74 years (mean age — 47.3 + 2.4 years) with liver
cirrhosis of various etiologies in the decompensation
stage (Child — Pugh class C).

The study revealed a significant increase in the
level of bilirubin (56.3 + 5.6 umol/L; p < 0.001),
enzymes of the transamination process — AST
(51.6+£6.0U/1;»p<0.001) and ALT (67.4 £9.5U/L;
p < 0.001) compared with the control group. At the
same time, there was a significant decrease in the
level of albumin (27.3 + 0.7 g¢/L; p < 0.001) and
prothrombin index (40.3 + 1.3 %; p < 0.001) com-
pared to healthy individuals (Table 3).

Analysis of the level of pro-inflammatory cyto-
kines in patients with class C liver cirrhosis showed
a statistically significant increase in the content
of TNF-a (85.8 + 6.5 pg/mL; p < 0.001), 1L-2
(440.0 £ 12.1 pg/mL; p <0.001), IL-6 (162.7 + 11.8
pg/mL; p < 0.001) compared with the control group.
At the same time, the serum level of the anti-inflam-
matory cytokine IL-10 continued to decrease and
amounted to 20.1 + 1.6 pg/mL (p > 0.05) (Table 4).

Discussion

In liver cirrhosis, already in the compensation
stage, there is a tendency to increase the activity of
transamination enzymes, against the background of a
decrease in the content of total protein, its albumin
fraction and prothrombin index. At the same time,
there is an increase in the level of pro-inflammatory
cytokines, which can contribute to the further pro-
gression of liver cirrhosis.

With liver cirrhosis in the subcompensation stage
(Child — Pugh class B), along with a slight increase
in bilirubin levels and a decrease in the prothrom-
bin index, which indicate the initial manifestations
of decompensation, there is a moderate increase in
the activity of enzymes in the transamination pro-
cess, which indicate the activity of the process. The
results of the study showed that the level of pro-in-
flammatory cytokines (TNF-a, IL-2, IL-6) in pa-
tients with class B liver cirrhosis was significantly
increased, and the concentration of anti-inflammato-
ry IL-10 decreased.
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Table 4. Content of serum cytokines in examined patients with liver cirrhosis (M + m)

Tabauya 4. Coneprkatue CbIBOPOTOUHBIX IIUTOKMHOB Y 06C/IE€0BAHHBIX MAIIMEHTOB C IUPPO30M MEYEHH

(M + m)
Cytokines Healthy persons Liver cirrhosis class according to Child — Pugh
310poBbie JHIa Kiacc mupposa nevenu no Yaitigy — Ilsio
Lot (n = 16) A (n = 18) B (n = 14) C(n=17)
INFa pe/ml 1.2 £ 0.1 L AL T ;‘?E 0.001
o .8t 4. - . .
.21 0. < 0.01 P : , > 0.05
®HO-a, nr/Mma Py p, > 0.05 zj > 0.05
IL-2, pg/mL o 328.7 + 23.9 140.0 = 12.1
5.7+ 0.4 » < 0.05 : p, <0.05 g - 0'001
WJI-2, e/ M d p, > 0.05 p, < 0.05
IL-6, pg/mL 30.5 + 1.8 95.4 + 7.7 1627 2018
3.5+0.4 » > 0.05 p, <0.001 g <0001
WJI-6, e/ M d p, <0.05 p, > 0.05
20.1 + 1.6
IL-10, pg/mL 23.1 £ 2.8 =
323 + 4.7 L3505 p, > 0.05 P 0001
WJT-10, r/Ma ! p, < 0.001 . > 0.05
Note: TNF-a — necrosis factor IL — interleukin; P, — statistical significance of differences
compared with data from healthy people (according to the Kruskal — Wallis H test); P, — statistical significance
of differences compared with data from the group of patients with Child — Pugh class A liver cirrhosis; P, — statistical
significance of differences compared with data from a group of patients with Child — Pugh class B liver cirrhosis.
ITpumenanue: ®HO-a — daxrop Hexposa omyxoun anbda; NI — warepaeiikut; P, — craTHCTHYECKash 3HAYNMOCTD PA3JIIHUIIL

[0 CPaBHEHMIO ¢ JaHHbIME 310poBbix (110 H-xpurepmio Kpackena — VYoumca); P, — craTucTiuecKas 3HAYMMOCTD Pas/mduii

28

110 CPABHEHUIO C JJAHHBIMU TPYIIIbI TAITUEHTOB C IIUPPO30OM IIE€UYEHU KJacca A 110 [Ial‘/'mz[y — HbIO; p3 —

CTAaTUCTHUYECKAaAd 3HAYNMOCTD

pas3ynumil 110 CPABHEHUIO C JAHHBIMU TPYIIIbI MAIMEHTOB ¢ IIUPPO30M TleueHn kiacca B nmo Yaitnny — Ilbio.

During the decompensated stage of class C cir-
rhosis, a huge release of pro-inflammatory cytokines
occurs — the content of TNF-a increases 80 times,
IL-2 — more than 100 times and IL-6 — more than
60 times; as for IL-10, its content progressively de-
creases. Consequently, the level of pro-inflammatory
cytokines can be used to judge not only the degree
of activity of the process, but also decompensation.

Conclusions

1. In liver cirrhosis, there is a significant dis-
ruption in the synthesis of pro-inflammatory and
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HccaepoBanme noaumopdusma reia PNPLAS3
[1148M y nmariieHTOB C HEAAKOT'OABHOU KUPOBOU
OOAE3HBIO IIeUeH!U, [IUPPO30OM IIeUYeHU

Y IeIaTOLEAAOAIPHBIM PAKOM

B.B. Ilerkay"?, I'.A. Iayp*?, E.H. BecconoBa***, A.A. Kapumona?

"TAY3 CO «Csepinosckuii obaacmuoil onxoiozudeckutl ducnanceps, Examepuntype, Poccuiickas Dedepayus

2 DI'BOY BO «Ypanvckui zocydapcmeentoitl MeOuyunckul ynusepcumems Munucmepcemea 30pasooxpanenus
Poccuiickou @edepayuu, Examepunbype, Poccutickas Dedepauus

3 TAY3 CO «O6aacmnas demckas xaunuvecxkas 6ovnuyas, Examepun6ype, Poccuiickas Dedepayus

1 TAY3 CO «Ceeponosckas obracmuas kaunuueckas 6orvnuya No 1», Examepun6ype, Poccuiickas Dedepauus

Llenb nccnepgoBaHusa: onpeneneHve 4actotel nonumopdusma rs738409 C>G B reHe PNPLAS3, npuBoasLLEro
K aMVHOKMCIOTHOM 3ameHe p.1148M, y naumMeHToB C HeasIKorosibHOM XMPoBOoY 6one3Hbio nedeHn (HAXBI) n Bbi-
SBJIEHME accoumaunm JaHHOro nonmmMmopdmnama ¢ BeposatHbiMu ncxogamu HAXBI — uyppo3om neyverHn (L) n re-
naTouesutonsapHon kapumHomon (F'LUP).

MaTtepuansl u metoabl. lccnenoBaHne npoBefeHo Mo AmM3arHy «Cly4an-KOHTPOSb». Bblinm cpopmMmnpoBaHbl Tpy
OCHOBHbIe rpynnbl: rpynna ¢ HAXKBI (n = 46), rpynna ¢ LN B ncxone HAXBI (n = 61), rpynna ¢ 'UP Ha doHe
HAXBI (n = 50), a Takke KOHTponbHasa rpynna (n = 70), Ans KOTOPOW BbINOJHANOCh FEHOTUMMPOBAHME NONMOP-
dun3ma rs738409 B reHe PNPLAS3. OugHunBanacb CBA3b MeXAy YaCTOTOW Pa3/iMyHbIX BapnaHToB reHoTuna rs738409
C>G v ouarHo3oMm naumeHToB, pacCYMTaHO OTHOLLEHME WaHcoB nporpeccmpoBanmsa HAXBI po LM v M'UP, pocto-
BEPHOCTb MEXrpyrnnoBbIX PasnNyni.

PeaynbraTthl. [MaumeHTbl ¢ HAXBI ¢ nonmopduamom PNPLA3 1148M nMeIOT CTaTUCTUYECKU 3HAYNMO BONbLINIA
waHc pa3sutus LM n F'UP. OTHoweHne waHcoB (OLU) npm reHotune GG coctaBuno 7,94 (95 % [OW: 2,19-28,84;
p = 0,030) ana UM wn 6,51 (95 % AN: 1,15-4,08; p = 0,039) ansa I'LP Ha dpoHe LN. Hannume mmHopHoOro annens
G TaKxke yBenmymBaeT BepoaTHOCTb nepexoaa HAXBI B LM (OLL = 2,38; 95 % AN: 1,41-4,02; p = 0,010) n T'LP
Ha ¢oHe LM (OLU =2,17; 95 % OWN: 1,15-4,08; p = 0,039). Otnnuuns yactoTsl nonumopdunama PNPLA3 mexnay rpyn-
namu HAXBI v I'LLP 66111 HegocToBepHbl. JJononHutTensHbiMu daktopamu pucka IMUP Ha doHe HAXKBI sensioTcs
n3bbiTouHaa macca tena (OLU = 5,14; 95 % OWN: 1,94-13,67; p < 0,001), apTepuansHasa runepteH3us (OLU = 8,49;
95 % N: 3,05-23,62; p < 0,001) u caxapHbin anadet (OLL = 8,57; 95 % AWN: 1,03-71,48; p = 0,032).

BbiBoAbl. HacToTa ogHOHYKNeoTnaHoro noammopdusma PNPLA3 3HaumMo pasnuyaetcsa y naumeHtoB ¢ HAXBIT,
LLM v F'LLP no cpaBHEHWIO C KOHTPOJILHOM rpynnol 340poBbix 4o6poBosbLEB. MNonumopdnam PNPLA3 1148M noBbi-
waet yactoTy nporpeccupoBanmg HAXBI go UM n M'UP, Ho Tonbko Ha ¢oHe L.

KnioueBble cnoBa: reH PNPLA3, HeankorosibHas XnpoBas 601e3Hb NevyeHn, LMppo3, renatoLesiofspHbli pak
KoHbAnKT MHTEepecoB: aBTopbI 3asBSIOT 00 OTCYTCTBUM KOHGMIMKTA MHTEPECOB.

Ana umtnpoBaxua: NeTkay B.B., Llayp ITA., BeccoHosa E.H., Kapumosa A.A. Uccnepoarme nonumopduama reHa PNPLA3 [148m
Yy NAUMEHTOB C HEANKOrOJIbHOW XMPOBOM BONE3HBLIO NEYEHN, LIUPPO3OM NEYEHN 1 renaToLeIioNSapHbIM Pakom. POCCUIACKMIA XypHan
racTpPO3HTEPONOrK, renatonoruu, kononpokronorun. 2023;33(4):30-37. https://doi.org/10.22416/1382-4376-2023-33-4-30-37

Research of PNPLA3 1148M Gene Polymorphism in Patients with Non-Alcoholic
Fatty Liver Disease, with Liver Cirrhosis and with Hepatocellular Carcinoma

Vladislav V. Petkau'-?, Grigory A. Tsaur??, Elena N. Bessonova?**, Alisa A. Karimova?
" Sverdlovsk Regional Oncological Dispensary, Yekaterinburg, Russian Federation

2 Ural State Medical University, Yekaterinburg, Russian Federation

3 Regional Children’s Clinical Hospital, Yekaterinburg, Russian Federation

4 Sverdlovsk Regional Clinical Hospital No. 1, Yekaterinburg, Russian Federation

Aim: to determine the frequency of PNPLA3 rs738409 C>G gene polymorphism, leading to p.1148M substitution, in
patients with non-alcoholic fatty liver disease (NAFLD), and to reveal the association between polymorphism and
probable NAFLD outcomes: liver cirrhosis (LC) and hepatocellular carcinoma (HCC).
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Materials and methods. The study was conducted according to the “case-control” design, three main groups were
formed: a group with NAFLD (n = 46), a group with LC (n=61), a group with HCC (n = 50), as well as a control group
(n =70), for all groups we performed genotyping of the rs738409 polymorphism of the PNPLA3 gene. The relation-
ship between the occurrence of different genotype variants and the diagnosis of patients was evaluated, the odds
ratio (OR) of progression of NAFLD and the reliability of intergroup differences were determined.

Results. NAFLD patients with PNPLA3 1148M polymorphism have a significantly higher chance of developing LC
and HCC. The odds ratio for the GG genotype was 7.94 (95 % CI: 2.19-28.84; p = 0.030) for LC and 6.51 (95 % CI:
1.15-4.08; p = 0.039) — for HCC with concomitant LC. The presence of the minor G allele also increases the likeli-
hood of transition from NAFLD to LC (OR=2.38; 95 % Cl: 1.41-4.02; p =0.010) and HCC in the presence of cirrhosis
(OR =2.17; 95 % CI: 1.15-4.08; p = 0.039). Differences in the frequency of PNPLA3 polymorphism between the
NAFLD and HCC groups were not significant. Additional risk factors for HCC associated with NAFLD are overweight
(OR=5.14;95 % Cl: 1.94-13.67; p < 0.001), arterial hypertension (OR = 8.49; 95 % CI: 3.05-23,62; p < 0.001) and
diabetes mellitus (OR =8.57; 95 % Cl: 1.03-71.48; p = 0.032).

Conclusion. The frequency of single nucleotide polymorphism PNPLAS3 significantly differs in patients with NAFLD,
cirrhosis and HCC compared with the control group of healthy volunteers. The PNPLA3 1148M polymorphism in-

creases the incidence of NAFLD progression to cirrhosis and HCC, but only with concomitant cirrhosis.
Keywords: PNPLA3, NAFLD, liver cirrhosis, hepatocellular cancer
Conflict of interest: the authors declare that there is no conflict of interest.
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Bseaeunue
Heankoronmpaast — skupoBasg ~ GOJIE3Hb  MEYEHN
(HAJKBII) — aumaupylonee XpoHudeckoe 3alosie-

BaHWe MeYeHn B MUPE, KOTOPOE MOKHO OIPEesUuTh
KaK Tle4YeHOYHYI0 MaHudecranuio MeTaboImuecKo-
TO CHHIPOMA, XapaKTepu3yIIyIOCcs CTeaTo30M, KO-
TOPBIN Y Psijla TAIMEHTOB MOXKET IPOTPECCUPOBATH
" TPHUBOJWTD K Pa3BUTUIO cTeaTorenartuta, ¢hubdposa,
a sateM u 1upposa nedern (I[IT) wam remaToesIo-
nspuoro paka (I'IIP) [1, 2]. Ha cerogua mamexknbre
npenKTOpbl TmporpeccupoBanus Ttedenus HAKDBII
OTCYTCTBYIOT, TI09TOMY HEOOXOIMMO OOPATUTH BHUMA-
HUEe Ha TIOMCK HOBBIX MOTEHIUAJIbHBIX MOJIEKYJISPHO-
reHeTHYecKuX Mapkepos [3].

Passutne HAJKBII wuccaemosaresn  cBsA3bIBa-
0T C PSAIOM  OJHOHYKJICOTHUIHBIX  TOTMMOP(U3-
MOB, B YaCTHOCTH BbISIBJIEHA CBSI3b ToJuMopdusMa
rena PNPLA3 (patatin like phospholipase domain
containing 3) p.1148M (15738409 C>G) ¢ pazsutnem
creato3a [4]. Bosiee uacroe passurue '[P taxke mo-
JKeT yKa3bIBaThb HA BEPOSITHYIO CBA3b MOJIMMOPdU3Ma
rena PNPLA3 u T'lIP na ¢pone HAJKBII [5]. Ocoboe
BHUMaHKe 06palaeTcss Ha HOCUTETbCTBO MUHOPHOTO
annens G kak Ha (akTop pHCKa Pa3BUTHS arpecCuB-
upix Gopm reuernst HAYKDBIT [6].

Ilo paHHBIM poccHIICKWX WccaemoBaresel, Ha-
Ju4yre MUHOpPHOro asenss rena PNPLA3 y mnamm-
entoB ¢ HAJKBII acconmmpoBano ¢ BbIpaskKeHHO-
CTBIO CTEaTO3a M IUTOJUTHYECKOTO cunapoma [7, 8].
[Mommmopdusm 15738409 C>G B rene PNPLA3 mo-
JKeT paccMarpuBarbcs B KavyecTBe Mapkepa Qopmu-
poBaHMS U TporpeccupoBanus (Guépo3a y mainueHToB
¢ HAJKBII, asasionuxcsa Hocurenaamu amiens G [9],
a TaK)Ke TOBBIINIEHHOTO PHUCKA Pa3BUTHUS [UPPO3aA Iie-
yenn [10].

B Hactosmiee BpeMsi m3ydaeTcs BOIPOC IEJIECO-
o6pasHocTu cKpuHKUHTA B rpyte narnuertos ¢ HAYKBIT
u GG BapmantoM 15738409 rera PNPLA3. Jkcnepro
CUNTAIOT, YTO JIJIs1 BKJIIOUEHUS] AaKTUBHOTO HAOGJIO/IEHUS
32 TAKUMHU TIAIIMEHTAMU B KJIMHUYECKUE PEKOMEeHallnn
HEeOOXOAMMbI JOMOTHUTEIbHBIE AaHHble [11].

Iless uccaenoBanus: onpejeseHe 4acToTbl MOJIU-
Mopdusma rena PNPLA3 y narmmentoB ¢ HAJKBII
1 BBIABJCHHUE acCOLUAIUM JAaHHOTO IoJuMopdusMa
¢ BeposatHbiMn ucxogamn HAJKBII — mmpposom
nevern (III1) u renatone/uonspHON  KapiMHOMOI

(TIIP).

MarepuaJjbl 1 METObI

Ot6op naiuentos ¢ HAYKBIT u IIT (rpynusr 1
U 2 COOTBETCTBEHHO) ocymiecTBasIca B O6aacTHOM
rermarojioruueckoM I1enTpe Ha 6Gaze [AY3 CO
«CBepioBckasi o6jacTHasi KJIMHWYECKash OOJbHUIA
Ne 1». /lmarHo3 «Tremarole/TioJIPHBII pak» ycra-
HABJUBAJICS U MOPGOJOTHUECKH  TTOATBEPIKIAICS
y manmentoB 'AY3 CO «CsepasoBckuii 061acTHOM
OHKOJIOTMUeCKMI aucnancep» (rpymma 3). Y Bcex
MaIMeHTOB, BKJIOUYEHHBIX B HaOJI0geHNe, Oblia HC-
KJII0YeHA 3THOJOTUYECKAST CBSI3b PA3BUTHUSI MATOJOTHH
neyeHy ¢ TakuMu (hakTopaMu, Kak BUPYCHBIE TeraTi-
TBI, 3J0YTOTpeOJIeHIE ATKOTOJEM, MPHEM TelaToTOK-
CUYHBIX JIEKAPCTBEHHBIX MPENapaToB UK APYTUX TOK-
CUYECKUX COCAUHEHUN, XOJAHTUT, HaCJEACTBEHHbBIC
6oJie3Hn 0OMeHa BEIIEeCTB; TPU 9TOM CT€aTO3 MOI BbI-
cTynaTb B KadecTBe (POHOBOTO WJIN CaMOCTOSITETHHO-
ro 3aboneBanus. Ilpu c6ope aHaMHE3a YUYHTBIBAJIHCDH
JJaHHbIe 10 CONYTCTBYIOIIEH CepAeYHO-COCYAUCTOM
U 9HJIOKPUHHOI HATOJIOTHUHU, a TaKXKe MHIEKC MacChl
tesa (IMT) naiueHToB.
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[l OlleHKM MEXKIPYIIOBBIX PA3JIUYUl ObLT BbI-
OpaH [u3ailH WCCJIEMOBAHUS — «CJIYYail-KOHTPOJDb>.
Habumonenne 3a naiueHTaMu ¢ BBIIOJHEHHEM Ja0o-
PATOPHBIX HCCAEIOBAHUI OCYTIECTBJSIOCH C STHBAPS
mo asryct 2022 r. B coctaB KOHTPOJIBHOW T'PYIIIbI
pommn 70 370poBBIX mo6poBombneB — 43 (61 %)
skeHuHbL 1 27 (39 %) MyKuuH, Ge3 IaTOJOrHU mede-
HI U 0e3 YCTAaHOBJIEHHBLIX BBINIEYHOMSHYTBIX (PaKTO-
POB pHCKa Pa3BUTUS TIOPAKEHUI MeYeHU, B BO3pacTe
or 30 o 69 ner (cpexnmit Bospact — 40 ser).

lFenorunmposanue nmoaumopdusma rs738409 B rene
PNPLA3, npuBossIiero kK aMUHOKUCJIOTHON 3aMeHe
p.1148M, ocymiectsiisiioch Ha 6ase Jlaboparopuu Mo-
JIEKYJISIPHON  GMOJIOTHH, HMMMYHO(EHOTHIIHPOBAHNUS
n maromopdosornn OG6NACTHON JETCKON KJIMHUYE-
ckoit GompHUIBI T. ExarepunOypra. [lns rerotunu-
poBanus ucnosb3oBanachk remomuas [JHK, Bobinesnen-
Hag 3 300 Mr mepudepudeckoit KpoBHU, 3a0PaHHOI
B mpobupky c¢ I/TA c¢ wucnosb3oBanueM Habopa
JHK-9kctpan (3A0 «Cunron», Poccus) cormacuo
MHCTPYKIIUU TpousBoanTessi. Konientpauuio Bbije-
gennoit [THK mnamepsiin Ha Quyopumerpe Qubit 4
(«Thermo Fisher Scientific», CIIIA) ¢ ucnosb3oBa-
ameM HaGopa Qubit dsDNA BR Assay Kit («Thermo
Fisher Scientific», CIIA). JHK pasBoguiu g0 KOH-
nerrpauun 20 wr/Mra u Baocuan B ITI[P-peaximio
5 MKJ pactBopa, uto coorBerctBoBaso 100 ur JHK.
FeHoTunpoBaHMe METOAOM AJIEIbHON JAUCKPUMUHA-
1uu BuIMOTHAAN Ha 1pubope Rotor Gene Q 5 plex
(«Qiagen», Tepmanusa) ¢ ucnombzoBanueM (Jyopec-
I[EHTHBIX 30H/OB ¥ TIPAiiMEPOB, CUHTE3MPOBAHHBIX
3A0 <«/IHK-Cunres» (Poccug), mocienoBarebHO-
CTH 30H/OB M IpaiiMepoB ObLIN OIyOJMKOBAHBI pa-
Hee [12]. B peakmmonnyio cmech miasg [P BHOCH-
au 100 ur uccrenyemoit [THK, 900 uMosb Kaskgoro
n3 mpafiMepoB, 300 HMOIb (HIYOPECIIEHTHO MEUYEHBIX
TUIPOTU3YIOMUXCS 30HA0B, 2,5 Mka 10 MM cwme-
cu ne3okcunykaeotruarpudocdaros, 2,5 Ex. JHK-
nomumepasbl  SynTaq (3A0  «Cunton», Poccus).
Ycenosusa ammmdukanmm 6o caenyomumu: 95 °C
B TeyeHue 5 MuH., 3areM 40 nukiaos: 95 °C B TeueHne
10 ¢, 55 °C B Teuenne 30 ¢ u 72 °C B teuenne 30 c.
Pesyabrater IIIIP ¢ gertekiueil B peskuMe peajbHOTO
BPEMEHU OIEHMBAJIN CJEAYIOMNM 00pa3oM: TpU Ha-
Jgnaun (hJIyopecieHTHOTO CUTHAIA TOJbKO M0 KaHATY
FAM — o6HapyskeHa TOMO3UTOTa AMKOro tuma (re-
worun CC), npu Hanmnuun (pIyopeciieHTHOro CUTHAJIA
tosibko 1o kaHaay HEX — romoswmrora mo maroren-
oMy Bapuanty (rerorun GG), npu 0JHOBPEMEHHOM
BBISIBIEHNN (DIIYOPECIIEHTHBIX CUTHAJIOB MO JBYM Ka-
naraMm FAM u HEX — rereposurora (remorun CG).
Bo Bcex mocTaHOBKAX MCIOIH30BATN OTPHUIIATETBHBIT
koutposib (TE-Gydep, wucnoabsoBasumiics Aast pac-
tBopenns [[HK). DiyopecieHTHpIX CUTHANOB B He-
raTHBHOM KOHTPOJIE He 3a(PUKCHPOBAHO.

Cratucrtndeckasi 06paGoOTKa Ppe3yJbTaToOB HCCTe-
JIOBAHUST OCYIIECTBJISIACH B IPOTPAMMHBIX IIPOIYK-
tax Statistica 10 (StatSoft Inc., CIIIA), Microsoft
Excel (Microsoft Corp., CIIIA) ¢ pacuyeroM cpejHe-
CTaTUCTHYECKUX TIOKasareseil (cpesHue n MeuaHHbIe

3HAUEHUS, CTaHIapTHAs OMMUOKa BBIOOPKH, CTAHAAPT-
Hoe OTKJoHeHwe n Ap.). OIeHKa CBA3M MEXK/Y 4acTo-
TOW Pa3JIMYHBIX BapuaHtoB reHorumna rena PNPLA3
(B wactmoctm, wuactoToii MumHOpHOTo amnens G)
u auarnosom (HAJKBII, IIII, TIP) ocymecTBisiach
10 Pe3yJibTaTaM MOCTPOEHUS TAOJUI] COMPSIKEHHOCTH
U TIOCJEYIONIEro ONpe/leJieHUsI OTHOIIEHUST IIaHCOB
(OIID) B npeaenax 95%-r0 IOBEPUTETHHOTO MHTEPBA-
aa (95% JIM). O1eHka cTaTUCTHYECKON 3HAUMMOCTU
MEXKTPYMIIOBBIX PA3JNYHNl  OCYIIECTBJASIACH 1O pe-
3yJbTaTaM pacdera HelmapaMeTPUYecKoro KpUuTepus
Manna — YUTHU /Jis1 HECBSI3AaHHBIX BbIGOPOK.

Pe3yibTaThl

B rpymny 1 ¢ HAKBII Boumu 46 nanuenro —
17 (37 %) myxunn u 29 (63 %) KeHIUH, CpeIHui

Bozpact — 43,0 + 9,3 roma. ¥YcraHoBjeHbl u306bI-
TouHasg Macca Teina y 7 mammentos (15,2 %), apre-
puanbias runeprensus (AI) — y 6 (13,0 %), wume-

mMuueckas Gonesub cepaua (MBC) — y 6 (13,0 %),
caxapublii quaber (C/I) — y 1 (2,2%). B rpymuy
2 ¢ IUI 6b1 Braoyen 61 mamment — 19 (31 %)
My u 42 (69 %) KEeHNMHBI, cpeaHuii Bospact —
52,0 £ 9,0 roxa. B ganuoit rpymme Hab01a70Ch GOJTb-
lIe HaleHToB ¢ u36blTouHoit Maccoil tesna (n = 30;
49,2 %) M CcOomyTCTBYIOIUMHU 3a00/€BaHIAMU B BUJE
AT (n = 29; 47,5%), UBC (n = 13; 21,3 %) u CJI
(n=15; 24,6 %). T'pynna 3 ¢ I'IIP 6bL1a nmpeacTaBaeHa
50 manuentamu — 33 (66 %) myxunnbt u 17 (34 %)
JKEHIINH, ¢ HECKOJBKO OOJIBIINM CPEIHUM BO3PACTOM
(61,0 £ 6,3 roga) 1 aHAJIOTUYHBIME COTTYTCTBYIOIMMHE
3abosieBaHUAMU: U30bITOYHAS Macca Tena — 24 ma-
mmenta (48,0 %), AT — 28 mammento (56,0 %),
NUBC — 13 nanmentos (26,0 %), C/I — 8 maruenTon
(16,0 %). Pasznuuusg 1o yacToTe U3GBITOYHOI MacChl
Tea, apTepuaJbHONW THUIEPTEH3NH, CaXapHOTO Jha-
6eta ObLIN CTATHCTUYECKU 3HAYMMBI MEXKIY MAI[eH-
tamu ¢ IIT w HAYKBII, mexay GompabiMu ¢ T'TIP
n HAJKDBII, n nesnaunmbl — Mexay 6osbHbiMu [TIP
u LI (ta6a. 1).

K coskamenuio, oleHWTb BJIUSIHUE TOJTUMOpQU3Ma
PNPLA3 na nporpeccupoBanne HAJKBII no III
u TIIP w30/npoBaHHO Yy MAIlMEHTOB C JOMOJHUTEJb-
HBIMU (DaKTOpaMU PHUCKa He MPEICTABIIOCH BO3MOXK-
HBIM TI0 MPUYKHE HEJZOCTATOYHOTO KOJMYECTBA TaKHUX
narenToB. [Ipn ocHOBHOM aHasm3e OBLIN YCTAHOBJIE-
HbI 3HAYMMBIE PA3JIUUMS YaCTOThI OJHOHYKJIEOTHIHOTO
nosnmopduama rs738409 B rene PNPLA3 Mexay nc-
cJle/lyeMbIMU IPYNIIaMu U TPyTnoii Kontpos (puc. 1).

lFenorunet CG u GG jocroBepHO uaillle BCTpeva-
Juch B rpynnax Habmoaenust nmanuento ¢ HAJKBII,
I u THP (58,7, 62,3 u 64,0 % cOOTBETCTBEHHO)
[0 CPaBHEHWIO C KOHTPOJABbHOH rTpynmnoi (45,7 %).
Oco6enno Besnuka yacrora romosuror GG B rpyiiie
LIII (26,2 % 1o cpaBHenuio ¢ 4,3 % B KOHTPOJIBHOMN
rpyImie).

MuHopHbIit amnenb G onpeaessicst 3HaYNMO Yaliie
B rpynmnax HAJKDBII, IIIT u T'TIP B cpaBHenun ¢ KoH-
TposeM (puc. 2).

Poc xypH ractposuTepoJt rematon koaonpokros 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)



www.gastro-j.ru

Opurunanbhbie nccregoBanust,/ Original articles

Tabauya 1. TlonapHoe cpaBHEeHUE YaCTOThI N30BITOYHON MAacChl TeJla, apTepuaabHON TUIIEPTEH3H, UIle-
MUYECKOI 60JIe3HH Cep/illa 1 CaXapHOro auabera B MCCAEyeMbIX TPYIIIAX 110 MOKA3aTesIsIM OTHOIIEHUS
MIAHCOB TIPU 95%-HOM [IOBEPUTESHHOM HHTEPBAJIE C YYETOM [BYXCTOPOHHETO p-KPUTEPUS 3HAYNMOCTH

pasImanit

Table 1. Pairwise comparison of the incidence of overweight, arterial hypertension, coronary heart
disease and diabetes mellitus in the study groups according to odds ratios with a 95 % confidence

interval, taking into account a two-sided p-test for the significance of differences

ITapamerp IIIT — HAJKBII TP — HAKBII r'maP — IIII
Parameter LC — NAFLD HCC — NAFLD HCC — LC
WsGprrounas Macca Tesa 5,392 (2,089—13,918) 5,143 (1,935—13,666) 0,954 (0,451—2,016)
Overweight p < 0,001 p < 0,001 p = 1,000
AT / AH 6,042 (2,235—16,331) 8,485 (3,048—23,619) 1,404 (0,663—2,977)
p < 0,001 p < 0,001 p = 0,446
1,806 (0,629—5,183) 2,342 (0,807—6,799) 1,297 (0,538—3,128)
NBC / CHD b= 0,315 »= 0131 = 0,654
CIl/ DM 14,674 (1,860—115,774) 8,571 (1,028—71,481) 0,584 (0,225—1,517)
p = 0,001 p = 0,032 p = 0,348

Ipumeuanue: AI' — aprepuanbnas runeprensus; UBC — mmemmdeckas 6omes3ns cepana; C/l — caxapubiii quaber; HAJKBIL —
HeasIKorosibHast skuposast 6osesnb nedenu; LI — muppos nevenn; TP — remaroresumosspHas KaplIimHOMA.

Note: AH — arterial hypertension; CHD — coronary heart disease; DM — diabetes mellitus; NAFLD — non-alcoholic fatty
liver disease; LC — liver cirrhosis; HCC — hepatocellular carcinoma.
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Pucynox 1. Yacrora pasmmanbix renotunos PNPLA3 (HAKBII — HeankorojbHas >KMpoBast OOJE3Hb NeYeHH,;
IIIT — numppos nevenu; TTIP — remaTone/mmionspHas KapIuHOMa)

Figure 1. Frequency of various PNPLA3 genotypes occurrence (NAFLD — non-alcoholic fatty liver disease;

LC — liver cirrhosis; HCC — hepatocellular carcinoma)

3nech Takke HaOMOMAIOTCS 6osiee BBIPasKEHHBIE OT-
JIMYMA 4acToTbl MuHOpHOro amiesnis G B rpymie LII
(44,3 % mo cpasrenmio ¢ 25,0 % B KOHTPOJBHOHN IpyTITIe).

O1leHKa [TOCTOBEPHOCTH OTJUYNN YaCTOTBI TOTO
WM WHOTO Bapwanta reHa PNPLA3 y mnaiuedtoB
¢ HAJKBII n pacyer OIIl 1mo3BoJigIOT OIEHUTH Be-
posatHocTh TmporpeccupoBarug HAJKBII go IIII
u/wnn 1o TIIP y naiueHToB ¢ UccieyeMbIM HOJTUMOP-
¢usmom. BesycmoBHO, a1 popMuUPOBAaHUSI 06OCHO-
BAHHBIX BBIBOJIOB O poJu nomumopduzma PNPLA3
B passutnu arpeccuBHbIX hopm HAJKBII weobxoam-
Mbl 6osiee O6beMHbIE U JIJIUTETbHbIE MCCJIEI0BAHUS,

oHAKO paccunTaHHble mokasaTtean OIIl mMoryT ObBITH
B TIOJIHOIW Mepe TPUMEHEHbI K pacCMaTpPUBAEMON TI0-
nyssn (taba. 2).

B xome wuccaemoBanusi HaMu ObLIO yCTaHOBJIEHO,
YTO y TAIMEHTOB ¢ MUHOPHBIM ajiteneM G crarncTude-
CKHU 3HAuMMO BbIie maHc passutus LII (OI = 2,38;
95 % IWU: 1,41—4,02; p = 0,010), u He3HaunMO —
manc passutus TP (OII = 1,62; 95 % JAM: 0,92—
2,83; p = 0,217). OpHako ecan oToOpaTh MAIUEHTOB
c I'lIP na cone 111, To oTsimunst cTaHOBATCS JTOCTOBEP-
wbvu (OIIL = 2,17; 95 % AW: 1,15—4,08; p = 0,039).
Tak:ke 3HaUNMBI OTINYNS GOJIbINIEH YaCTOTHI T€HOTUTIA

Poc sypH ractposuTepoJt rematon koaonpokros 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)

33



Opurunasbhbie nceaepoBanms,/ Original articles www.gastro-j.ru

HAXBN / NAFLD

un/Lc

rupP/HCC KouTtponb / Control

Pucynox 2. Yacrora munoproro amtens G (HAJKBII — meamkoronbHas kuposast 6oae3nb nedenn; [[IT — nmppos
neuernn; [T[P — renaroneamoaspHas KapiuHoMa)

Figure 2. Frequency of the minor G allele occurrence (NAFLD — non-alcoholic fatty liver disease; LC — liver
cirrhosis; HCC — hepatocellular carcinoma)

Tabauya 2. TlonapHoe cpaBHEHHE OCHOBHBIX TPYII ¢ KOHTPOJIbHOU Tpytmoii (n = 70) no mokasare-
JISIM OTHOIIEHUSI [IIAHCOB 1PU 95%-HOM [[OBEPUTENLHOM HHTEPBAJIE C YIETOM JIBYXCTOPOHHETO p-KPHUTEPHSI
3HAUUMOCTH Pa3IMIU

Table 2. Pairwise comparison of the main groups with the control group (n = 70) according to odds
ratios with a 95 % confidence interval, taking into account a two-sided p-test for the significance of
differences

Tenormm | HAYKBII / NAFLD, I / LC, TP / HCC, }rlgg gn%HLc/
Genotype n =46 n = 61 n =30 n=31
cc 0,59 (0,28—1,26) 0,51 (0,253—1,03) 0,72 (0,35—1,49) 0,53 (0,23—1,26)

= 0,240 p=0,102 b = 0,443 p=0216
oG 1,41 (0,67—2,99) 0,80 (0,39—1,62) 0,87 (0,41—1,82) 0,89 (0,38—2,12)

p = 0,439 p = 0,598 b= 0,752 » = 0,829
GG 2,13 (0,45—9,98) 7,94 (2,19-28,84) | 4,25 (1,07—16,94) 6,51 (1,56—27,24)

»=0,691 p = 0,030 p = 0,029 p = 0,005
Annens G 1,53 (0,86—2,72) 2,38 (1,41—4,02) 1,62 (0,92—2,83) 2,17 (1,15—4,08)
G alldle » = 0,190 p=0,010 p=0,217 » = 0,039

Hpumeuanue: HAJKBII — neankorospHas xupoBas 6ose3nb nedenn; {II — mmppos mevenn; [P — rematomes-
JIIOJIAPHAS KapIIMHOMA.

Note: NAFLD — non-alcoholic fatty liver disease; LC — liver cirrhosis; HCC — hepatocellular carcinoma

GG B cpaBHEHNU C KOHTPOJIBHON TPYIIOH Y 60JbHBIX

¢ I (p = 0,030), TLP (p = 0,029) u TP ¢ 1T (p

asutenst B rpyiie TP 6bima Menbliie, ueM y MalueHToB
u3 rpynmst IIT (35,0 u 44,3 % cOOTBETCTBEHHO), OJ1-

= 0,005). HAKO TPY aHAJM3e TO/IPYIIIbI HAIMEHTOB, Y KOTOPBIX
P mporekaer ma ¢one III, Mbl BUAMM WACHTHY-

HbIe TTOKa3aTesn 4acToThl B 9Toi nojrpyiie (41,9 ¥
O6cyskaenne arpymme (41,9 %)

u B ocHoHO# rpymme IIT (44,3 %). IIpu sToM B moj-
rpynie TIIP 6e3 IIIT munopuerii amteabp G HabJio-
naercst b y 23,7 % MAIMEHTOB, YTO COMOCTABUMO
¢ KoHTpoJbHOI rpynmoit (25,0 %). lanubii dpakt Mo-
JKeT ObITh 00bsicHeH TeM, uyto I'TIP pasBuBaercsa y ma-
nmentoB ¢ HAJKBII wepes craguio III1.

[Momumopcdpusm PNPLA3  p.I1148M  mnosbinaer
gacrory passutus I u T'IIP wa ¢one HAKBII,
puYeM OTJIMYUS HAGIIOIAI0TCS KAaK TIPU CPaBHEHUU
C KOHTPOJBHOW TPYMIOW, TaK W MPU CPABHEHUH OC-
HOBHBIX TPYII MeXaAy co6oit. Yactora MHUHOPHOTO
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Tabauya 3. Toaumoppusm PNPLA3
Table 3. PNPLA3 polymorphism

K Ilomumoppuam | Yacrora BbIsB/IEHUS
T'pynna Ha%gl];l:eg;ﬂ% PNPLA3 renoruna, 9%
nanuenToB | Jlokamus A (OIIT; 95 9% /)
Astopsr / Authors Number Frequency of geno-
Group Location of observa- PNPLA3 type occurrence, %
of patients tions polymorphism
(OR;95% CI) | cc | cG | GG
Espora Burlone M.E. et al. [13] 60 3,21 (1,56—8,65) 46 32 22
Du6pos / Europe Krawczyk M. et al. [12] 899 1,47 (1,00—2,15) 54 39 7
H .
]I?'IPGSyJIbTaTe A ﬁlil]chelaar M.M.]J. et al. 79 2.00 (0,71—5.80) | 50 39 1
HAKDBII USA
Rotman Y. et al. [15] 894 1,20 (0,97—1,48) | 26 45 29
Fibrosis / Aronmst
LC J Hotta K. et al. [16] 253 1,31 (0,95—1,79) 18 42 40
5 apan
o NARLD A
0 BTOPCKOE MCCIe0BAHNE
poccs 61 2,38 (1,41-4,02)| 38 | 36 | 26
LRI The author’s research
Falleti E. et al. [17] 91 1,22 (0,90—1,65) 35 45 20
Eﬁfggg‘ Guyot E. et al. [18] 159 1,06 (0,82—1,38) | 47 39 | 14
Liu Y.-L. et al. [19] 33 2,25 (1,05—4,82) 42 44 14
TP / HCC o
Japoan 7| Takeuchi Y. et al. [20] 50 1,27 (0,51-3,17) | 7 39 | 53
Poccusa ABTOpPCKOE HCCJIe/JOBaHNE
Russia The author’s research >0 1,62 €0,92-2,83) 46 38 16

Hpumeuanue: HAJKBII — neankorosbHas xupoBas 60se3ub nedenn; [{II — mmppos mevenn; I'IIP — rematome-

JIIJIAPpHAA KapIimHoOMa.

Note: NAFLD — non-alcoholic fatty liver disease; LC — liver cirrhosis; HCC — hepatocellular carcinoma.

[Tosryuennble HAMU PE3yJIbTATHI OIEHKH YaCTOTbI
OJTHOHYKJIeOTHIHOTO TosiuMopduama PNPLA3 u mu-
HOpHOTO a/ess Gy HaleHToB ¢ NaTOJIOTHEelH eYeH!
110 CPABHEHUIO CO 3/[0POBBIMH JOOPOBOJIBIIAMU COIIO-
CTaBUMBI C JuTeparypHbiMu ganubivu (tabm. 3).

CTouT OTMETHTb MaJIblii 00beM BBIGOPOK TallMeH-
toB ¢ ITIP u B ocobennocru maimentos ¢ ['TIP ne-
BUPYCHOI W HEAJIKOTOJbHON 3THOJOTUN B CpaBHe-
HuM ¢ BbiGopramu marmentoB ¢ I{II B pesysbrare
HAJKBII. [locroBepHble OTIMYNS YaCTOTBHI TTOJTUMOP-
¢usma PNPLA3 y 6oapubix I na dpone HAYKBII
OTMEYeHbl KaK B HallleM, TaK W B €BPONEHCKUX MWC-
caenoBanugax. OJHAKO CTATUCTUYECKOW 3HAYMMOCTH
npu I'l[P moaydyeHo He 6bLTO, YTO M OGYCJIOBHJIO BBI-
Jlenenrie Hamu otaesnbuoi rpymnbst TTIP wa ¢one IIIT
n HAKBIIL.

M36bITOYHBIN BeC TaKKe paccMaTpPUBAETCS B Ka-
yecTBe Tmpeauktopa mporpeccupoBanuss HAKDBII
n passutus Il n TP y nanuenTos, ABASONINXCS
Hocurensmu ajeneit PNPLA3 148M. B uccaeno-
Banun M.A. Burza et al. [21] OIII cocrasuio 5,9
(95 % IN: 1,5-23,8; p = 0,013). B Hamem ucciuegno-
BaHUM Y OOJIbHBIX ¢ M3OBITOYHON Maccoil Tesa MaHc
IIIT B pesyabrate HAJKBII 611 B 5,4 pasa Bbile,
a manc 'HP — B 5,1 pasa. [lonyuennbie Hamu
JlaHHbIE TaK)Ke YKa3bIBAIOT HA MOBBINIEHNE YACTOThHI

paszsutus I[IT u TTIP na doue HAKBII y naru-
€HTOB C apTepHATbHOI THUIIEPTEH3UEH M CaXapHBIM
anaberom. OTBeyas Ha BOIPOC, CJAEAYET JHU TIPO-
BOJIUTH CKPUHUHT cpean mnamueHToB ¢ HAJKDBII,
M. Reig et al. B cBoeM 0030pe MAaHHBIX HMCCJETO0-
BaHUIl 1O BCEMY MUPY JE€JAIOT CJAEAYIONNEe BHIBO/IbI
[22]: BeposTHOCTL paszButus '[P B Teuenne 10 ser
y nauuentoB ¢ III na done HAKBII cocrasaser
or 6,7 no 15 %, B To BpeMs Kak 6e3 nupposa —
23 cayvasa #a 100 Teic. manuenToB B rojg. CKPpUHUHT
HamnboJsee 1esecoo6paden y mainuentoB ¢ HAYKDBII
n IIT mu6o 6e3 mupposa, HO y GOJTbHBIX CTapiie
55 JieT, ¢ TMOBbBIIIEHNEM aJaHMHAMUHOTpaHC(epasbl
u/ W ¢ caXapHBIM AHAGETOM.

Boimieykazanubie  HaOMIOACHUST TPUBOJAT HAc
K THUIIOTE3€¢ O Heleaecoo6pasHOCTH PACCMOTPEHUS
nomumopduama rs738409 B rene PNPLA3 xak 3Ha-
ynmoro ¢akrtopa pucka paszsutusi I'T[P. Bepositho,
YTO TIAIIMEHTOB € HAJIUYMEM XOTS Obl OJJHOTO MHHOP-
voro amtenss G rs738409 cuemyer BKIIOYATH B TIPO-
rpaMMbl CKpUHUHTA Ha npeamet BbistBiaenus: [P yxe
rocJie pa3BUTHS [UPPO3a MJIN TIPU HATUYUH JIOTIOJHU-
TebHbIX (haKkTopoB pucka. OJHAKO JJIs1 MOATBEPIK/Ie-
HUSI BBIIBUTAEMBIX TUNOTE3 HEOOXOJMMO BKJIOYEHUE
MAIMEHTOB C MOJUMOP(U3MOM B JITUTETbHBIE IIPO-
CIIEKTHBHBIE MCCJIEIOBAHMS.
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3akioueHue

Yacrora OIHOHYKJIEOTH/THOTO moJimMOpdu3Ma 3HAYH-
Mo pazmmyaercs y narmeHTtoB ¢ HAJKBIL, TII u TP
M0 CPAaBHEHUIO C KOHTPOJIBHOW TPYIMON C CyNIecTBeH-
HbIM TipeoGraganueM tomosuror GG B Tpymme 11
(26,2 % no cpahenuio ¢ 4,3 % B KOHTPOJIbHOI rpyIie).

PegymbraThl MCCAETOBAHUS YaCTOTBI PA3JUYHBIX
renorunos rs738409 B rene PNPLA3 y manueHTOB
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Research of PNPLA3 1148M Gene Polymorphism
in Patients with Non-Alcoholic Fatty Liver
Disease, with Liver Cirrhosis

and with Hepatocellular Carcinoma

Vladislav V. Petkau'?, Grigory A. Tsaur??, Elena N. Bessonova***, Alisa A. Karimova?

" Sverdlovsk Regional Oncological Dispensary, Yekaterinburg, Russian Federation
2 Ural State Medical University, Yekaterinburg, Russian Federation
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Aim: to determine the frequency of PNPLA3 rs738409 C>G gene polymorphism, leading to p.1148M substitution, in
patients with non-alcoholic fatty liver disease (NAFLD), and to reveal the association between polymorphism and
probable NAFLD outcomes: liver cirrhosis (LC) and hepatocellular carcinoma (HCC).

Materials and methods. The study was conducted according to the “case-control” design, three main groups were
formed: a group with NAFLD (n = 46), a group with LC (n =61), a group with HCC (n = 50), as well as a control group
(n =70), for all groups we performed genotyping of the rs738409 polymorphism of the PNPLA3 gene. The relation-
ship between the occurrence of different genotype variants and the diagnosis of patients was evaluated, the odds
ratio (OR) of progression of NAFLD and the reliability of intergroup differences were determined.

Results. NAFLD patients with PNPLA3 1148M polymorphism have a significantly higher chance of developing LC
and HCC. The odds ratio for the GG genotype was 7.94 (95 % ClI: 2.19-28.84; p = 0.030) for LC and 6.51 (95 % ClI:
1.15-4.08; p = 0.039) — for HCC with concomitant LC. The presence of the minor G allele also increases the likeli-
hood of transition from NAFLD to LC (OR=2.38; 95 % Cl: 1.41-4.02; p =0.010) and HCC in the presence of cirrhosis
(OR =2.17; 95 % Cl: 1.15-4.08; p = 0.039). Differences in the frequency of PNPLA3 polymorphism between the
NAFLD and HCC groups were not significant. Additional risk factors for HCC associated with NAFLD are overweight
(OR=5.14;95 % Cl: 1.94-13.67; p < 0.001), arterial hypertension (OR = 8.49; 95 % CI: 3.05-23,62; p < 0.001) and
diabetes mellitus (OR =8.57; 95 % CI: 1.03-71.48; p = 0.032).

Conclusion. The frequency of single nucleotide polymorphism PNPLAS3 significantly differs in patients with NAFLD,
cirrhosis and HCC compared with the control group of healthy volunteers. The PNPLA3 1148M polymorphism in-
creases the incidence of NAFLD progression to cirrhosis and HCC, but only with concomitant cirrhosis.

Keywords: PNPLA3, NAFLD, liver cirrhosis, hepatocellular cancer
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UccneposaHue nonumopodpusma reHa PNPLA3 1148M y naumeHTOB
C HeaJIKoroJibHoOu XXMpoOBOi 00/1e3HbIO Ne4YeHU, LUPPO30OM NeYeHn
M renartouesuUlioNISpHbIM PakoMm
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Llens uccnepoBaHus: onpeaeneHne 4actotel nonnmopduama rs738409 C>G B reHe PNPLAS3, npuBoasiLLero
K @MWUHOKMCNOTHOM 3aMeHe p.|1148M, y naumMeHTOB C HeankorosibHOM XMpPoBoW 6one3Hbio neveHn (HAXKBI) u Bbi-
FBJIEHME accoumauum JaHHOro nonmmMmopdunama ¢ BeposatHbiMu ncxogamu HAXKBI — uyppo3om neyveHn (L) n re-
narouennionapHom kapumHomon (F'LUP).
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MaTtepuanbl u meToabl. lccnenoBaHne npoBeaeHO MO AU3anHy «Cy4an-KOHTPOb». bbinu cdhopmMmmnpoBaHsl Tpu
OCHOBHble rpynnbl: rpynna ¢ HAXBI (n = 46), rpynna ¢ LM B ucxoge HAXBI (n = 61), rpynna ¢ M'UP Ha ¢doHe
HAXBIT (n = 50), a Takke KOHTpOsbHasA rpynna (n = 70), AN KOTOPOW BbINOMHANIOCH FEHOTUNMPOBAHUE NOAMMOP-
dunsma rs738409 B reHe PNPLAS. OueHmBanach CBA3b MeXAyY YaCTOTOW padfinyHbIX BapnaHToB reHoTuna rs738409
C>G n gruarHo30oM naumMeHToB, paccyMTaHO OTHOLLEHME WwaHcoB nporpeccupoBaHmna HAXBI go LM n M'UP, pocto-
BEPHOCTb MEXIPYMMOBbIX Pa3INyniA.

Pesynbtrathbl. MNauymeHTtsl ¢ HAXBEIN ¢ nonnumopduramom PNPLA3 1148M nmetoT cTaTMcTUYeCcKn 3Ha4MMOo B0SbLLNIA
waHc passutma UM n F'UP. OtHoweHne waHcos (OLLU) npu reHotnne GG coctasuno 7,94 (95 % OWN: 2,19-28,84;
p = 0,030) gna UM v 6,51 (95 % AN: 1,15-4,08; p = 0,039) ana INUP Ha ¢poHe L. Hannume mmHopHOro annens
G Takxe yBenmymBaeT BeposaTHOCTb nepexoga HAXBI B LM (OLU = 2,38; 95 % OWN: 1,41-4,02; p = 0,010) u F'UP
Ha doHe LM (Ol =2,17; 95 % AN: 1,15-4,08; p = 0,039). Otanuma yactoTtbl nonmmopduama PNPLA3 mexay rpyn-
namu HAXBIN n I'LP 66111 HepocToBepHbI. JononHutenbHbiMn daktopamm pucka IM'LUP Ha doHe HAXKBI asnsioTca
1n36biTouHas macca tena (OLL = 5,14; 95 % AWN: 1,94-13,67; p < 0,001), apTepuanbHas runepteHaus (OLL = 8,49;
95 % [OU: 3,05-23,62; p < 0,001) n caxapHnbiin anabet (OLL = 8,57; 95 % OW: 1,03-71,48; p = 0,032).

BbiBogbl. HacTtoTa ogHOHYkNeotngHoro nonmmopounama PNPLA3 3Haunmo pasnunydaetcs y nauneHtoB ¢ HAXBIT,
LLM n F'LLP no cpaBHEHMIO C KOHTPOJSILHOWM rpynnoi 300poBbIX Ao6poBosbLeB. Moaumopdunam PNPLA3 [148M noBbI-

waet yactoTy nporpeccupoanna HAXBI go LM v NP, Ho Tonbko Ha ¢poHe LLTM.
KnioueBble cnoBa: reH PNPLA3, HeankoroJibHasi XupoBasi 60/1e3Hb NeYeHn, LMpPPOo3, renaToLesoNsapHbIA pak
KoH®NUKT nHTepecoB: aBTOPbI 3as9BNSIOT 00 OTCYTCTBUM KOHMIMKTA UHTEPECOB.

Ana umtnpoBaHus: lNetkay B.B., Llayp I"A., beccoHoBa E.H., KapumoBa A.A. ViccneposaHve nonumopdunama reHa PNPLA3 1148m
y MaUMEHTOB C HEAIKOrOJIbHOW XMPOBOKN 60NE3HbIO NeYeHN, LIMPPO30M NeYeHn 1 renaTouesiioNsapHbIM PakoM. POCCUIACKNIA XXypHa
racTpO3HTEPONOrMmK, renatonornun, kononpokronormun. 2023;33(4):30-37. https://doi.org/10.22416/1382-4376-2023-33-4-30-37

Introduction

Non-alcoholic fatty liver disease (NAFLD) is the
leading chronic liver disease in the world, which can
be defined as a hepatic manifestation of a metabolic
syndrome characterized by steatosis, which in a
number of patients can progress and lead to the
development of steatohepatitis, fibrosis, and then
liver cirrhosis (LC) or hepatocellular carcinoma
(HCC) [1, 2]. Currently, there are no reliable
predictors of NAFLD progression, so it is necessary
to pay attention to the search for new potential
molecular genetic markers [3].

Researchers associate the development of NAFLD
with a number of single-nucleotide polymorphisms,
in particular, the connection of the polymorphism
of the PNPLA3 gene (patatin like phospholipase
domain containing 3) p.1148M (rs738409 C>G) with
the development of steatosis was revealed [4]. The
more frequent development of HCC may also indicate
a probable connection between the polymorphism of
the PNPLA3 gene and HCC secondary to NAFLD
[5]. Particular attention is paid to the carrier of the
minor G allele as a risk factor of the development of
aggressive forms of NAFLD [6].

According to Russian researchers, the presence of
a minor allele of the PNPLA3 gene in patients with
NAFLD is associated with the severity of steatosis
and cytolytic syndrome [7, 8]. The rs738409 C>G
polymorphism in the PNPLA3 gene can be considered
as a marker of the formation and progression of
fibrosis in patients with NAFLD being carriers of
the G allele [9], as well as an increased risk of liver
cirrhosis [10].

Currently, the feasibility of screening in a group
of patients with NAFLD and GG variant rs738409

of the PNPLA3 gene is being studied. Experts
believe that additional data are needed to include
active monitoring of such patients in clinical
recommendations [11].

The aim of the study was to determine the
frequency of PNPLA3 gene polymorphism in patients
with NAFLD, and to identify the association of this
polymorphism with probable outcomes of NAFLD:
liver cirrhosis (LC) and hepatocellular carcinoma
(HCO).

Materials and methods

The selection of patients with NAFLD and LC
(group 1 and group 2, respectively) was carried out
in the Regional Hepatological Center on the basis
of the Sverdlovsk Regional Clinical Hospital No. 1.
The diagnosis of HCC secondary to NAFLD was
established and morphologically confirmed in
patients of the Sverdlovsk Regional Oncological
Dispensary (group 3). In all patients included in
the observation, the etiological connection of the
development of liver pathology with factors such as
viral hepatitis, alcohol abuse, taking hepatotoxic
drugs or other toxic compounds, cholangitis,
hereditary metabolic diseases was excluded; at the
same time, steatosis could act as a background or
independent disease. When taking medical history,
data on concomitant cardiovascular and endocrine
pathology, as well as the body mass index (BMI)
of patients were taken into account.

To assess the intergroup differences, the “case-
control” study design was chosen. Monitoring
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of patients with laboratory tests was carried
out from January to August 2022. The control
group consisted of 70 healthy volunteers — 43
(61 %) women and 27 (39 %) men, without liver
pathology and without the above-mentioned risk
factors of liver lesions at the age of 30 to 69 years
old (mean age — 40 years old).

The genotyping of the rs738409 polymorphism
in the PNPLA3 gene, which leads to the amino
acid substitution of p.1148M, was carried out on
the basis of the Laboratory of Molecular Biology,
Immunophenotyping and Pathomorphology of
the Regional Children’s Clinical Hospital of
Yekaterinburg. For genotyping, genomic DNA
isolated from 300 ul of peripheral blood collected
in a test tube with EDTA using a DNA-Extran
kit (ZAO “Syntol”, Russia) was used according to
the manufacturer’s instructions. The concentration
of the isolated DNA was measured on a Qubit 4
fluorimeter (Thermo Fisher Scientific, USA)
using the Qubit dsDNA BR Assay Kit (Thermo
Fisher Scientific, USA). DNA was diluted to the
concentration of 20 ng/mL and 5 mL of solution
was introduced into the PCR reaction, which
corresponded to 100 ng of DNA. Genotyping by
allelic discrimination was performed on the Rotor
Gene Q 5 plex device (Qiagen, Germany) using
fluorescent probes and primers synthesized by
ZAO “DNA-Synthesis” (Russia), the sequences
of probes and primers were published -earlier
[12]. 100 ng of the DNA under study, 900 nmol
of each of the primers, 300 nmol of fluorescently
labeled hydrolyzable probes, 2.5 uL of 10 mM
deoxynucleotide triphosphates, 2.5 units of
SynTaq DNA polymerase (ZAO “Syntol”, Russia)
were added to the PCR reaction mixture. The
amplification conditions were as follows: 95 °C for
5 min, then 40 cycles: 95 °C for 10 s, 55 °C for
30 s and 72 °C for 30 s. The results of real-time
PCR were evaluated as follows: in the presence of
a fluorescent signal only via the FAM channel, a
wild-type homozygote (CC genotype) was detected,
in the presence of a fluorescent signal only via the
HEX channel — a homozygote for the pathogenic
variant (GG genotype), with simultaneous detection
of fluorescent signals via two FAM and HEX
channels — heterozygote (CG genotype). Negative
control (TE buffer used for DNA dissolution) was
used in all setups. No fluorescent signals were
recorded in the negative control.

Statistical processing of study results was carried
out in software products Statistica 10 (StatSoft Inc.,
USA), Microsoft Excel (Microsoft Corp., USA) with
the calculation of statistical averages (mean and
median values, standard sampling error, standard
deviation, etc.). The relationship between the
frequency of various variants of the PNPLA3 gene
genotype (in particular, the frequency of the minor

G allele) and the diagnosis (NAFLD, LC, HCC)
was assessed based on the results of constructing
conjugacy tables and subsequent determination of
the odds ratio (OR) within the 95 % confidence
interval (95 % CI). The statistical significance of
the intergroup differences was assessed based on
the results of the calculation of the non-parametric
Mann — Whitney test for unconjugated samples.

Results

Group 1 with NAFLD included 46 patients
17 (37 %) men and 29 (63 %) women), mean age —
43.0 + 9.3 years old. Overweight was found in
7 patients (15.2 %), arterial hypertension (AH) — in
6 (13.0 %), coronary heart disease (CHD) — in 6
(13.0 %), diabetes mellitus (DM) — in 1 (2.2 %).
Group 2 with LC included 61 patients (19 (31 %)
men and 42 (69 %) women), mean age — 52.0 + 9.0
years old. In this group, there were more patients
with overweight (n = 30; 49.2 %) and concomitant
diseases in the form of hypertension (n = 29; 47.5 %),
coronary heart disease (n = 13; 21.3 %) and diabetes
(n=15;24.6 %). Group 3 with HCC was represented
by 50 patients (33 (66 %) men and 17 (34 %) women)
with a slightly higher average age — 61.0 + 6.3 years
old, and similar concomitant diseases: 24 patients
(48.0 %) — with overweight, 28 patients (56.0 %)
— with hypertension, 13 patients (26.0 %) — with
coronary artery disease and 8 patients (16.0 %)
— with diabetes. Differences in the frequency of
overweight, hypertension, diabetes were statistically
significant between patients with LC and NAFLD,
between patients with HCC and NAFLD, and
insignificant between patients with HCC and LC
(Table 1).

Unfortunately, it was not possible to evaluate the
effect of PNPLA3 polymorphism on the progression
of NAFLD to LC and HCC in isolation in patients
with additional risk factors due to the insufficient
number of such patients. The main analysis revealed
significant differences in the frequency of single-
nucleotide polymorphism rs738409 in the PNPLA3
gene between the study groups and the control group
(Fig. 1).

CG and GG genotypes were significantly more
common in the follow-up groups of patients with
NAFLD, LC and HCC (58.7 %, 62.3 % and 64.0 %,
respectively) compared with the control group
(45.7 %). The frequency of GG homozygotes is
especially high in the LC group (26.2 % compared to
4.3 % in the control group).

The minor G allele was determined significantly
more often in the NAFLD, LC and HCC groups
compared to the control (Fig. 2).

There are also more pronounced differences in the
frequency of the minor G allele in the LC group
(44.3 % compared with 25.0 % in the control group).

The assessment of the reliability of differences in
the frequency of a particular variant of the PNPLA3
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Table 1. Pairwise comparison of the incidence of overweight, arterial hypertension, coronary heart
disease and diabetes mellitus in the study groups according to odds ratios with a 95 % confidence
interval, taking into account a two-sided p-test for the significance of differences

Tabauya 1. TlonapHoe cpaBHEHHE YaCTOThI U3OBITOYHON MAacChl TeJla, apTepUaibHON MMIIEPTEH3KHU, UIIe-
MUYECKOl 60JIe3HH cep/llla 1 caXxapHOro guabera B MCCAE/yeMbIX IPYIIIAX 110 MOKA3aTesIM OTHOIIEHUS
MIAHCOB 1PU 93%-HOM [JOBEPUTEBHOM HHTEPBAJE C YYETOM [BYXCTOPOHHETO P-KPUTEPHUS] 3HAUNMOCTI

pasnunii
Parameter LC — NAFLD HCC — NAFLD HCC — LC
Mapamerp I — HAXKBI TP — HAXBII TP — III
Overweight 5.392 (2.089—13.918) 5.143 (1.935—13.666) 0.954 (0.451—2.016)
M36pITOuHAs Macca Tesra p < 0.001 p» <0.001 p = 1.000
AH / AT 6.042 (2.235—16.331) 8.485 (3.048—23.619) 1.404 (0.663—2.977)
p <0.001 p < 0.001 p = 0.446
1.806 (0.629—5.183) 2.342 (0.807—6.799) 1.297 (0.538—3.128)
CHD / IBC = 0.315 = 0.131 p = 0.654
14.674 (1.860—115.774) 8.571 (1.028—71.481) 0.584 (0.225—1.517)
DM / CIL p = 0.001 p = 0.032 = 0.348

Note: AH — arterial hypertension; CHD — coronary heart disease; DM — diabetes mellitus; NAFLD — non-alcoholic fatty
liver disease; LC — liver cirrhosis; HCC — hepatocellular carcinoma.

IHpumeuanue: AT — aprepuanbnas runeprensusi; UBC — umemnveckas 6osesnb cepana; C/I — caxapubrit quaber; HAJKBIT —
HeaJIKoroJIbHast xkupoBast Gosresnb nedens; [IT — nnppos nevernn; I[P — remaTore/utio/sipHast KapiimHoOMa.
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Figure 1. Frequency of various PNPLA3 genotypes occurrence (NAFLD — non-alcoholic fatty liver disease;

LC — liver cirrhosis; HCC — hepatocellular carcinoma)

Pucynox 1. Yacrora pasamunbix rexorunos PNPLA3 (HAJKBIT — HeankoronbHas >KMpoBast GOJE3HDb IMeveHH;
IIII — muppos nedenu; I[P — remarole/LmoIsapHas KapluHOMA)

gene in patients with NAFLD and the calculation of
OR enable to estimate the probability of progression
of NAFLD to LC and/or to HCC in patients
with the polymorphism under study. Indeed, more
extensive and long-term studies are needed to form
reasonable conclusions about the role of PNPLA3
polymorphism in the development of aggressive
forms of NAFLD, however, the calculated OR
indicators can be fully applied to the population
under consideration (Table 2).

In the course of the study, we found that patients
with a minor G allele had a statistically significantly

higher chance of LC development (OR = 2.38;
95 % CI: 1.41—4.02; p = 0.010), and an insignificant
chance of HCC development (OR = 1.62; 95 % CI:
0.92—2.83; p = 0.217). However, if we take patients
with HCC secondary to LC, the differences become
significant (OR = 2.17; 95% CI. 1.15—4.08;
p = 0.039). There are also significant differences
in the higher frequency of the GG genotype in
comparison with the control group in patients with
LC (p = 0.030), HCC (p = 0.029) and HCC with
LC (p = 0.005).

Poc sypH ractposuTepoJt rematon koaonpokros 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)

33



34

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

%
50

45
40
35
30
25
20
15
10

NAFLD / HAXBN

Lc/un

HCC /ruypP Control / KoHTponb

Figure 2. Frequency of the minor G allele occurrence (NAFLD — non-alcoholic fatty liver disease; LC — liver
cirrhosis; HCC — hepatocellular carcinoma)

Pucynox 2. Yacrora munopuoro amtens G (HAJKBII — neankorosbHas skupoBast 6osesnb nedenu; LI — uuppos
neuennu; I[P — renaroue/moaapHas KapluHOMa)

Table 2. Pairwise comparison of the main groups with the control group (n = 70) according to odds
ratios with a 95 % confidence interval, taking into account a two-sided p-test for the significance of
differences

Tabauya 2. TlonapHoe cpaBHEHHE OCHOBHBIX TPYIII ¢ KOHTPOJbHOU Tpytmoii (n = 70) no mokasare-
JISIM OTHOIIIEHUSI IIAHCOB MPU 95%-HOM /[OBEPUTENLHOM HHTEPBAJIE C YIETOM JIBYXCTOPOHHETO p-KPHUTEPHS
3HAUUMOCTH Pa3IMIUi

TIP u IIIT /
Genotype | NAFLD / HAXBII, LC / 1II, HCC / TP,
T'enorun n = 46 n =61 n =350 HCS ingiLC’
cc 0.59 (0.28—1.26) 0.51 (0.253—1.03) 0.72 (0.35—1.49) 0.53 (0.23—1.26)
p = 0.240 p =0.102 p = 0.443 p=10.216
cG 1.41 (0.67—2.99) 0.80 (0.39—1.62) 0.87 (0.41—1.82) 0.89 (0.38—2.12)
p = 0.439 p = 0.598 p=0.752 p = 0.829
GG 2.13 (0.45—9.98) 7.94 (2.19—28.84) 4.25 (1.07—16.94) 6.51 (1.56—27.24)
p = 0.691 p =0.030 p =0.029 p = 0.005
G allele 1.53 (0.86—2.72) 2.38 (1.41—4.02) 1.62 (0.92—2.83) 2.17 (1.15—4.08)
Anters G p =0.190 p =0.010 p=0.217 p =0.039

Note: NAFLD — non-alcoholic fatty liver disease; LC — liver cirrhosis; HCC — hepatocellular carcinoma

Hpumeuanue: HAJKBII — neamkorosbHas xupoBas 60se3ub medenn; [{II — mmuppos mevenn; '[P — rematomes-

JIIOJIApHaA KapiimHOoMa.

Discussion

The PNPLA3 p.1148M polymorphism increases
the frequency of LC and HCC development
secondary to NAFLD, and differences are observed
both when compared with the control group and
when comparing the main groups with each other.
The frequency of the minor G allele in the HCC
group was lower than in patients from the LC
group (35.0 and 44.3 %, respectively), however,
when analyzing the subgroup of patients in whom

HCC occurs secondary to LC, we observe identical
frequency indicators in this subgroup (41.9 %) and
in the main LC group (44.3 %). At the same time,
in the HCC subgroup without LC, the minor G
allele is observed only in 23.7 % of patients, which
is comparable with the control group (25.0 %). This
can be explained by the fact that HCC develops in
patients with NAFLD through the LC stage.

Our results of estimating the frequency of
single-nucleotide polymorphism of PNPLA3 and
minor G allele in patients with liver pathology
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Table 3. PNPLA3 polymorphism
Tabauya 3. Toaumoppusm PNPLA3

PNPLA3 Frequency of geno-
fNubmber polymorphism | type occurrence, %
Group Location ° (z- SETVaT | (OR; 95% CI)
of patients 1 Authors / ABtopnr 1ons - N Yacrota BbIﬂBJ});]—[I/[ﬂ
oKaIus osuMophu3M reHOTHIIA,
Tpymna PGS PNPLA3 °
NAIMEeHTOB HABHOACHM] | OqIT; 95 9 [IH) CcC CG | GG
Europe Burlone M.E. et al. [13] 60 3.21 (1.56—8.65) | 46 32 22
Ei(ljarosis /| EBpona | Krawczyk M. et al. [12] 899 1.47 (1.00-2.15) | 54 39 7
as a result USA Guichelaar M.M.J. et al. 79 2.00 (0.71—5.80) | 50 39 11
of NAFLD | ~ifa [14]
Rotman Y. et al. [15] 894 1.20 (0.97—1.48) 26 45 29
Dubpos / Japan
111 T romst Hotta K. et al. [16] 253 1.31 (0.95—1.79) 18 42 40
B pe3yJbrare .
HAKBII Russia The author’s research 61 2.38 (1.41-4.02) | 38 36 2%
Poccus ABTOPCKOE HCC/Ie/l0BaHue
Falleti E. et al. [17] 91 1.22 (0.90—1.65) | 35 45 20
E“mpe Guyot E. et al. [18] 159 1.06 (0.82—1.38) | 47 39 | 14
BpOTIa
Liu Y.-L. et al. [19] 33 2.25(1.05—4.82) | 42 44 14
HCC / TIIP J
Tt | Takeuchi Y. et al. [20] 50 1.27 (0.51-3.17) | 7 39 | 353
Russia The author’s research
Poccusa ABTOpCKOe uccjie0oBanme S0 1.62 (0.92-2.83) 46 38 16

Note: NAFLD — non-alcoholic fatty liver disease; LC — liver cirrhosis; HCC — hepatocellular carcinoma.

Hpumeuanue: HAJKBII — neankorosbHast skuposast 6osiesnb neuenn; 1111 — muppos newenn; '[P — remaroresn-

JIIOJIAPDHAA KaplmHOMa.

compared with healthy volunteers are comparable
with the literature data (Table 3).

Small volume of samples of patients with HCC,
and especially patients with HCC of non-viral
and non-alcoholic etiology, in comparison with
samples of patients with LC as a result of NAFLD,
is worth noting. Significant differences in the
frequency of PNPLA3 polymorphism inpatients
with LC secondary to NAFLD were noted both
in our study and in European studies. However,
no statistical significance was obtained in HCC,
which caused us to select a separate group of HCC
secondary to LC and NAFLD.

Overweight is also considered as a predictor of
the progression of NAFLD and the development of
LC and HCC in patients being carriers of PNPLA3
148M alleles. In the study by M.A. Burza et al.
[21], OR was 5.9 (95 % CI: 1.5-23.8; p = 0.013).
In our study, the chance of LC as a result of
NAFLD was 5.4 times higher, and the chance
of HCC was 5.1 times higher in overweight
patients. The data obtained by us also indicate
an increase in the frequency of LC and HCC
development secondary to NAFLD in patients
with hypertension and diabetes. Answering the

question whether screening should be carried
out among patients with NAFLD, M. Reig
et al., in their review of research data around
the world, draw the following conclusions [22]:
the probability of HCC development within
10 years in patients with LC secondary to
NAFLD ranges from 6.7 to 15 %, while without
cirrhosis — 23 cases per 100,000 patients per
year. Screening is most appropriate in patients
with NAFLD and LC, or without cirrhosis, but
in patients older than 55 years, with increased
alanine aminotransferase and/or with diabetes.

The observations above lead us to the
hypothesis that it is inappropriate to consider
the rs738409 polymorphism in the PNPLA3
gene as a significant risk factor of HCC
development. It is likely that patients with at
least one minor allele G rs738409 should be
included in screening programs for the detection
of HCC after the development of cirrhosis or in the
presence of additional risk factors. However, to
confirm the hypotheses put forward, it is necessary
to include patients with polymorphism in long-term
prospective studies.
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Conclusion

The frequency of single-nucleotide polymorphism
significantly differs in patients with NAFLD, LC
and HCC compared with the control group with
a significant predominance of GG homozygotes in
the LC group (26.2 % compared with 4.3 % in the
control group).
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[ lepBbIY PErMOHAABHBIN PETUCTP IMAIUEHTOB

C BOCIIAAUTEABHBIMHU 3a00AE€BAHUAMU KUIIIEUHUKA
Ha 0a3e pertOHaAbHOU MH(POPMAIMOHHOU
cUcCTeMbl 3ApaBooxpaHennda CaHkT-IleTepOypra:
IIPUHIUIIBI PYHKITMOHUPOBAHUA, PE3YABTATHI
anpoOaInu, IIAQH PAa3BUTHUA

IO.I1. Ycnencknii'?, A.M. Capana’, JI.H. MenentbeBa®, A.B. fzenok?, C.B. Ilerpos’,
I0.A. ®omunbix!'?, C.B. UBanos!'**, A.B. lllotuk?>, A.M. Cerann!$, T.B. I'op6aueBa?,
C./I. ITnornukosa’, K.B. /Iponos?

" ®DIBOY BO «Canxm-IIemepbypeckuil zocyoapcmeenvlii neduampuieckuti MeOuuunckul ynusepcumems
Munucmepcmesa 30pasooxpanenus Poccuiickou Dedepayuu, Canxm-Ilemep6ype, Poccuiickas Dedepays
2 DIBOY BO <«Ilepesviii Canxm-Ilemepbypeckuti 20cyo0apcmeenvlii MEOUYUHCKUL YHUBEPCUMEM UM. AKAOeMUKA
H.I1. ITagrosa> Munucmepcmea 30pasooxpanenus Poccutickot Dedepayuu, Cankm-Ilemep6ype, Poccuiickas Dedepayus
3 Komumem no 30pasooxpanenuio lpasumenvcmea Canxm-Ilemep6ypea, Canxm-Ilemep6ype, Poccuiickas Dedepayus
1 CIll6 TBY3 «Meduyuncrui ungopmayuonno-anarumuveckui yenmps, Cankm-Ilemep6ype, Poccuiickas Dedepayus
> ClI6 T'BY3 «Eausasemunckas 6omvnuyas, Canxm-Ilemep6ype, Poccutickas Dedepaus
¢ CII6 T'BY3 «I'opodckas xaunuveckas 6oavnuua Ne 31, Canxm-Ilemep6ype, Poccuiickas @edepaius

Llenb uccnepoBaHua: NpeacTaBmTb NPUHLMMNLI GYHKLMOHMPOBAHMS PErMOHAIbHOrO PErMCTPa NaLMEHTOB C BOC-
nanuTenbHbiMn 3aboneBaHnsMmn kuiedHrka (B3K), npoxuvsatowmx B CaHkT-lMeTepbypre, Ha 6a3e ropoackoit NH-
dopmMaunoHHoOM cnuctemMel 3apaBooxpaHeHms (Pernctp B3K Cr16).

OcHoBHble nosnoxeHus. Pernctp B3K CIM6 cocTomT 13 06LeCTaTUCTUYECKOrO U KIIMHMYECKOro moaynen. ObLue-
CTaTUCTUYECKMIA MOAYJIb MO3BONSIET MPOAHAIM3NPOBATh MO PETMOHY B LLENOM MHMOPMaLMIoO O PpacnpoCTPaHEHHO-
CTWN 93BEHHOr0 konuta n 6onesHn KpoHa, konnyecTse obpalleHni NaumeHToB B NeYeOHbIE YHPEXAEHWS, OLEHUTb
HarpysKy Ha CUCTEMY 3,paBOOXPaHEHNS, OLLEHUTb AeMorpaduryeckme oCoOOEHHOCTY AAaHHOM KaTEropum NauneHTOoB,
MapLupyTusaumio n netanbHocTb. KnuHunyeckuii moayne Pernctpa B3K CIM6 no3BonsieT oueHnTb cneumpuyHbie
nns B3K nprsHakv B NpOCNEKTMBHOM HaOMIOAEHWW, PErMcTpoBas dopmMa o BHECEHUS MHPOPMALIMN NHTETPUPY-
€TCs B CTaTyC NaumeHTa B MegULIMHCKON MHMOPMAaLMOHHOW cucTeMe nevebHoro ydpexaeHus. Peructp B3K dyHk-
LMOHUPYET Ha 6a3e CI6 NBY3 «MeanunHCKmin MHPOPMaLMOHHO-aHANIMTUYECKIUI LLEHTP>» B PaMKax PErMoHanbHOM
cucTeMbl cbopa MeOULIMHCKUX AAHHbIX FTOCYAapCTBEHHOW MHDOPMALMOHHON CUCTEMbI «PermoHanbHbIn dparMeHT
€[VHOV rocyAapCTBEHHON MHDOPMALMOHHOW CUCTEMBI B chepe 34paBOOXpaHeHns». MpogoikaeTca HakonneHme
NPOCMEKTUBHbIX JAaHHbIX B KIIMHNYECKOM MOAYJE, 4TO B Bnmxalillee BpeMs No3BONUT anpobupoBaTh U HACTPOUTL
aBTOMaTV3UPOBAHHBIM aHaNUTUYECKUI 610K perncrpa.

3akntovyeHue. PyHkumoHnposaHue Pernctpa B3K ClM6 no3BonnT peLlumnTb CReayoLLme NepBoCTENEHHbIE 3a4a4M
B MacluTabax pernoHa: oLeHka anuaemMuosnorndecknx ocobeHHocten B3K B CaHkT-lNeTepbypre; ouHamuyeckas
OLIleHKa xapakTepucTuk 3abonesaHns nauneHToB ¢ B3K B CaHkT-lNeTepbypre; oLeHka v nnaHMpoBaHNE PECYPCOB
3paBoOXpaHeHMsl, TPEBYEMBIX AN Oka3aHUs MeaULMHCKOM nomMoLm naumeHTam ¢ B3K B CaHkT-MeTepbypre; yco-
BEPLUEHCTBOBAHME NOAXOA0B K Tepanun naumeHtos ¢ B3K Ha ocHoBaHMM NpOCNEKTUBHOIO N3y4YEHUS TEYEHMS 3a-
6oneBaHns C y4eTom cneunduk permonHa, B T. 4. ndyvyeHne apdekTMBHOCT U MEPEHOCUMOCTHU OJINTENBHOM FEHHO-
VIHXXEHEPHOW BMONOrMYeckor Tepanunu.

KnioyeBbie crnoBa: BocnannTenbHblE 3a001EBAaHNS KMLLEYHWNKA, S3BEHHBIN KonuT, 60ne3Hb KpoHa, pernctp 3abo-
NeBaHus, NONynsaUMOHHbIN perncTp, Pernctp B3K CI6, CaHkT-MNeTepbypr, annoemMuonorms

KoHdnukT HTEepecoB: aBTopbl 3a8BNASIOT 06 OTCYTCTBUN KOHMNNKTA NHTEPECOB.

Ans untnposanus: YcneHckuin KO.MN., CapaHa A.M., MeneHTbeBa J1.H., A3eHok A.B., MeTtpos C.B., ®omuHbix 10.A., MeaHos C.B.,
LLloTtnk A.B., Ceranb A.M., lopbayesa T.B., MNnotHmkosa C.A., [poHoB K.B. NepBblit peroHasbHbli PerucTp naumeHToB ¢ Bocnanm-
TesIbHbIMW 3a00NeBaHNSMM KMLLEYHWKa Ha 6ase pernoHanibHOM MHPOPMaLUMOHHOM cucTeMbl 3apaBooxpaHeHus CaHkT-MNeTepbypra:
MPVHLMNBI GYHKLMOHMPOBAaHWIS, pe3ysibTaThl anpobaumm, nnaH passutust. POCCriAckunii XypHan racTposHTEPOOru, renatosiornm, Ko-
nonpoktonorun. 2023;33(4):38-57. https://doi.org/10.22416/1382-4376-2023-33-4-38-57
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The First Saint Petersburg Regional Inflammatory Bowel Diseases Registry
on the Basis of the Regional Health Information System:
Principles of Functioning, Testing Results, Plan of Development

Yury P. Uspenskiy'?, Andrei M. Sarana®, Lyudmila N. Melentyeva?®, Arkady V. Yazenok*, Sergei V. Petrov®,
Yulia A. Fominykh'?2, Sergei V. lvanov'?*, Angelika V. Shotik?°, Anastasia M. Segal'®, Tamara V. Gorbacheva?*,
Svetlana D. Plotnikova*, Konstantin V. Dronov*

' Saint Petersburg State Pediatric Medical University, Saint Petersburg, Russian Federation

2 Pavlov First Saint Petersburg State Medical University, Saint Petersburg, Russian Federation

3 Health Committee of the Government of Saint Petersburg, Saint Petersburg, Russian Federation

4 Saint Petersburg Medical Center of Information and Analysis, Saint Petersburg, Russian Federation

% Elizavetinskaya Hospital, Saint Petersburg, Russian Federation

6 Saint Petersburg City Clinical Hospital No. 31, Saint Petersburg, Russian Federation

Aim: to present the principles of functioning of the regional registry of inflammatory bowel disease (IBD) patients in
Saint Petersburg on the basis of the City Health Information System (Saint Petersburg IBD Registry).

Key points. The Saint Petersburg IBD Registry consists of General Statistical Module and Clinical Module. The Gen-
eral Statistical Module is intended to analyze the prevalence of ulcerative colitis and Crohn's disease, the number of
patient visits to medical institutions; to assess the burden on the healthcare system, demographic characteristics,
routing and mortality for the whole region. The Clinical Module allows to assess the IBD features in prospective ob-
servation. The register case report form is integrated into the patient's status in the Medical Information System of
the medical institution. Saint Petersburg IBD Registry operates on the basis of the Saint Petersburg Medical Center
of Information and Analysis within the framework of the Regional Medical Data Collection System of the Russian state
information system “Regional Fragment of the Unified State Information System in the Healthcare Branch”. The ac-
cumulation of prospective data in the Clinical Module continues, which in the near future will make it possible to test
and configure the automated analytical block of the registry.

Conclusion. The functioning of the Saint Petersburg IBD Registry allows to achieve following primary goals within
region: assessment of the epidemiological features of IBD in Saint Petersburg; dynamic assessment of the disease
features; assessment and planning of health care resources required to provide care to IBD patients; improvement
of approaches to the treatment taking into account the specifics of the region; assessment of the effectiveness and
tolerability of specific treatment including biologics.

Keywords: inflammatory bowel diseases, ulcerative colitis, Crohn's disease, disease register, population register,
Saint Petersburg IBD Registry, Saint Petersburg, epidemiology

Conflict of interest: the authors declare that there is no conflict of interest.

For citation: Uspenskiy Y.P., Sarana A.M., Melentyeva L.N., Yazenok A.V., Petrov S.V., Fominykh Y.A., Ivanov S.V., Shotik A.V.,
Segal A.M., Gorbacheva T.V., Plotnikova S.D., Dronov K.V. The First Saint Petersburg Regional Inflammatory Bowel Diseases
Registry on the Basis of the Regional Health Information System: Principles of Functioning, Testing Results, Plan of Development.
Russian Journal of Gastroenterology, Hepatology, Coloproctology. 2023;33(4):38-57. https://doi.org/10.22416/1382-4376-2023-33-
4-38-57

BBeaeunue B PAMKaX PErMOHAJBbHOTO JbIOTHOTO JIEKAPCTBEHHOTO
obecrieuenusi, 4To TpPeOYeT COOTBETCTBYIOIIErO ILIa-
HUPOBAHUS BBIJIEJISIEMBIX TOCYIaPCTBOM PECYPCOB.
Komurerom mo 3apaBooxpanenuio [IpaButenbcra
Canxkr-IletepOypra TpoBOASATCS —cHCTEMaTHYECKHE
OpraHM3alMOHHbIE ~ MEDOTIPUATHS, HAIPaBJCHHBIC
Ha COBEPIIECHCTBOBAHUE OKA3aHUS MEIUIIMHCKOW TO-
momm naimednraM ¢ B3K. B uwactaoctu, B 2020 1.
TJIABHBIM BHEIITATHBIM CHEIUATNCTOM-TACTPOIHTEPO-
sorom Komurera mo 3apaBooxpaHeHuio ObLia MPO-

BocnasmrenbHbie 3a6oseBanns kuneurnka (B3K) —
S3BEHHbI KOMUT u OoJsie3anb KpoHa — 3aHuMaior
oco60e MeCTO B CTPYKTYpe TacTPOSHTEPOIOTHIECKOMH
[IATOJIOTUHU, TaK KaK fBJAIOTCS COLUAIbHO3HAYUMBI-
MU 3a60JIEBAHUSIMU, TOPANKAIOMIUME JIUI[ MOJIOJOTrO
TPYZIOCTIOCOOHOTO BO3PACTa, XapaKTepU3yIOTCS TIPO-
IPecCUpyoniuM TOKU3HEHHBIM TeYeHWeM U TpH-
BOJAT K CHIXKEHHUIO KauecTBa >KU3HHU, COIUAJIbHOM
Je3aialtallid 1 WHBAJIM/N3AIMN B CJydae 4acToro

PeIuIUBUPOBAHUS U PA3BUTUS OCJOKHeHuit [1—4].
Opnoit u3 mpuyuH, 1mo kotopoir B3K B CaHKT-
[Terep6ypre naxongarcss B (pOKyce BHUMAHUS TOPO/I-
CKOI1 CUCTEMBbI 3/[DABOOXPAHEHMS, SIBJISIETCS TO, YTO CO-
rinacio Conumanbuomy kojekcy Cankr-IlerepOypra
MaIWeHTbl, 3aperucTPUPOBAHHBIE B PETHOHE Ha TI0-
CTOSHHOW OCHOBE, MMEIOT IPaBO Ha MoJydeHue Io-
JKM3HEHHOTO MeJINKAaMEeHTO3HOTO JieYeHUsI sI3BEHHOTO
Kosinta u Gosnesnn Kpona wa 6e3BO3ME3IHON OCHOBE

BeJIeHA OIleHKA KauecTBa AMATHOCTHUECKUX W Jedel-
HBIX MEpPONpPHUATHI B OTHOIIEHUHN [JAHHOW KaTerOpuu
naiueHToB B CankT-IlerepOypre B paMKax BbIE3/IHO-
IO MOHUTOPDUHIA OPraHM3allui OKasaHus Cleluasiu-
3UPOBAHHON MEIUIIMHCKONW TOMOIN TO TPOpUIII0
«T'acTposHTeposiorus» B cTaiioHapax u aMOyJaTOpHO-
HOJMKJIMHIYECKUX  yupeskaeHnsx Cankr-Ilerep6ypra.
Takske ¢ yyacTueM I71aBHOTO BHELITATHOTO ClIELUAIUCTa-
ractposnTeposiora KoMuTeToM 110 31paBOOXPaHEHUIO
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[TpaBurennctBa Cankr-IlerepOypra ObLIO HU3IaHO
Pacnopsxenne ot 24.12.2020 r. Ne 992-p «O mapm-
PYTH3allUU TAIMEHTOB C BOCHATUTEJbHBIME 3a00.1e-
BAHWSAMHU KHUIMEYHUKA», KOTOPOE, TYTEM CO3JaHUS
BrOoporo ropojckoro 1entpa B3K wna o6ase CII6
I'BY3 «EnusaBernnckas OOJIbHULA», OBBICUIO 10-
CTYITHOCTH CHEIUAJU3UPOBAHHON MeJIUITMHCKOW TI0-
MOTIN JTaHHON KaTeropwn marnueHToB, a 04.02.2022 r.
nH(OpPMaMOHHBIM TTHCbMOM KoMmureTa 1o 3/{paBoox-
parennio Ne 01-18-301,22-0-0 6p11 crcTeMaTH3UPO-
BaH ydeT MAaIMeHTOB, MOJYYaiolUX TeHHO-UHXKeHep-
HYI0 GUOJIOTHYECKYIO TEPANHi0 B PaMKaxX JbrOTHOTO
JIEKapCTBEHHOTO obectieuenusi. /[l cOBEPIIEHCTBO-
BaHWSA KOMIIETEHIIUI Bpadeill B OTHOIIEHUW JAaHHOU
natosoruu B IV kBaprasne 2022 . B mectu Hanbosiee
KPYIHBIX TaCTPOIHTEPOJOTUYECKUX IEHTPaX W TOJIHU-
KJIUHUKAX ropojia Oblaa MpOBeJeHa cepusl KJINHUYe-
CKUX JIeKInit « MapimpyTusanus u oKazaHue crerua-
JIU3UPOBAHHOW MEJUIMHCKON TIOMOIIN MHallMeHTaM
¢ B3K na aMmOysiaTopHOM 3Tates», TpeHa3HAYeHHAS
JUIS 11eJIeEBOM ayJUTOPUU TACTPOIHTEPOJIOTOB U Bpa-
4yell TepaneBTHYeCKUX CIeIUaTbHOCTEN.

BMmecre ¢ tem adderTuBHOE OKazaHWE MOMOIIN
HalieHTaM B OPTaHM3AIMOHHOM ILJIaHe TpeGyeT Mo-
HUMaHWSI PACIPOCTPAHEHHOCTH CTPYKTYPbI, MapIipy-
THU3aI u oco6ennocreii revenns B3K B macmTabax
peruoHa B IIeJIOM, 4YTO HEOOXOJUMO I TIPUHSITUS
B3BENEHHBIX PelieHnil B 06JIACTH OPTaHU3AINN 3/Ipa-
BooxpaHeHus. VIMEHHO /aHHOE OGCTOSATENTHCTBO B TI€P-
BYIO OUYepe/ib MOCTYKUIO OCHOBOH CO3/IaHUSI MEPBOTO
pernonanbHoro peructpa naruentos ¢ B3K Cankr-
[TerepGypra (manee — Permctp B3K CII6) mo nnn-
nmaTuBe pykoBojictBa KomMurera 1o 3/[paBoOXpaHeHnIo
[IpasurenpctBa Cankt-IletepOypra U TJIaBHOTO BHETI-
TATHOTO CHEIMAJINCTA-TACTPOIHTEPOJIOTA.

Peructpsi 3a60jeBanmii KaK HHCTPYMEHT
IPaKTUYECKOIr0 3/IpaBOOXPAHEHHS H HAYKH

CormacHo omnpejenennio BcemMupHOi opranusa-
MU  3/[PABOOXPAHEHHUS, TOJ[ TEPMUHOM <«DETHCTP
3a60JIeBaHUsI» MMOHUMAIOT KOMILJIEKC IOJYYeHHOI
CHUCTEMATHYeCKUM U BCceoOBeMIIONMM 00pa3oM  3a-
JIOKYMEHTUPOBAHHOH uH@opManuu 06 OTIeTbHBIX
MalueHTax, MpeJHa3HAYeHHON /IS BBINOJHEHUS Ha-
VUHBIX, KJIMHUYECKUX WU OPTaHU3AIMOHHBIX 3a/a4
[5]. TIpu aToM KJjIOUEBBIM CBOHCTBOM PETUCTPaA 3a-
6oJieBaHuil sIBJIsieTcsl He 06beM COOPAaHHBIX JAHHDIX,
a WX HENPEepbIBHOCTH, YTO MOJpPasdyMeBaeT cucTeMa-
THYECKOEe HamoJiHeHue perucrtpa nngopmanueit [6].

Takum 06pa3oM, B COBPEMEHHOM TIPE/CTABICHUN
PETHCTP TMAIMEHTOB — 3TO OPraHM30BAaHHAS CUCTEMA
JIAHHBIX O MAINEHTaX C OIpe/leJICHHBIM 3a00JI€BaHNEM,
puUMeHsieMasi ¢ KJIMHUYEeCKOl, HayYHOU M opraHmsa-
IIMOHHOM 11eJ1bl0, KOTOPasi C TOUKU 3PEHUs Hay4HOU
METOIOJIOTUU [0 CYTH SIBJSETCS HaOJI0/1aTeTbHbIM
AHAJIMTUYECKIM HCCJIE/OBAHUEM C y4acTHeM MallneH-
TOB C OIpe/leJIeHHON Ho3o0j0rueil. Peructpsl 1mo3Bo-
JISIIOT B YCJIOBUSX PeaJbHON KJINHUYECKOW TPAKTUKU
OTIEHUBATh OCOOGEHHOCTU TeueHus 3a6oseBaHust, ak-
TOpbl pucka, 3PEPEeKTUBHOCTh PA3JUYHBIX METO/I0B

JieYeHus, JAMHAMUKY COCTOSHUS IIallMeHTOB, a TakKKe
MCXO/IbI 3a60JI€BaHNUSA, YTO CYIIECTBEHHBIM 06pPazoM
METO/I0JIOTUYECKN OTJNYaeT HUX OT IPOCHEKTUBHBIX
HAyYHBIX WCCJIEOBAHUI, KaK MPaBUJO, MpeArnosa-
raiolUx CTPOro OYEPUEHHYIO TOIYJIAINIO allueHTOB
1 M3HAYAJbHO OTPAHWYEHHDBIH CHEKTP MPOBEPSIEMbBIX
B paMKaxX MCCJIEJ0BAaHUs HAayuyHBbIX rumnores [7, 8].

Peructpnl 3a0osieBanmii aKTUBHO TPUMEHSIOTCS
B 3/IpPaBOOXPaHEHUM BCeX PA3BUTBLIX CTPaH, B TOM YHUC-
Je Gnarogapst mudposusanuu u paszpuruio 1T, a pe-
3yJIbTaTbl CHCTEMATHYECKOrO aHajin3a JaHHBIX Peru-
CTPOB aKTUBHO UCTOJIb3YIOTCS OpraHaM¥ YIPaBJICHUS
3/1paBOOXPaHEeHNeM /UUId IPUHATHS pelleHuii B cdepe
OOITECTBEHHOTO 3/[DABOOXPAHEHUS W IS HIMPOKO-
MacHITabHbIX HAYYHBIX MCCJEJIOBAHUIL, PE3yJIbTAThI
KOTOPBIX WMEIOT TMPEUMYIIECTBEHHO MPUKIATHOE
3Hauenne. Ha ocHoBe perucTpoB Takske pas3pabaTbl-
BaIOTCA METONYECKUE PEKOMEH/IAINN JIJIsl TpaKTHye-
CKOTO 3/IpaBOOXPAHEHUS, MMEIOIINE 1eJIb YJIYUlIUThb
3/I0POBbE HACEJEHUS U TPEAYNpeIUTh HeGJaronpu-
SITHBIE UCXO/bI TOTO MJIM MHOTO 3a60JI€BAaHUST UJIH CO-
CTOSTHUSI.

B xontekcre B3K MexayHapo/HbBIN ONBIT BHe-
JIpEHUST  TOMYJISIUOHHBIX PETUCTPOB  PA3IUYHOTO
YPOBHSI JIOCTaTOYHO OOIIMpeH, U HauboJbllee WX
KkosmyectBO (pyHKIMoHupyer B CeBepHOll AMepuke
1 B 3alla/IHOEBPOICHCKUX CTpaHaxX, a TakKe B psjie
a3marcKmx cTpaH, B T. 4. B Kurtae. Tem He Menee
Cpe/iy IOYTH JIBYX /IeCSATKOB JCHCTBYIOUUX IIOIYJIS-
IIUOHHBIX peructpoB cruenuduynpivu aas B3K, T.e.
(ukcupyomumM 0CO6EHHOCTH TeYeHHs] UMEHHO J[aH-
HOIl Kareropuu 3a60JIEBAHUI, SIBJSIOTCS TOJBKO He-
KoTopble 13 HUX [6]. BoablmHCTBO 3apyOesKHbIX pe-
TUCTPOB, B KOTOPbIEe BKJOYAIOTCs nanneHTsl ¢ B3K,
OCHOBaHbl Ha CHCTEMATHYECKOM YydYeTe CTPaXOBBIX
caydaeB OOpalieHus 3a MeIUIMHCKONH MOMOTIBIO Ma-
I[IEHTOB C T€M WJIN WHBIM 3a60JIeBaHUEM, HO HEKOTO-
pble M3 HUX YYHUTBIBAIOT crennduiyeckue 0Co6EHHO-
cru tedenust umenno B3K (mampumep, npu maGope
B PErUCTP TAIMEHTOB Yepe3 2JEKTPOHHBIE COIHATh-
HbIE CETH JIJIsl MAIUEHTOB C JaHHOil Ho3oso0rueir) [9].
[Ipu atom orcyrcTByeT yHU(pUKAINS TEPEYHS CBe/le-
Huit o0 B3K, akkyMyupyeMbIX B paMKax pasjMuHbIX
PETHCTPOB JlaXke B TpefenaX OJHOTO TOCyAapcTBa,
YTO BO MHOTOM OGYCJIOBJIEHO Pa3HOHAIPABJIEHHO-
CTBIO 3aJ1a4, I PENICHUS] KOTOPBIX CO3/IaBaJICS TOT
UM UHOI perucrp.

WcnoabsoBanne peructpoB B3K, BIO9aonux
6OJIbIITIIE MACCUBDBI JAHHBIX, [I03BOJISIET PEIINTh HAYY-
Hble W MPaKTHYECKUe 3a/[aul, HEJOCTYITHBIE /S KO-
TOPTHBIX MCCJAEJOBAHUI € y4acTHEM OrpPaHH4YEeHHO-
ro KoJaudecTBa maiueHToB. Hampumep, Omaaromaps
HiBeJICKOMy peructpy mnanuentos ¢ B3K Brepsbie
OBLJIO BBISBJICHO, YTO HAJIUYNE XPOHUUYECKOTO KOJUTA
HOBBIIIAET PUCK PA3BUTHSA Y MTAIIUEHTOB KOJIOPEKTANb-
HOTO PakKa, HO TPH 9TOM y OMMIKANIINX POJICTBEHHU-
KOB IAI[MEHTOB C S3BEHHBIM KOJUTOM PHUCK JJAHHOTO
3JIOKQUeCTBEHHOT0 0OPa30BaHus 10 CPABHEHUIO € 006-
nieil nonyssinuein He yseaunuuBaercs [10]. [Ipyrum
MPUMEPOM  MOTYT CJYKUTH Ppe3YyJbTaThl aHaJIN3a
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JaHHBIX JaTckoro peructpa B3K, B pamMrax kotopo-
To 10 WToraM HabJofeHus 6oJiee 4eM TOJyTOpa Thi-
CSIY TIAIIMEHTOB, TOIYYAIONIUX UHIHOUTOPBI (hakTopa
HEKpOo3a OIYXOJH anb(a, B CPaBHEHUH ¢ GoJjee UeM
50 000 He mosry4aBIIUX JJAHHYIO TEPATUIO MAIINEHTOB,
OBLJIO BBISICHEHO, YTO MPHU UCIOJb30BAHUN TAHHON Te-
panuu pUCK Pa3BUTHS CEPbE3HOH ONNOPTYHUCTHYE-
ckoii nHpexrnun B Tedenne 90 qHEl MocTe ee Havasa
Bospactan Ha 60 % [11]. Eue ogHuM akryajbHBIM
MPUMEPOM MOJKET CJIYKUTH MEK/YHAPOIHDIH PETUCTD
SECURE-IBD, B pamMkax KOTOPOTO IPOBOJUTCS
orenka BiusiHus B3K-accommmpoBanHbIX (PakTOPOB,
UCIIOJIb3YEeMOIl Tepamuu U KOMOPOUIHOCTH HAa PUCK
HeOIaroNpusaTHOTO T€YeHUS HOBOW KOPOHABUPYCHOI
nudexnuun COVID-19 [12].

B Poccutickoti Dengeparuu CcBeIEHWS O TaIu-
edTax ¢ B3K O6butn mpoaHa M3upoBaHbl B paMKax
JBYX KpyMHOMacmTabHbIX ucciaenoBanmii ESCApe
(2011 r.) u ESCApe-2 (2013—2014 rr.), KOTOpBIE
JTAJIN BO3MOKHOCTD OTIEHUTD CTPYKTYPY U OCOOEHHO-
CTH TEYEeHMSI M MeJUKAMEHTO3HOI Tepanuu JaHHON
MaToJIOTUN Ha BcepoccuiickoM yposae [13].

MeToA0I0THYeCKHE Y OPTAaHU3ANUOHHDIE
0COOEHHOCTH TOCIHUTAJIbHBIX U MOMYISIHOHHBIX
perucTpos 3aGo.ieBaHuii

B mnacrosmee Bpemsi B Poccum ucnosb3yrorcs
JIBa BUJIA PETUCTPOB 3a60JI€BaHUII — TOCHUTAJIbHbIE
U TIOMYISIIUOHHbIE.

Kak craemyer m3 HaszBaHUS, B paMKaxX TOCHHU-
TAJbHBIX PErUCTPOB aKKyMyJupyeTcss uHdopMmaius
0 mainueHrax, HabJI0/[aeMbIX B KOHKPETHOM Jieuel-
HOM yupexjeHnn. OCHOBHOW IeJbI0 TaKUX Peru-
CTPOB sIBJsIeTCsl o0eclieueHrie CUCTEMATU3NPOBAHHON
uHopManuu 0 OGOJbHBIX, WX JEUYEeHUH U HCXO0JaxX
onpejiesientoro 3abosneBanusi. HaubGosiee uyacro Ta-
KHE PErucTpPbl UCHOJB3YIOTCS C aMUHUCTPATUBHON
LIeJIbIO, a TaKsKe JJIsI OLleHKHM KadecTBa OKa3aHUs Me-
JUIIMHCKON MMOMOIIU B MOJAPAa3/leJIeHUsIX CTalioHapa.
Cieryet OTMETHUTD, YTO B psijie ciydaeB HH(OpMaIus
FOCIUTATBHOTO PETHCTPAa TaKyKe MOKeT ObITh Orpa-
HUYEHHO MKCIIOJIb30BaHa U C IEJbI0 OLEHKU 3IINje-
MUOJIOTHYECKUX TOKa3areseil 3abojieBaHus, MpeK/ie
BCETO B CJIy4yae PErucTpallui PeIKuX 3a00JeBaHMIA.

W3 npuHIUIOB akKKyMyJaupoBaHus WHMOpMaun
O TIAIMEHTAX MPOUCTEKAIOT JIBA KJIOYEBbIX OTpaHUye-
HUS TOCIUTAJbHBIX PETUCTPOB:

— JIAaHHBI PEruCTP OXBATbIBAET JIUIIb YacThb 00-
el TTOMyJISAIUN TTAIIMEeHTOB HA ONPEJEJEHHON Teppu-
TOPHUHU, OTHOCATIEHCS K YUPEKICHUIO;

— KaK TpaBWJIO, B paMKaX PErucTpa BO3MOKHO
MOJIy4eHHEe TOJBbKO <«CpPe30BOii» WHMOpMAIUu 0 3a-
6oJieBaHUN 3a ONpPeJeJIeHHbIIl TTepUo/i BpeMeHH!, BO3-
MOKHOCTbH aBTOMATH3MPOBAHHOTO CHCTEMATUYECKOTO
«OTCJIESKUBAHUST> TeueHus 3aboJieBaHus y HabJI0/a-
IOMUXCA B YYPEKACHUN HAlMEHTaX B MEIUITMHCKUX
NHQPOPMAIMOHHBIX CUCTEMAX He MPEAYyCMOTPEHA.

[ToMuMo  BbINIEyKa3aHHBIX ~ OCOGEHHOCTEH, TO-
CIUTAJbHBIE PETUCTPbI B KOHTEKCTE (PUKCAIUU WH-
dgopmanuu o mammentax ¢ B3K umeor u apyrue

crienuueckue orpaHuyeHusi, 06YCJIOBJEHHBIE OCO-
GeHHocTAMY fanuoi Hozonoruu (taba. 1).

B Canxrt-Ilerep6ypre nudopmanusi o marnueHTax
¢ B3K panee akkyMyampoBasach W MPE/JCTABISIACH
B HAYYHBIX NYOJIMKAIUSX B PaAMKaX TIOCITHTAJTbHBIX
peructpoB m 6a3 JaHHBIX O TAIMEHTaX, HAOJI0/1aB-
MIUXCSI B OTAEJbHBIX MEIUIMHCKUX OpPraHM3aIUsX
[14—16].

Bo MHOroM BbINIEyKa3aHHble OrPAHUYEHUST IIpe-
OJIOJIEBAIOTCS TIyTeM BHEJIPEHUS MOMYJISAIIMOHHBIX
peructpoB. B orimune OT rocHMTaJbHBIX, MOIYJISIU-
OHHBIE PETUCTPbI AKKYMYJUPYIOT JaHHBIE 060 BCEX
caydasx 3a6o0JieBaHUil, KOTOPbIE BBISIBJIEHBI B TEPPHU-
TOPHUAJTBHO JIOKAJU30BAHHON MOMYJISAINHA, HAPUMED
Cpell HaceJeHUs] OIPeJeseHHON aJMUHUCTPATHB-
HO-TEPPUTOPHATHHON €IUHUIIbI, pETuoHa, B JaH-
Hom ciayuae — Cankr-Ilerep6ypra. Mmenno momy-
JSAIMOHHBII  peTHcTp 06eCcrnedynBaeT HeJAOCTYITHYIO
JUTST TOCHUTAJIBHBIX DPErMCTPOB BO3MOXKHOCTH IPOBE-
CTH AMUJEMUOJOTUYECKYIO OIEHKY 3a00JIeBAaeMOCTI
U PacCIpOCTPAHEHHOCTH HM3y4aeMOoil HO30JI0THYeCKOIl
(opMbI Ha OmpesiesieHHO TEPPUTOPUHN, OIIEHUTD BbI-
JKUBAEMOCTb U OCYIIECTBUTb KOHTPOJb PaCIpOCTpa-
Hennsa 3aboaesanudg [17].

B Cankr-Ilerep6ypre, corsacHo JaHHBIM, HaKoO-
mieraabiM CII6 TBY 3 «Meautmnckuii nHpopManmnoH-
HO-aHAJNTUYECKWH 1eHTp» 3a nepuoja 2018—2020 rr.,
pacmpocTpaHeHHOCTh  OoJiedan  Kpona cocraBisiet
okoJsio 72 ciydyaeB na 100 Tbic. HaceneHust, pacrpo-
CTPAHEHHOCTD S3BEHHOTO Kosnta — okoJo 90 ciydva-
eB Ha 100 ToIic. Hacenenus ropozaa [18].

[TepBoe moOMyJIAIIMOHHOE MHOTOIIEHTPOBOE HCCJIE-
JoBanue st udydenust ocobennocreit B3K B Mmac-
mrabax Cankt-llerepOypra, 1enbio KOTOPOTO ObLIa
OlLIEHKA CTPYKTYypbl M ocobenHocTeil TeueHusi B3K
Ha yPOBHE pErMOHAa B I1€J0M, OBLIO OPraHW30BAHO
KomureroM mno 3apaBooxpanenuio IIpaBurtesnbcra
Canxr-IleTepOypra n rIaBHBIM BHEUITATHBIM CIEITHA-
JIMCTOM TacTpoanTeposioroM B nepuos 2020—2022 rr.
B pamrax wccaemoBanus Obuia TIPOBEJCHA PETPO-
CIIEKTHBHAsI OIlEHKA KJIMHUYECKUX OCOOEHHOCTEN
n ucnoJib3yemoil Teparuu 6osee yeM 1000 marmeHToB
¢ B3K, naxomupmmxcsi Ha jedenun B 42 amOyJa-
TOPHO-TIOTMKJINHIYECKUX YUPEXIeHUsAX m B 6 cra-
monapax  Cankr-Ilerep6ypra,  TeppuTOpPHAIBHO
pacrosio’keHHbIX BO BceX pailoHax rTopoja. beima
poaHaIM3UpOBaHa WHMOPMALUS O Ha3HAYEHHBIX
IPyIax JEeKAapCTBEHHBIX MpenapaToB  (a3uCHOI
tepanun B3K, o Tskectn Teuenus 3a6osieBaHusd,
006 0COGEHHOCTSIX TMOPAKEHUS KesyT0UHO-KHUIIETHO-
ro TPaKkTa, O HAJUYUU ONEPATUBHBIX BMEIIATENbCTB
Ha opranax JKKT B amamuese, aemorpaduyeckne
cesennst (MO M BO3pacT), OCOGEHHOCTH HCIOJIb-
3yeMoii 6a3ucHON MeauKaMeHTO3HOH Teparmuun B3K
U TOJXOJ0B K HA3HAYEHWIO TeX WM MHBIX IPYII
npenapatoB. [lo pesysbratam maHHOTO HCCJIEIOBaA-
HUsI ObLIO BBISICHEHO, YTO KJINHUYECKHE OCOGEHHO-
ctu B3K B Canxkr-Iletep6ypre m ocob6ennoctu Oa-
3HMCHOII Tepanmuy B CPABHEHUU C OOIIEPOCCUNHCKUMMU
MOKA3aTeISIMI JIEMOHCTPUPYIOT CXOJHBIE TEHICHIIHH.
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Tabauua 1. OrpaHudeHus: TOCIUTANBHBIX peructpoB B3K
Table 1. Limitations of hospital registers of IBD

Orpannuenue Herami3amus
Limitation Details
Tocrmranbubie peructpbl B3K nMeoTcsa TOJbKO B OT/EIBHBIX KPYITHBIX
Ocob6eHHocT p p A Py

JIeyeOHBIX YUPEeKICHMI,
MMETOTIIX BO3MOKHOCTD
opmMupoBanus
TOCITUTAIBHOTO PETHCTPA
B3K

Features of medical insti-
tutions that have the abil-
ity to create a hospital
register of IBD

1 MHOTOIPOUIBHBIX JIeueOHO-TIPOPUIAKTHYECKUX U HAYUYHDBIX YUPESKICHUSIX,
KaK MPaBMUJIO, OKA3BbIBAIOINX HE TOJBKO aMOYJIaTOPHYIO, HO M CTAIlMOHAPHYIO
nomonip narnuentam ¢ B3K. Ilpoune seueGHble yupesxienns, B paMKaxX KOTOPBIX
PYTHHHO HabJoaoTcs nanuenTol ¢ B3K, moso06HbIX TOCIHUTANIBHBIX PErHCTPOB
He UMEIOT.

Hospital registries of IBD are available only in certain large and multidisciplinary
treatment-and-prevention and scientific institutions, which, as a rule, provide

not only outpatient, but also inpatient care for patients with IBD. Other medical
institutions where patients with IBD are routinely observed do not have similar
hospital registers.

Teppuropuanbabie
0COOEHHOCTH JIe4e6GHOTO
VUPEIKTIEHIST

Territorial features
of the medical institution

He Bcerga oueBnHa CTPYKTypa U MEXaHU3M MaplIpyTU3AlUU IIal[UeHTOB

B OT/IEJIbHBIE JieueGHbIe YIPEKICHNS Ha YPOBHE aJMUHICTPATHBHO-
TEPPUTOPUATHHON €IUHUIIBI, YTO HE II03BOJISET TEPPUTOPUAIBHO «TE€HEPAJN30BATH>
3MU/IEMUOJIOTHYECKIE JJaHHbIe B OTHOUIEHUU IIPOXKUBAIOLIET0 Ha JIAHHOH TepPUTOPUU
HaceJIeHUs B LIEJIOM.

The structure and mechanism for routing patients to individual medical institu-
tions at the level of an administrative-territorial unit is not always obvious, which
does not allow territorial “generalization” of epidemiological data in relation

to the population living in a given territory as a whole.

[TpuHIUTHATBHBIE OTIMYNS
Ha6JI0/IaeMBIX B paMKax
TOCTUTATbHBIX PETHCTPOB
naneHToB ¢ B3K

ot nanueaToB ¢ B3K,
MPOKUBAIONINX B PETHOHE
B I[€JIOM

Fundamental differences
between IBD patients
observed in hospital
registries and IBD pa-
tients living in the region
as a whole

B KpynmHBIX JTe9e6HO-TPODUIAKTHICCKIX U HAYYHBIX YUPEKICHUSIX MPeo0IaJaioT
obpallieHust MAIMEHTOB CO CPEIHETSIKEIbIM U TSKEJbIM TeueHreM 3a60/IeBaHus,

B TO BpeMs Kak MHQOpMaIusg 0 NalMeHTaX C JerKUM TedyeHneM 3a60JieBaHms
MPe/ICTaBIeHa B MUHUMAJIBHOM o0beMe. JlaHHast 0COOEHHOCTD CBSI3aHA C TEM,

YTO MAIMEHTDHI C JIETKUM TedeHneM 3a060JIeBAHUS WK C [TUTENbHON PEMEICCHen
B3K, xak mpaBuiio, HaGIIOJAIOTCS B CUCTEME TOPOJICKOTO 3/[PAaBOOXPAHEHIS

y racTPOIHTEPOJIOTOB, TEPAIIEBTOB U Bpaveil OOIIell MPAaKTHKKU B aMOYIaTOPHOM
Mopsi/IKe, BHE CIIEIMAJN3NPOBAHHBIX TIEHTPOB.

In large treatment-and-prevention and scientific institutions, requests from pa-
tients with moderate and severe disease predominate, while information about
patients with mild disease is presented in a minimal amount. This feature is due
to the fact that patients with a mild course of the disease or with long-term remis-
sion of IBD are usually observed in the city healthcare system by gastroenterolo-
gists, therapists and general practitioners on an outpatient basis, outside of spe-
cialized centers.

Paznuuus B anropurme
c6opa uHbOPMAIIHT
MEK/Ty TOCTIMTATbHBIMI
perucTpamn

Differences in the informa-
tion collection algorithm
between hospital registries

B paMkaX pasIUYHBIX FOCIHHUTAIBHBIX PETUCTPOB OTCYTCTBYET €AHHBII alropuT™
c6opa B3K-cerndrunoit nudopmarn n eauHas yHupumupoaHuas gopma
PEruCTpaIyuu JaHHbIX.

Within the framework of various hospital registries, there is no single algorithm
for collecting IBD-specific information and a single unified form of data registration.

TpynoeMkocTb BHECEHUS
JIAHHBIX, CHENu(UIHbIX
g B3K, B rocuraabHBIN
perucrp

Labor-intensive entry
of IBD-specific data
into the hospital registry

Perucrpanns crnenmanmsupoBanHoil nHdopmaimn o B3K wanpsmyio

HE MPEe/yCMaTPUBAETCST MEANIIMHCKUMU NH(OPMAIIMOHHBIMI CHCTEMAMU
MHOTONPO(UIbHBIX JiedeOHbIX YUPEsKJIEHHiT, YTO TpeOyeT PyYHOTO IIE€PEHOCA JaHHbIX
13 MEAMIMHCKON JOKYMEHTAI[NN B OTAEIbHO CYIIECTBYIONIYIO CTaHIAPTH3NPOBAHHYIO
opMy BHeCEHUS JaHHDBIX B PETHCTP.

Registration of specialized information about IBD is not directly provided for
by the medical information systems of multidisciplinary medical institutions,
which requires manual transfer of data from medical records into a separately
existing standardized data form for the registry.

Oco6eHHoCcTr aHaIn3a
JIAaHHBIX PErucTpa

CucremMaTniecKnii 1 HEMPEPbIBHBIN aHAMM3 WH(GOPMAINU B TOCIUTANBHBIX PETUCTPAX,
KaK [PaBUJIO, OTPaHUYeH BBINOJHEHNEM OJHOMOMEHTHBIX (IOMEPEYHbIX) HCCae0Ba-
HUIT WM PETPOCHIEKTHBHBIX KOTOPTHBIX MCCJIEOBAHUI C yI€TOM WH(DOPMAIINH, CIIEIn-
uanoit ast B3K. Ilpn 5ToM BO3HMKAIOT 3aKOHOMEPHbBIE TPYAHOCTH WHTEPIIPETAIIN
PE3yJIbTATOB BBINIEYKA3aHHBIX MOMEPEUHBIX NCCAe/JOBAHMI, CBSI3AHHBIE C TEM, YTO Ta-
muentel ¢ B3K MoryT obpartarbest B JieueGHbIE YUPEXKIEHUS HECKOIBKO Pa3 B TOLY.
CoO0TBeTCTBEHHO, aKKyMYJINPOBAHIE JAHHBIX O MAaIMEHTaX 32 HECKOJIBbKO JIET CO3/1aeT
HEOOXOIMMOCTh 0TOOPA XPOHOJIOTUYECKU HAMOO0JIEE TIO3/[HUX 3aPETUCTPUPOBAHHDBIX CJIy-
4yaeB 06paleHNii MAIMeHTa, YTO TIOTEHI[MAIbHO HUBEJINPYET WH(MOPMAIOHHYIO COCTAB-
JISIONLYIO CBEJIEHHI O IMAlleHTe, 3aPEruCTPUPOBAHHbBIX U (oJiee paHHUX 0OPAIIeHHsIX.
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IIpodonxenue mabauuypt 1. OrpaHUYeHNsI TOCTUTAIBHBIX perucTpos B3K
Continuation of Table 1. Limitations of hospital registers of IBD

Features of register data
analysis

during earlier visits.

Systematic and continuous analysis of information in hospital registries is usually
limited to cross-sectional studies or retrospective cohort studies taking into ac-
count information specific to IBD. At the same time, natural difficulties arise

in interpreting the results of the above cross-sectional studies, due to the fact

that patients with IBD can visit medical institutions several times a year.
Accordingly, the accumulation of patient data over several years creates the need
to select the chronologically most recent registered cases of patient visits, which
potentially eliminates the information component of patient information registered

KifoueBbIME BBISIBIEHHBIMU TTPOOJIEMHBIMI MOMEHTA-
Mu Tepanuu naiumentoB ¢ B3K okasamuch mmpokoe
MCTIOJb30BAHUE MPENAPATOB IPYIIIBI S-aMIHOCATIITH-
JIOBOH KMCJIOTHI 1ipu 6osie3nun Kpona, HepocraTounoe
HCITIOTh30BaHNe peKTaTbHBIX ¢dopM S3-ACK mpm a3-
BEHHOM KOJIUTE, OTHOCUTEJbHO HeOOJIbINAsT 4acTOTa
IpUMEHEeHNs IMMYHOCYIIPECCOPOB [IJIST TOIIePKaHUS
pemuccun npu 6osieann Kpona. Takske ObLIO BBISIB-
JIEHO OTCYTCTBUE YHUMDUIIMPOBAHHOTO MOAXOJA K Ha-
3HAYEHUIO [TIOKOKOPTHKOUIOB U UMMYHOCYIIPECCOPOB
B aMOyJIaTOPHBIX JleueGHBbIX yupeskaenusx [18, 19].

Ipusnunbt GyHKIHOHHPOBAHUS
Perucrpa B3K CII6

TakuM 06pa3oM, aKTyaJdbHBIM TTPAKTUYECKUM BO-
MIPOCOM TOPOJICKOTO 3/[PABOOXPAHEHUST B KOHTEKCTE
B3K gBigerca HeoOXOAHMMOCTb CUCTEMATHYECKON
OIIEHKH SIMHIEMUOJOTHYECKUX IoKa3aTesuei, JIeMo-
rpaduecknX JaHHBIX, OCOOCHHOCTEH TeuyeHus 3a-
6oJieBaHusT U CTPYKTYPBl MCHOJIb3yeMoil crerudu-
yeckoll Ttepanuu B3K. Coorsercrsenno, ¢ yuerom
MJIAHOMEPHOTO Pa3BUTHST TU(POBU3ANUKA BO BCEX
06JIACTSIX TOCY/IAPCTBEHHOTO YIIPABJICHUS U JEJOTPO-
MU3BOJICTBA, KOTOpoe Habuojgaerca B Poccum B 110-
crequue roasl [20], B kauecTBe nH(PACTPYKTYpHOU
n uHdopmainmonHoit ocHoBbl Perucrpa B3K CII6
KomuteroM 10 3/paBoOXpaHeHuI0 ObLIO TPeJJIoKe-
HO wucnosb3oBarh 1udposbie pecypebl CII6 TBY3
MUAIL. Nmeromuiicst onbIT BHEAPEHUS PETUCTPOB
Ha 6asze CII6 T'BY3 MMUMAILIL, Takux Kak pPerucTpbl
MaIIeHTOB C XPOHWYECKOW CepAeYHOl HEeI0CTaTOU-
HOCTDBIO, OCTPBIMU HAPYIIEHUSIMA MO3TOBOTO KPOBOO-
Oparnienusi, OHK03a60JIEBAHUSMU, PETUCTP MAIIUEHTOB
C HOBOW KOPOHABUPYCHON WH(MEKINEH n Jpyrue, 1mo-
3BOJIMJI QJIAITHPOBATh WMeronecs MudpoBbie BO3-
MOKHOCTH K 0co6eHHOCTsIM otteHKr B3K. AnropurMmbr
ABTOMATH3UPOBAHHOTO HWH(MOPMAIIMOHHOTO 06MeHa
MEX/y MeIUIMHCKUMU WH(GOPMAIIMOHHBIMU CHCTe-
MaMu  JeueOHbIX yupexzaenmii  Cankt-llerepOypra
n CII6 TBY3 MMUAIL 1mo3Bojguin HHTEIPUPOBATH
Perunctp B3K CII6 B pernonanbuyio cucreMmy c6opa
MEJUIMHCKNX JAHHBIX TOCYJapCTBEHHONH WHQOpMa-
IIMOHHON CcHUCTeMbl «PernoHanbHblil (parMeHT emam-
HOHl TOCymapcTBEHHON WH(OPMAIMOHHOW CHCTEMbI
B cepe sapasooxpanenus» (TMC PETU3).

Epununeit nabuiogenns (yqua) B Peructpe
B3K CII6 sBasercsa ciaydail oOpaiieHus MalueHTa
¢ ycraHoBjieHHbM jauarao3dom B3K B sedyebroe yu-
PEeXICHIE TOPO/a TI0 TOBOAY AAHHOTO 3a60JeBaHUS

aub0 cuTyanus, Mpu KOTOPOH TpH oOpalieHuy Ma-
nuenta jauario3 B3K O6bur ycraHoBJseH BriepBble.
Memummackue WHOOPMAIMOHHBIE CHCTEMBI  JiedeH-
HBIX YYPEXKJIECHUN B paMKaX CHCTEMbl TOPOJCKOTO
3/IpaBoOXpaHeHss (DUKCUPYIOT OOpallleHus MNalueH-
TOB M CBSI3aHHYIO C JaHHBIM oOpalieHueM ompeje-
JIeHHy1o WHHOPMAIUI0 — B MEPBYIO o4Yepe/lb KOIbI
MKB-10, ornocsmuecst k kateropun B3K.

TakuM o6pasoM, OOIIECTATUCTHYECKIH MO/YJIb
perucTpa MO3BOJIAEeT IIPOAHATU3UPOBATD  CJIEAYIO-
e  AMHJeMUOJIoOTHYecKre Tokazarenmun 1o CaHkT-
[Tetep6Gypry B 11€J10M:

— kosmyectBo TarmenToB ¢ B3K, o6parusmuxcs
B JieueOHbIe YUPEXKACHUS 32 OTYETHDBIN MEPHO/;

— Harpy3Ka Ha CHCTEMY 3/[paBOOXPAHEHUS: KOJIU-
yecTBO aMOyJIaTOPHBIX OOpalleHHil; KOJUYECTBO TO-
CIUTAIHU3AININ; KOJTMYECTBO BBIZOBOB OPUTA CKOPOI
MeIMIIUHCKON ITOMOIIIN;

— KOJMYECTBO MAIMEHTOB, HAXO/AIIUXCS HA aMOy-
JIATOPHOM U CTAIlMOHAPHOM JIeYEHWH Ha OIIPe/esIeH-
HYIO J1aTy;

— y4acTue JedyeOHbIX YUPEKICHUN B OKa3aHUU Me-
JIUHCKON TtoMor marmentaM (yupesk/eHust pam-
JKUPYIOTCS 110 3HAYEHUIO TOKA3ATEJs): KOJUYECTBO
ofpalleHnii B yupex/eHne; KOJMYECTBO TAIMEeHTOB,
O0paTUBIINXCA B YUPEXKJCHHE; CPe/Hee KOJTMYECTBO
oOpalleHnil B yupexJeHrne Ha OJJHOTO MalNeHTa;

— KOJIMYECTBO YMEPIINX TTAIIMEHTOB: OT JIeTaJbHbIX
ocaoxknerwit B3K wa ¢one paHee ycTaHOBJIEHHOTO
jquarnosa B3K; oT sieTanbHbIX 0C/I0KHEHUIT BIIEPBbIe
BoistBAeHHOrO0 B3K; 0T HOBOOOpa3oBaHMIT KUIIEYHU-
ka Ha ¢one B3K.

[Ipu arom, momMuMo WHQOpPMANNU, 3aJOKEHHON
B kojie MKDB-10, nossosstioneit 3adukcupoBarb Ha-
JIMYWe y TMalueHTa S3BEHHOTO KOJHUTA Win OOJIe3HU
Kpona, mmeercst 6OJIBIION CIIEKTP BapuabeJbHBIX Xa-
PAKTEPUCTUK JaHHbIX 3aloseBannii (BapmaHT Tede-
HUS, HPOTSKEHHOCTb MOPA’KEHUS KHIEYHNKA, BHeE-
KUIIEYHbIE TMPOSABICHNS), HaJUYUEe ONPEAeJEHHBIX
IPYII [penapaToB /s JedeHUs U BO3MOXKHOCTb UX
KOMOWHHUPOBAHUS, BO3MOMHOCTH Pa3BUTHS HEXN3-
HEYTPOKAIONUX U KU3HEYTPOKAIONUX OCJIOKHEHMUI,
B TOM YuCJe TPEOYONMX XUPYPruuecKOTO JeUeHUs
— IJIAHOBOTO U 3KCTpeHHOoro. OYeBUAHO, YTO Takue
cnermudmunbie s B3K mapamerpnr HabJoaeHIs
HaIyenTa aBTOMATU3MPOBAHHBIM 06pa3oM Ipu obpa-
HIEHUH B JieyeOHOE YUPEXK/eHIEe He PErHCTPUPYIOTCS
B paMKax OObIYHBbIX (PYHKIMI MeIUITMHCKONW nHGOP-
MAIMOHHON CHCTEMBI CTAIIMOHAPA WJIH TOJUKJITHIKH.
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1 yyera TaknMX KIMHMYECKUX XapaKTePUCTUK ObLi
pa3paboTaH M ampoOUPOBAH T. H. «<HOPMATUBHBIN pe-
riaMeHT» UH(GOPMAIIMOHHOTO OOMeHa MEXIYy MeIu-
IIUHCKON WH(MOPMAIIMOHHOI CHCTEMON yUPesKIeHUS
n CII6 TBY3 MUAILIL, ocHOBO#I KOTOPOTO SIBJISIETCST
crernasbHas perucrpoBas opma, MHTEIPUPOBAHHAS
B CTAaH/JAPTHLIH MPO(UIb BBOJA [JAHHBIX O IAIMeH-
TE BPAYOM JIeUeOHOTO YUPEKJEHUS — PErucTpoBas
(opMa 3amnosiHgeTcA JeyaluM BpayoM Hapsay ¢ BBO-
JIOM B MEIUIUHCKYI0 WH(HOPMAIMOHHYIO CHUCTEMY
CBeJIeHUH o amarHose, sxajgo0ax, aHamHese 3aboJie-
BaHWS U MPOY., KaK MpU aMOyJATOPHOM OOpaIeHuH,
TaK U B PaMKaX TOCIUTAIU3AIIH.

CooTBeTcTBEHHO, TIPU WH(OPMAIIMOHHOM 00MeHe
memuimHckux yupexxjaennit 1 CII6 TBY3 MUAIL
B pamkax [MMC PETM3 na ypoBHe pernona ¢puxcu-
pyercsi obmmas nHdopManus 0 JaHHOM 3a60J€BAHUN

B 11e7i0M, B paspese kojgoB MKDB-10, nemorpaduue-
CKUX TOKa3areseil, MOCeIMEeHHbIX MalueHTOM Jeuel-
HBIX YUpEXJEHUil U Ap., B TO BpeMsl Kak creruduy-
wole a1 B3K mokaszartenm, KOTOpbIe MO3BOJSIIOT
O/THO3HAYHBIM 06pa30oM 3aUKCUPOBATD KIMHUYECKIE
XapaKTePUCTUKY 3a00JIeBaHNs, HTETPUPYIOTCS B Me-
JIUITITHCKYI0 NH(MOPMAIIMOHHYIO CUCTEMY YUPEsKIEHIS
U TO/JIEKAT BBOJY HEMOCPEJCTBEHHO JIEUANUM Bpa-
4oM TIpu aMOyJaTOPHOM IMpHeMe W/ TIPU BbIIHCKE
ManueHTa U3 CTalmoHapa.

Takum o6pazom, Perncrp B3K CII6 cocrout us aByx
B3aMMO/IOTIOJTHSIIONINX KOMIIOHEHTOB (MOTy.1ei):

1) o6mecrarucruyeckuii Moxysb Perncrpa B3K CIIG;

2) kauHndeckuit Moxyab Pernctpa B3K CII6.

[IpuHnunuaspbHas cXeMa  PEruCTpalUU  JIaH-
HBIX 00 o6pamenun manuedta ¢ B3K B seues-
Hoe yupexjaenne B Pernctpe B3K CII6 B pamkax

UHdopmauus 06 ambynaTtopHom obpalleHum
nauueHTa ¢ B3K

Information about an outpatient visit of a patient with IBD

|

WUHdopmauus o rocnutanusaumnmn
naymeHTa ¢ B3K

Information about hospitalization of a patient with IBD

|

MeguumHckas MHgOpMaLMOHHas cucTema
neye6GHOro yupexaneHus

Medical information system of a medical institution

!

FocynapcTBeHHasa HopMaLoHHas
cuctema «PervoHanbHbIn hparmeHT
eIMHOW rocyaapcTBeHHON
MH(OPMaLMOHHON cucTeMbl B cepe
3paBoOXpPaHeHUsI»

State information system “Regional
fragment of a unified state information
system in the field of healthcare”

CI6 NbY3 «MeauuuHckuii HopMaLIMOHHO-
aHanuTUYeCKuii LeHTp»

Saint Petersburg Medical Center
of Information and Analysis

Pernctp B3K
IBD Registry

Knunuyeckuit mopyns Peructpa B3K

Obuectatuctuyeckun mogynb Pernctpa B3K
General statistical module of the IBD Registry Clinical module of the IBD Registry

Pucynox 1. Cxema perucrpaiuu gaHubix o6 obpamiennn namnuenta ¢ B3K B seue6noe yupesxzaenue B Perucrpe B3K
CII6 B pamkax dynkunonuposanusi [IC PETU3

Figure 1. Scheme of data registration in the Saint Petersburg IBD Registry of the IBD patient’s admission at the
medical institution within the framework of the functioning of State Information System “Regional fragment of a
unified state information system in the field of healthcare”
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¢yurmuonuposanusi [MIC PETM3 mnpexacrasaena mpejicraBien Ha pucyHke 2. Omnucanue mopyJieir Pe-

Ha pucyHke 1. ructpa B3K CII6 npesicraBieno B tabuile 2.
[Mpunnun perucrpanun cneruduunbix aass B3K

napaMerpoB 3a00JieBaHUS B paMKaX KJIMHUYECKOIO Pegyapratel anpo6amuu Pernctpa B3K CII6

moaysst Permcrpa B3K CII6 mpu pa3auyHbIX Ba- Ananus JTAHHBIX 001IeCTaTUCTUIECKO-

pHuaHTax oOpaleHus nainuenTa B seque6Hoe yupesxgaenne ro  moayag Perumcrpa B3K  CII6  mposoautcs

npuema / rocnuTanusaum

Mokasatenn 8 pamkax ambynatopHoro

v Tepanua Ha MOMeHT obpaluerns (8 T.4. TUBT)
v OcnoxHenus B3K B aHamHese
(uM3Heyrpoxalole U HEXUSHEYrpoxatoLe)

BapuaHT TeveHusa B3K

G B Vb S R R

TaecTbaTtaku / pemuccus

|
|
|
|
BHekuLweyHble npossaexns B3K : ambynatopHoro
|
|
|
|

AHTpOMNoMeTpU4ecKme NoKasaTenun |

[Jemorpaduyeckune gaHHble L LT |
[maros : Mokasarenu ..
MokasaTtenu peTpocneKTUBHON OLEHKM: Jlokannzaumsa nopasxernsa KT NPOCNEeKTUBHOM
v’ Top ycTaHoBNEHWs anarHosa B3K dasaT sabo

v HasHayeHHas no
uToram

v Xupyprudeckoe nevenue no nosogy B3K s Tepanusa Ha MomeHT 0bpalyenms obpawenus/
aHamHese (87.4. TUBT) roCcnUTanusaLmMm
v Tepanwusa B3K B aHamHese (B T.4. [UEBT) v BeisneHHbie ocnoxHenuna B3K Tepanus (B T.u.
¥ Hanuuue HenepeHocumocTu Tepanuu B3K 8 (wusHeyrpoxaioumen | TUBT)
HewusHeyrpowalowme) 0 | l————2 97"
aHamHese 7

Petpocnektus-
Hble AaHHble

Mpocnektus-
Hble faHHble

PeTPOCﬂeKTMBHbIe
AaHHble

npOCﬂEKTMBHbIE
AaHHble

Amb6ynaTtop-
Hoe
ob6pauieHue

lfocnutanusauyms

Bpems NPOCNeKTUBHOro HabnoAeHUA NauueHTa

MomeHT
obpalieHus

Mepwvog
rocnuTanusauum

Pucynox 2. Amropurm peructpaiu crernuduunpix s B3K nmapamerpos 3a6osieBanusi B paMKaX KJIMHUYECKOTO

moayJist Perucrpa B3K CII6

Figure 2. Algorithm for registration of IBD-specific parameters of the disease within the framework of the clinical

module of the of Saint Petersburg IBD Registry

Tabauua 2. Mopynu Perucrpa B3K CII6
Table 2. Saint Petersburg IBD Registry modules

Oo6uiecTaTHCTHIECKUIT MO/ b
XapaKTepuCTHKa MOy s Peructpa B3K CII6
Module characteristics General statistical module

of the St. Petersburg IBD Registry

Kaunnueckuii Moy b
Peructpa B3K CII6
Clinical statistical module
of the St. Petersburg IBD Registry

Curygan oOpalleHnil TalneHToB B JedeOHbIe

yupeskaenns Cankr-IlerepOypra,
Elf&/)lguﬁg ?/ITI/?OE'; S — oro6pannbie 110 kogam MKB-10,
5 PerECT;BSiI{ COOTBETCTBYIOIMUM Bapuantam B3K

(sasBennprii koauT 1 6osesnb Kpona)

Principle of selection
of information for inclusion
in the IBD Registry

Cases of patient visits to medical institu-
tions in St. Petersburg, selected according
to ICD-10 codes corresponding to IBD vari-
ants (ulcerative colitis and Crohn’s disease)

Cirygan o6palieHuil nanneHToB

¢ yctanoByeHHbIM JuarHo3oM B3K, BHecennble
B PETUCTPOBYIO (POPMY MeIUIIMHCKOI
uHGOPMAIHOHHON CHCTEMBI JIedeOHOTO
YUPEKACHUS

Cases of patients visits with an established di-
agnosis of IBD entered into the register form
of the medical information system of the medi-
cal institution
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IIpodonxenue mabauypt 2. Mogynu Perucrpa B3K CII6
Continuation of Table 2. Saint Petersburg IBD Registry modules

Wcrounnk nnpopmarmmn

Source of information

Bce neuebnble yupeskaenus,
nozBeoMcTBeHHbIe KoMurery

1o 3apaBooxpanennio [IpaButerbcTBa
Canxkr-IlerepGypra

All medical institutions subordinate
to the Health Committee of the Govern-
ment of St. Petersburg

JleueOHble yUpEKIEHNs, B MEAUIITHCKYIO
NH(GOPMAIMOHHYO CHCTEMY KOTOPBIX
UHTETPUPOBAHA PETUCTPOBasi hopma

B3K (B pesknme anpobaliuu perucTpoBast
¢opMa UHTETPUPOBAHA B MEIUIITHCKYTO
NH(GOPMAIMOHHYIO CHCTEMY TOPOJICKOTO
nentpa B3K CII6 I'BY 3 «Enuzaserunckast
6OJIHUIA> )

Medical institutions in whose medical infor-
mation system the IBD register form is in-
tegrated (in testing mode, the register form
is integrated into the medical information
system of the IBD city center of St. Peters-
burg State Budgetary Healthcare Institution
«Elizavetinskaya Hospital»)

O6beM CTAaTHCTHIECKUAX
CBe/IeHUI

Scope of statistical
information

Wudopmarusa o namuentax ¢ B3K
B Macmrtabax Cankr-IlerepGypra B menom

Information about patients with IBD
in St. Petersburg as a whole

Mudopmarnus o nanuentax ¢ B3K,
06PATHBIINXCS B ONPEEJIEHHYIO TPYIIILY
JIe4e6HBbIX YUPEXKAeHUil ¢ HanGobIIei
oGpamtaeMocTbio manuerTos ¢ B3K,

B MEIUIMHCKYIO NH(GOPMAIIOHHYIO CHCTEMY
KOTOPBIX MHTETPHPOBAHA PErUCTPOBasi popma
B3K

Information about patients with IBD who ap-
plied to a certain group of medical institutions
with the highest number of patients with IBD,
in whose medical information system the IBD
registry form is integrated

OcHoBHasT aHATHUTHYECKAsT
nHpOpMaIs

Basic analytical information

[leMorpaduieckue JaHHbIE, KOJIMYECTBO
MAIMEHTOB 1 0OpaIleHuii 3a MeIUIIMHCKO
MOMOTI[HIO, HATPY3KA HA CUCTEMY
3/IPAaBOOXPAHEHMS, JIETAJTBHOCTD U JIP.

Demographic data, number of patients
and requests for medical care, burden
on the healthcare system, mortality, etc.

[leramusupoBanible JaHHble KacaTelbHO
oco6ennocreil Teuenns B3K,
SKU3HEYTPOXKAIOIIIX U HEXKM3HEYTPOKAIOMINX
OCJIOKHEHHUIT, XUPYPIrHYECKOTO JICYCHNUS,
HCIOJIb3yeMOl Tepanuu, jeMorpaduieckue
1 aHTPOIIOMETPHYECKHE JTaHHBIE

Detailed data regarding the characteristics

of the course of IBD, life-threatening and non-
life-threatening complications, surgical
treatment, therapy used, demographic and
anthropometric data

IIpeamer ucciemoBanust

Subject of study

SHI/IZIEMI/I()JIOFI/I‘-I&‘CKI/IG n [[eM()I‘p}l(i’)I/I‘-IECKI/Ie
TIOKa3aTeJji, CTPYKTypa MaToJIornn

Epidemiological and demographic
indicators, pathology structure

CrpyKTypa HaTOJIOTHH, Te4eHHe 3a00IeBaHUA,
a9 HEKTHBHOCTD M IePEHOCUMOCTD TePAITHI

Structure of the pathology, course of the dis-
ease, effectiveness and tolerability of therapy

HpI/IHHI/IHI/IaJI])HaSI
METO/10JIOTUA HAYYHOTO
aHa/In3a JaHHbIX PETUCTPa

Principle methodology
for scientific analysis of reg-
ister data

[Tonepeunnie (0HOMOMEHTHDIE)
WCCIeIOBAHNS W IMHAMIYECKOe CPaBHEHHe
HAKOILIEHHBIX JAHHBIX 32 PasHble
KaJteHzapHbie To/br (T. H. MaHeTbHbIe
UCCIIeJOBAHMST)

Cross-sectional (single-stage) studies

and dynamic comparison of accumulated
data for different calendar years (so-called
panel studies)

ITpocnexTuBHBIE KOTOPTHBIE HCCIIEA0BAHUS,
IIPU 9TOM HAnGOJIBIIYIO HAYYHYIO

1 TIPAKTUYECKYIO LIEHHOCTb UMEET MHOTOJIETHee
Hal/II0/IeHIe BIIePBbIE BBIIBICHHDBIX CJIyYaeB

B3K

Prospective cohort studies, with the greatest
scientific and practical value being long-term
observation of newly diagnosed cases of IBD

AJIFOpI/ITM aHaJIn3a JaHHbIX

Data analysis algorithm

Pacuer yacror/ oJ1eii M3y4aeMbIx
ToKa3aTesei

Calculation of frequencies/shares of studied
indicators

ABTOMATH3MPOBAHHAST OI[EHKA
3aIPOrpaMMHUPOBAHHbBIX COUETAHUI TaPaMeTPOB,
XapaKTepusyIolmx 6JaronpusiTHoe

1 HEOJIaronpHsTHOE TeYeHre 3a00IeBaHNs

U MCIOJb3YEMYI0 MEMKAMEHTO3HYIO TEPAIHIO

Automated assessment of programmed combi-
nations of parameters characterizing the fa-
vorable and unfavorable course of the disease
and the drug therapy used
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Pacnpegenernwne nayueHtos no ¢opme B3K, %

® FA.xonwr @ T Bapwaut B3K uamenance @ T E. Kpowa

Pucynox 3. Ctpykrypa Hozosnormuecknx BapnantoB B3K B Cankr-Iletep6ypre B 2019—2022 rr.
Figure 3. Structure of IBD types in Saint Petersburg in 2019—2022
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Pucynox 4. Bospactuas crpykrypa nanuertoB ¢ B3K B Cankt-IlerepGypre B 2022 r.
Figure 4. Age features of IBD patients in Saint Petersburg in 2022
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KonuyecTeo 06paTMEWMXCA 33 MEAWLWHCKONR NOMOWbLI0 NayverTos ¢ B3K no rogam

1 000 2 000 3000 4000

@® 2013 @ 2020 @ 2021 @ 2022

Pucynox 5. Kommuecrso namumentoB ¢ B3K, o6parusiiuxcst B jiedebnble yupeskaenust Cankr-IlerepGypra 3a nepuos
2019—-2022 rr.

Figure 5. The number of patients with IBD who applied to medical institutions in Saint Petersburg in 2019—2022

Harpy3ka Ha 3gpasooxpaHeHue :

10 000D

1000

== ¥ Ambynatophzie CMO =@ ¥ locnmtanuzaumy == T Brisoss! cKOPOM NOMOLA

Pucynox 6. Kosmuectso o6pamennii matmentos ¢ B3K B neuebnbie yupexaenus Canxr-IlerepGypra (amGynaropmble
o6palleHus, roCInTaIu3alii U BbI30Bbl OPUra/ibl CKOPOil IIOMOIIM B CBA3U € UMEIOIUMCs 3a60/IeBaHueM )

Figure 6. The number of visits of IBD patients to medical institutions of Saint Petersburg (outpatient visits, hos-
pitalizations and calls to the ambulance)
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KonuyecTeo nauveHTos B MO no rogam . KonuyecTtso obpaweruit 8 MO no rogam ;-

00 4000 5000 5000 10000 15000 20 000

Pucynox 7. Pamwxuposanue JeueOubix yupexaenuii Canxr-IlerepOypra (MeAUIMHCKIX OPraHU3aluii) 110 KOJUYECTBY
obpamienunit nainentos ¢ B3K 1o moBoay uMmeromerocst 3a6oseBanust 3a nepuog 2019—2022 rr.

Figure 7. Ranking of medical institutions of Saint Petersburg by the number of appeals of IBD patients in 2019—
2022

KonuuecTso yMepiumx no rogam

10
3 3
I 5 5 I 5
3
. : I I

. T Netanhsie ocnoxxenna B3K Ha done paxee ycTanoenesHoro guarxosa B3K . T Hosoolpaz0sanus KMWeUHIKa Ha pore B3K . T Ocroxweus Enepesie BeiBneHHOMO B3K Kax npruiHa neTansHoro cxoga

Pucynox 8. JlerasbHocts ot B3K B Cankt-Ilerep6ypre 3a nepnog 2019—2022 rr.
Figure 8. Mortality due to IBD in Saint Petersburg in 2019—2022
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B aBTOMATHU3MPOBAHHOM pEKHUME IIyTeM HCIOJb30Ba-
Hus uHOOpMaAIMOHHO-aHamTIYeckoro mMoayasi [MC
PETN3 B peskiMe «peajbHOTO BPEMEHU>.

KifoueBble pesyabTaTbl aHadn3a JaHHBIX OO0Ie-
craructiuyeckoro Mopayss Peructpa B3K CII6 ¢ wuc-
MOJTb30BAaHMEM — ABTOMATU3UPOBAHHOTO ~HWHMOPMAINOH-
Ho-aHasmTUyeckoro uHcrpyMentapus [UIC PETU3
B (hopmate WHOOTPAPUKN TIPE/ICTABIEHBI HA PUCYHKAX
3—8: crpykrypa Ho3zo10rmuecknx BapuantoB B3K, Bos-
pacTHas CTPYKTypa, OCOOEHHOCTH HATPY3KU HA CUCTEMY
3/IPAaBOOXPAHEHMUS, JIeTaIbHOCTD 110 npuunte B3K u mp.

TakuM o6pasoM, OOIIECTATUCTUYECKII MOIYJIb
Perncrpa B3K CII6 mo3BossieT Ha pPeryJsipHOil cu-
CTEMATHUYECKOIl OCHOBE OIIEHMBATH KJIOYEBbIE IITHJIE-
muosornyeckie acrnektol B3K B Macmitabax perunona,
AHAJIM3UPOBATh HArPYy3Ky Ha CHCTEMY 3/paBOOXpaHe-
Husg Cankr-IlerepGypra, oco6eHHOCTH MapIIpPyTH3a-
IIIU TTAIIHEHTOB U OIEHWBATH JIETATBHOCTD 1O MPUYNHE
JIAHHOIT TaTOJIOTHN.

Kmmanveckwit mogynb Perncrpa B3K CII6 ampo-
6upoBaH B paMKaxX paboTbl ropockoro meHrpa B3K
Ha Gaze CII6 I'BY3 «EmmzaBerwrckas GOJbHHIAS.
dopma perucrpa B COOTBETCTBHM C IOCJTEIHEN Bep-
cueil HOPMATHBHOTO peTJIaMEeHTa PETUCTpa WHTErpHu-
poBaHa B 2JIEKTPOHHYIO (HOPMY 3arOJHEHUsT JaHHBIX
o marmente; cnermduunas s B3K nndopmars
BBOJIUTCSI BPAyoM Tpu aMOYJATOPHOM IpHeMe Ialfi-
€HTa W TIPU BBIMNCKE TAIEeHTa TTOCe CTAIlnOHAPHOTO
JiedeHUsT B paMKax (DOPMUPOBAHUS JIEKTPOHHOTO BbI-
MMUICHOTO JMUKPU3A.

PerucrpoBast popma B cTpyKType mpoduiist BBOA
JIAHHDIX O TIAIMEHTE MeIUIMHCKON WH(OPMAITMOHHON
cucrembl CII6 I'BY3 «EnmsaBernnckas OoIbHHUIIA
Mpe/iCTaBIeHa Ha pUCyHKe 9.

PerucrpoBas ¢opma comepskut crenuuuHbIe
mas B3K xapakrtepuctuku 3aboseBanus u cdop-
MHpOBaHA TakuM 06pa3oM, 4TOOBI MUHUMH3UPOBATH
XPOHOMETPAXK €€ 3alOJHEHUs: MoKasarean (popMbl
3AIOJIHAIOTCS TIyTeM BbI6Opa BAPUAHTOB B BBINAJA-
OMUX MEHI0 MO KaXJIOMY U3 MYyHKTOB, HEMOCPE-
CTBEHHOTO BBOJa TpeGyeT TOJBKO TOJi yCTaHOBJIE-
mng auarao3a B3K. CooTBeTCTBEHHO, permcTpoBas
opma 3amosHsercss mpu KaxIOM ciaydae obpaiie-
Hus maiumeHTa B ropojckoii mentp B3K CII6 T'BY 3
«EnnzaBernnckas 60bHHIIA», T€M CAMBIM 06eCIevn-
Basi XPOHOJOTMYECKYIO HETPEPBIBHOCTD HAKOILJIEHUS
JAHHDBIX O TIallUeHTe.

ITo coctosamio Ha 07.03.2023 r. B paMKax ampo-
Garnu kanHndeckoro moaynas Perucrpa B3K CII6
aKKyMyJMPOBaHbBI JaHHbIe 0 598 marmentax ¢ B3K
B pamkax 694 snusonos obpaiieHuss B TOPOJCKOIL
nentp B3K CII6 ThY 3 «Enuszasetunckast 60ibHHIIAS .

CBeneHnst 0 CTPYKType oGpallleHWil MalueHToB
B ropozckoii 1eHTp B3K, mamHbIE 0 KOTOPBIX BHe-
ceHbl B KamHWYeckuii Moayab Permcrpa B3K CII6,
Mpe/ICTaBIeHbl B Tabaute 3.

B Hacrosiiiee BpeMsi IIPOBOJUTCST MPOTPAMMUPOBA-
HUe W HACTPOIKA aBTOMATU3MPOBAHHOTO aHATUTHYECKO-
ro 6Jjoka kanHmYeckoro momayJsi Peructpa B3K CII6,
Ha JIAHHOM 9Talle BHEIPEHUs PETUCTPa OH TO3BOJISET

BBINOJHATD TOJBKO «CPE30BbIi» aHAIN3, PEeICTABJI-
ot cTpyKTypy BapuantoB B3K, pemorpadmaecknx
HoKasareJieil, TIPOBOIMIMOII TepaIruu 1 TIp.

OcHoBHOH ~ 3azavyeidl  KIMHUYECKOTO  MOJYJISI
Peructpa B3K CII6 Gyser SIBASATHCS MPOCTEKTUBHOE
HaOJII0/IeHne 3a TedeHneM 3a007eBaHNS Y BKJIOUEH-
HBIX B peructp mnanneHToB. COOTBETCTBEHHO, IIPO-
rpaMMHUPOBAHNE W HACTPOIKA aHAJMTHYECKOTO OJI0KA
O6yZyT TPOBEIEHbI TNPHU HAKOIIEHHH [[OCTATOUYHOrO
yucsaa oOpalleHnii MalueHTOB B JedeOHOe yupesK/e-
HIe 32 [BYXJIETHUIl TIePUO/I.

Crenyer OTMETHUTH, YTO aBTOMATH3WPOBAHHBIN
AHAJTM3 IPOCIEKTUBHBIX JAHHBIX KJIUHIHYECKOTO
moayasi Pernctpa B3K CII6 He mpeamosaraer BbI-
IPY3KH HEKUX CJOMKHBIX MHOTOIOJbHBIX Ta6JIHIL
¢ HAGJIOJAEHUAMI U WX XapaKTepUCTUKAMU [ TIO-
CJIeJIYIOIIEr0 aHAIN3a «BPYUYHYIO», KAaK 9TO [[€TaeTCs
B paMKaxX aHAIM3a JaHHBIX HAYYHBIX MCCJEIOBAHII.
[TpuHIMI TpPOCHEKTUBHOTO aHamu3a OyAeT 3aKJio-
YaTbCS B OTHECEHWHW OTJEJbHBIX [IeTepCOHMMUIIN-
POBAHHBIX HAOMIOJEHUN K OIpeIeTeHHbIM TPYIIaM
KJIMHWYECKUX CUTYaIHii, 1MaOJOHbI KOTOPBIX OyIyT
3Q7I03KEHBl B AHAJUTUYECKHiT GJIOK TNPOrpaMMHBIM
o6paszoM. B wactHOCTH, 6yAyT BBIIEJEHBI OCHOBHBIE
«CUTyalluu PUCKa» HeGJATOIPUSITHOTO TeUyeHUsl 3a60-
JIEBaHWS, a TaK)Ke KJIMHUYECKWE CHUTYaIlul, MPU KO-
TOPBIX, HAIIPOTUB, I€JIM TEPAIMU [OCTUTAIOTCS B Kpa-
TKOCPOYHOUW U JIOJTOCPOYHOI TTepCHIEKTUBE.

[IpuMepaMu «CTaHIAPTU3UPOBAHHBIX MIAGJOHOB»
HeGJIaroNPUATHOTO TeueHUsT 3a00JI€BAHMUS MOTYT CJIy-
JKUTD CJIEYIONIe KJIMHUYEeCKIe CUTyaluu, 3adukcu-
POBaHHBIE B MPOCIEKTUBHBIX [TAHHBIX KIMHIYECKOTO
moaysia Perucrpa B3K CII6:

— B TedeHHe Toja HaGJOJeHNs (PUKCUPYeTCs He-
CKOJIBKO cJlyuaeB obpalleHusl B JedeGHOe yupesK/ie-
HHE ¢ COXPAHSIONMCS 000CTpeHNeM 3a00/1eBaHILT;

— B Te4yeHue ABYX u 6oJiee JieT HaOI01eHns Ipu 06-
panieHnu B JedeGHOe ydupex/eHne (puKCupyercs: He-
[pepbIBHOE PEIUINBUPYIOIlee TedeHne 3a60IeBaAHNS;

— y manueHTa Tpu oOpalleHnn Win B aHaMHe3e
3aperucTpUPOBAHO paHee OTCYTCTBOBABIIEE >XU3HEY-
rposkarolee OCIOKHEHNUE,;

— y maiueHTa B aHaMHe3e BIIEPBbIE 3aPETUCTPUPO-
BaH (DaKT XUPYPTHUYECKOTO JEUEHUS TI0 MOBOJY KU3-
Heyrposkaloliero ocioxkuenuss B3K.

W, HampoTuB, TPUMEPOM <«CTAH/IAPTU3MPOBAHHO-
ro ma6oHa» 6JATOIPUITHOTO TeyeHUs 3a60JI€BaHNUS
MOJKeT CUMTaThCs (DUKCANUS PeMUCCUU 3a60eBAHUS
IpH OCJIEeOBATEIbHBIX CJAydYasX OOpAIeHUs Mal-
eHTa B JeyeGHOe YUpelk/JeHWe B TedeHHe Toja Ha-
oJnioieHnda u 6oJiee.

ILian passutus u Bueapenus Perucrpa B3K CII6

Takum o6pa3oM, B Hacroglee BpeMs 3aBEpPIICHO
cosjlanne OOINECTATUCTUIECKOTO MOJYJISl W 3aBepire-
Ha ampolarms KJInHuYeckoro momayns Permcrpa B3K
CII6, mnpojosKaeTcss HAKOIJIEHHE TMPOCITEKTUBHBIX
JIAHHBIX B KJIMHUYECKOM MOJIyJie, 4TO B Osmkafiniee
BpeMsl TMO3BOJIUT anpoOUpoBaTh W HACTPOMTH ABTOMA-
TU3UPOBAHHbBIN aHATUTHYECKU GJIOK Perucrpa.
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Q) Craryc: PETUCTP B3K
Hozonorwyeckas ¢popma BocnanuTensHoro 3abonesaHun “
KMIEYHHKa
(Dasza Te4eHnn saboneBaHna v
Knuuuyeckuit BapuaHT Te4eHun zabonesaHus v

TNokanuzaumna NopaxeHUAa XenyJo4HO-KMWEeYHOro TpakTa

TaxecTe aTaku v

Wmetoummecn BHeKMILEYHbIE NPOABNEHHA BOCNANUTENBHOIO
3aboneBaHUA KMIWE4YHHKa

Buinonuanack nu BHWOEOMNEOKONOHOCKONKWA B TEYEHHE 1 Mecaua
Ao obpaumeHus Unu B geHs obpaweHuns

loa ycTaHOBNeHWA AWarHosa BocnanurensHoro aboneeaHus
KMIWEeYHUKa

Ceepgenun ob ocnoxHenuax B3K e HacToAwee BpeMA W B aHaMHeze

WHdopmauna of ocnoxHeHnax BocnanuTensHoro 3afionesanns kweynnka, BbIABNEHHBIX HA MOMEHT OBPAUIFHWA

BriABneHHOE npu OSPELIJ'eHVIM OCNOXHEHUW/ OCNOXHEHUA b

MmeroTcA N Ha MomeHT 06pallleHInA XU3HeyTpOKaKoLL e
OCNOMKHEHUA

WMudiopmauna of ocnoxHeHnAx BocnanuTensHoro safonesanns kmweynnka B AHAMHESE

OcnoxHeHne/oCnoXHEHNA B aHaMHe3e >

Mmenuce nu 8 aHamHese HN3HEeYTpoXaKLLine 0CNOXHeHNA TeUYeHnA

B3K
Wudopmauma o MegnkaMeHTO3HOM NeYeHnn

Ipynna npenapatos 6a3ucHoil Tepanii BocnanuTensHoro 3abonesaHuA

KiMLWeYHNKa, KoTopele nauueHt MONYYAET HA MOMEHT v
OBPALLIEHMA

lMpenapar reHHo-NH:XeHepHoil Bronoryeckoil Tepanum

BOCMANUTENLHOrD 3a60NeBaHNA KULLEYHIKA, KOTOPLIN NauMeHT .

nonyyaet HA MOMEHT OBPALLEHIA

Ipynnkl npenapatoe GasucHoil Tepanui BocnanuTensHoro 3aboneeaxna
KiLLeyHiKa, kotopyto nauwent MOMTYYATI PAHEE B AHAMHESE
MonyyenHele Npenapartkl FeHHO-WHXeHepHOI Bronoryeckoi Tepanun
BocnanuTensHoro 3abonesaquA kuweyHuka B AHAMHE3E
MHiopMauua 0 HaNWYUK rOPMOHANEHOR 33BUCUMOCTH W/MnK
rOPMOHaNLHOI Pe3CTEeHTHOCTH B aHamMHeae WNi B HacToAL ee Bpema

MHjopmauua o nepeHoCUMOCTY TEpPaniK FMHKOKOPTUKOWAaMN v

WMudopmauna of sddekTUBHOCTH Tepanun UMMYHOCYNPeCCopamm
(asatwonpwu, 6-mepkanTonypuH, MeToTpeKcar) B aHamHese inu B o
HacToAlee BpemA
MHiopmauua o nepeHoCHMOCTH TePaniul UMMYHOCYNPeccopami
(a3aTwonpuH, 6-MepKanToNypuH, METOTpeKCaT)
Wudopmauna o6 shekTMEHOCTH reHHo-WHxeHepHO Buonornyeckoil
Tepanuu B aHaMHes3e N B HacToALLee BPeMA
MHtopMauma o NepeHOCHMOCTH FeHHO-WHKeHepHoI Buonornueckoi
TEpanuu
CBefeHHA O XMPYPru4eCcKoM NeYeHWH BocnanuTensHoro
2aboneBaHuA KMWe4HUKa (ONepaunK Ha NUIEBaPUTENBHOM v
Tpakte) B AHAMHE3E
[poEOAMNMCE NK B aHaMHe3e onepaTBHbIe BMewarenscTea M0
MOBOMY XU3HEYTPOXAIOIMX OCNOXHEHUHA Teuenus v
BOCnanuTensHoro aboneeanua KMWeYHUKa

ConyTcTeytomume 3abonesaHun v

lpu 3aBepuweHnn cny4an obcnyxusBaHus

HazHauenHana no pe3yneTartam g4aHHoro OGPELL[EHMH TepanuAa
BOCNANWTENLHOro 3a00NeBaHNA KULLeYHIKA
HﬂHaUeHH&ﬂll‘lpﬂ,ﬂOﬂXeHHaﬁ no pesynstaramM AaHHoro oﬁpau.l,euua
FeHHO-WHXeHepHan Buonoruyeckan TepanuA BOCNanUTENLHOro i
3alloneBaHuA KNLWEeYHUKE

Pucynox 9. PerucrpoBast ¢popMa, UHTErPUPOBAHHAS B CTATyC MAallMeHTa B MEIUIMHCKOI MH(OPMAIIMOHHOI cucTeMe
CII6 TBY 3 «Enusasernnckas 60abHUIIA»

Figure 9. Registry form integrated into the patient’s status in the medical information system of Saint Petersburg
State Budgetary Institution “Elizavetinskaya Hospital”
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Tabauua 3. Ctpykrypa oOpalieHuil nareHToB B ropockoii iientp B3K CI16 T'BY 3 «EnmsaBerutckas
6OJIbHUIIAY, JJAHHbIE O KOTOPBIX BHECEHbI B KJAMHWUecKuil MoayJb Peructpa B3K CII6

Table 3. The structure of patient visits to the city IBD center of St. Petersburg State Budgetary
Healthcare Institution “Elizavetinskaya Hospital”, data on which are included in the clinical module

of Saint Petersburg IBD Registry

B ];:‘5)51621:;:63 aflzljlf/:}ll;{ﬂne Bapuanr oxasamus Bapuanr B3K IfI(;JLI[II/IJ:{?r:)ILO IégJ[::l‘:a(;{T;l‘?
: yip Me/IMIUHCKON MOMOIIH P . P
Variant of a referral Variant of medical care IBD variant Number Number
to a medical institution of patients of referrals
AMOYTaTOPHBIIT TIPUEM Bonesns Kpona
B Kabunetre B3K A ;g 201 233
MOYTaTOPHOE JIeUEHITE Crohn’s disease
Outpatient appointment Outpatient treatment Sl3BeHnbIi KOUT 1 230
in the IBD office Ulcerative colitis
Bonesun Kpona . .
o 1
Kp};g?l(gg?;; b Crohn’s disease
T Tl SI3BeHHDII KOJUT % =
CranuoHapHoe JieueHne Ulcerative colitis
Hospital treatment Bonesnp Kpona 36 %6
[lneBHoii crannonap Crohn’s disease
Day hospital SI3BeHHbII KOJUT
37 38
Ulcerative colitis
Beero / Total 598 694

Craenyromum stanom BHeapeHust Pernmcrpa B3K
CII6, peanusyeMbiM B HacCTOsIIlee BpEMsI, sIBJISIET-
cs  ONTUMM3AIMS HOPMATHBHOTO perjaMeHTa pe-
TUCTPOBOI  (POPMBI W BHEJpEHUE JIAHHOTO perJa-
MeHTa B MeAWIUHCKHE WHOOPMAIMOHHBIE CUCTEMBI
psifa JiedeOHBIX YUPEKIEHUN, T0ABEIOMCTBEHHBIX
Komurery mo 3apaBooxpanenuio IIpaBuresnbcTBa
Canxkr-Ilerep6ypra. IlapannesbHo ¢ JaHHBIM TIPO-
meccoM OyAyT pazpabGoTaHbl MPOTPAMMHDBIE AJTOPUT-
MbI OIIEHKH TedeHusi 3a60JeBaHusT U paszpaboOTaHbBI
MeTOJbl aHaan3a BausAHus crenududnpix misg B3K
dakTopoB Ha TeueHue 3a60JEBAHUSI, B TEPBYIO Oue-
pelb — MOJAXOJ0B K 0Aa3UCHON M T€HHO-MH)KEHEPHOU
tepanun B3K.

Takum o6pasom, dyHKIMOHUpOBaHue Perucrpa
B3K CII6 1mo3BoauT pemnuTh cjaeayioniue mnepBocTe-
MeHHble 3a/a4 B MaciitabaX peruoHa:

— OIlEHKa 3IUJIeMUOJIOTTYeCKUX 0COOeHHOCTeN
B3K B Canxkrt-IlerepOypre;

— JIMHAMUYECKas OIlEHKA XapaKTePUCTHK 3aboJie-
Banus naiuenToB ¢ B3K B Cankt-Iletepbypre;

— OIleHKa U [JIAHUPOBAHUE PECYPCOB 3 PaBOOXpa-
HeHust, TpeOyeMbIX /IS OKa3aHUsS MEeIWIIMHCKON 1o-
moru narrentam ¢ B3K B Cankr-IletepOypre;

— YCOBEPIIEHCTBOBAaHUE TIOJXO/I0B K Teparuu Ma-
nuenToB ¢ B3K Ha ocHOBaHWM MPOCIIEKTUBHOTO W3-
yUYeHUS TedeHHsT 3a00J€BAHUS C YYETOM CHeImpuKN
peruoHa.

PacemarpuBasi nienn cosganusi Perucrtpa, oco6oe
BHUMaHUE CJeJYeT y/AeauTb oleHKe 3PQeKTuBHOCTI
U [EePEHOCUMOCTH TEHHO-UHKEHEPHON OUOJIOTHYeCKOi

tepamin (TMIBT), nasmavennoil mammentam B CaHKT-
[lerep6ypre B yCJIOBUSIX peabHOW KJIMHUYECKOI
MPAKTUKHU, TaK KaK MalMeHTbl B MOJABJA0NEM GOJTh-
IIMHCTBE CJIy4aeB IMOJy4YyaoT JAHHOE JIOPOTOCTOS-
mee Jedenue Ha 06e3BO3ME3/HON OCHOBE B paMKax
JIBTOTHOTO JIEKAPCTBEHHOTO oOb6ecredyeHus, 4To Tpe-
OyeT TIATETbHOTO TUIAHUPOBAHUS TEePCOHUMUITITPO-
BAHHBIX 3aKYIIOK JAHHON KaTEropuu JIeKapCTBEHHbBIX
[PEeNnapaToB u MPOrHO3UPOBAHUS BO3MOYKHOCTEl HC-
M0JIb30BAaHUS TeX Uau WHbIX rpernapatoB TMBT.

B nannowm acrniekre Peructp B3K CII6 o6ecnieunt
YHUKAJIBHYIO BO3MOKHOCTb MHOTOJIETHETO HabJI0/1e-
HUA 32 MalMEeHTaMU, MOJYYaloIUMI TeHHO-UHKeHeP-
HYI0 OMOJIOTHYECKYIO TEPAINIO B YCJIOBUSIX PEAJTbHO
KJIUMHTYIECKON MPaKTUKU. BoimosHeHne gaHHON 3aa-
YU yIPOIIAeTcsl BCJAEJACTBUE TOTO, YTO B TOJABJISIO-
meM GOJIBITUHCTBE CJAyYaeB YKA3aHHDBIN BUJ TEPAIH
B3K B paMKax JIbrOTHOTO JIeKapCTBEHHOro obeciie-
YeHUsI MPOBOJUTCST B IBYX TOPOJCKUX IeHTpax B3K:
Ha Gase CII6 TBY 3 «I'opojckas kanHnyeckast 60Jb-
muna Ne 31» u CII6 I'BY3 «Eausaserunckas 60Jb-
HUIIa».

Nudopmarus 06 addeKTUBHOCTH, <«BbIKUBae-
MOCTH» Tepaluyd TeMU WM HHBIMU OHOJOTHYECKH-
MU TperapataMu B HAcTOsIlee BPeMs IIpe/iCTaBIeHa
MPENMYIIECTBEHHO B Ppe3yJbTaraX PaHAOMU3UPO-
BAHHBIX KOHTPOJUPYEMBIX KJIMHUYECKUX HCCIE0-
BaHUil, NMPOBEJEHHBIX Ha aTare pa3paboOTKH JaHHBIX
npenaparos, ju60 B paMKaxX PerucTpoB MaIMEHTOB,
CyHIECTBYIONNX B 3apyOeKHbIX CTpaHaX, UMEIONINX
cBoIO crenuduky moaxoaoB k npumenenunio [MBT

Poc xypH ractposuTepoJt rematon koaonpokros 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)



www.gastro-j.ru

Opurunanbhbie nccregoBanust,/ Original articles

B PA3JMUYHBIX KJIWHUYECKUX CHUTyalludX, KOTOpble
B OpraHM3allMOHHOM ILJaHe CYLeCTBEHHO OTJuYa-
I0TCS OT KJIWHWYECKON mpakTuku B Poccutickoit
Denepanun. 3aKOHOMEPHO, YTO UHMOPMAIHS O TIpe-
naparax 'MBT, pa3zpa6oTaHHbIX UCTOPUYECKU B YHUC-
Jie TIepBBIX, SABJseTcs 6oee TOTHON U olpe/ieIeHHON
(mampumep, B orHOmEeHUN MH(pIMKCUMAa6a W TPOYMX
UHrHOUTOPOB  (hpaKkTOpa HEKpo3a Omyxosu aibda),
B TO BpeMs KakK /JId APYTIHUX, 3aperucTpUpPOBAHHbBIX
B [IOCJIE/IHIE TO/IbI, IEPCIEKTUBHBIX Tpenapatos (Ha-
npuMep, st yeTeKnHyMaba) [aHHble CBEIEHUs TPO-
JTOJKAIOT HAKAIIMBATLCA B paMKax OGIIeMUPOBOI
1 POCCHUICKON KAMHUYECKOW TTPAKTUKU, B TOM YHCJIE
B paMKaX YCIICIIHOIO KJIMHMYECKOTO IPUMEHEHUS
B rtopoackux TteHTpax B3K Cankr-Ilerepbypra
NIpU JIeYeHUH TAllMeHTOB, B TOM 4YucJe ¢ HebJaro-
NPUATHBIM, HEINPEPBIBHO PEIUIUBUPYIONIIM U OC-
JIOKHEHHBIM TeueHneM 3a60JieBaHus.
Oyuknmonnposanne Permctpa B3K  CII6
B [JAHHOM CJyd4ae TIO3BOJUT TPOBECTH MOR00-
HOE TIPOCIEKTUBHOE AHAJTUTUYECKOE HCCJIe0BA-
Hue B MacmrabaX pPOCCUUCKOI HOIyJSIUN Taifu-
€HTOB B YCJOBHUSX PETHOHAJbHBIX OCOOEHHOCTEN
(pyHKIIMOHUPOBAHMUS CHCTEMBI 3/[PaBOOXPAHEHUS

n 6e3BO3ME3JHOTO OOecieueHus MalneHToOB Tpeoy-
eMoii 6MoJIOrnvYecKoil Tepammeil B paMKaX CTYIEH-
yatoro nojaxoja Kk repannu B3K «STEP-UP» [18].
Pesyabrarsl mog00HOTO TPOCHEKTUBHOTO HAaOJIIO/IE-
Hus OyAyT UMETh 3HAYNUTEJbHYIO HAYYHYIO M MpPaK-
TUYECKYIO II€HHOCTb, TaK KakK B IIePBYIO ouepe/lb
MO3BOJIAT YTOUYHUTH MOKA3aHUS K PaHHEMY Ha3Ha-
YeHUI0 OMOJIOTUYECKON Tepanuil, CHPOTHO3UPOBATH
BO3MOKHOCTH 3aMmeHbl npenapatoB MIBT B cayuae
nx HeapOEeKTUBHOCTH WJN HEIepeHOCUuMOCTH, 0600-
MUTh KJIWHWYECKUH OTIBIT JIJISI COBEPINEHCTBOBAHUS
Tepanuy JJAaHHOI KaTeropuy MalMeHToB.

Bropbiv, He MeHee BayKHBIM HarpasJieHreM (PyHKIHO-
nuposanust Perncrpa B3K CII6 Gyer orerka oco6eHHO-
creii ocnoxknenHoro tedenuss B3K u dakropos, Ha ¢one
KOTOPBIX ~ Pa3BWJINCh  KU3HEYTPOKAIOIINE  OCJIOMKHE-
nust. [lpexynpexeniie pasBUTHST OCJIOKHEHUH, B TOM
YyucJe KU3HEYTPOKAIONINX, SIBJASETCS OJHONW u3 Iiesieit
nosroppemennoii teparmn B3K. Cuemyer oTMeTuTb,
4TO /IS pelnenus gaanHoi 3anaun B Cankr-IlerepOypre
JUIST TIDOTHO3MPOBAHNUS OCJOXKHEHHOTO TeueHns1 B3K
Ha 6Gasze ropojckoro 1eurpa B3K CII6 T'BY3 6bu10
IIPOBEJIEHO  PETPOCIEKTUBHOE HCCIEJOBaHUe, B pe-
3yJibTaTe KOTOPOTO Ha OCHOBE HEWPOHHBIX CeTeil ObLIN

Tabauya 4. Torennmanpbhbie orpanundenust Perncrpa B3K CII6 u myTu ux HpeopoJieHust
Table 4. Potential limitations of the Saint Petersburg IBD Registry and ways to overcome them

HOTC]—[I.[I/laJII)HbIe OrpaHHY€HUA

Possible limitation Details

Jeramm3anus

IIytu pemenust
Solutions

nHbopMaIs OyaeT
OxBaT KINHIYECKAM

moxayseM Perncrpa B3K CII6
TOJIBKO OTIPE/IEJIEHHOM YacTu
MOy JISATIMY TIAIINEHTOB PErHOHA

erucTpoBasi hopma.
Coverage of part of the re- P P bop

gional patient population

Crermnduunas nis B3K

3ahUKCUPOBaHA B PETUCTPE TOJBKO
JUTSI TeX TAIMEHTOB, KOTOPbIe
06paTIINCh B Te JeueOHbIe
yUpeK/IeHHsI, B KOTOPbIX BHEJPEHA

IBD-specific information will

Pacmmpenwne mepevns rede6HO-
TPOMUIAKTHYECKUX YUPESKIEHNUH,
PETUCTPUPYIONINX TOKA3aTeJN
KJIMHIYECKOTO MOAyId. B KamHmdecKoit
npaktuke maiuenTol ¢ B3K, kak
MIPaBUJIO, HAOTIOAATOTCS B OJTHOM

1 TOM ’Ke Je4eOHOM YUPEXICHUN
(ropoackom nentpe B3K, paitonnoii
MOJMK/JIMHUKE W T. I1.), 9TO yMEHbIIAET
BEPOSITHOCTDH MCYE3HOBEHUS MAIIEHTA
13 MPOCIIEKTUBHOTO HAOGTIOICHUS B
OTIPE/IETIEHHOM YUPEKIEHUN.

by the clinical module
of the St. Petersburg IBD
Registry

be recorded in the registry only
for those patients who applied
to those medical institutions that
have implemented the registry
form.

Expanding the list of treatment and pre-
ventive institutions that record clinical
module indicators. In clinical practice,
patients with IBD are usually observed
in the same medical institution (city
IBD center, district clinic, etc.), which
reduces the likelihood of the patient dis-
appearing from prospective observation
in a particular institution.

Ilpu ormeHKe CTPYKTYPBI
teuennsi B3K B pamkax

MOy JISIIIA PE3YJIbTaThl MOTYT
ObITh CMENIEHDBI B CTOPOHY
6oJiee TSIKEJI0TO TEUEHUS

When assessing the pattern
of IBD within a population,
the results will be biased to-
wards a more severe course

B kioueBbie MeguIinHCKIE
YUPEKICHUS, 3aHUMAIOIIIeCS
JedenneM mamueHToB ¢ B3K

B paMKaX TOPO/ICKOTO
3IPaBOOXPAHEHNs], KaK MPABUJIO,
HaIPaBJISIOTCS MAIMEHTHI ¢ 6oJiee
CJIOKHBIM TeueHreM 3a00JIeBaHMs.

Key medical institutions treating
patients with IBD within the city
health care system tend to admit
patients with a more complex
course of the disease.

BbizesteHne B paMKax IPOCIEKTHBHOTO
Ha6JII0IeHIST KOTOPTHI IIALUEHTOB

¢ ne6oToM 3a60JIeBaHs, BIIEPBbIE
3adukcupoBannoM B Perunctpe B3K CII6

Identification, as part of a prospec-
tive observation, of a cohort of patients
with the onset of the disease, first
recorded in the St. Petersburg IBD
Registry
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Ipodonxenue mab.uypt 4. Torennmanpubie orpannyerns: Perucrpa B3K CII6 u myTn nx mpeoosieHust
Continuation of Table 4. Potential limitations of the Saint Petersburg IBD Registry and ways to

overcome them

B cayuyae 6saronpusitHoro
teyenusa B3K manumentsr moryT
He 00pamaThCs B JedeGHbIe
YUPEK/ICHUS

In the case of a favorable
course of IBD, patients may
not go to medical institutions

B cayuae 61aronpusiTHOrO 1 peiko
perauBupyloniero redesns B3K
HAIMEHTHI MOTYT 06PAIATHCS

B Jie4eOHbIE YUPEKJICHUS pPeKe,
YeM eXKeTOHO, YTO He MO3BOJIUT
OIIEHUTD JIAHHBIE O TTAIUEHTE

B OTYETHOM TOJy B paMKax
«CPE30BOT0» MOMEPETHOTO
UCCJIeIOBAHMS.

In the case of a favorable and rare-
ly recurrent course of IBD,
patients may visit medical institu-
tions less frequently than annual-
ly, which will not allow assessing
patient data in the reporting year
as part of a cross-sectional study.

Paciupenue mpo1o/KUTETbHOCTH
BPEMEHHOTO MEPUO/Ia, BKIIOYEHHOTO
B aHA/IM3: OIEHKA [TAHHBIX 3a 2-,

3- U S-JIeTHWIT epro HAOI0IeHUS
narueHToB. MHbopMamoHHas
KAMIIAHUST CPEJIU TaCTPOIHTEPOJIOTOB
0 HEOOXOUMOCTH CUCTEMATHYECKOTO
o6caenoBannsa manuenTos ¢ B3K

¢ npoduaakTUdeckoi nepio (B T. u.
B paMKaxX MEpONPUSATHII TPODIIAKTUKE
Pa3BUTHS KOJOPEKTAIBHOTO PAKa).

Extending the length of time included
in the analysis: assessing 2-, 3-, and
5-year patient follow-up data. Informa-
tion campaign among gastroenterologists
about the need for systematic examina-
tion of patients with IBD for preventive
purposes (including as part of measures
to prevent the development of colorectal
cancer).

CiroskHOCTH 0T6OPA JAHHBIX
B PaMKaX €Kero/[HbIX
«CPE30BBIX» TIONEPEYHBIX
nuccae10BaHuil

Difficulties in data selection
in annual cross-sectional stud-
ies

B crygae 6aronpusTHOTO U PEKO
perauBupyioiero reuennsgs B3K
HAIMEeHTHl MOTYT 06palaThCs

B JieueOHbIE YUPEKIEHUS PEKE,
4yeM exxerojgHo. B ciyuae
obpalieHus marneHTa HeCKOJIbKO
pa3 B TeueHne KaJeHIapHOTO
rojia B «CPe30BO€» UCCJIE0BAHIE
JIOJKHBI BKJIIOYATHCS JTaHHbIE
TOJIBKO OJTHOTO OGpalieHus B
MEIUIINHCKOE YUIPEXK/IEHIE.

In the case of a favorable and
rarely recurrent course of IBD,
patients may visit medical institu-
tions less frequently than annu-
ally. If a patient contacts several
times during a calendar year,

the cross-sectional study should
include data from only one visit
to a medical institution.

Pacimipenne mpo/ 10/ KUTEIbHOCTH
BPEMEHHOTO TIEPUO/IA, BKJIIOYEHHOTO

B aHaJM3: OIleHKA JAaHHBIX 3a 2-,

3- U S-JeTHWIT Iepro HaOI0IeHUS
MaIeHToB. B ciiydae MHOTOKPAaTHOTO
obpaleHns B T€YeHUE KaleHIapHOTO
rofia B aHajm3 OyayT BKJIIOYEHBI JaHHbIe
MOCJIe/{HEr0 OOPAIIEHsT TTalneHTa

B Jie4eGHOE yUpeXK/eHNe.

Extending the length of time included
in the analysis: assessing 2-, 3-, and
5-year patient follow-up data. In case
of multiple visits during a calendar
year, the analysis will include data
from the patient’s last visit to a medical
institution.

o4

pa3paboTaHbl [[Be KOMIIBIOTEPHBIE IPOIPAMMbI, IIEJTbIO
KOTOPBIX SIBJISIETCST TPOTHO3NPOBAHNE PA3BUTHS JKU3HE-
YTPOSKAIONIIX OCJIOKHEHHI SI3BEHHOTO KOJINTa 1 60JIe3-
HII KpoHa, a Takke MPOTHO3NPOBaHNE HEOOXOANMOCTH
B YPreHTHOM XHPYPTHYECKOM BMEIIATENbCTBE 110 TOBO-
NIy SKI3HEYTPOKAIONIETO OCIOKHEHUs] ¢ IPUMeHeHneM
BO3MOJKHOCTEN MCKYCCTBEHHOTO MHTeJiekTa [21, 22].

TakuMm o6pa3oM, K KJIIOUEBBIM METO/I0JOTHYECKUM
npeumyniectsam Perunctpa B3K CII6 MoxkHO OTHe-
CTH CJIeAyIoIne:

1) BO3MOKHOCTDH TIPOBEJICHUSI MHOTOJIETHETO He-
HIPEePHIBHOTO HAGIIOMEHNST MOy NalUeHTOB
¢ B3K B macmrabax pernona;

2) BO3MOYKHOCTD MPOBEJIEHNSI €KETOJHBIX «CPe30-
BbIX» MCCJeAoBaHuil monynsanuu nanuentos ¢ B3K
permoHa B aBTOMATH3MPOBAHHOM PEXKIIME;

3) sammra uHGOPMANUK O HMAIMEHTaX B PAMKax
MPOTOKOJIOB 3AIIUTHI TTEPCOHATHHBIX MAHHBIX MeIH-
IMUHCKUX UH(GOPMAITMOHHBIX CHCTEM.

Hecmorps wa mnpemmymiectBa, Peructp B3K
CII6 rtakke umMeeT W PsJ HOTEHIIMAJbHBIX OTpa-
nnuennii (ta6a. 4), mpeojgoseHue KOTOPBIX Gyaer
BO3MOYKHO TI0 Mepe HaKOIJIEHWS MacCHBa ITPOCIIEK-
TUBHBIX JAHHBIX.

3akaoueHue

Takum o6pasom, Perunctp B3K CII6, o6bennnsis
B CBOEIl CTPYKType OOIIECTATUCTUYECKUN U KIMHUYE-
CKUI MOJIyJIN, C OJHOM CTOPOHBI, TTO3BOJISIET OIIEHUTH
AMUIEMUOJOTHYECKIE U JieMorpaduieckie mokasare-
au namnpenToB ¢ B3K B macmrabax pernonHa um mpo-
AHAJTM3UPOBATh WX MApPUIPYTH3ANUIO U HATPY3KY
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Ha CHCTEMY 3/[PABOOXPAHEHUSs, a C JAPYTOil CTOPOHBI,
apasgercs 9(G@PEKTUBHBIM WHCTPYMEHTOM KJIWHUYE-
ckoil orenku reyenusa B3K.

C ydyeroM HHTErpaluu B TOCYJAPCTBEHHYIO WH-
(opmaronHyio cucreMy 31paBOOXPAaHEHUsT CPOK
¢ynxmmonnposanus Perncrpa B3K CII6 B MHOTrO-
JIETHEN TEePCIEeKTUBE IMOTEHIMAJbHO He OrpaHUYeH,
YTO IMO3BOJHUT PEHINTh HE TOJBKO IMEPBOCTENEHHDIE
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Aim: to present the principles of functioning of the regional registry of inflammatory bowel disease (IBD) patients in
Saint Petersburg on the basis of the City Health Information System (Saint Petersburg IBD Registry).

Key points. The Saint Petersburg IBD Registry consists of General Statistical Module and Clinical Module. The Gen-
eral Statistical Module is intended to analyze the prevalence of ulcerative colitis and Crohn's disease, the number of
patient visits to medical institutions; to assess the burden on the healthcare system, demographic characteristics,
routing and mortality for the whole region. The Clinical Module allows to assess the IBD features in prospective ob-
servation. The register case report form is integrated into the patient's status in the Medical Information System of
the medical institution. Saint Petersburg IBD Registry operates on the basis of the Saint Petersburg Medical Center
of Information and Analysis within the framework of the Regional Medical Data Collection System of the Russian state
information system “Regional Fragment of the Unified State Information System in the Healthcare Branch”. The ac-
cumulation of prospective data in the Clinical Module continues, which in the near future will make it possible to test
and configure the automated analytical block of the registry.

Conclusion. The functioning of the Saint Petersburg IBD Registry allows to achieve following primary goals within
region: assessment of the epidemiological features of IBD in Saint Petersburg; dynamic assessment of the disease
features; assessment and planning of health care resources required to provide care to IBD patients; improvement
of approaches to the treatment taking into account the specifics of the region; assessment of the effectiveness and
tolerability of specific treatment including biologics.

Keywords: inflammatory bowel diseases, ulcerative colitis, Crohn's disease, disease register, population register,
Saint Petersburg IBD Registry, Saint Petersburg, epidemiology
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"Prb0Y BO «CaHkT-lleTepbyprckuii rocyaapCTBEHHbIN neanaTpuydecknii MeanumMHCKui yHusepceutet» MuHucTepcTea
3apaBooxpaHeHnsi Pocecurickon ®@eanepaumnn, CaHkT-leTepbypr, Poccuiickas Penepaums
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MunucTepcTBa 3apaBooxpaHeHuss Poccurickori @enepaumm, CaHkT-lNeTepbypr, Poccuiickas @enepaums

3 Komutet no 3apaBooxpaHeHuto [paButensctBa CaHkT-leTepbypra, CaHkT-[eTepbypr, Poccurickas denepauus
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Llenb nccnepoBaHus: npeactaBuUTb NPUHLMNLI PYHKLIMOHMPOBAHUS PErMOHaNbHOIO perncTpa nauneHToB ¢ BOC-
nanuTenbHbiMK 3aboneBaHnamu kuwedHuka (B3K), npoxmeatowmx B CaHkT-NeTepbypre, Ha 6a3e ropoackomn UH-
dopmMaLMoHHOW cnucTemMbl 3apaBooxpaHeHus (Pernctp B3K CI16).

OcHoBHble nonoxeHus. Pernctp B3K Clr6 coctonT n3 06LLECTAaTUCTUYECKOrO 1 KIIMHUYeckoro moaynen. Obuue-
CTaTUCTMYECKNA MOAY/b MO3BOASIET NPOAHANM3MPOBaTh N0 PErMOHY B LLEJIOM MHDOPMALMIO O PaCipPOCTPAHEHHO-
CTW A3BEHHOro konuta n 6onesun KpoHa, konnyectse obpalleHnii NaLmeHToB B IeHEDOHbIE YHPEXOEHUS, OLLEHUTb
Harpy3Ky Ha CUCTEMY 34paBOOXPaHEHNs], OLLEHUTb AeMorpaduryeckme 0CoO6EeHHOCTM JaHHOM KaTeropum NaumneHToB,
MapLUpyTuU3aumio 1 netanbHocTb. KnuHnyecknin mopynb Pernctpa B3K Cl6 no3BonseT oueHUTb cneuy@uyHble
onsa B3K npuaHaku B npocnekTnBHOM HabnioaeHnn, pernctposas popma ans BHECEHUS MHPOPMaLMU NHTErpUpY-
€TCS B CTaTyC NauMeHTa B MeaMUMHCKON MHPOPMaLIMOHHOW cnucteme iedebHoro yupexaeHus. Pernctp B3K ¢yHk-
LUMoHupyeT Ha 6a3e CIM6 NBY3 «MeanumHckmin UHGOPMaLVMOHHO-aHAIUTUYECKUI LLEHTP» B paMKax permoHasbHom
cucTemMbl cbopa MeOULIMHCKUX OAaHHbIX FOCYAapPCTBEHHOW MHPOPMALIMOHHOM CUCTEMbI «PernoHanbHbIn pparMeHT
€4VNHOWN rocyAapCTBEHHOM MHPOPMALMOHHON CUCTEMBI B chepe 3apaBOOXpaHeHUs». [poaonkaeTcs HakonieHme
MPOCMNEKTMBHbIX JAHHbLIX B KIIMHUYECKOM MOAyJie, YTo B Gimkariluee BpemMs NO3BOMUT anpobupoBaTtb U HACTPOUTb
aBTOMAaTU3NPOBAHHbI aHaNUTUYECKNin 610K pernucTpa.

3aknuyeHue. OyHkunoHpoBaHme Pernctpa B3K ClM6 no3sonnt pelunTb cnenyolime nepBocTeNeHHbIe 3a4a4um
B MacluTabax permoHa: oueHka anuagemuonormndyeckmx ocobeHHocter B3K B CaHkT-lNeTepbypre; ouHammyeckas
OLIeHKa XapakTepucTuk 3aboneBaHms naumeHToB ¢ B3K B CaHkT-lNeTepbypre; oueHka 1 niaHMpoBaHne pecypcoB
30paBoOXpaHeHust, TpebyeMbix o1 okadaHus MeanunHCKor nomolum naumeHtam ¢ B3K B CaHkT-lMeTepbypre; yco-
BEPLLUEHCTBOBAHME NOAXOA0B K Tepanuu naumeHToB ¢ BK Ha 0CHOBaHMM NPOCNEKTUBHOIO N3yYeHNs TeHeHns 3a-
©0s1EBaAHNS C YH4ETOM CNELNPUKN PEFMOHA, B T. Y. U3ydeHne 9PPEKTUBHOCTU U MEPEHOCUMOCTU AJINTENIbHOM FreHHO-
VHXEHepHOM Gruonornyeckor tTepanuu.

KnioueBble cnoBa: BocnanntesibHble 3ab0IeBaHNS KULLEYHMKA, A3BEHHbIN KOAUT, 6one3Hb KpoHa, perncTtp 3abo-
JIeBaHUs, NONyNsaUMOHHbIV pernctp, Pernctp B3K CI6, CaHkT-MeTepbypr, anuaemMmonorus

KoH®NUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ana untupoBanus: Ycnexckuii KO.11., CapaHa A.M., MeneHTbeBa J1.H., A3eHok A.B., Metpos C.B., ®omuHbix H0.A., MeaHos C.B.,
Lllotnk A.B., Ceranb A.M., lopbadesa T.B., MNnotHukosa C.A., OpoHo K.B. MNepBbii perroHasbHblil perucTp nauyveHToB ¢ Bocnanm-
TeNbHbIMY 3ab60NeBaHMSMM KULLIEYHUKA HA 6a3e pervioHanbHoM MHOPMaLIMOHHOM CUCTEMbI 3apaBooxpaHeHns CaHkT-lMNeTepbypra:
NPUHLMNBI GYHKLMOHUPOBaHWS, peaysbTaTbl anpobaumm, nnaH pa3sutust. Poccriickunii XypHan racTposHTEpOorim, renatosiornm, Ko-
nonpoktonoruun. 2023;33(4):38-57. https://doi.org/10.22416/1382-4376-2023-33-4-38-57

Introduction which requires appropriate planning of resources
. . - allocated by the state.
Ulcerative colitis and Crohn’s disease belongs The Healthcare Committee of the Saint

to inflammatory bowel diseases (IBD) are one of
the most important diseases in gastroenterology.
They are socially significant diseases affecting
young and middle-aged people, they are charac-
terized by a progressive lifelong course and lead
to reduced quality of life and disability in case
of frequent recurrence and development of compli-
cations [1—4].

The IBD in Saint Petersburg is in the focus of
attention of the city health care because IBD pa-

tients ieﬁist.ered in ihtel ia%cnt Pet'ersbll'lfrgl on a dper— Also, with the participation of the Chief freelance
manent basis are entitled Lo receive Llelong drug .t roenterologist, the Healthcare Committee is-

treatment for IBD on a free-of-charge basis within sued Order No. 992p dated 24.12.2020 “Routing
the framework of regional drug benefits according of patients with inflammatory bowel diseases”,

to the regional law Saint Petersburg Social Code, which created the second specialized city clinic

Petersburg Government carries out systematic
organizational activities aimed to improving the
provision of medical care to patients with IBD.
Particularly in 2020 the Chief freelance gastroen-
terologist of the Healthcare Committee assessed
the quality of diagnostic and treatment measures
for IBD patients in Saint Petersburg as part of
the field monitoring of the organization of spe-
cialized gastroenterology care in outpatient and
inpatient medical institutions in Saint Petersburg.
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for IBD patients on the basis of Saint Petersburg
State Budgetary Institution “Elizavetinskaya
Hospital”. On 04.02.2022 the information letter
of the Healthcare Committee No. 01-18-301,/22-
0-0 systematized the registration of patients re-
ceiving biologics. At the end of 2022 a series of
clinical lectures “Routing and provision of spe-
cialized medical care to IBD patients at the outpa-
tient care” was held in six largest gastroenterolo-
gy outpatient clinics of Saint Petersburg intended
for the target audience of gastroenterologists and
physicians of therapeutic specialties. The aim of
the lectures is to improve the doctors’ practical
knowledge in the diagnosis and treatment of IBD.

Effective organization of patient care requires
an understanding of the prevalence, structure,
routing and specific features of IBD in the whole
city, which is necessary for making sophisticat-
ed decisions in city healthcare management. This
necessity became the starting point for the devel-
opment of the first regional IBD registry in Saint
Petersburg (Saint Petersburg IBD Registry). It
was developed on the initiative of the management
of the Saint Petersburg Government Healthcare
Committee and the Chief freelance gastroenterol-
ogist.

Disease registries as a tool for practical
healthcare and science

The term “disease registry” refers to a set of
systematically and comprehensively document-
ed information on individual patients, intended
for scientific, clinical or organizational purpos-
es as defined by the World Health Organization
[5]. The main feature of a disease registry is not
the amount of data collected, but its continui-
ty which implies systematic filling of the registry
with information [6].

Thus, in modern terms, a patient registry is
an organized system of data on patients with a
certain disease used for clinical, scientific and or-
ganizational purposes. Essentially it is an obser-
vational analytical study tool involving patients
with a certain disease. Registries make it possible
to assess the features of the course of the disease
in real clinical practice, risk factors, the effec-
tiveness of various treatment, the dynamics of
the patient’s condition, as well as the outcomes
of the disease, which significantly distinguishes
them methodologically from prospective clinical
trials, which usually involve a strictly delineated
patient population and an initially limited range
of scientific hypotheses to be tested within the
trial [7, 8].

Disease registries are actively used in health-
care in all developed countries, including through

IT implementation. Results of systematic analy-
sis of registry data are actively used by health
authorities for public health decision-making and
for extensive studies. Registries are also used to
develop recommendations for practicing medicine
aimed at improving the population health and
preventing unfavorable disease outcomes.

In IBD the international experience of popu-
lation registers of various levels implementation
is quite extensive and the largest number of them
are functioning in North America and Western
European countries, as well as in a number of
Asian countries, including China. Nevertheless,
among more than twenty active population regis-
ters, only some of them collect information directly
specified for IBD [6]. Most foreign IBD registries
are based on the systematic recording of insurance
cases with various diseases, but some of them take
into account specific features of the course of IBD
(for example, when enrolling patients in the reg-
istry through social networks for IBD patients)
[9]. At the same time, there is no unification of
the IBD case report forms accumulated in differ-
ent registries even within one country, which is
largely due to the different objectives for which
a particular registry was developed.

The use of IBD registries, which include
large data sets, makes it possible to solve scien-
tific and practical problems that are inaccessi-
ble for cohort studies involving a limited num-
ber of patients. For example, due to the Swedish
IBD registry it was revealed that the presence
of chronic colitis increases colorectal cancer risk,
but the colorectal cancer risk is not increased in
the closest relatives of patients with ulcerative
colitis compared to the general population [10].
Another example is the results of the data analysis
from the Danish IBD registry: results of the fol-
low-up observation of more than 1,500 patients
receiving tumor necrosis factor alpha inhibitors
compared to more than 50,000 patients who did
not receive this therapy revealed that the risk
of developing a serious opportunistic infection
within 90 days of its initiation increased by 60 %
when using this kind of biologics [11]. Another
relevant example is the international SECURE-
IBD registry, which is assessing the impact of
IBD therapy and comorbidity on the risk of un-
favorable course of the COVID-19 [12].

In Russian Federation data on patients with
IBD were analyzed within the framework of
two big studies ESCApe (2011) and ESCApe-2
(2013—2014), which assessed the structure, fea-
tures of the course and therapy of IBD in whole
Russia [13].
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Methodological and organizational
features of institutional and population-
based disease registries

Two types of disease registers are currently used
in Russia: institutional and population-based
registries. Institutional registries record infor-
mation on patients observed in a particular med-
ical institution. The main purpose of such regis-
tries is to provide systematized information on
patients, their treatment and outcomes of a cer-
tain disease in certain medical institution. Most
often such registries are used for administrative
purposes, as well as for assessing the quality
of medical care in hospital units. It should be
noted that institutional registry data sometimes
can be used in a limited way to assess epidemi-
ological features of a disease, primarily in the
case of rare diseases.

Two key limitations of institutional registries
arise from the principles of patient information
accumulation:

— It covers only a part of the total patient pop-
ulation-based in a certain territory belonging to
the medical institution;

— As a rule can only provide “snapshot” infor-
mation on a disease over a certain period of time,
and Medical Information Software do not provide
the possibility of automated systematic “tracking”
of the course of the disease in patients observed in
the medical institution.

In addition to the above-mentioned features,
institutional registries have other specific limita-
tions due to the IBD specificity (Table 1).

In Saint Petersburg information on IBD pa-
tients previously was accumulated and presented
in scientific publications as results of institutional
registries and databases analysis on patients ob-
served in separate medical institutions in different
cities and regions of country [14—16].

These principal limitations are overcome
through the implementation of population-based
registries. Unlike institutional registers, popula-
tion-based registries accumulate data on all cas-
es of diseases detected in a territorially localized
population, for example, in Saint Petersburg.
Only population-based registry allows for the as-
sessment of morbidity and prevalence of the IBD
in a certain territory, to estimate survival rates
and to control the spread of the disease [17].

According to the data accumulated by the Saint
Petersburg State Budgetary Institution “Medical
Information and Analytical Center” for the period
2018—2020, the prevalence of Crohn’s disease in
Saint Petersburg is about 72 cases per 100,000
population, the prevalence of ulcerative colitis is
about 90 cases per 100,000 population [18].

The first population-based multicenter study to
investigate the features of IBD in Saint Petersburg
was organized by the Healthcare Committee of
the Saint Petersburg Government and the Chief
freelance gastroenterologist in the 2020—2022. A
retrospective evaluation was conducted of clinical
features and therapy used in more than 1,000 pa-
tients with IBD who were treated in 42 outpatient
and polyclinic institutions and in 6 hospitals of
Saint Petersburg. Information on the prescribed
groups of drugs for IBD basic therapy, the sever-
ity of the disease course, the peculiarities of the
gastrointestinal tract lesions, the history of surgi-
cal interventions on the gastrointestinal tract, de-
mographic data (sex and age) and the basic drug
therapy of IBD were analyzed. As the results of
this study, it was found out that clinical features
of IBD in Saint Petersburg and features of basic
therapy in comparison with all-Russian indicators
show similar trends. The key identified problem-
atic points of therapy of patients with IBD were
the wide use of >-aminosalicylic acid drugs in
Crohn’s disease, insufficient use of rectal forms
of S-aminosalicylic acid in ulcerative colitis, rela-
tively low frequency of immunosuppressive drugs
use to maintain remission in Crohn’s disease. The
absence of unified approaches to the prescription
of corticoids and immunosuppressive drugs in out-
patient medical institutions was also revealed [18,
19].

Principles of functioning
of the IBD Registry of Saint Petersburg

An urgent practical issue of IBD healthcare
management is the need for systematic assessment
of epidemiologic indicators, demographic data,
features of the IBD course and the structure of
specific ICD therapy used. Accordingly, taking
into account the systematic development of IT
intervention in all areas of public administration
and record keeping which has been observed in
Russia in recent years [20], it was proposed to use
resources of the Saint Petersburg Medical Center
of Information and Analysis as the infrastructur-
al and informational basis of the IBD Registry
of Saint Petersburg. The existing experience of
implementing registries on the basis of the Saint
Petersburg Medical Center of Information and
Analysis, such as registries of patients with chron-
ic heart failure, acute cerebral circulatory disor-
ders, oncologic diseases, COVID-19 and others,
allowed to adapt the available digital capabilities
to the peculiarities of IBD assessment. Algorithms
of automated information exchange between the
Medical Information Software of state medical
institutions and the Saint Petersburg Medical
Center of Information and Analysis allowed to
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Table 1. Limitations of hospital registers of IBD
Tabauua 1. OrpaHudeHus: TOCIUTANBHBIX peructpoB B3K

Limitation
Orpannuenne

Details
Jeraansanus

Features of medical insti-
tutions that have the abil-
ity to create a hospital
register of IBD

OcobenHoCTH

JIeueOHBIX YIPEeRIEeHMI,
UMEIOIIUX BO3MOKHOCTD
opmMupoBanus
TOCITUTATBHOTO PETHCTPA

B3K

Hospital registries of IBD are available only in certain large and multidisciplinary
treatment-and-prevention and scientific institutions, which, as a rule, provide

not only outpatient, but also inpatient care for patients with IBD. Other medical
institutions where patients with IBD are routinely observed do not have similar
hospital registers.

TFocniuranbhblie peructpbl BSK nMeIoTcs TOMbKO B OTAEIbHBIX KPYITHBIX

1 MHOTONPOMUIBHBIX JTe9e6HO-TPODUIAKTHUCCKAX U HAYIHBIX YUPEKICHUAX,
KaK MPaBHJIO, OKA3bIBAIOIIIX HE TOJIbKO aMOYJIAaTOPHYIO, HO U CTAllHOHAPHYIO
momonb nareHTaM ¢ B3K. [Ipoune seue6Hble yUpekaeHNs, B paMKaX KOTOPBIX
pyTHHHO HabmogaoTes nanuentbl ¢ B3K, 1mo100HbIX TOCIUTANIBHBIX PErMCTPOB
He UMeIoT.

Territorial features
of the medical institution

TeppuropuaabHbie
0COOEHHOCTH J1e4e6GHOTO
YUPEKAEHHS

The structure and mechanism for routing patients to individual medical institu-
tions at the level of an administrative-territorial unit is not always obvious, which
does not allow territorial “generalization” of epidemiological data in relation

to the population living in a given territory as a whole.

He Bcersa oueBuiHa CTPYKTypa 1 MeXaHM3M MapUIPyTU3allMK HalUeHTOB

B OT/IeTbHBIE JedeOHbIe YUPEXKIEHNS Ha YPOBHE aJIMUHUCTPATUBHO-
TEPPUTOPUAJILHON €IMHUIIbI, YTO He MO3BOJISIET TEPPUTOPUAJIBHO «TE€HEPATN30BaTh»
3MN/IEMUOJIOTMYECKIE JTAHHbIE B OTHOIIEHUH TTPOKUBAIOIIETO HA IAHHOW TEPPUTOPUN
HaceJIeHUs B I[EJIOM.

Fundamental differences
between IBD patients
observed in hospital
registries and IBD pa-
tients living in the region
as a whole

[IpuHIMIITATbHBIE OTINYMS
HaGJTI0/IAEMbBIX B PaMKaX
FOCIIUTAIBHBIX PETHCTPOB
nmanreHToB ¢ B3K

or manuenTos ¢ B3K,
[IPOKUBAIONINX B PETMOHE
B I1€JIOM

In large treatment-and-prevention and scientific institutions, requests from pa-
tients with moderate and severe disease predominate, while information about
patients with mild disease is presented in a minimal amount. This feature is due
to the fact that patients with a mild course of the disease or with long-term remis-
sion of IBD are usually observed in the city healthcare system by gastroenterolo-
gists, therapists and general practitioners on an outpatient basis, outside of spe-
cialized centers.

B kpymnHbIX Je4e6HO-TPODMIAKTUIECKUX U HAYYHDBIX YUPEKIEHUSX MPE0OIa/IaioT
o6pamnieHns MaIleHTOB CO CPEHETSIKEIbIM U TSXKEJbIM TedeHIeM 3a60JIeBaHus,

B TO BpeMsl Kak MH(OPMAIHs 0 MAIMeHTaX C JETKUM TeYeHHeM 3a00JIeBaHUs
IIPE/ICTaB/IeHa B MUHUMAJIbHOM oObeMe. /laHHAst 0COGEHHOCTD CBSI3aHA C TEM,

YTO MAIMEHTDI C JIETKUM Ted4eHneM 3a60JIeBaHUST MU C [JINTETbHON PEMUCCHEN
B3K, kak mpaBuio, HaOGJIOAAIOTCS B CHCTEME TOPOACKOTO 3PABOOXPAHEHUST

y TacTPOIHTEPOJIOTOB, TEPANIEBTOB U Bpaveil OOIIel MPAKTUKKU B aMOYJIaTOPHOM
MOPSIIKE, BHE CIIEIMAJIN3NPOBAHHBIX I[EHTPOB.

Differences in the informa-
tion collection algorithm
between hospital registries

Pasmuus B anropurme
c6opa nHbOPMAIIH
MESK/y TOCTIUTATbHBIMI
perucrpamu

Within the framework of various hospital registries, there is no single algorithm
for collecting IBD-specific information and a single unified form of data registration.

B paMkax pasgmIHBIX TOCIUTATBHBIX PETUCTPOB OTCYTCTBYET €MHBIN AITOPUTM
c6opa B3K-cnennduunoit nundopmanun u equnas yaudunuposantas gopma
PErUCTPAINN JJAHHBIX.

Labor-intensive entry
of IBD-specific data
into the hospital registry

TpynoemkocTb BHECEHUS
JIAHHBIX, CTENN(MUIHBIX
i B3K, B rocinraabHBIN
perucTp

Registration of specialized information about IBD is not directly provided for
by the medical information systems of multidisciplinary medical institutions,
which requires manual transfer of data from medical records into a separately
existing standardized data form for the registry.

Perucrpanus crernmamnsupoBanHoit nHdopmaimn o B3K nanpamyio

He MpeycMaTPUBACTCS MEIUIIMHCKUMI NH(MOPMAIMOHHBIMI CHCTEMAaMHU
MHOTOTIPOMUIBHBIX JIeYeOHBIX YIPEKIEHUIT, 4TO TPEOYET PYIHOTO MEPEHOCA JAHHBIX
13 MEUIIMHCKOI JJOKYMEHTAIMK B OT/IEJIbHO CYIIECTBYIOIIYIO0 CTAaHAAPTH3NPOBAHHYIO
(opMy JaHHBIX JJIST PETUCTPA.

Features of register data
analysis

Systematic and continuous analysis of information in hospital registries is usually
limited to cross-sectional studies or retrospective cohort studies taking into ac-
count information specific to IBD. At the same time, natural difficulties arise

in interpreting the results of the above cross-sectional studies, due to the fact

that patients with IBD can visit medical institutions several times a year.
Accordingly, the accumulation of patient data over several years creates the need
to select the chronologically most recent registered cases of patient visits, which
potentially eliminates the information component of patient information registered
during earlier visits.
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Continuation of Table 1. Limitations of hospital registers of IBD
IIpodonkenue mabauupr 1. OrpaHUYeHNsI TOCIUTAIBHBIX perncTpoB B3K

Oco6eHHOCTH aHaI3a
JIaHHDbIX PErucTpa

CucreMaTHYecKii ¥ HENPEPBIBHBIH aHaIN3 MHQOPMAINH B TOCTIUTAIBHBIX PETHUCTPAX,
KaK TPABHJIO, OTPAHMYEH BBINOJHEHUEM OHOMOMEHTHBIX (TOIMEPEYHbIX) NCCIe0Ba-
HUI WK PETPOCIEKTHBHBIX KOTOPTHBIX MCCJIEZ0BAHMIL C y4eTOM MH(MOPMAINH, CIEI-
rranoit g B3K. Ilpn aToM BO3HMKAIOT 3aKOHOMEpHbBIE TPYAHOCTH MHTEPIIPETAIIN
PesyJIbTaToB BbIIIeyKa3aHHBIX MOMEPEYHBIX HCCAe/J0BAaHNH, CBSI3aHHbIE C TEM, YTO Ia-
menTsl ¢ B3K MoryT obpammarbest B tede6HbIe yUpPesK/IeHIsT HECKOJIBKO pa3 B TOY .
CooTBeTCTBEHHO, aKKyMyJINPOBAHIE JAHHBIX O MAIMEHTAaX 32 HECKOJIbKO JET CO3/1aeT
HEeo6X0IMMOCTb 0TGOPA XPOHOJIOTHYECKH HanboJee MO3/IHIX 3apErNCTPHPOBAHHBIX CJIy-
4yaeB OOpalleHnil TTAlMeHTa, YTO HOTEHINAIbHO HIUBEJUPYeT HH(OPMAIMOHHYIO COCTaB-
JISIONLYIO CBEJIEHHI O IallfieHTe, 3aperncTpPUPOBaHHbIX pu 6oJiee paHHUX OOPAIeHHsIX.

integrate the TBD Registry of Saint Petersburg
into the Regional Medical Data Collection System
of the Russian state information system “Regional
Fragment of the Unified State Information System
in the Healthcare Branch” (GIS REGIS).

The observation unit (record keeping) in the
IBD Registry of Saint Petersburg is a case of IBD
patient referral to a medical institution including
a first time IBD diagnosing. Medical Information
Software of medical institutions record patient
referral and certain information related to these
referrals, primarily ICD-10 codes related to the
IBD.

Thus, the General Statistical Module allows to
analyze the following epidemiological indicators
for Saint Petersburg:

— number of IBD patients applied to medical
institutions during the reporting period,;

— burden on the city healthcare: number of out-
patient visits; number of hospitalizations; number
of ambulance calls.

— number of patients have got the outpatient
and inpatient care at a certain date;

— participation of medical institutions in the
provision of medical care to IBD patients (insti-
tutions are ranked by the value of this indicator):
number of visits to the medical institution, num-
ber of patients who applied to the medical insti-
tution, average number of visits to the medical
institution per patient.

— number of died patients: from fatal complica-
tions of IBD against the background of previously
diagnosed IBD; from fatal complications of newly
diagnosed IBD; from colorectal cancer against the
background of IBD.

In addition to the information contained in the
ICD-10 code, which allows recording the presence
of ulcerative colitis or Crohn’s disease, there is a
wide range of variability in the characteristics of
IBD (variant course, extent of intestinal lesions,
extraintestinal manifestations), drugs for treat-
ment and its combinations, non-life-threatening
and life-threatening complications, planned and
emergency surgery. Obviously, such parameters of
patient observation specific to IBD are not record-
ed in an automated way when a patient visits a

medical institution as part of the usual functions
of the Medical Information Software of a clinic.

To take into account such IBD clinical char-
acteristics, the protocol of information exchange
between the Medical Information Software of
the medical institution and the Saint Petersburg
Medical Center of Information and Analysis has
been developed and tested. In other words, the
registry electronic case report form is filled out
by the attending physician along with entering
into the Medical Information Software informa-
tion about the diagnosis, complaints, medical his-
tory, etc., both during outpatient treatment and
hospitalization.

During the information exchange between
medical institutions and Saint Petersburg Medical
Center of Information and Analysis within the
framework of GIS REGIS information on the
disease is accumulated for Saint Petersburg as
a whole, in terms of ICD-10 codes, demograph-
ic indicators, medical institutions visited by the
patient, etc. Specific IBD features that allow
unambiguous registration of clinical characteris-
tics of the disease are integrated into the Medical
Information Software of the medical institution
and entered directly by the attending physician
during outpatient appointments or when the pa-
tient is discharged from the hospital.

Thus, the IBD Registry of Saint Petersburg
consists of two complementary components (mod-
ules): General Statistical Module and Clinical
Module.

The principle scheme of registering data on the
admission of an IBD patient in a medical insti-
tution in the IBD Registry of Saint Petersburg
within the framework of GIS REGIS functioning
is presented in Figure 1.

Results of testing
of the Saint Petersburg IBD Registry

Data analysis of the General Statistical Module
of the Saint Petersburg IBD Registry is performed
in an automated mode by using the information
and analytical module of GIS REGIZ in the “real

time” mode.
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The key results of the analysis of data from the
General Statistical Module using the automated
information and analytical toolkit GIS REGIS as
infographics are presented in Figures 3—8: struc-
ture of IBD, age distribution, specific features of
the burden on the city healthcare, mortality due
to IBD, etc.

Thus, the General Statistical Module allows
regular systematic assessment of key epidemiolog-
ical aspects of IBD on a region, analysis of the
burden on the city healthcare, specific features of
patient routing and assessment of mortality due
to this disease.

The Clinical Module has been tested within the
framework of the functioning of the specialized
IBD clinic of the Elizavetinskaya Hospital. The

registry case report form is integrated into the
electronic form of filling out patient data. The
registry case report form as part of the patient
data entry profile of the Medical Information
Software is presented in Figure 9.

The registry case report form contains disease
characteristics specific to IBD and is designed in
such a way as to minimize the timekeeping of its
completion. The form indicators are filled in by
selecting options in the drop-down menus for each
of the items and only the year of IBD diagnosing
requires direct input. Accordingly, the registry
case report form is filled in each time a patient
comes to the Elizavetinskaya Hospital, thus en-
suring chronological continuity of patient data
accumulation.

Information about
outpatient admission of a
IBD patient

N\

Information about inpatient
admission of a IBD patient

N\

Medical Information Software of
medical institution

V.
GIS REGIZ

Saint Petersburg Medical Center of
Information and Analysis

IBD Registry of
Saint

Petersburg

General Statistical Module Clinical Module

Figure 1. Scheme of data registration in the Saint Petersburg IBD Registry of the IBD patient’s admission at the
medical institution within the framework of the functioning of State Information System “Regional fragment of a
unified state information system in the field of healthcare”

Pucynox 1. Cxema perucrpaiuu Janubix o6 obpamiennn namuenta ¢ B3K B seue6roe yupesxaenne B Peructpe B3K
CII6 B pamkax ¢pynkunonnposanus [IC PETM3
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As of 07.03.2023, within the framework of
testing of the Clinical Module of the Saint
Petersburg IBD Registry, data on 598 patients
with IBD were accumulated within 694 episodes
of referral to the Elizavetinskaya Hospital.

Information on the structure of patients’ visits,
the data on which were entered into the Clinical
Module is presented in Table 3.

The automated analytical tool of the Clinical
Module of the Saint Petersburg IBD Registry is

Indicators within outpatient

admissions or hospitalizations:

v'Demographics

v'Diagnosis

v'Localization of gastrointestinal

lesions

v'Phase of disease course

v'Severity of attack / remission

v Course variant of IBD

v Extraintestinal manifestations

vIdentified complications of IBD

(life-threatening and non-life-

threatening) |

v'Anthropometric indices :
|

Retrospective evaluationindicators:

v'Year of 1BD diagnosing

v'Therapy at the time of referral (including
biologics)

v'History of IBD complications (life-threatening
and non-life-threatening)

v'Surgical treatment of IBD in past

vHistory of IBD therapy in past (including
biologics)

vHistory of intolerance to IBD therapy

|

I

: Prospective evaluation
: indicators:

| ¥'Therapy prescribed
: following outpatient

| referral/hospitalization
: (including biologics)

|
|

Prospective
data

Retrospective

data Retrospective data

Prospective data

Outpatient
admission

Hospitalization

Period of
hospitalization

Point of time of
outpatient admission

Figure 2. Algorithm for registration of IBD-specific parameters of the disease within the framework of the clinical
module of the of Saint Petersburg IBD Registry

Pucynox 2. Anropur™m perucrparmu creruduanbx aus B3K mapamerpos 3a6oseBaHms B paMKaxX KJIMHHYECKOTO
Moayas Perucrpa B3K CII6

Table 2. Saint Petersburg IBD Registry modules
Tabauua 2. Mopynu Perucrpa B3K CII6

General statistical module

Clinical statistical module

Module characteristics
XapakTepuCTHKA MOLYJIs

of the St. Petersburg IBD Registry
Oo6uiecTaTHCTHYECKUIT MO/ b
Peructpa B3K CII6

of the St. Petersburg IBD Registry
Kiunuueckuii MoayJib
Peructpa B3K CII6

Principle of selection
of information for inclusion
in the IBD Registry

IIpunnun or6opa
uHGOPMAIIH [IJIST BKIIOYEHUST
B Peructp B3K

Cases of patient visits to medical institu-
tions in St. Petersburg, selected according
to ICD-10 codes corresponding to IBD vari-
ants (ulcerative colitis and Crohn’s disease)

Cuy4yan o6palieHnil nanueHToB B TedeGHbIe
yupexxaenus: Cankr-IlerepOypra,
oro6pannbie 110 kKogam MKB-10,
coOTBeTCTBYOIMUM BapuantaMm B3K
(asBennplii kot u 6osesnb Kpona)

Cases of patients visits with an established di-
agnosis of IBD entered into the register form
of the medical information system of the medi-
cal institution

Curydan o6palieHuil nanmeHToB

¢ ycTaHOBJIeHHBIM amuarHo3oM B3K, BHeceHHble
B PErucTpoByio opMy MeaUIMHCKOI
NHGOPMAIMOHHON CHCTEMBI JIedeGHOTO
YUPEKIEHNS
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Continuation of Table 2. Saint Petersburg IBD Registry modules
IIpodonxenue mabauypt 2. Mogynu Perucrpa B3K CII6

Source of information

Wcrounnk naOpMarmm

All medical institutions subordinate
to the Health Committee of the Govern-
ment of St. Petersburg

Bce seue6HbIe yUpesKaeH s,
mojiBeioMcTBeHHbIe KoMuTeTy

1o 3/paBooxpanennio IIpaBuresnbcTsa
Caunkr-IlerepGypra

Medical institutions in whose medical infor-
mation system the IBD register form is in-
tegrated (in testing mode, the register form
is integrated into the medical information
system of the IBD city center of St. Peters-
burg State Budgetary Healthcare Institution
«Elizavetinskaya Hospital»)

Jleue6Hble yUpesKIEHNS, B MEAUIIITHCKYIO
HHGOPMAIMOHHYIO CHCTEMY KOTOPBIX
MHTETPUPOBAHA PETUCTPOBasi popMa

B3K (B pesxume ampobalny perucTpoBast
¢opMa UHTErpupOBaHA B MEIUIITHCKYTO
nHGOPMAIMOHHYO CHCTEMY TOPOICKOTO
nentpa B3K CII6 'BY 3 «EnunzaBerunckas
60JTbHUTIA» )

Scope of statistical
information

O06bEM CTAaTHCTHIECKUAX
CBeJleHUIT

Information about patients with IBD
in St. Petersburg as a whole

Wudopmanus o nammenrax ¢ B3K
B Macmtabax Camnkr-Ilerep6ypra B memom

Information about patients with IBD who ap-
plied to a certain group of medical institutions
with the highest number of patients with IBD,
in whose medical information system the IBD
registry form is integrated

MNudopmanus o nanuentax ¢ B3K,
06PATHBIINXCS B ONPE/EJeHHYIO TPYIITY
J1e4eOHbIX YUIPEKIEHUNA ¢ HAnGOIbIIEN
o6pamntaeMocTbio manuerToB ¢ B3K,

B MEIUIMHCKYIO MH(GOPMAIOHHYIO CHCTEMY
KOTOPBIX MHTETPHPOBAHA PETUCTpoBasi popMa
B3K

Basic analytical information

OcHOBHasI aHATUTHYECKAsT
nHbOpMaII

Demographic data, number of patients
and requests for medical care, burden
on the healthcare system, mortality, etc.

[lemorpaduueckue jaHHbIe, KOJIMYECTBO
MAIMeHTOB U OOpAIleHnil 32 MEAUIIMHCKOI
HIOMOII[bIO, HArPy3Ka Ha CHCTEMY
3/IpaBOOXPAHEHIs], JIETAIbHOCTD M JIP.

Detailed data regarding the characteristics

of the course of IBD, life-threatening and non-
life-threatening complications, surgical
treatment, therapy used, demographic and
anthropometric data

Jletamu3upoBaHHbIe [aHHbIE KacaTeJbHO
oco6ennocreil teyuenns B3K,
JKU3HEYTPOJKAIOIINX W HEXKM3HEYTPOKAIOIINX
OCJIOKHEHUI, XUPYPTrUYECKOTO JIEUEHNUs],
UCTIOJIb3y€EMOiT Teparii, aeMorpaduyeckue
U QHTPONOMETPHUYECKHE JIaHHbIE

Subject of study

HpeaMeT nccjieg0Bannsa

Epidemiological and demographic
indicators, pathology structure

OINEeMIOIOTHYECKIE H JleMorpaduiecKie
MOKA3aTeNn, CTPYKTYPa MaTOJIOTHA

Structure of the pathology, course of the dis-
ease, effectiveness and tolerability of therapy

CrpyKTypa TaToJIoThn, TedeHne 3a60IeBaHus,
3(pHeKTUBHOCTD U TIEPEHOCUMOCTD TEPAIUU

Principle methodology
for scientific analysis of reg-
ister data

IIpunnunmanbHas
METO/I0JIOTHS] HAyYHOTO
aHaJIM3a JIAaHHBIX PErucTpa

Cross-sectional (single-stage) studies

and dynamic comparison of accumulated
data for different calendar years (so-called
panel studies)

[Tonepeunnie (0OAHOMOMEHTHBIE)
HCCIIEIOBAHUS M JIMHAMUYECKOE CPABHEHUE
HAKOIJIEHHBIX JIAHHBIX 32 PasHble
KaJsleHapHbie rozibl (T. H. [aHeJbHbIe
HCCJTEIOBAHN )

Prospective cohort studies, with the greatest
scientific and practical value being long-term
observation of newly diagnosed cases of IBD

IIpocnekTuBHbBIE KOTOPTHBIE UCCJIE[OBAHNS,
IIPU 9TOM HauGOJIbIIYIO HAY4HYIO

1 TIPAKTUYECKYIO I[EHHOCTb UMeET MHOTOJIETHee
HalJIIo/ieHIe BIIepBbIE BBISIBIECHHDBIX CJIy4aeB

B3K

Data analysis algorithm

AJII‘OpI/ITM aHa/JIn3a JaHHbIX

46

Calculation of frequencies/shares of studied
indicators

Pacuer wactot/ osieli n3ydaeMbIx
IoKa3aTeJsei

Automated assessment of programmed combi-
nations of parameters characterizing the fa-
vorable and unfavorable course of the disease
and the drug therapy used

ABTOMATH3NPOBAHHASI OIlCHKA
3aIPOTPAMMUPOBAHHBIX COUETAHUI APAMETPOB,
XapaKTepU3yoIMNX 6IaronpusaTHOe

U HEOIATOTPHUSITHOE TeUeHre 3200 I€BAHMUS

1 HCIIOJIb3YEMYIO MEANKAMEHTO3HYIO TePaIuio
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Pacnpegenenue nayneHTos no popme B3K, %

IBD variants, %
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Ulcerative colitis Crohn's disease
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IBD variant was change

Figure 3. Structure of IBD types in Saint Petersburg in 2019—2022
Pucynox 3. Crpykrypa nozomnornuecknx BapuanroB B3K B Camnkr-IlerepOypre 8 2019—2022 rr.
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Figure 4. Age features of IBD patients in Saint Petersburg in 2022
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Figure 5. The number of patients with IBD who applied to medical institutions in Saint Petersburg in 2019—2022

Pucynox 5. Kosnuecrso naruentoB ¢ B3K, o6parusmuxcs B jeuebubie yupesxaenust Cankr-IlerepOypra 3a mepuos

2019—-2022 rr.
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Figure 6. The number of visits of IBD patients to medical institutions of Saint Petersburg (outpatient visits, hos-
pitalizations and calls to the ambulance)

Pucynox 6. Konmuecrso o6pautennii natuentos ¢ B3K B sieuebnbie yupexaenus Canxr-IlerepGypra (amGynatoprble
o6palieHus, TOCIUTAIU3AINE U BbI30BbI GPUra/ibl CKOPOIl OMOIIM B CBA3M ¢ UMEIOMINMCs 3a00J1eBaHNEM )
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Figure 7. Ranking of medical institutions of Saint Petersburg by the number of appeals of IBD patients in 2019—

2022

Pucynox 7. Pamskuposanue jieueGubix yupexaenuii Cankr-IlerepOypra (MeAMIMHCKIX OPraHU3aluii) 110 KOJUYECTBY
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Figure 8. Mortality due to IBD in Saint Petersburg in 2019—2022
Pucynox 8. Jleranbrocts or B3K B Canxt-IlerepGypre 3a nepuoza 2019—2022 rr.
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currently being programmed and customized. At
this stage of the registry implementation, it al-
lows to perform only a cross-sectional analysis,
representing the structure of IBD types, demo-
graphic indicators, drug therapy, etc.

The main task of the Clinical Module will be
follow-up monitoring of the disease course in pa-
tients included in the registry. Accordingly, pro-
gramming and customization of the analytical tool
will be carried out when a sufficient number of
patient’s visits to a medical institution over a two-
year period has been accumulated.

It should be noted that the automated analy-
sis of prospective data from the Clinical Module
does not involve uploading complex multi-field
tables with observations and their characteris-
tics for further analysis “manually”, as is done
in the analysis of research data. The principle of
prospective analysis will be to assign individual
depersonalized observations to certain groups of
clinical situations, the templates of which will be
programmed into the analytical tool. In particular,
the main “risk situations” of unfavorable disease
course will be identified, as well as clinical situa-
tions in which the goals of therapy are achieved in
the short and long term.

The following clinical cases recorded in the
prospective data of the Clinical Module can serve
as examples of “standardized patterns” of unfavor-
able course of the disease:

— during one year of follow-up there are several
cases of referral to a medical institution with per-
sistent exacerbation of the disease;

— during two or more years of observation, a
continuous recurrent course of the disease is reg-
istered at the time of referral to a medical insti-
tution;

— the patient has a previously unavailable
life-threatening complication registered at the
time of treatment or in the past;

— the patient has a history of the first surgical
treatment for a life-threatening complication.

In contrast, an example of a “standardized pat-
tern” of a favorable course of the disease can be
considered to be the remission status of the dis-
ease in consecutive cases of the patient’s referral
to a medical institution during a year of observa-
tion or more.

Saint Petersburg IBD Registry development
and implementation planning

Thus, the development of the General Statistical
Module has been completed and the testing of the
Clinical Module has been completed too. The
accumulation of prospective data in the Clinical
Module continues, which will soon allow testing

and customization of the registry automated ana-
lytical tool.

The next stage of implementation of the Saint
Petersburg IBD Registry is optimization of the
case report form and its implementation to Medical
Information Software of a number of medical in-
stitutions under the jurisdiction of the Healthcare
Committee of the Saint Petersburg Government.
In parallel with this process, analytical software
algorithms will be developed to assess the course
of the disease and efficacy of conventional therapy
and biologics.

Thus, the functioning of the Saint Petersburg
IBD Registry will allow to achieve following pri-
mary tasks in the region as a whole:

— Assessment of epidemiologic features of IBD
in Saint Petersburg;

— Dynamic assessment of disease characteristics
of IBD patients in Saint Petersburg;

— Assessment and planning of healthcare re-
sources required to provide medical care to pa-
tients with IBD in Saint Petersburg;

- Improvement of approaches to therapy of IBD
patients on the basis of prospective studies taking
into account the specifics of the region.

Considering the goals of the registry, special
attention should be paid to assessing the effective-
ness and tolerability of biologics prescribed to pa-
tients in Saint Petersburg in real clinical practice,
since patients in the vast majority of cases receive
this expensive treatment free of charge within the
framework of preferential drug coverage, which
requires careful planning of personalized procure-
ment of this class of drugs.

From this point of view, the Saint Petersburg
IBD Registry will provide a unique opportunity
for long-term follow-up of patients receiving bi-
ologics in real clinical practice. This task is sim-
plified due to this kind of IBD therapy is carried
out in two main IBD-specialized clinics in Saint
Petersburg (City Clinical Hospital No. 31 and
Elizavetinskaya Hospital).

Information about the effectiveness and “sur-
vival” of therapy with certain biological drugs is
currently presented mainly in the results of ran-
domized controlled clinical trials conducted at the
stage of development of these drugs, or within the
framework of patient registries existing in foreign
countries, which have their own specific approach-
es to the use of genetically engineered biological
therapy drugs in various clinical situations, which
in organizational terms differ significantly from
clinical practice in the Russian Federation.

It is obvious that information on biologics
developed historically firstly is more complete
and certain (e. g., for infliximab and other tu-
mor necrosis factor alpha inhibitors), while for
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Status: IBD Registry

IBD type (ulcerative colitis / Crohn's disease

Phase of disease cource (flare / remission)

¥ Type of disease course

Gastrointestinal tract lesions

Current attack severity

Extraintestinal manifestations
Whether a colonoscopy was performed within the last month

Year of the IBD diagnosing

Wndopmauns 06 ocnoxHennax socnanutensHoro 2afoneeanns kuweunuka, BBIABNEHHLIX HA MOMEHT OBPAUIEHWUA

-

-

-

-

-

Complications revealed at admission

Presence of life-threatening complications at admission

Wndiopmauns 06 ocnoxHennax socnanutensHoro 3afonesanua kuweunnka B AHAMHE3E

Complications in past

Life-threatening complications in past

Drug therapy at the time of referral

Biologics at the time of referral

Drug therapy in past
Biologics in past
Steroid resistancy or dependency

Steroid therapy tolerance

Immunosupressors efficacy
Immunosupressor tolerance
Biologics efficacy

Biologics tolerance

Surgery in past

Surgery for life-threatening complications in past

Concomitant diseases

Prescribed drugs

Prescribed biologics

Figure 9. Registry form integrated into the patient’s status in the medical information system of Saint Petersburg

State Budgetary Institution “Elizavetinskaya Hospital”

Pucynox 9. PerucrpoBasg ¢opMa, HHTETpUPOBAHHAS B CTaTyC MallieHTa B MeIUINHCKOH WH(OPMAINOHHON cHcTeMe

CII6 IT'BY 3 «Enusaserunckas 60JIbHUIIA»
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Table 3. The structure of patient visits to the city IBD center of St. Petersburg State Budgetary
Healthcare Institution “Elizavetinskaya Hospital”, data on which are included in the clinical module

of Saint Petersburg IBD Registry

Tabauua 3. Ctpykrypa oOpalieHuil nareHToB B ropockoii ientp B3K CI16 T'BY 3 «EsmsaBerutckas
6OJIbHUIIAY, JJAHHbIE O KOTOPBIX BHECEHbI B KJauHWUecKuil MoayJb Peructpa B3K CII6

Variant of a referral g : Number Number
to a medical institution Va]r;:nptl a(;an(;i(;gczl;;lnc,lare IBD variant of patients of referrals
Bapuant o6pamenus Me Mp MHCKOM TOMOLH Bapuantr B3K KoanuectBo KommuectBo
B JieueOHOe yupeskaeHue AHIL 1 NalHUEHTOB oGpamenuii
Crohn’s di
Outpatient appointment B(I;?IeZI;Hsb Iﬁ)eség 201 233
in the IBD office Outpatient treatment
AMOYJTaTOPHBIN TIpUeM AMOyJaTopHOE JIe4eHne . .
B kadunete B3K Ulcerative colitis 211 230
$13BEHHBIN KOJIUT
Crohn’s disease
70 105
24-hour hospital Bosnesup Kpona
Kpyraocyrounblii
CTannoHap Ulcerative colitis 43 52
q o
Hospital treatment SBCHHDIH KO
CranuonapHoe JiedeHne .
Crohn’s disease 36 36
. bonesup Kpona
Day hospital
€BHOM CTAI[MOHA
AuenHoit crauuonap Ulcerative colitis 37 38
$I3BEHHBIN KOJIUT
Total / Bcero 598 694

other promising drugs registered in recent years
(e. g., ustekinumab) data continue to accumulate
in the framework of global and Russian clinical
practice, including the successful clinical use in
the specialized IBD clinics in Saint Petersburg in
the treatment of IBD patients, including those who
have been treated with ustekinumab.

The Saint Petersburg IBD Registry will make it
possible to conduct a prospective analytical study
in the Russian patient population under the con-
ditions of regional peculiarities of the healthcare
system functioning and free provision of patients
with the required biologics within the framework
of the "STEP-UP” approach [18]. Results of pro-
spective observation will be of significant scientific
and practical value, as they will first of all allow to
clarify the indications for the early administration of
biologics, to predict the possibility of replacing bio-
logics in case of their ineffectiveness or intolerance,
to generalize clinical experience to improve the IBD
therapy.

The second important component of the Saint
Petersburg IBD Registry will be the assessment
of the complicated course of IBD features and the
factors that led to the development of life-threat-
ening complications. Prevention of complications,
including life-threatening complications, is one of
the goals of long-term therapy of IBD. Tt should be

noted that in order to solve this problem, a retro-
spective study was conducted in Saint Petersburg to
predict the complicated course of IBD, as a result
of which two software programs were developed on
the basis of neural networks. The purpose of these
software programs is to predict the development of
life-threatening complications of ulcerative colitis
and Crohn’s disease, as well as to predict the need
for urgent surgical intervention for life-threatening
complications [21, 22].

Thus, the key methodological advantages of the
Saint Petersburg IBD Registry include the follow-
ing:
1. possibility to conduct multi-year continuous
follow-up observation of the IBD population in
Saint Petersburg;

2. possibility to conduct annual cross-sectional
studies of the IBD population in Saint Petersburg;

3. protection of patient information within the
framework of personal data protection protocols of
Medical Information Software.

Despite its advantages, the Saint Petersburg IBD
Registry also has a number of potential limitations
which will be overcome as prospective data are ac-
cumulated (Table 4).

Conclusion
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Thus, the Saint Petersburg IBD Registry,
combining the General Statistical Module and
Clinical Modules, on the one hand allows to as-
sess epidemiological and demographic indicators
of IBD patients in Saint Petersburg and analyze
their routing and burden on the healthcare. On
the other hand, it is an effective tool for clinical
evaluation of the IBD course.

Taking into account the integration into the

period of functioning of the Saint Petersburg IBD
Registry in the long-term perspective is potentially
unlimited, which will allow to solve not only the
primary organizational tasks of optimizing patient
routing and planning of healthcare resources in
Saint Petersburg, but also to obtain in the future
a sufficiently complete view of the disease struc-
ture, clinical course and therapy of IBD in the
region, which will allow to optimize approaches

state information

system of healthcare,

the

to the IBD medical care in the future.

Table 4. Potential limitations of the Saint Petersburg IBD Registry and ways to overcome them
Tabauya 4. Torenrmanbhbie orpannderust Perncrpa B3K CII6 u myTn ux mpeooseHust

Possible limitation
IToTennuaabHbBIE OrpaHHYEHHS

Details
Jeramusaius

Solutions
ITytn pemenus

Coverage of part of the re-
gional patient population
by the clinical module

of the St. Petersburg IBD
Registry

OXxBaT KJIMHIYECKNM MOJYJIEM
Perucrpa B3K CII6 wactn
HOITYJISIUN MAINEHTOB PETHOHA

IBD-specific information will

be recorded in the registry only
for those patients who applied

to those medical institutions that
have implemented the registry
form.

Cremmudnunas gos1 B3K
uHdopmaiust Gyrer
3a(UKCHPOBAHA B PETUCTPE TOJBKO
JUISL TEX TMAIIEHTOB, KOTOPbhIE
06paTHINCh B Te JieueOHbIe
YUPEKIEHHsI, B KOTOPbIX BHEAPEHA
peructpoBast ¢popma.

Expanding the list of treatment and pre-
ventive institutions that record clinical
module indicators. In clinical practice,
patients with IBD are usually observed
in the same medical institution (city
IBD center, district clinic, etc.), which
reduces the likelihood of the patient dis-
appearing from prospective observation
in a particular institution.

Pacmmpenne niepevnst geqeGHO-
MPOUITAKTUIECKIX YUPEK/IEHNUT,
PETUCTPUPYIONIIX TTOKA3ATETN
KJIMHUYECKOro MOAyJisi. B KimHMYecKoit
npakTuke manuenTsl ¢ B3K, kak
MpaBmUJIo, HAGIIOAAIOTCS B OJHOM

U TOM Xe JIe4eOHOM YUPesK/eHUH
(roponckom nentpe B3K, paitonHoit
HNOMMKJMHUKE U T. 1I.), YTO YMEHbIIIaeT
BEPOSITHOCTH MCYE3HOBEHUSI MAIIEHTA
U3 MPOCIEKTUBHOTO HAGTIOIEHNUS

B OIIPE/IEIEHHOM YUPeKIeHHN.

When assessing the pattern
of IBD within a population,
the results will be biased to-
wards a more severe course

ITpu oueHke CTPYKTYpbI
teuennsg B3K B pamkax
IHOILYJIALMN Pe3yJIbTaTbl OyLyT
CMEIIeHbI B CTOPOHY 6oJiee
TSIKEJIOTO TeYeHHs

Key medical institutions treating
patients with IBD within the city
health care system tend to admit
patients with a more complex
course of the disease.

B kioueBbie MeguIinHCKIE
VUpEKIEHUS, 3aHUMAIOIITIeCsT
JedenneM mamueHToB ¢ B3K

B paMKaX TOPOJICKOTO
3PaBOOXPAHEHNs], KaK MPABUJIO,
HaIPaBJISIOTCS MAIMEHTHI ¢ 6oJiee
CJIOKHBIM TeueHHeM 3a00JIeBaHMsI.

Identification, as part of a prospec-
tive observation, of a cohort of patients
with the onset of the disease, first
recorded in the St. Petersburg IBD
Registry

BbizesteHne B paMKax IPOCIEKTHBHOTO
HaO6JII0IEHUSI KOTOPTbI IIALUEHTOB

¢ ne6roToM 3a60JIeBaHMsI, BIIEPBbIE
3adukcupoBanioM B Peructpe B3K CII6
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Continuation of Table 4. Potential limitations of the Saint Petersburg IBD Registry and ways to
overcome them
I podonxenue mab.uuypt 4. Torennmanbubie orpannyerns: Pericrpa B3K CII6 u myTn nx mpeoo/ienust

In the case of a favorable
course of IBD, patients may
not go to medical institutions

B ciyuae 6iaronpusitHoro
teueHuss B3K narnueHTbl MOTyT
He 06paInaThest B JedeOHbIe
YUPEXK/IECHUS

In the case of a favorable and rare-
ly recurrent course of IBD,
patients may visit medical institu-
tions less frequently than annual-
ly, which will not allow assessing
patient data in the reporting year
as part of a cross-sectional study.

B cirygae 6s1arompuATHOTO W PEKO
perauBupytoniero revenns B3K
MAIMEHTDI MOTYT 06PAIaThCs

B JieueGHbIE YUPEKIEHNS PEXe,
4eM €e3Kero/[HO, YTO He MO3BOJIUT
OIIEHUTH JAHHBIE O TIAIlHEeHTe

B OTYETHOM TOJly B PaMKax
«CPE30BOr0» MOIEPEYHOTO
UCCJIEIOBAHMUS.

Extending the length of time included
in the analysis: assessing 2-, 3-, and
5-year patient follow-up data. Informa-
tion campaign among gastroenterologists
about the need for systematic examina-
tion of patients with IBD for preventive
purposes (including as part of measures
to prevent the development of colorectal
cancer).

Pacmupenue nmpoao/KUTETbHOCTH
BPEMEHHOTO TEPUO/IA, BKJIIOUYEHHOTO
B aHAJM3: OIleHKA JaHHBIX 3a 2-,

3- u S-JeTHHN TIepHoA HaGI0IeHIS
nainuerToB. Mudopmalmonnast
KaMITaHUS CPEU TaCTPOIHTEPOJIOTOB
0 HeOOXOUMOCTH CHCTEMATHYECKOIO
o6caenoBanug nanuentos ¢ B3K

¢ npoduaakTuyeckoi neapio (B T. d.
B PaMKaxX MepONPUSTHIl TPODIIAKTUKY
PasBUTHS KOJOPEKTAIBHOTO PaKa).

Difficulties in data selection
in annual cross-sectional studies

CroskHOCTH 0T60pA JAHHBIX
B PaMKaX €XKero/[HbIX
«CPE30BbIX» TIOMEPEYHBIX
HCCJIeJOBaHUI

In the case of a favorable and
rarely recurrent course of IBD,
patients may visit medical institu-
tions less frequently than annu-
ally. If a patient contacts several
times during a calendar year,

the cross-sectional study should
include data from only one visit
to a medical institution.

B ciydae 6JaronpusiTHOrO M peKo
permmauBupyiontero tedenns B3K
MAIUEHTHI MOTYT 06PAIaThCs

B JileueGHbIe YUPEK/IEHUST PEKe, 4eM
exeroHo. B ciyuae oGpamienust
MAIMeHTa HECKOJIBKO Pa3 B TE€YeHUe
KaJIEHIAPHOTO TO/Ia B «CPE30BOE>
UCCJIeIOBAHNE JIOJKHBI BKIIOYATHCS
JIAaHHbBIE TOJBKO OJHOTO OOpAIEHIsI
B MEUIIMHCKOE YUPEK/IEHUE.

Extending the length of time included
in the analysis: assessing 2-, 3-, and
5-year patient follow-up data. In case
of multiple visits during a calendar
year, the analysis will include data
from the patient’s last visit to a medical
institution.

Pacmmipenue mpo1o/KATETBHOCTI
BPEMEHHOI'O IEPUO/Ia, BKIIOUYEHHOIO

B aHa/M3: OIlEHKA JJAHHBIX 3a 2-,

3- U S-JIeTHHI epHo HaOII0IeHUS
HaruenToB. B ciyyae MHOTOKPATHOTO
oOpalleHnst B T€YEHNE KATEHIAPHOTO
rojia B aHayiu3 GYIyT BKJIIOUYEHBI JaHHbBIE
MOCJIe/THErO OOpAIEH s TalieHTa

B Jieue6HOE YUPEXKIeHue.
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ABYX3TAlTHOE AeUeHUe
TOHKOKUIIIEYHBIX CBUIIIEN
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Llenb: onpegeneHne onTuMasnibHOW TakTUKM fleHeHUst 60sbHbIX TOHKOKMLLEYHbIMU cBuLamMmn (TKC).

Martepuanbl U1 MmeToabl. [TpoBeaeHo AByxaTanHoe nevyeHne 88 60bHbIM TOHKOKMULLIEYHBIMW CBULLLAMU: NEPBbIA
aTan — KOHCepBaTUBHAA MNOJIMKOMMOHEHTHAs Tepanus; BTOPOW 9Tan — PEKOHCTPYKTUBHOE XMPYPrMyeckoe BMeLLa-
TenbcTBO. CPOopMMPOBaAHHBbIE TOHKOKMLLEYHbIE CBULLM ObIIM Yy 61 naumeHTa, HecdopMUpPOBaHHbIE — Yy 26, KOMOU-
HUPOBAHHbIN CBULL, (CHOOPMUPOBAHHbIN 1 HECHOPMUPOBAHHbLIN) — Yy 1 6ONBLHOrO.

Pe3ynbraTbl. Bcem 88 naumeHTam nocne npoBeAeHns KOHCEPBATUBHOMO 3Tana JiedeHUs Obi BbIMOJIHEHbLI PEKOH-
CTPYKTMBHbIE XMPYPrnyeckme BMeLLaTeNbCTBA. Pe3ekums KNLWKM CO CBULLOM C GOPMMPOBAHMEM MEXKULLEYHOIO
aHacTomo3a BbinosiHeHa 72 (81,8 %) 60nbHbIM; KpaeBas pe3ekums KULLIKW, HECYLLE CBULL, C MOCNeayoLM YLLI-
BaHnem gedekta — 7 (8,0 %); pe3ekums KULWKU CO CBULLLAMKN B KOMOUHALMM C NCCEYEHNEM U YLLIMBAHMEM CBULLA —
5 (5,7 %); onepauus, HanpaBfiEHHAs Ha OTK/IIOYEHME CBULLA U3 Maccaxa KullieyHoro coaepxmumoro — 3 (3,4 %);
pes3ekums ydacTtka KULIKN CO CBULLOM B KOMOMHaUMK C OTkoYeHrem ceuwa — 1 (1,1 %) naumeHTy. MNMocneone-
PaLMOHHbIE OCNOXHEHUS Y NALNEHTOB C HECHOPMUPOBAHHBIMN TOHKOKMLLIEYHBIMW CBULLLAMU BO3HUKAN Y 13 yeno-
BeK, B rpynne co copmmpoBaHHbiMu TKC — y 25 naumeHToB. Tpoe (3,4 %) 60nbHbix TKC yMepsn OT OCNOXHEHWIA,
HE CBAI3aHHbIX C OCHOBHbIM 3200/1€BAHNEM U BbINOJIHEHHLIMW ONEPaTUBHbLIMM BMELLIATENIbCTBAMN.

BbiBOoAbI. [1Byx3aTanHoe fieyeHne, BKIoYatoLLee B cebs NoSIMKOMMOHEHTHYIO Tepanuio U PeKOHCTPYKTUBHOE XUPYpP-
rmyeckoe BMeLLaTeNIbCTBO, MO3BOINIO CHU3UTb NokasaTenu netanbHocTy Ao 3,4 %, 4To AokasbiBaeT 3apPpeKkTuB-
HOCTb AA@HHOr0 MeToaa.

KnioueBble cnoBa: KMLEYHbIM CBULL, TOHKOKULLEYHbIV CBULL, ABYX3TANHOE JIeYEHNE, HYTPUTUBHASA NOAAEPXKA, HY-
TPUTUBHAA HEAOCTATOYHOCTb, XPYPrn4eCKOE TeHeHne

KoH®NUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ansa umtnpoBanua: Ctpydkos B.1O., Bepenasuyyc C.B., AxtaHuH E.A., TopuH [.C., Bypmuctpos A.U., Ogyxkunos M.B., loes A.A.,
Mapkos I1.B., Kpurep A.Il. gyxaTanHoe neveHrne TOHKOKMLLEYHbIX CBULLEN. POCCUNCKMIA XXypHan raCTpoO3HTEPOIOrnn, renaTtonoruu,
kononpokTonorun. 2023;33(4):58-69. https://doi.org/10.22416/1382-4376-2023-33-4-58-69

Two-Stage Treatment of Enterocutaneous Fistulas

Vladimir Yu. Struchkov'*, Stanislav V. Berelavichus?, Evgeniy A. Ahtanin', David S. Gorin', Alexander |. Burmistrov',
Mikhail V. Dvukhzhilov', Alexander A. Goev', Pavel V. Markov', Andrey G. Kriger®#

'National Medical Research Center of Surgery named after A. Vishnevsky, Moscow, Russian Federation

2 Multidisciplinary Medical Center of the Central Bank of the Russian Federation, Moscow, Russian Federation

3 Russian Scientific Center of Roentgenoradiology, Moscow, Russian Federation

4 Russian Medical Academy of Continuous Professional Education, Moscow, Russian Federation

Aim: to determine the most efficient treatment of enterocutaneous fistulas.

Materials and methods. Eighty-eight patients with intestinal fistulas underwent a two-stage treatment, including:
the first stage — multicomponent therapy, the second stage — reconstructive surgery. Enterocutaneous fistulas
were diagnosed in 61 patients, enteroatmospheric fistulas — in 26 patients, and combined fistula (enterocutaneous
and enteroatmospheric) — in 1 patient.

Results. All 88 patients underwent reconstructive surgery after the multicomponent therapy. Resection of the in-
testine with a fistula with the formation of an entero-entero anastomosis was performed in 72 (81.8 %) patients;
marginal resection of the intestine with a fistula, followed by suturing of the defect — in 7 (8.0 %); resection of the
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intestine with fistulas in combination with excision and suturing of the fistula — in 5 (5.7 %); an operation aimed at
disabling the fistula from the passage of intestinal contents — in 3 (3.4 %); resection of the intestine with a fistula in
combination with fistula exclusion — in 1 (1.1 %) patient. Postoperative complications in the group of patients with
enteroatmospheric fistulas occurred in 13 cases, in the group with enterocutaneous fistulas — in 25 patients. Three
(3.4 %) patients with enterocutaneous fistulas died from complications unrelated to the underlying disease and sur-

gical interventions.

Conclusion. Two-stage treatment including multicomponent therapy (nutritional support, infection generalization
control, local wound treatment) and reconstructive surgery allowed to reduce mortality rates to 3.4 %, which proves

the effectiveness of this method.

Keywords: enterocutaneous fistula, enteroatmospheric fistula, two-stage treatment, nutritional support, nutritional

deficiency, surgical treatment
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Bseaenune

Kumeunntii cgum (KC) — 210 coyctbe Mexay
[IPOCBETOM KWIIKW U BHENTHEH CPeoil Nan coce[HUMI
tkaussMu u opranamu [1]. KC umeer kanan pasimu-
HOHM [JINHBI W IMUPHUHBI, OTKPBIBAIOMINNCA Ha KOXKY,
B paHy OpIONIHOM CTeHKHW, TPpyOUyaTblil OpraH Wi 3a-
KaHYMBAIOMIMIICS CJeTo B MATKMX TKaHgx. Kak mpa-
B0, KC BO3HUKaeT B paHHEM IIOCJIE0NeparnoHHOM
MEPUOJIE U SIBJSIETCS TPO3HBIM OCJIOKHEHNEM, KOTO-
pOe CTaHOBUTCS CEPbE3HOI MPoGaeMoil 11 6OJTIBHOTO
" Bpaya.

CrpeMuTesibHOE Pa3BUTHE XUPYPIUU 32 TIOCTE[HIE
JIBa JIECATUIETHST CIOCOOCTBOBAIO YBEJTMYEHWIO dYa-
CTOTHbI BOSHUKHOBEHUSI TOHKOKUIIIEYHBIX CBUIIEH. ITO
CBSI3aHO C POCTOM YHCJIa ONEPaIUil Ha opraHax OpIoli-
HOII IIOJIOCTH ¥ MaJjoro tasa [2, 3].

Jleuenune Gosbubix KC cBs3aHO ¢ 4YacThiM pas-
BUTHEM YTPOXKAIOIMINX JKU3HU OCJOKHEHUH, TaKUX
KaK CelCUC M CENTUYEeCKUH 10K, CHH/POM JHTEpasb-
HOIl  HEJOCTATOYHOCTH, TSIXKEJIble  BOJHO-3JIEKTPO-
JINTHBIE HAPYIIEHUsI, 4YTO OOYCJABJIUBAET BBICOKHUE
MOKa3aTe M CMEPTHOCTU KaK IO JIAHHBIM OTe4YeCTBEH-
HbIx aBTopoB (35—75 %), Tak u B ny6auKanuax 3a-
pyOeskHBIX KoJuier [2—6]. JrtoT Bompoc 0coGEHHO
aKTyasleH IMpU HAJIUYUU Hec)OPMUPOBAHHBIX TOHKO-
kumeunbrx cpumeii (TKC), a Take Ipu BBICOKHMX
TKC ¢ norepsMu KHIIEYHOTO COAEPIKUMOro GoJibliie
500 mar B cyTtku. Ilpm oTcyTcTBUU aJeKBaTHOW KOH-
CepBAaTUBHOI Tepanuu ObICTPO PA3BUBAIOTCS HUCTOIIE-
HUEe W WUMMYHOJIOTHYECKWE HapyIIeHWs, 4TO B JaJTh-
HeHeM CcrocoOCTBYeT MPOrPECCUPOBAHMIO  CETICHCa
U Pa3BUTUIO MOJMOPraHHON Hepocratounoctu [7, 8].
XUpypruyeckoe BMEIaTe bCTBO, BBITIOJTHEHHOE B 3TOT
nepuoji, 6e3 COOTBETCTBYIONIEH TTOATOTOBKU HE TOJHKO
He YJIydliaeT COCTOSHHE MAIMeHTa, HO MOKET CTaTh
(aTasbHBIM W TPUBECTH K PE3KOMY YXY/IIEHUIO CO-
CTOSTHUSI U CMEPTU GOJIBHOTO.

B cospeMenHOIl sinTepaType OTCYTCTBYET euHasi
KOHIIEIIIUSI TePUONEPAITMOHHOTO BeJIeHUsT TallieH-
toB ¢ TKC, ocHoBanHasg Ha mnaTtodu3NOJOrHYECKUX

nporeccax  3a6oseBanusi.  OTCyTCTBYeT JieTaabHOE
OTMCaHNe XUPYPrUYECKUX IPUEMOB M TaAKTHYECKUX
pelreHnii BO BpeMsl BbITIOJHEHUSI XUPYPIUYECKUX BMe-
ITaTETbCTB.

B nanHoii crathe omnucaH pa3pabOTaHHBIH METO.
JIBYXATAITHOTO JIeYeHUST GOJBHBIX TOHKOKHUIIEYHBIMU
CBUIIIAMU.

MarepuaJjbl 1 METOAbI

3a nepuog ¢ 2008 no 2020 r. B oraenenun ao6-
JIOMUHAJIBHOM XUPYPrun HMUIQ XUPYpruu
M. A.B. BumneBckoro HaxoauJanch Ha JiedyeHUN
88 oGompubix TKC, KoTopble ObliM HampaBJIeHbI
U3 pasJMYHbIX pernoHoB Poccun. Myskunn 6b110 50
(56,8 %), xenmmn — 38 (43,2 %). Bospact 60b-
HBbIX Kostebascs ot 18 mo 84 ner (Mmegmana — 51 ronx).
o rocumranmusaimu B IleHTp IAalMEHTbI HepeHecn
or 1 no 14 omepanumii Ha opraHax OPIOIIHON TOJOCTH
(cpennee xKoamuecTBo omepanuii — 3,7).

VY Bcex 6oapubix 6 TKC, m3 HUX cMelmanHbie
(TOHKO- ¥ TOJICTOKUINEYHBIE) CBHUIIN ANATHOCTHPOBA-
el y 6 (6,8 %) manmentos. Omnepanuu, nocuae KOTO-
PBIX BOHMKJNI CBUINHU, IIPECTABIEHBI B Tabmie 1.

B 70 (79,5 %) HAGMOACHUSAX UMEJCS eIMHUIHbII
cunl, y 6 (6,9 %) — asa, uy 12 (13,6 %) Gbln BbI-
IBJEeHBI MHOXecTBeHHbIe cBuiu (3 u GoJee Kuiiey-
HBIX (PHUCTYIL).

CdopmupoBannbie TKC O6buin BbigBiaenor y 61
(69,3 %) mnarmuenra, HechopMupoBaHHBIE — Yy 26
(29,6 %), xom6unuposanubiii csum (copMupoBan-
ubiit n necpopmuposanubiii) — y 1 (1,1 %) 6oabHoro.
Cpenn narnumenTtoB co chopmuposanabiMu TKC y 25
(28,4 %) 6bin nosmbre ceuiny, y 34 (38,6 %) — me-
nosnbie 1y 2 (2,3 %) — KOMOMHUPOBaHHbBIE. Y Tia-
1eHToB ¢ HecopmuposanabiMu TKC moJHble cBUIIN
soisieennt y 11 (12,5 %), wenoansre — y 14 (15,9 %).

B yI0BIETBOPUTENBHOM COCTOSIHUU TTOCTYTAIN 46
(52,3 %) manmenToB, B COCTOSIHIN CPeJHEN TSKECTH —
16 (18,2 %), B Tsxemom — 18 (20,5 %) u B Kpaline
Tskenom cocrosann — 8 (9,0 %). B kpaiine Tskenom
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Tabauya 1. Onepanuu, ocjae KOTOPHIX BO3HUKJIN TOHKOKHUIIIEYHBIE CBUIIH

Table 1. Operations that resulted in ECFs

Buj omepaTuBHOTO BMEIIATEIbCTBA Koa-Bo 60JbHBIX,
Type of surgical intervention Number of patients, n (%)

Omneparnus 1o MoBoOJy CHAEYHOH KUIIEYHOH HEePOXOANMOCTI 23 (26,4 %)
Surgery for adhesive intestinal obstruction oE /O
Oneparun Ha TOJICTOM KUIITKe ®
Colon surgery 20 (22,7 %)
ANTEeHI9KTOMUS o
Appendectomy 9 (10,1 %)
Oneparnuu 1o mMoBOLY TPaBMbI KUBOTA 8 (9.1 %)
Surgery for abdominal trauma e
I'pbixeceuenus o
Hernia repairs 8(9,1 %)
l'mnexonornueckue oneparun 8
Gynecological surgeries 6 (6,8 %)
HexpcekBectpakToMmun o
Sequestrectomy 3 (3,4 %)
Omneparuu Ha GPIONTHOM OT/eJIe A0PThI U HA €€ BETBSIX RED,
Operations on abdominal aort e
Omnepanun ypoJorudeckoro mpoduis 1 (1,1 %)
Urology surgery
XO0JIeIUCTIKTOMUS + X0JIe0X0JIUTOTOMMS 1 (1,1 %)
Cholecystectomy + choledocholithotomy
[Tpoune onepanuu (BckpbiTHE alCeccoB, GapuaTpuyecKass XUPyPrust U T. J1.) 5(5.7 %)
Other surgeries (drain of abscess, bariatric surgery, etc.) e
Bes oneparu o
Without surgery 33,4 %)
Bcero o
Total 88 (100 %)

M TSOXKEJOM COCTOSIHUU ObLIN TAIMEHTHI ¢ HechopMu-
pOBaHHBIME U ¢ BbicOKUMU cpopmupoBanubiMun TKC.

Ociiosxuennst TKC 6bun y 64 (72,7 %) 60JbHBIX.
YV 4 (4,5%) malMeHTtoB OTMeYeHO BO3HUKHOBEHUE
cencuca. B 3 (3,4 %) nwabmonennax TKC ocioxHn-
JINCb PA3BUTHEM PACIPOCTPAHEHHOrO IEPUTOHUTA,
4TO TOTPE6OBAJIO HKCTPEHHOTO OTEPATHBHOTO BMeITa-
teabctBa. Y 14 (15,9 %) GOJMBHBIX AMATHOCTUPOBAHDBI
abciieccbl W (DIETMOHBI TIepe/iHeil OPIONTHON CTEHKH.
Iarbaecat Bocemb (65,9 %) maMeHTOB OTMEYAJIN SB-
JICHWS IePMATUTa BOKPYT CBUIIA.

[Torepu KUIIIEYHOTO COAEPSKUMOTrO 3a CyTKH Kosre6a-
ek ot 20 go 5000 i (cpemnmit o6peM — 831,8 Mir).
Caexyer orMerutb, uto y 53 (60,3 %) nauuentos 1o-
Tepu 6bun cBbiie 500 M B CYTKH.

Bce 6osbHble 6bLTM CTPATU(UIIMPOBAHDBI MO aHe-
cresnosornueckoMy pucky ASA: 55 (62,5 %) naunen-
TOB — €O BTOpOit Kareropueii, 23 (26,1 %) — ¢ Tpe-
toeit 1 10 (11,4 %) — ¢ uerBeproii.

[Tarmentam mnpoBoauin 06CJI€0BAHIE TI0 CTaH-
JAPTHOMY TPOTOKOJY, BKJIOYAIONIEMY: KIMHUYECKHUE
aHAIM3bl KPOBU, MOYM; GUOXUMUYECKUI aHATH3 KpPO-
BH C OIICHKOW OEJKOBOTO CTaTyca; KOaryJorpaMMy;
6aKTEePHOJIOTHYECKIE HCCIEJ0BAaHMS KPOBH, MOYH,
MOKPOTBI M OT/EISEMOTO U3 PaHbl HA CTEPHJIbHOCTD
C oIpe/iesieHNeM aHTHOMOTUKOPE3UCTEHTHOCTH, 9JIeK-
Tpodusnonornueckue (smekrpokapanorpadust), ayde-
Bbie (PEHTTEHOCKOMNSI; MYJbTUCIHUPATbHASA KOMIIBIO-
TepHas ToMorpadus OpPTaHOB TPYAHONW W OPIONTHOI

MOJIOCTH) W JIPyTHE HHCTPYMEHTAJIbHBIE METOJBI MC-
caeoBanust (930aroracTpoyoIeHOCKONUS, YIbTPa-
3BYKOBOE HCCJIE/0BaHUE OPIONTHON MOJOCTH U 3a6pIio-
ITMHHOTO MPOCTPAHCTBA).

Baskny1o poJib B OTIpeie/IeHIH TITaHA JIBYXATAITHOTO
JICUEHUS] COCTABJISIIIN JIyueBble MeTO/bl 06C/Ie/[0BaHts,
BRJIOUaloNne B ceGsd PEHTTeHOMUCTYI09HTEPOTpa-
duto (prc. 1) ¥ MyJBTUCTHPATBHYIO KOMITBIOTEPHYIO
tomorpaduio (MCKT), KoTopbie TPOBOIMINCH BCEM
namuentam ¢ TKC 1o crangapTHoit MeTouKe.

Jl1s KOMIIJIEKCHOM OIleHKN KOH(DHUTYpaIy KUMIKH,
Hecyllell CBUIN, M IIAHMPOBAHUS TAKTUKU IIpeJolie-
PAIMOHHOI TIOATOTOBKU, a TaKKe XUPYPrHYecKOro
BMeIIATebCTBA ObLIN BbIJIEI€HBI OCHOBHBIE BOIIPOCHI,
OTBETBI HA KOTOPBIE MOJYUYaTl COBMECTHO C JIy4eBbIMU
JINArHOCTaAMMU:

1) pinHa IpUBOASIIE K CBUIIlY KUIIKH;

2) JUTMHA OTBOASAIIEH OT CBUINA KUIIKH;

3) ouenka o6uieil AIMHbI TOHKONR KUIIKY;

4) onpejenenue OTaeNa KHUIIEYHHKA, HECYIIErO
CBUIII;

5) omnpe/ieieHne KOJMYeCTBa CBHIIEH;

6) onpejeneHne TMHBI TETIN KUITKH MEKILY CBU-
1eBbIMH JiepeKTaMu 1P MHOXKECTBEHHbBIX CBHIIAX.

[ToMumo 3TOTO, TP BBITOJHEHUN KOMITHIOTEPHOI
ToMorpadun OleHNBAJIN:

—  BBIPAXKEHHOCTb WHQUIBTPATUBHBIX  M3MEHe-
HUIl TKaHell mnepejHell GPIOIIHON CTEHKH, OPbIKENHKN
U CTEHKU TOHKOM KWIITKMW;
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A b B
PucyHmc 7 MeTOI[I/IKa BBITIOJIHEHUA PEHTIE€HOJIOTUYECKOTO MCCJIEIOBAHUA: A — BHeNIHU BU/L 6pIOI.HHOﬁ CTEHKU,
KaTeTepbl Doutes BBE/ICHbI BO BCe KUIIIEeYHbIEe CBUIIU, b — peHTreHorpaMma: MaH>KETKH 3aIllOJTHEHbI KOHTPACTOM;

B — cxema BoImosHeHus KOHTPAaCTUPOBaHUA KUIIEYHUKaA

Figure 1. X-ray examination technique: A — abdominal wall appearance; Foley catheters inserted into all intestinal
fistulas; b — X-ray image: cuffs filled with contrast; B — intestine contrast scheme

— IPULEIbHBIA HOMCK a6cleccoB GPIOLIHON 11010~
CTH ¥ GPIOIIHOI CTEHKH, HHOPOIHBIX TeJI B OPIOIIHOI
nosoctu (puc. 2);

— COCTOSHHUE NTapPeHXNMATO3HbIX OPraHoB OPIONTHON
I0JIOCTH, TPY/HOI KJIETKH M MaJoro Tasa, 4To M03BO-
JeT OGHAPYKUTh Pas/INYHble OCTOKHEHUS M COIMyT-
crBytomue 3a6osesanus (puc. 3).

HepBbIﬁ 9Tall — KOHCEPBATHBHOE JICUCHUE

[Tocne mocrymiaenus 6onpHbix B HMMUIL xupyp-
rmu uM. A.B. BumHeBckoro IuTeJIbHOCTH IIOJ-
TOTOBKM K PEKOHCTPYKTUBHOMY XHUPYPrHUYeCKOMY

Pucynox 2. KT opraHoB 6pIonIHOIl MOJIOCTH, apTepuasb-
Hag dasza. UnHopoanoe teo GpontHoit nomocru (MapJe-
Bas canaderka)

Figure 2. Abdominal CT scan, arterial phase. Foreign
body of the abdominal cavity (gauze pad)

Pucynox 3. KT rpynHoii kiaetkn, ¢poHTaIbHAs IIPO-
exiusi.  IlepopanbHoe  KOHTpAacTHPOBAHUE — JKeJy/Ka
y 60sbHOI MHOKecTBeHHBIMI TKC: J1eBocTOpoHHSS ana-
(parmasbHAs TPHIKA, TPAHCJIOKAIMS >KETy/Ka B JIEBYIO
IJIEBPAJIbHYIO  T10JIOCTb, KOMIIPECCHOHHBIN — aTesieKTas
HIDKHET JI0JIN JIEBOTO JIETKOTO

Figure 3. Chest CT scan, frontal projection. Oral gas-
tric contrast in a patient with multiple ECFs: left-sided
diaphragmatic hernia, gastric translocation into the left
pleural cavity, compression atelectasis of the lower lobe
of the left lung
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BMeIIaTeIbcTBy Kosebanach ot 0 10 75 cyTok (B cpen-
nem — 10,0 cyTox).

OCHOBHBIMU KOMIIOHEHTaMU KOHCEPBATUBHOIO 3Ta-
na Je4eHnst ObLIN:

1) oleHKa 1 KOPPEKIUsT HYTPUTUBHOTO CTaTyca ma-
[HEHTa;

2) KOHTPOJIb TeHepaIu3ainu nHQEKInH;

3) MecTHOe JledeHne paHbl.

HyTputuBnasi mopiepskka IpPOBOJMIACH BCEM Ia-
[UeHTaM. DHTEePAIbHBIN IyTh BBEJIEHNUS MUTATETbHBIX
cMeceil B MoHoBapuaHte npuMensicsa y 36 (40,9 %)
60pHBIX. [loTHOE TapeHTepasbHOE THTAHUE MOJyYa-
m 30 (34,1 %) manuenTos. [saguatu asym (25,0 %)
OOJTBHBIM  OCYTIECTBJSAIOCH KOMOWMHUPOBAHHOE TTHTA-
HUe, BKJIOYaiollee B ceGs SHTEPAJIbHBIN U IapeHTe-
PAJIbHBII IyTH BBEIEHIS] HYyTPUTUBHBIX MPEMapaToB.

«lucranproes> tmnranue (BBeleHNe SHTEPATBHBIX
MUTATETBHBIX CMecell B OTBOJMIIYIO METJI0 Yepe3 Ka-
terep Mones) npumensioch y 8 (9,1 %) naunueHros
¢ TKC (puc. 4).

KonTposnp renepanmsanuy MHQEKINN U JiedeHne
MH(PEKITMOHHBIX OCJOKHEHWI OCYIIECTBJSINCh TyTeM
caHalUy 04aroB WMH(EKIMN € HA3HAYEHHeM aHTHOAK-
TEPUAbHOI Tepanuy B COOTBETCTBUH C Pe3yJIbTaTaMu
MHUKPOGHOIOTHYECKOTO MCCIE0BAHNST CPeJl OPraHu3Ma
(KpoBb, MOYa, MOKPOTA, OT/JEISEMOE U3 JIPEHAKEN, KU/
KOCTb, MOJIyYeHHast TIPU IyHKIIMN) COTJIACHO KOHIIETNN
«Cericuc-3» [9]. AHTHOMOTHKOTEpANUS Ha JIOOTEepalii-
OHHOM 5tare 1posoauaach 13 (14,8 %) naruenram.

Pucynox 4. Katerep Dosest ycTaHOBJACH B OTBOASILYIO
KHIIKY JUUISI </INCTAJIBHOTO> ITUTAHMS»

Figure 4. A Foley catheter is inserted into the efferent
intestine loop for “distal feeding”

Mecrroe sneuyenne TKC morpe6oBanoch BceM Ta-
muerTaM. HamboJsiee pacnpocTpaHEHHBIM METOOM
MECTHOTO JIeYeHUs] MHAIUeHTOB €O C(OPMUPOBAHHDI-
mu TKC saBuioch npumenenne GapbepHbBIX CPEJICTB
B KOMOMHAIINHU C YCTPOUCTBAMHU /151 c60pa KUIIEIHOTO
comepxknmoro (kamompuemunk). Y 36 (59 %) us 61
nanuenta co cdopmupoBanabiMu TKC npumenenue
6apbepHBIX TTACT B COYETAHUH C YBIAKHSIOMUMEI U 3a-
JKUBJISIONMMU KPEMaM# U [PaBUJIbHAST (PUKCAIHS CH-
cTeM it c60pa KUIIEYHOTO COJEPSKUMOTO TIO3BOJIUITH
JIOOUTHCST PETPECCUN JIEPMATUTa, 00EeCTIEUNTINn MOOIb-
HOCTD TIAIMEHTa U TOYHOE M3MepeHue KOJMYecTBa K-
IIIEYHOTO OT/EJISIEMOTO.

VY 22 (36,1 %) GOMBHBIX ¢ HEMOJHBIMU CHOPMUPO-
BanupiMi TKC, pacnosiokeHHbIME B ILJIOCKOiT pame,
6e3 Marepary 1 JepMaTuTa, ¢ MOTEPSIMU KUIIETHOTO
orzaensieMoro Meree 150 MJI 32 CyTKM, IPUMEHSLIICST Me-
TOJ] €KETHEBHBIX TEPEBSI30K.

AKTHBHOe [IpeHUpOBaHNe OG6JACTU CBUINA IIOTpe-
Gosasocs 1 (1,6 %) mamuenty co cHOpMUPOBAHHBIM
TKC, pacnosiokeHHbIM B IJIOCKOW paHe, C BbIPAXKEH-
HBIMU SBJEHUSAMHU JiepMaTuTa. EMy mpoBOoanIoChH ape-
HUPOBAHUE «B CTPYe BO3JYyXa» C IIOMOIIbIO JIBYyXKa-
HAJbHON JIpEHAKHON TPYOKH.

V 2 (3,3 %) maumeHToB C HEIOJHBIME cPOPMUPO-
BanHbiMu TKC mpuMeHsnch o0TypaToOpbl, KOTOPDIE
MO3BOJIMJIM 3HAYUTENBHO COKPATHTH KOJMYECTBO IIO-
Tepb KUIIEYHOTO XMMYCca MO CBUIILY.

OCHOBHBIM METO/IOM YXOJla 32 paHoiil mpu Hecdop-
MupoBaHHBIX TKC gBisg10ch akKTUBHOE APEeHNPOBAHNE,
koropoe BbimosaHeHo 17 (63,0 %) us 27 manueHToB.

Y-o6pasubiit apeHaxk Yaddmura OblT TpuMeHeH
y 1 (3,7 %) nmaumenta ¢ riayGoKoi OTKPBITOH paHOM,
B KOTOPYIO OTKPBIBAJICS HeC(HOPMUPOBAHHBIN CBUII
JBeHauarunepcrHoil kumkn (puc. 5).

YV 6 (22,2 %) nmanmentos necopmuposannbie TKC
pacroJiaraaich Ha JHe TJy60KOil MOJIOCTH, TKAHU CTe-
HOK KOTOPOI focTuryn 2-if ¢padbl paHEBOTO TIPOIiecca,
a KO)KHble Kpas ObLIN He MH(PUIbTPUPOBAHBI U TIOJ-
BIDKHBI, 9YTO TIO3BOJIUJIO CO3/IaTh TePMETUYHOE IPO-
CTPAHCTBO 32 CYET YIIMBAHUS KOXKHBIX KDPA€B PaHbBI
HAJl CBUIIOM U 06ECTeYNTh aCHUPAIMOHHOE IPEHUPO-
BaHUE MEIUIIMHCKON MHOTOKAHAJIbHON CHUJINKOHOBOI
TpyO6KoOit uepes konrpaneprypy (puc. 6).

[lpennpoBanne «B CTpye BO3AyXa» NPHMEHSIIOCH
y 5 (18,5 %) Gosnbubix nechopmupoBanubiMt TKC
(puc. 7). TloBepXHOCTb PaHbl TPH HTOM YKPBIBAJIM
MapJeBbIME caleTKaMn WU CaMOKJIESIIeNcs TJIeH-
koit. Y 2 (7,4%) manmentop TKC orkpbiBasuch
B TJIy6OKYIO TOJIOCTb, & paHa Haxoamiach B 1-i dase
paHeBOro Ipolecca 1 uMesa UHOUIBTPUPOBAHHDIE
Kkpasg. B TakoM ciaydae TPUMEHSJIOCH JIPEHUPOBAHWE
B «CTpye BO3[yXa» JpeHakHOll TpyOkoit YadduHa.
V 2 (7,4 %) nanueHToB APEHUPOBAHUE B <CTPye BO3-
nyXa» ObLIO HEealleKBaTHO 3a CYeT TYCTOrO KHIIed-
HOTO OTJEJIIEMOT0, 4YTO TOTPe6OBAJIO MPOTOYHO-TIPO-
MBIBHOTO [IPEHUPOBAHIS JIBYXIIPOCBETHBIM JIPEHAMKOM
Kanmmua. B 1 (3,7 %) ciayuae GbL1 MpUMEHEH METO/T
apenupoBanus npusogsaieid nerm. Y 2 (7,4 %) ma-
nnenToB ¢ HechopmupoBanubiMu TKC B KauecTBe
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Pucynox 5. Y-o6pasnbrit ipenax Hadduna ycraHosieH
B IJIyOOKYI0 paHy, B KOTOPYIO OTKPbIBAeTCS /1yO/leHAJIb-
HBIiT CBUII

Figure 5. A U-shaped Chaffin drain is inserted into a
deep wound into which a duodenal fistula opens

BpEMEHHOIT Mepbl Oblja TpPHMEHEHAa BaKyyMHas Te-
pamust (BAK-tepanust). Y 060uX HanueHToB ObLIN
mHoxectBennbie TKC, pacnonaramomuecss B TayOuHe
panbl. B 1 (3,7 %) ciydae y manuenra ¢ AByMsi TOHKO-
KHUIIEYHBIMUA CBUIIAMHU, PACIOJATAIONIMMUCS Ha pac-
crostuuu 6osee 100 ¢cM apyr oT Apyra 10 JaHHBIM
pentrenducrysorpacdun, Oblaa TPUMEHEHA METOINKA
«IIPOTE3MPOBAHNST»> TTACCAIKA KUIIEYHOTO OT/EJISEMOTO
¢ ucnosb3oBanneM rodpuposanubix Tpy6ok (puc. 8).
V 7 (25,9 %) Goabubix Hecdopmuposanubivu TKC
MPUMEHSANCh OapbepHble CPEJACTBA B KOMOWMHAIINN
¢ ycTpoiicTBaMu /1J1s1 c60pa KHUIIEYHOTO COIEPSKUMOTO
(KaIompueMHIK ).

Wcxoas w3 Hamero ombiTa, Mbl BBIAEJIIJIN He-
CKOJTbKO OCHOBHBIX IOJIOKEHUH, WCIOJb30BAHHBIX
npu MectHOoM Jieuennn KC:

1) Jlio6oit cmoco6 mpenmposanus 3oubl KC Tpe-
6yeT TOCTOSIHHOTO KOHTPOJISI aJeKBAaTHOCTH PaGoThl
JIPEHAKHON CUCTEMBI.

2) KosmmuectBo canderok, KOTOPbIME YKPbITa paHa
B 06J1aCTH CBHUINA, JOJBKHO ObITh MUHUMATbHBIM (He
Gosee 2—3).

3) Jlnsa 3amurhl TPAHYJISAIMOHHON TKAHU M TPE/-
VIIPEXK/I€HUST BBICBIXAaHUST MOJKHO WCIIOJb30BATh T'H-
JIporeJieBble TIOBS3KH.

4) TIpy NPOBEAEHUN MECTHOTO JICYEHUS] KUIIEYHOTO
CBUIIIA, MPUJIEKAIIETO K PaHe, HEJAOMYCTUMO MPeIpH-
HUMaTh ero yimpBanue (Jlaske NpU TOYEYHOM pasMepe).

Pucynox 6. Koskuble Kpas paHbl yIuThl. /[peHask Ha ak-
THBHOW aCHMpalui yCTaHOBJEH B 06JIACTH CBUINA Yepes
koutpaneprypy (Gemas crpenxa). Karerep Doiess BBe-
JIeH B OTBOJISIILYIO TIETJIO KUINKHU JIJIST <JUCTATBHOTO TTH-
Tanusi» (GKenTast CTpeska)

Figure 6. The skin edges of the wound were sutured.
Active aspiration drainage was inserted into the fistula
area through the contraincision (white arrow). A Foley
catheter was inserted into the diverting loop of the in-
testine for “distal feeding” (yellow arrow)

Bropoii a3Tan — peKOHCTPYKTHBHOE
XUPYpruyeckoe BMeNIaTeJbCTBO

[Ipu BBIMOSIHEHWW OTEPATHBHBIX BMENIATEIbCTB
6bLIN UCTIOJIb30BAHBI HECKOJBKO OCHOBHBIX XHPYPIHU-
YeCKUX MPUEMOB, KOTOPbIe OMOTJIH M30e3KaTh WHTPA-
OIEPAIOHHBIX OCJOXKHEHUN U YJIYUIINTh Pe3ysbTa-
7ol Jieuennsa 6oapabix TKC [10, 11].

1. [lna Xupypruvyeckoro JOCTyna HCIIOJIb30BAIH
paHee BBITIOJHEHHbBIE PAa3pe3bl, MPU 3TOM JIUTATYPHI,
IpaHyJeMbl, ceTyaTble AJJIONJIACTHYECKUE MaTepua-
JIBI, €CJIW OHM TPUMEHSJINCH, MOJHOCTHIO MCCEKAJH.
Paspe3sbl niepe/iHeii OPIONIHOM CTEHKN BHE YK€ UMEIO-
nxcst 1eeKToB He BLITTOTHSIH.

2. Hapyxuble «pozerkn» TKC, pacromaraiornm-
ecsl 10 cpeflHell JIMHWM JKUBOTA, BBIIEJSIN BO Bpe-
Msl HCCEYEHHs IOCJeorepaloHHoro pyo6ia. Cauiiu
B MeCTe MPEKHETO CTOSHUS [[PEHAKHBIX TPYOOK HC-
CeKau CO CTOPOHDBI GPIOIIHON TIOJOCTH MOCJTe MOGH-
JIN3AIAN KUIITEYHBIX TTeTeb.

3. Ilocse uccedeHus I10CIEONEPANUOHHOTO PY6-
112 BBIMOJHSIN BbIIEJIEHUE TNPUIEKANMX K JHHUN
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Pucynox 7. BapuaHT acnupariy KHUIIEYHOTO COAEpIKU-
MOTO TIpH TJIOCKOH paHe: [peHa’kHas TPyOKa pacroyoske-
Ha Ha TMOBEPXHOCTH PaHBl. BepXH:As 9acThb paHbBI yKPBITA
TUIpOresieBOl MOBSA3KOI

Figure 7. A variation of intestinal content aspiration in
a flat wound: the drainage tube is located on the surface
of the wound. The upper part of the wound is covered
with a hydrogel dressing

paspesa KUIMEYHbIX TeTeTh, CTPEMSICh «BBINTH» Ha Ta-
pUeTAIbHBII JICTOK OPIOINHBI U 0003HAYUTH «CJIOM»
MEK/ly BUCIEPATBHBIM U TTAPUETATBHBIM JUCTKAMH.

4. Tlpu MaccuBHBIX TPYOBIX BHUCIEPO-TIAPUETAID-
HBIX W BUCIEPO-BUCIEPATBHBIX CPAIIEHUSIX NCITOTH30-
BaJIN TIpUeM MOOWJIN3AINY «U3HYTPH KHApyu» [12].

5. Bo Bpems MoOuimsanum u aJre3noiM3uca Uc-
[I0JIB30BAJIN OCTPOE pasje/ieHie TKaHel HOKHUIAMHU.
BosHukarotee KpoBoTeueHne, KaK MPaBUJI0, OCTAHAB-
JINBAJIM 32 CYET KOMIIPECCUM TaMIIOHOM HJIM C IOMO-
MIHI0 TOYEYHOI OWITOJISIPHON KOATY TSI,

6. IloBepXHOCTHbBIE MOBPEKAEHHST CEPO3HOTO CJIOST
KUIIEYHOW CTEHKM, HEM30EKHO BO3HUKAIOIINE B TPO-
1ecce aJIre3noJIM3Nca, He YIIMBAJN; TIPH TTOBPEK/IEHUH
IO TIOJICJTU3UCTOTO CJIOST HAKJIA/IbIBAN Y3JIOBBIE TIBBI.

7. Ilpu BosuHuKHOBeHHU TepdoOpaluu KHUITKA OT-
BEPCTHE YIIMBAIN MOHO(DUIAMEHTHOI paccachiBaio-
mefics Hurbio 4/0 wan 5/0. IIpn MHOKECTBEHHBIX
TpaBMaTHYeCKUX Hepdopanusx TOHKOU KHIIKH, Pac-
MOJIATAIONIMXCST HAa OJIM3KOM JIPYT OT Jpyra paccro-
STHUW, WJIW TIPUCTEHOYHOM TIOBPEKIAEHUN OPbIKEHKN
Ha NPOTSLKeHUH 3—4 ¢M 1 GoJiee BBINOJHSIIN Pe3eK-
[IUIO0 TIOBPEXIEHHOTO yJaCcTKA.

8. Pesekiinsi KUK, HECYIel CBUII, BbIMTOJHIIACH
OTCTYIISI OT CBUIIEBOTO JeDeKTa Ha HECKOIBKO CAHTHMe-
TpoB. OO6sI3aTENbHBIM YCJIOBHEM SIBJISIOCH OTCYTCTBHE

Pucynox 8. UcnosbszoBanne rodpupoBaHHBIX TPYyOOK
JUIST TIepeBo/ia KUIEYHOrO COJAEPIKUMOr0 M3 MPUBOJISIIEN
B OTBOJISIILYIO HETJII0 KUIIKH

Figure 8. The use of corrugated tubes to transfer intesti-
nal contents from the afferent to the efferent intestinal
loop

B 006JIACTH MEepPeceYeHuns] KHUIIKW BOCIAJIUTETbHON WH-
¢upTparmm u pyOo110Boii f1edopMalin CTeHKH.

9. Crioco6 aHACTOMO3UPOBAHUSI OTIPEJIETISIIICS Ha OC-
HOBAHUU COCTOSIHMS M IMAMETPA MTPUBOJISIIEN U OTBOJISI-
mieit eresib. [lpeznodrenre OTAaBaOCh aHACTOMO3aM
«KOHEI| B KOHeIl» MOHO(DUJIAMEHTHOI paccachIBaIOIIeli-
cst uutbio 3/0, 4/0 ABYXPSIAHBIM TITBOM.

Pe3ybTaThl

B cBg3u ¢ TeM 4TO 3HAYMTEIbHAS YACTD HAIMEHTOB
¢ "HecchopmupoBanabiMu TKC mocrymasa 8 HMUIL
xupypruu uM. A.B. BumneBckoro B TSKeJIOM cO-
CTOSTHUH, Pe3yJbTaTbl KOMILIEKCHOTO JIeUeHUs TTalfi-
€HTOB ¢ Hec(pOPMUPOBAHHBIMU U C(HOPMUPOBAHHBIMU
TKC 6b1n npoaHaqn3npoBaHbl pa3/ebHO.

Hecdopmuposaunsie TKC

Cpemu 27 yenoBek ¢ HechopmupoBanubiMn TKC
SKCTpeHHble onepaiun Gpuin Bbimoarens 3 (11,1 %)
GOJIBHBIM, Y KOTOPBIX CBUIIM OTKPBIBAJIUCH B OPIOII-
HYIO TIOJIOCTb ¥ COIPOBOK/JAIUCH TIEPUTOHUTOM.
B ocrampHBIX cIyvasx onepanyuu Mpou3BOUINCEH MO-
cJie KpaTKOBPEMEHHON MHTEHCUBHOU MpeaorepalnoH-
HOH MOATOTOBKM.

OcCHOBHOIl  BUJI PAIUKAJIbHBIX XUPYPTHUECKIX
BMernaresbets y nannentoB ¢ TKC (pesexiust ToH-
KOI KUIIKHU, Hecylell cBulll, ¢ (popMUPOBAHUEM MEXK-
KHIIEYHOTO aHactoMo3a) ObL1 BeimosHeH 17 (63,0 %)
GOJIbHBIM.
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Y 4 (14,8 %) 60oJbHBIX ¢ OcTaBlIeiicd [AJINHON TOH-
koif kumkn Menee 100 cM, TIpH OTCYTCTBUN MH(DUJID-
TPATUBHO-BOCTIATUTENbHBIX WM3MEHEHWIH CTEHKU KHIII-
KU, BBITIOJIHEHA 9KOHOMHAS KpaeBas Pe3eKINsS CTeHKN
TOHKOH KHUIIKN CO CBUIIOM C JAJbHEHININM ee yIIBa-
HUEM JBYXPS/IHBIM ITBOM.

Tpem (11,1 %) mnanueHtaM ¢ MHOKECTBEHHBIMU
CBUIIAMY TOHKOU KWIMKW, PACIOJATaBIIAMUCS Ha pa3-
HBIX TIETJISIX HAa PACCTOSTHUM MEXIY CBUIIaMu Gojee
30 cM, OblLia BBINOJHEHA PE3EKIUs TOHKOW KUIIKH
CO CBHUIIAMU C TIOCJEAYIONMM aHACTOMO3MPOBAHNIEM.

V 3 (11,1 %) manmeHTOB BO BpeMs BBIIOJIHEHUS
OTIEPATUBHOTO BMENIATETHCTBA OBLIN BBISIBJEHBI TeX-
Huveckne TpyaHoctr (rpy6ble CIaedHbie CpalleHus;
MMOJTHOCTBIO HE Pa3pPEeNIuBIIasicss BOCHIAJUTETbHAS WH-
uabTpalng TKaHell; HaIUYIe MAaCCUBHOTO KOHTJIOMeE-
para KHIIEYHBIX IeTe/Ib, HeCYIIUX CBUINN), KOTOpPbIE
He MO3BOJIIIN TTPOU3BECTH PE3EKITNI0 KOMIPOMETHPO-
BAHHOTO y4YacTKa TOHKOW KHUINKU. B aToil cBsizn GbLia
BBITIOJTHEHA OTiepaliusi, 00ecIeqnBaIoNast <«BbIKJIIOUe-
HHUe» CerMeHTa KUIIKU CO CBUIIOM.

[Ipu BBIIOJHEHNU JIAHHOTO BMEIIATEIbCTBA HJIEHTHU-
uIpoBaM MPUBOJSIIYIO U OTBOSIILYIO K «CBUIIEBO-
My» KOHIJIOMepaTy ety ToHkoll xumku. ITocse aroro
MIPUBOJISAIILYTO K CBUIIY KUIIIKY TIEPECEKAH, KYJIbTIO KUIII-
KU CO CTOPOHBI cBuMIA yimmBaan. OTBOASIIYIO OT CBUIIA
KUIKY TaKKe TepeceKaad W BBIBOAWIN Ha GPIOIIHYIO
CTEHKY B BHe sHTepocToMbl. [IpmBozsmiyio m oTBoO-
JUSIIIYIO TIETJIM TOHKOH KWIIKM, TI0 OTHOIIEHUIO K <«OT-
KJTIOYeHHOMY» KOHTJIOMepaTy, aHACTOMO3WPOBATIN MeXK-
Iy coGoit. Pany OpIONIHO# CTEHKH YITHBAJIH 3 CYET

COOCTBEHHBIX TKAHEH, PEIKUMU TIBAMU JI0 OTKJIIOUEHHO-
ro xonraoMepara (puc. 9, 10).

B pesysabrate ommMcaHHON ONEpaIi BOCCTAHAB-
JuBanACcI (PUBMOTOTUYECKHIT Maccak KHUIEYHOTO CO-
JIepKUMOro u  (hOPMUPOBANNCH CAM3UCTBIE CBUIIH.
Crryctst 5—6 MecsIeB ONepupOBAA U yAAJISIN paHee
OTKJIIOYEHHDI KOHTJIOMEPAT KUIIEUHNKA.

Menuana o6rieii JIUTEeTbHOCTH onepanuii y 60J1b-
ubix HecopmupoBanubiMu TKC cocraBuna 175 Mun
(50 mMun; 505 MUH).

Mennana WHTPAOTEPAIMOHHON KPOBOTIOTEPH —
150,0 Mo (0 »r; 1700 mur). MakcuManbHast KPOBO-
noreps cocrauaa 1700 mMa y manmeHTta ¢ MHOXe-
CTBEHHBIMI HeC(OPMUPOBAHHBIMU TOHKOKHUIITEUHBIMI
ceummamn. l'emMoTpaHcdy3usi mepuorneparnuoHHo Ipo-
BOJIMJIACH O TIAIMEHTAM.

Hu y omHOTO M3 MAIMEHTOB MHTPAOTEPAIMOHHBIX
OCJIOSKHEHUIT He ObLIO.

B mocieonepaliioHHOM TIEpHO/ie y TAallneHTOB ¢ He-
cchopmupoBanubiMi TKC ociosxkaennst BO3HUKIN B 13
(48,1 %) nabmonenusx. CorjacHo KaaccupuKalum
Clavien-Dindo (2009 r.) mocieomepanuoHHBIE OC-
JIO)KHEHUST Y nanueHToB ¢ HecchpopmupoBanubiMu TKC
OBLTH pacrpesieJieHbl CaeyIoNM 06pa3oM: K OCTOXK-
HenusM [—II crenmenu orHeceHo 8 ciyuaes (wacruy-
Hasg HECOCTOSTEJbHOCTh MEKKHUIIEYHOTO aHACTOMO3a
¢ (opMHEpoBaHHEM HapYsKHOTO CBWINA, HarHOEHWe
[IOCJIE0TIEPAIIMOHHOM paHbl, 9PO3UM CJAU3UCTON 000-
JIOUKM JKeNy/Ka, TacTpoCTas, HUKHENOJIeBast ITHEB-
moums), ¥k 1lla cremern — 2 mabmomerus (gacTtmy-
Hasl HECOCTOSITEJIbHOCTh MEKKHUINEYHOTO aHacTOMO3a

A

b

Pucynox 9. Omneparns «BBIKTIOYEHNS» CETMEHTA KUIIKI CO CBUIaMH: A — omepamuoHnas Qororpadumss — K-
HIEYHBIN KOHIJIOMEpAT, HECYHINil CBUIIM, YACTHYHO MOOHJIN30BAH, WIAeHTH(UIIMPOBAHBI IPUBO/SIIAS M OTBOJSINAS

neran; b — cxema oneparun

Figure 9. Operation of “turning off” a segment of the intestine with fistulas: A — intraoperative photograph (intesti-
nal conglomerate, carrying fistulas, partially mobilized, afferent and efferent loops identified); b — the scheme of the

operation
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Pucynox 10. Mexxty IpuBO/SIIeil 1 OTBOASIIEH HETISIMHI, 110 OTHOIIEHUIO K «OTKJIIOUYEHHOMY» KOHIJIoMeparty, cop-
MHPOBAH aHACTOMO3 «KOHEI-B-KOHel[»: A — omnepannonnas Qororpadus, b — cxema oneparun

Figure 10. An end-to-end anastomosis is formed between the driving and diverting loops in relation to the “disconnect-
ed” conglomerate: A — intraoperative photograph; b — the scheme of the operation

¢ opMHPOBAHUEM SKUIAKOCTHOTO CKOIUIEHWS, YTO IIO-
TpeOOBAJIO JPEHUPOBAHUA TOJ Y 3-KOHTPOJIEM; Ku-
IeYHOe KPOBOTEUEHHE U3 OCTPOI $I3BBI TEPMHHAJIb-
HOTO OT/eJla TO/B3/OIIHON KHIIKI BBITIOJTHEHA
PEHTTEeHIHIOBACKYJISIPHAST OKKJII03Ms KUIIEYHOH apTe-
pun). 3adukcuposano tpu ocaoxuenus IIIb creme-
HI — YaCTHUYHAsI HECOCTOSTETBHOCTb MEKKHIIIEYHOTO
aHactoMo3a, 1epdopaius 1ecepo3nPOBAHHOTO yUacCT-
Ka TOHKOH KHIIKH, TTOTPe6OBaBINNE peanapOTOMUH
WA PEBU3UNU MOCIEONEPANNOHHON PAHBI.

JleTampHBIX MCXOZOB cpean GOJBHBIX HecOpMH-
POBAHHBIMI TOHKOKHUIIEYHBIMI CBUIIAMU He 3apUKCH-
POBaHoO.

Cdopmuposannsie TKC

Cpemu 61 (69,4 %) nanmenra co copMUPOBAHHbI-
v TKC 54 (88,6 %) GOJIBHBIM BBIIOIHEHA PE3EKIIIT
TOHKOI1 KUINIKM, Hecylleil cBUIIM, ¢ (GOpMUPOBAHIEM
MEKKUIIEYHOTO aHACTOMO3a.

Tpem (4,9 %) nampentaM ¢ MHOKECTBEHHBIMU CBU-
IIAMUA TOHKOW KHIIKU, PACMOJArafoluMUCS Ha pas-
HBIX METJISIX M C PACCTOSTHUEM MEXKy CBHUIAMu 6osee
30 cM, mpom3BeicHA PE3EKITNS TOHKON KHUIIKA CO CBU-
IIaMH U UCCEYEHHNEM KHIIIEYHOTO CBUIIA C YIIUBAHIEM
o6pasoBasIrerocs gaedexra.

V 3 (4,9 %) nanmeHtos, y KOTOPBIX JJIMHA OCTaB-
meiicss ToHKoM Kummkn Ob1aa Meree 100 cM, BhITTOIHEHA
KpaeBast Pe3eKIisl CTeHKN TOHKOIl KHIIKU CO CBHUIIOM
C [[aJIbHeIl/)IH_H/IM ee yH_II/IBaHI/IeM [[ByXp?I,ZIHbIM IIIBOM.

V 1 (1,6 %) manuenTKy ¢ MHOKECTBEHHBIMH c(POp-
mupoBanHbiME TKC wWHTpaonepanoHHO moOCJe BbI-
MOJTHEHUST PE3eKIINN TPOKCUMAIbHOI TIEeT/IN, HeCyIei

(PYHKIIMOHUPYIONTHIT BBICOKUII TOJHBIN CBHII, ObLIa
BbBISIBJIEHA BbIpKeHHAs MH(MUIbTPAINUS CTEHKU KHII-
KU B 00JIaCTH AMCTAJbHOTO KOHTJIOMEpaTa IeTe/ib TOH-
KOW KHUIIKM, Hecylero cBuiiu. B c¢Bsism ¢ ueM BbI-
[OJIHEHA Olepalusi, HalpaBJIeHHas HAa «OTKJIOYEHUEe»
KOHTJIOMepaTa TIeTejib TOHKON KUIMKH CO CBUIIAMMU.
Uepes 3 Mecsiiia BbINOJHEHO PaJMKaJbHOE OTEPATHB-
HOE BMENIATEIbCTBO — YAAJICHUE «OTKIIOYEHHOTO» KOH-
rJioMepara reresib TOHKON KHIITKH, HECYIIero CBUIIN.

Menunana ofieil AJIUTETbHOCTH Oepaluii y 60Jib-
HbIX co chopmupoBanubiMn TKC cocrasura 130 mun
(30 mum; 370 mun).

Meanana WHTPaONEpPAIIMOHHON KPOBOTIOTEPH
100,0 M1 (0 m; 2000 m1). MakcuManbHas KPOBOIO-
Teps cocraBuia 2000 M y IalMEHTKU ¢ ayTOUMMYH-
HBIM ITUPPO30M TICUYECHU U TOPTAJbHOU TUIEPTEH3MUEH.
TFemorpancdysusi  nepuonepalnnoHHo  MPOBOIUIACH
2 namuenTaM.

Hu y omHoro u3 mamueHToB WHTPAOTIEPAIMOHHBIX
ocyioxkuenuit He 6bw10. Ilocseoneparonnble OCTOXK-
Henus 3adpukcuposanbl y 36 (59,0 %) manuenTos.

B mocseonepanonHoM Tiepuojie  y TAIMEHTOB
co chopmupoBanubiMu TKC ocsioskHEHUST BO3HUKJIN
B 25 (41,0 %) nabmoaenusx. CorsmacHo Kiaaccudpura-
mu Clavien — Dindo (2009 r.),mocieonepanonnbre
OCJIOKHEHUSI Y TAIMeHTOB €O cOPMUPOBAHHBIMU
TKC O6buin  pacrpefiesieHbl  CJAeyIonM  06pa3oM:
Kk ocuaoxkuenuam [—II crenenm ornecennr 10 maimen-
ToB (4acTWYHAs HECOCTOSATEIBHOCTh MEKKHIIEUHOTO
aHacToMo3a ¢ (OpMUPOBaHUEM HAPYXKHOTO CBHIIA,
HarHOEHWE IOCJIe0TePAIIMOHHON PaHbl, 9PO3UH CJU3NU-
CTON OOOJIOUKN JKETYKA, TacTPOCTa3, HUXKHEHI0IeBasT
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nuesmonus), k¥ I1lla cremenn — 1 nabmogenune (ya-
CTUYHAS HECOCTOSTETHHOCTh MEXKHUIIEYHOTO aHACTO-
Mo3a ¢ HOPMUPOBAHUEM KUIKOCTHOTO CKOILIEHHS —
apernpoBanue o Y 3-KoHTposeM). 3aduKcupoBaHo
11 ocaoxuennit IIIb cremern — wactnuynast Heco-
CTOSITETBHOCTD MEKKHIIEYHOTO aHaCcTOMO3a, Tepdo-
panus TOHKOW KHIIKH, PAHHSIS CIAeyHasl KUIIeYHast
HETPOXOMMOCTb, ~BHYTPUOPIONIHOE —KPOBOTEYEHHE,
HATHOEHWE reMaTOMbl I0/IIIEY€HOYHOTO TPOCTPAHCTBA,
nepdopaliis TUTAHTCKON $I3BbI JIHA KeJayaka ¢ dop-
MHIPOBaHUEM TracTPOOGPOHXUATBHOTO CBHUINA, MOTPe6Oo-
BaBIIE PEJATAPOTOMUM ¥ PEBU3UN TOCTEOTEePAI-
OHHOW paHbl. ¥ 3 MalMeHTOB BO3HUKJIM OCJIOKHEHUS
IV—V crenmenn — cuHIPOM TOJMOPTaHHOW HEJOCTAa-
tounoctu (CITOH), cemncuc, npuBeziine K CMepTH.

[TocseonepannoHHble OCJOKHEHUS U JIETATHHOCTD
6osibHBIX corsacHo Kiaaccuduraiuu Clavien — Dindo
(2009 r.) npeacrasaensr B Tabauie 2.

Tpoe (3,4 %) GombHbIX €O C€HOPMUPOBAHHBIMU
TKC ymepan ot ocjiokHEeHWH, He CBI3aHHBIX C OCHOB-
HbIM 32060JIeBaHNEM U BBIIOJTHEHHBIMU OTI€PATUBHBIMU
BMETATENbCTBAMHI.

Oocy:kaenne

BosHUKHOBEeHINE B IOCJIEONEPAITIOHHOM TIEPHO/Ie
KC BBepraer B y)kac namnueHTa U IPUBOJUT B YHBI-
HUEe XUpypra. JTO OCJOKHEHUE PEe3K0 YXYJIIaeT ca-
MOYYBCTBUE M COCTOSHHE OOJHHOTO, & Bpady CO3HAET,
YTO TMOSIBUJIACH peajibHasl yrpo3a <«IOTepsThby» TallieH-
ta. Eme 15—20 ner naszax npu BozuukHoBenun KC
XUPYPTU TBITATNCH CIIACTU KU3Hb TMallMeHTa paHHen
oliepaliueil, 4To 4acTo 3aKaHYuBaJoCch medanbho [10].
C mogBJIeHHEM BO3MOKHOCTH 0OO6eCIeYnBaTh IIOJTHOE

napeHTepajIbHOe MUTAHNE U UCHOJb30BaTh I HEKTHB-
Hble HYTPUTHBHBIE cMecH TakThka JedeHns KC mpe-
Tepriesa NPUHIMIINATbHbIE U3MeHeHusl. B HacTosiee
BpeMsi He BBI3bIBAET COMHEHUN HEOOXOIMMOCTD JIJIH-
TeJbHON TIpefoNepaliioHHONl TOTOTOBKN 3TUX Malll-
€HTOB BILIOTH JI0 oOpasoBanust copmupoBantoro KC,
KOT/la BOCHAJTUTEIbHbIE M3MEHEHUS KHINCYHUKA I0JI-
HOCTBIO HUBEJUPYIOTCS, YTO TTPOUCXO/NT, KaK MpaBu-
Jo, ciycrs 3 mecsia [11].

[ToxroToBKa TManueHTa K ONEpaluy SBJSETCS He-
npocroii 3ajmaveit. B mo6oii MomenT, paske Ha one
VZOBJETBOPUTEIHHOTO  COCTOSIHUSI, MOSKET — BCIIBIX-
HYTb CEIICUC, TIPUCOCAMHUTBHCS TsKesash MHEBMOHUS,
9TO TpeOyeT MOCTOSHHOTO TPO(ECCHOHATLHOTO Bpa-
4eOHOTO HAOMOAeHUsT 1 JAaG0PATOPHOTO KOHTPOJIS.
Hawubonee caoxkuas cutyanms BO3HHKAET TPH BbI-
cokux moaubix TKC, tpe6yiomux a6CcoMIOTHOTO To-
JIOIAHUST W WCKJIOYEHUs TpHeMa SKUIKOCTH, 4YTO CO-
Kpaiaer o6beM BbIJeJeHUsT KUIIEYHOTO COAEePIKIMOTr0
no cBuily. TeM He MeHee COXPAHSIONIUECS MOTEPH
XuMmyca TpebyIOT MOCTOSTHHOTO BOCIIOJHEHUS, obecrie-
YUTHh KOTOPOE CJIOXKHO, OCOOEHHO B YCJIOBUSX OOBIYHO-
TO XUPYPrUYECKOrO CTAIMOHAPA.

Ha wanr B3ruisiji, TMEpCIEKTHBHBIM HaINpaBJICHIEM
B JICUCHUM TaKUX IIAIIMEHTOB SBJSAETCS HMCIOIb30Ba-
HUE CTEHTOB, OGECEYUBAIONINX TEPETOK KHUITEYHOTO
COJIEP’KMMOTr0 M3 TIPUBOAAINIEH B OTBOJALILYIO IETJIIO
KUMKW, Hecymieir cBuil. K coxkaleHuio, B HaCTO-
siee BpeMsi TaKue TPHUCIOCO6JeHHsT OTCYTCTBYIOT,
YTO BBIHYK/IAET WCIOJb30BATh PA3JIUYHBIE TLIACTH-
KOBble TPYOKH TOJIXOMSIIETO JAuaMeTpa. XOTerocCh
OBl TOJIYUYUTHh WHUBUAYAJTbHO MOJOOPAHHBIE CTEHTHI,
MO3BOJISAONNE € MUHUMAJbHOW TPaBMOW KHUIIEUHON
CTEHKW yAEPKUBATHCS B TPOCBETE KUIIKH.

Tabauua 2. TlocieonepalMOHHbIE OCJIOKHEHUS W JeTaabHOCTh 60sbHbix TKC corstacHo kiraccuduka-

muu Clavien — Dindo (2009 r.)

Table 2. Postoperative complications and mortality in ECFs patients according to the

Clavien — Dindo (2009) classification

CreneHb 0CIOMKHEHUI
Grade

Koua-Bo
Number of complications,
n = 38 (43.2 %)

CMBUCTO OGOOUKH KeTyAKa)

[-II (narHoeHue mocae0nepalMoOHHOI PaHbl, TaCTPOCTa3, ITHEBMOHMUS, SPO3UN

I-II (wound abscess, gastroparesis, pneumonia erosions of gastric mucosa)

18 (20,4 %)

KPOBOTEUEHUE U3 OCTPHIX F3B)
IITa (partial anastomotic leak, acute ulcer bleeding)

[11a (wacTUIHAST HECOCTOSTENBHOCTh MEKKUIIEUHOTO aHACTOMO3a, JKeJyJI0OUHOe

33,4 %)

TOHKOHU KHIITKN)

obstruction, small intestinal perforation)

ITIb (HecocToATENbHOCTD MEKKUIIEYHOTO AaHACTOMO3a, BHYTPUOPIOIIHOE
KPOBOTEUEHNE, PAHHSISA CHIaeuHas KUANIeYHas HEMPOXOIUMOCTD, nepdopariis

ITITb (anastomotic leak, intraabdominal bleeding, early adhesive intestinal

14 (15,9 %)

background of HbV-infection (HbSAg — positive)

V-V, neramprocrs (OHMK, CIIOH na doue tepdopallysi THTaHTCKON sI3BbI
JIHA JKesy/IKa ¢ (hOpMUPOBAHHEM TaCTPOOPOHXUATBHOTO CBUIIA, MEYeHOUHAsT
negocrarounoctb Ha dpone HbV-undexunn (HbSAg — momoxuTepHbIi)
IV—V, mortality (stroke, MODS on the background of giant peptic ulcer
perforation with formation of gastrobronchial fistula, hepatic failure on the

3(3,4 %)
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3akioueHue

METOJI JABYXOTaIlTHOTO JieY€HUs1 6OJIBHBIX TOHKO-
KHUIMIEYHBIMU CBUIIAMU TO3BOJIUAJI YJAYUYIIUTD PE3YJIb-
TaTbl W CHU3UTDH IIOKa3aTeJib JIETaJIbHOCTHU 10 3,4 %,
a OIMMCaHHbIE TEXHUYECKUE ACIIEKTbI BbIIIOJTHEHUA pE-
KOHCTPYKTUBHDBIX BMENIATE/JIbCTB ITOMOIJIN IIOJTHOCTHIO
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Two-Stage Treatment
of Enterocutaneous Fistulas
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Aim: to determine the most efficient treatment of enterocutaneous fistulas.

Materials and methods. Eighty-eight patients with intestinal fistulas underwent a two-stage treatment, including:
the first stage — multicomponent therapy, the second stage — reconstructive surgery. Enterocutaneous fistulas
were diagnosed in 61 patients, enteroatmospheric fistulas — in 26 patients, and combined fistula (enterocutaneous
and enteroatmospheric) — in 1 patient.

Results. All 88 patients underwent reconstructive surgery after the multicomponent therapy. Resection of the in-
testine with a fistula with the formation of an entero-entero anastomosis was performed in 72 (81.8 %) patients;

marginal resection of the intestine with a fistula, followed by suturing of the defect — in 7 (8.0 %); resection of the

intestine with fistulas in combination with excision and suturing of the fistula — in 5 (5.7 %); an operation aimed at

disabling the fistula from the passage of intestinal contents — in 3 (3.4 %); resection of the intestine with a fistula in

combination with fistula exclusion — in 1 (1.1 %) patient. Postoperative complications in the group of patients with

enteroatmospheric fistulas occurred in 13 cases, in the group with enterocutaneous fistulas — in 25 patients. Three

(3.4 %) patients with enterocutaneous fistulas died from complications unrelated to the underlying disease and sur-
gical interventions.

Conclusion. Two-stage treatment including multicomponent therapy (nutritional support, infection generalization

control, local wound treatment) and reconstructive surgery allowed to reduce mortality rates to 3.4 %, which proves

the effectiveness of this method.

Keywords: enterocutaneous fistula, enteroatmospheric fistula, two-stage treatment, nutritional support, nutritional

deficiency, surgical treatment
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AByxaTanHoe ne4yeHne TOHKOKULLUEeYHbIX CBULLEeN
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MuHucTepcTBa 3apaBooxpaHeHus: Poccurickori Penepaummn, Mocksa, Poccuiickast Penepaumsi

2 MHOronpoguibHbIv MeanLMHCKWI LIeHTP LleHTpansHoro baHka P®, Mocksa, Poccuriickas denepaims
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MuHucTepcTBa 3apaBooxpaHeHuns Poccurickori ®enepaumn, Mocksa, Poccurickas Penepaums

Llenb: onpeneneHne onTuMasnbHOW TakTUKM neveHnst 60S1bHbIX TOHKOKMLLEYHbIMU cBuLlamm (TKC).

Martepuanbl u metoapl. [TpoBeaeHo AByxaTanHoe fevyeHne 88 60JbHbIM TOHKOKMLLEYHBIMU CBULLLAMW: NEPBbLIN
3Tan — KOHCepBaTMBHAs MONMKOMMIOHEHTHAsA Tepanus; BTOPOI 3Tan — PEKOHCTPYKTUBHOE XMPYPriM4yecKoe BMeLLa-
TenbcTBO. CPOopMMPOBaAHHbIE TOHKOKMLLEYHbIE CBULLM OblIM Yy 61 naumeHTa, HecdopMUpPOBaHHbIE — Yy 26, KOMOU-
HUPOBAHHbIN CBULL, (CHOPMUPOBAHHbIN 1 HECHOPMUPOBAHHbLIN) — Yy 1 6ONBHOrO.
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PesynbraTbl. Bcem 88 naumeHTam nocne npoBeAeHns KOHCepPBaTUBHOMO 3Tana JiedeHns Obiiv BbIMOJIHEHbI PEKOH-
CTPYKTUBHbIE XMPYPruyeckne BMellaTesibcTBa. Pe3ekuus KALWKN CO CBULLIOM C GOPMUPOBAHMEM MEXKMULLEYHOIO
aHacTomo3a BbinosiHeHa 72 (81,8 %) 60nbHbIM; KpaeBasi pe3ekuus KULIKW, HECYLLE CBULL, C NMOCNenyoLWmMM yLIm-
BaHnem gedekta — 7 (8,0 %); pe3ekums KULWKU CO CBULLLAMWN B KOMOUHALMM C UCCEYEHNEM U YLLIMBAHMEM CBULLA —
5 (5,7 %); onepaums, HanpaBfiEHHAsA Ha OTK/IIOYEHME CBULLA N3 Maccaxa KuweyHoro cogepxmmoro — 3 (3,4 %);
pes3ekums ydacTtka KULLIKN CO CBULLOM B KOMOMHaAUMK ¢ oTktoYeHrem ceuwa — 1 (1,1 %) naumeHTy. MNMocneone-
PaUNOHHbBIE OCIOXHEHUS Y NALMEHTOB C HECHOPMMPOBAHHBIMU TOHKOKULLEYHBIMU CBULLLAMW BO3HUKAN Y 13 yeno-
BekK, B rpynne co cdopmmpoBaHHbiMu TKC — y 25 naumeHToB. Tpoe (3,4 %) 60nbHbIX TKC ymepnn oT 0CNOXHEHNA,
He CBSA3aHHbIX C OCHOBHbLIM 3a00/1€BaHNEM U BbINOJIHEHHBIMW ONEPaTUBHLIMM BMELLATEIbCTBAMMU.

BbiBoAbl. [1Byx3aTanHoe fieueHne, BKiovatoLLee B cebs MoSIMKOMMNOHEHTHYIO Tepannio U PeKOHCTPYKTMBHOE XUPYpP-
rMYecKoe BMELLATENbCTBO, MO3BOMMAO CHU3UTb NokadaTenu netanbHocTm o 3,4 %, 4To nokasdbiBaeT adhdPeKkTnB-
HOCTb JAHHOIro MeToaa.

KnioueBble cyioBa: KMLIEYHbI CBULLL, TOHKOKMLLIEYHbI/ CBULL, ABYX3TANHOE JlIe4eHne, HyTPUTMBHAS Nnoaaepxkka, Hy-
TPUTUBHAsS HEOOCTATOYHOCTh, XMPYPrMyeckoe neveHne

KoH)NUKT nHTepecoB: aBTOPbI 3as9BNSIOT 00 OTCYTCTBUM KOH(IMKTA UHTEPECOB.

Ana uutnposanus: Ctpyykos B.1O., bepenasunyyc C.B., AxtaHuH E.A., Topun [.C., Bypmuctpos A.W., Ayxkunos M.B., loes A.A.,
Mapkos I1.B., Kpurep A.Il. ByxaTanHoe neYeHrne TOHKOKMLLEYHbIX CBULLEN. POCCUINCKMIA XXypHa raCTPO3HTEPOSIONMA, renaTonoriu,

kononpokTonorun. 2023;33(4):58—69. https://doi.org/10.22416/1382-4376-2023-33-4-58-69

Introduction

Intestinal fistula (IF) is a connection between
the intestinal lumen and the external environment
or adjacent tissues and organs [1]. The IF has a
canal of various length and width, opening into the
skin, into a wound of the abdominal wall, a tubu-
lar organ, or ending blindly in the soft tissues. As
a rule, IF occurs in the early postoperative period
and is a severe complication that becomes a serious
problem for the patient and the doctor.

The rapid development of surgery over the past
two decades has contributed to an increase in the
incidence of enteric fistulas. This is associated with
an increase in the number of abdominal and pelvic
operations [2, 3].

Treatment of patients with IF is associated
with the frequent development of life-threaten-
ing complications, such as sepsis and septic shock,
syndrome of enteric insufficiency, severe electro-
lyte imbalance, which lead to high mortality rates
(3575 % according to domestic authors, which
corresponds to data of foreign colleagues) [2—6].
This issue is particularly relevant in the presence
of enteroatmospheric fistulas (EAFs), as well as
in high enterocutaneous fistulas (ECFs) with high
output (intestinal content loss of more than 500 ml
per day). In the absence of adequate conservative
therapy, malnutrition and immunological disorders
quickly develop, which further contributes to the
progression of sepsis and the development of mul-
tiple organ dysfunction syndrome [7, 8]. Surgical
intervention performed during this period, without
proper preparation, not only does not improve the
condition of the patient, it can be fatal and lead to
a rapid deterioration and death of the patient.

In the current literature, there is no unified con-
cept of perioperative management of patients with
ECFs based on pathophysiological processes of the

disease. There is no detailed description of surgical
techniques and tactical decisions during surgical in-
terventions.

This article describes the developed method of
two-stage treatment of patients with enterocutane-
ous and enteroatmospheric fistulas.

Materials and methods

In the period from 2008 to 2020, 88 patients with
enterocutaneous fistulas from different regions of
Russia were treated at the Department of Abdominal
Surgery at the National Medical Research Center of
Surgery named after A. Vishnevsky. Among them
there were 50 (56.8 %) men and 38 (43.2 %) women.
The age of the patients ranged from 18 to 84 years
(median — 51 years old). Prior to admission to the
Center, patients underwent from 1 to 14 operations on
abdominal organs (mean number of surgeries — 3.7).

All patients had ECFs, of which combined (en-
terocutaneous and colonic) fistulas were diagnosed
in 6 (6.8 %) patients. The surgeries that resulted in
fistulas are presented in Table 1.

In 70 (79.5 %) cases there was a single fistula,
in 6 (6.9 %) — two, and in 12 (13.6 %) there were
multiple fistulas (three or more intestinal fistulas).

Enterocutaneous fistulas were diagnosed in 61
patients, enteroatmospheric fistulas — in 26 pa-
tients, and combined fistula (enterocutaneous and
enteroatmospheric) — in 1 patient.

Among the patients with enterocutaneous fis-
tulas, 25 (28.4 %) patients had complete fistulas,
34 (38.6 %) — incomplete fistulas, and 2 (2.3 %)
patients had combined fistulas. In patients with
enteroatmospheric fistulas complete fistulas were
found in 11 (12.5 %) cases, incomplete ones — in
14 (15.9 %).

Forty-six (52.3 %) patients were admitted in
satisfactory condition, 16 (18.2 %) — in moderate
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Table 1. Operations that resulted in ECFs

Ta6/luua 1. OHepa]_[I/II/I, I10CJie KOTOPbIX BO3HUKJ/IN TOHKOKHUIIEYHbBIE CBUIIIN

Type of surgical intervention Number of patients,

Bux onepatMBHOrO BMemaTe bCTBa Koa-Bo 60abnbix, 7 (%)
Surgery for adhesive intestinal obstruction 23 (26.4 %)
Omepanus 1Mo MmoBO/y CHAEYHON KUINEYHOH HEMPOXOJAUMOCTH e
Colon surgery 9
Orepari Ha TOJCTON KUIITKE 20 (22.7 %)
Appendectomy o
AINEeH/9KTOMUSL 9 (10.1 %)
Surgery for abdominal trauma 8 (9.1 %)
Orneparuu 1o moBOLy TPABMbI KHBOTA e
Hernia repairs o
I'ppixeceuenist 8 (9.1 %)
Gynecological surgeries @
I'MHeKoIoTHYECKIE OnepaIlii 6 (6.8 %)
Sequestrectomy o
HekpcekBecTpaKTOMUM 3 (3.4 %)
Operations on abdominal aort 114 %)
Ornepaiii Ha GPIOITHOM OT/IE/IE A0PTHI U HA €€ BETBSIX e
Urology surgery 1 (1.1 %)
Ormepariu ypoJOTHIecKOro TPOhuIist
Cholecystectomy + choledocholithotomy 1 (1.1 %)
XOJIEIUCTIKTOMES + XOJIEOXOJTUTOTOMHESI
Other surgeries (drain of abscess, bariatric surgery, etc.) 5(5.7 %)
[Ipoune onepaunu (BCKpbITHE abCleccoB, GapuaTpuyeckas XUPYPrus u T. J.) e
Without surgery 0
bes oneparmn 3 (3.4 %)
Total o
Bceero 88 (100 %)

condition, 18 (20.5 %) — in serious condition, and
8 (9.0 %) — in critical condition. Extremely severe
and severe were the patients with enteroatmospher-
ic and high enterocutaneous fistulas.

Complications of ECFs were registered in 64
(72.7 %) patients. Sepsis occurred in 4 (4.5 %) pa-
tients. In 3 (3.4 %) cases EAFs were followed by the
development of diffuse peritonitis, which required
urgent surgical intervention. Abscesses and phleg-
mons of the anterior abdominal wall were diagnosed
in 14 (15.9 %) patients. In 58 (65.9 %) patients the
symptoms of dermatitis around the fistula were di-
agnosed. Intestinal output per day ranged from 20
to 5000 ml (mean volume — 831.8 mL). It should
be noted that 53 (60.3 %) patients lost more than
500 mL per day. All patients were stratified by ASA
(American Society of Anesthesiologists) physical
status classification: 55 (62.5 %) patients — ASA 2,
23 (26.1 %) — ASA 3, and 10 (11.4 %) patients —
ASA 4.

Patients were examined according to a standard
protocol, including: clinical blood and urine tests;
biochemical blood tests with assessment of protein
status; coagulogram; bacteriological tests of blood,
urine, sputum and wound drainage for sterility
with detection of antibiotic resistance; electrophys-
iological (electrocardiography), radiological (X-ray
examination; multispiral computed tomography of

thoracic and abdominal cavity organs) and other
instrumental methods of examination (esophagogas-
troduodenoscopy, ultrasound examination of ab-
dominal cavity and retroperitoneal space).

An important role in determining the plan of
two-stage treatment was played by radiological
methods of examination, including X-ray fistulo-
enterography (Fig. 1) and multispiral computed
tomography (MSCT), which were performed in
all patients with ECFs according to the standard
technique.

For a complex assessment of the configuration
of the intestine carrying the fistula and planning
the tactics of preoperative preparation, as well
as surgical intervention, the main questions were
highlighted and answered together with the ra-
diological diagnosticians:

1) length of the afferent intestinal loop, leading
to the fistula;

2) length of the efferent intestinal loop;

3) evaluation of the total length of the small
intestine;

4) identification of the intestinal compartment
that carries the fistula;

5) fistula count determination;

6) determination of loop length between fistula
defects in multiple fistulas.

In addition, CT scans were used to evaluate:
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Figure 1. X-ray examination technique: A — abdominal wall appearance; Foley catheters inserted into all intestinal
fistulas; B — X-ray image: cuffs filled with contrast; C — intestine contrast scheme

Pucynox 1. Metoanka BBITIOTHEHNS PEHTTEHOJOTHYECKOTO WCCJEOBAHWA: A — BHEIIHWI BHJ OPIONTHOI CTEHKH;
Katerepbl oJjiess BBe/leHbI BO BCe KWIeUHble CBUIM; B — peHTreHorpamMma: MaHKeTKH 3aroJHEeHbI KOHTPACTOM;

C — cxeMa BBIIOJHEHUS KOHTPpAaCTUPOBaHUA KUIIEYHUKA

— severity of infiltrative tissue changes of the
anterior abdominal wall, mesentery, and wall of the
small intestine;

— targeted search of abscesses of abdominal cavi-
ty and abdominal wall, foreign bodies in abdominal
cavity (Fig. 2);

— condition of the parenchymatous organs of the
abdomen, chest and pelvis, which allows to detect
various complications and concomitant diseases
(Fig. 3).

Figure 2. Abdominal CT scan, arterial phase. Foreign
body of the abdominal cavity (gauze pad)

Pucynox 2. KT opranoB OpIONTHON TOJIOCTH, apTepuaIb-
Hast dasa. Mnopoauoe teo GpoutHoil nomocru (MapJe-
Bag canderka)

Figure 3. Chest CT scan, frontal projection. Oral gas-
tric contrast in a patient with multiple ECFs: left-sided
diaphragmatic hernia, gastric translocation into the left
pleural cavity, compression atelectasis of the lower lobe
of the left lung

Pucynox 3. KT tpyanoil kiaetku, (poHTaTbHAS MPO-
ekisi.  IlepopaiibHOe  KOHTPACTHPOBAHUE — JKEJy/KA
y 6ousibHO#IT MHOKecTBeHHBbIMI TKC: sleBocTOpOHHSIST [1a-
(pparmasibHast TPBIKA, TPAHCJIOKAIUS SKETY/IKA B JIEBYIO
IJIEBPAJIbHYIO  TIOJIOCTh, KOMIIPECCHOHHBIN ~ aTesieKTa3
HIDKHEH 10/ JIEBOTO JIErKOIro
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First stage — conservative treatment

After the patients were admitted to the National
Medical Research Center of Surgery named after
A. Vishnevsky, the preparation time for reconstruc-
tive surgery ranged from 0 to 75 days (on average —
10.0 days). The main components of the conserva-
tive phase of treatment included:

1) assessment and correction of the patient’s nu-
tritional status;

2) control of generalized infection;

3) local wound treatment.

Nutritional support was given to all patients.
The enteral route of administering nutritional mix-
tures in the monovariant was used in 36 (40.9 %)
patients. Total parenteral nutrition was performed
in 30 (34.1 %) patients. Twenty-two (25.0 %) pa-
tients received combined nutrition, including en-
teral and parenteral administration of nutritional
drugs. The “distal feeding” (introduction of enteral
nutritional mixtures into the efferent intestine loop
through the Foley catheter) was used in 8 (9.1 %)
patients with ECFs.

Control of infection generalization and treatment
of infectious complications was carried out by sana-
tion of infection foci with the prescription of antibi-
otic therapy in accordance with the results of micro-
biological examination of body fluids (blood, urine,

Figure 4. A Foley catheter is inserted into the efferent
intestine loop for “distal feeding”

Pucynox 4. Karerep osiest yCTaHOBJIEH B OTBOJSIIYIO
KHIIKY JUUIS1 </INCTAJIbHOTO» MTUTAHMS»

sputum, discharge from drains, fluid obtained by
puncture) according to the “Sepsis-3” concept [9].
Preoperative antibiotic therapy was administered to
13 (14.8 %) patients.

Local ECFs treatment was necessary for all pa-
tients. The most common method of local treatment
of patients with ECFs was the use of barrier agents
in combination with intestinal content collection
devices (ostomy bag). In 36 (59 %) of 61 patients
with formed ECFs, the use of barrier pastes in
combination with moisturizing and healing creams
and proper fixation of systems to collect intestinal
contents enabled regression of dermatitis, provided
patient mobility and accurate measurement of the
amount of intestinal output.

In 22 (36.1 %) patients with incomplete ECFs,
located in a flat wound without maceration and
dermatitis, loss of intestinal discharge less than 150
mL per day, the method of daily dressings was used.
Active drainage of the fistula area was required in
one (1.6 %) patient with ECFs located in a flat
wound and significant manifestations of dermatitis.
For him the “in the air stream” drainage was used
with application of a two-channel drainage tube.

In two (3.3 %) patients with incomplete ECFs,
obturators were used, which significantly reduced
the amount of intestinal chyme loss through the
fistula. Active drainage was the main method of
wound care in EAFs, which was performed in 17
(63.0 %) of 27 patients.

U-shaped Chaffin drainage was used in one
(3.7 %) patient with a deep open wound into which
an unformed duodenal fistula opened (Fig. 5).

In six (22.2 %) patients, the EAFs were located
at the bottom of a deep cavity, whose wall tissues
had reached the second phase of the wound pro-
cess, and the skin edges were not infiltrated and
mobile, which allowed creating a tight space by su-
turing the skin edges of the wound over the fistula
and providing aspiration drainage with a medical
multichannel silicone tube through a contrinsicion
(Fig. 6).

“In the air stream” drainage was used in five
(18.5 %) patients with EAFs (Fig. 7). The wound
surface was covered with gauze pads or self-
adhesive film. In two (7.4 %) patients, the EAFs
opened into a deep cavity, and the wound was in
first phase of the wound process and had infiltrated
edges. In such a case, “in the air stream” drainage
with a Chaffin drainage tube was applied. In two
(7.4 %) patients, “in the air stream” drainage was
inadequate due to thick intestinal discharge, which
required flow-through drainage with Kanshin
double-lumen drainage. In one (3.7 %) case the
method of drainage of the afferent loop was ap-
plied. In two (7.4 %) patients with EAFs, vacuum
therapy (VAC-therapy) was used as a temporary
measure. Both patients had multiple ECFs locat-
ed deep in the wound. In one (3.7 %) case in a
patient with two ECFs located more than 100 cm
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Figure 5. A U-shaped Chaffin drain is inserted into a
deep wound into which a duodenal fistula opens

Pucynox 5. Y-o6pasnbrit ipenax Yadduna ycranosieH
B rily0OKYI0 paHy, B KOTOPYIO OTKPbIBA€TCS /1yO/leHAJIb-
HBII CBUIIL

from each other according to X-ray fistulography
the technique of “prosthetics” of intestinal passage
using corrugated tubes was used (Fig. 8). In seven
(25.9 %) patients with EAFs, barrier agents were
used in combination with intestinal content collec-
tion devices (ostomy bags).

Based on our experience, we have identified sev-
eral basic points used in local treatment of patients
with enteric fistulas (EF):

1) any method of draining the EF’s zone requires
constant monitoring of the proper functioning of
the drainage system;

2) the number of pads that cover the wound in
the area of the fistula should be minimal (no more
than 2—3);

3) hydrogel dressings can be used to protect
granulation tissue and prevent drying;

4) when performing local treatment of intestinal
fistula adjacent to the wound, it is unacceptable to
undertake its suturing (even if it is point-sized).

Second stage — reconstructive surgery

Several basic surgical techniques were used
during surgical interventions, which helped to
avoid intraoperative complications and improve the
treatment results of patients with ECFs [10, 11].

Figure 6. The skin edges of the wound were sutured.
Active aspiration drainage was inserted into the fistula
area through the contraincision (white arrow). A Foley
catheter was inserted into the diverting loop of the in-
testine for “distal feeding” (yellow arrow)

Pucynox 6. Kosxkuble kpas paHbl ymuThl. /IpeHask Ha ak-
TUBHOH acIUpaluy yCTaHOBJIEH B 06JacTbh CBHINA 4Yepes3
kontpaneprypy (Gemas crpenxa). Karerep ®oses BBe-
JIeH B OTBOJSILYIO HETIIO KUIIKU ISl <IUCTATbHOTO IH-
Tanusg» (GkenTas CTpesKa)

1. Previous incisions were used for surgical ac-
cess, and ligatures, granulomas, or mesh alloplastic
materials, if used, were completely excised. No an-
terior abdominal wall incisions outside the existing
defects were made.

2. External “rosettes” of ECFs located along
the midline of the abdomen were isolated during
excision of the postoperative scar. The fistulas in
the place of previous drainage tubes were dissected
from the abdominal cavity after mobilization of the
intestinal loops.

3. After excision of the postoperative scar, the
intestinal loops adjacent to the incision line were
exposed, aiming to “reach” the parietal peritoneal
sheet and mark the “layer” between the visceral and
parietal sheets.

4. In case of massive rough visceral-parietal and
visceral-visceral adhesions, the mobilization tech-
nique “from inside to outside” was used [12].

5. During mobilization and adhesiolysis, sharp
tissue dissection with scissors was used. The arising
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Figure 7. A variation of intestinal content aspiration in
a flat wound: the drainage tube is located on the surface
of the wound. The upper part of the wound is covered
with a hydrogel dressing

Pucynox 7. BapuaHT acnmpaiyy KHUIIEYHOTO COAEPIKI-
MOTO IIPHU IJIOCKOIL paHe: JpeHaskHasl TpyOKa pacHosIose-
Ha Ha MOBEPXHOCTH paHbl. BepXHss 4acTb paHbl yKPbITA
rU/IporesieBoil MoBsI3KOI

bleeding was usually stopped by tampon compres-
sion or point bipolar coagulation.

6. Superficial lesions of the serous layer of the
intestinal wall, inevitably occurring during adhesi-
olysis, were not sutured; when the lesion reached
the submucosal layer, interrupted sutures were ap-
plied.

7. If intestinal perforation occurred, the hole
was sutured with 4/0 or 5/0 monofilament resorb-
able thread. If multiple traumatic perforations of
the small intestine were located close to each other
or the mesentery was damaged at 3—4 cm or more,
the damaged area was resected.

8. Resection of the intestine with fistula was
performed with a few centimeters’ distance from
the fistula defect. An obligatory condition was the
absence of inflammatory infiltration and scar defor-
mation of the intestinal wall in the area of fistula
intersection.

9. The method of anastomosis was selected based
on the condition and diameter of the afferent and
efferent loops. Preference was given to end-to-end
anastomoses with 3/0 monofilament resorbable
thread, 4/0 double-layered sutures.

Figure 8. The use of corrugated tubes to transfer intesti-
nal contents from the afferent to the efferent intestinal
loop

Pucynox 8. Vcnosb3oBanue ToGPUPOBAHHBIX TPYOOK
JUIS1 TIepeBo/ia KUIIEYHOTO COAEPIKUMOT0 M3 MPUBOJISIIEN
B OTBOJSIILYIO HETIIO KUIIKH

Results

Since a significant part of patients with un-
formed EAFs were admitted to the National Medical
Research Center of Surgery in a severe condition,
the results of the complex treatment of patients
with ECFs and EAFs were analyzed separately.

Enteroatmospheric fistulas (EAFs)

Among 27 patients with EAFs, urgent operations
were performed in three (11.1 %) patients in whom
fistulas opened into the abdominal cavity and were
accompanied by peritonitis. In the other cases, the
operations were performed after a short-term inten-
sive preoperative preparation.

The main type of radical surgical interventions
in patients with EAFs — resection of the small in-
testine the fistula with the formation of entero-en-
tero anastomosis was performed in 17 (63.0 %) pa-
tients.

In four (14,8 %) patients with the remaining
length of the small intestine less than 100 cm in the
absence of infiltrative-inflammatory changes of the
intestinal wall, an economic marginal resection of
the small intestine wall with fistula and its further
suturing with double-layer sutures was performed.
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Three (11.1 %) patients with multiple fistulas of
the small intestine, located on different loops at a
distance of more than 30 c¢cm between the fistulas,
were resected with fistulas followed by anastomosis.

In three (11,1 %) patients, technical difficulties
(rough adhesions, not completely resolved inflam-
matory tissue infiltration, massive conglomeration
of intestinal loops with fistulas) were revealed
during surgical intervention, which did not allow
resection of compromised part of the small intestine.
In this regard, an operation was performed to "turn
off” the intestinal segment with fistula.

During this intervention, the loops of small in-
testine leading (afferent loop) and diverting (effer-
ent) to the “fistulous” mass were identified. After
that, the intestine leading to the fistula was tran-
sected, and the intestinal stump from the side of the
fistula was sutured. The intestine diverting from
the fistula was also transected and led to the ab-
dominal wall as an enterostoma. The afferent and
efferent loops of the small intestine in regard to the
“disconnected” conglomerate were anastomosed with
each other. The abdominal wall wound was sutured
by its own tissues, with rare sutures to the discon-
nected conglomerate (Fig. 9, 10).

As a result of the described operation, physiolog-
ical passage of intestinal contents was restored, and
mucosal fistulas were formed. After 5—6 months,
the previously disconnected intestinal conglomerate
was removed.

The median total duration of operations in pa-
tients with EAFs was 175 min (50 min; 505 min).

Median intraoperative blood loss was 150.0 mL
(0 mL; 1700 mL). The maximum blood loss
was 1700 mL in a patient with multiple EAFs.
Hemotransfusion was performed perioperatively in
five patients.

None of the patients had intraoperative compli-
cations.

In the postoperative period in patients with
EAFs, complications occurred in 13 (48.1 %) cases.
According to Clavien — Dindo classification (2009),
postoperative complications in patients with EAFs
were categorized as follows: eight cases were re-
ferred to complications of I-II grade (partial anas-
tomotic leak with formation of external fistula,
postoperative wound abscesses erosions of gastric
mucosa, gastroparesis, lower lobe pneumonia); two
cases — of grade I11a (partial anastomotic leak with
formation of fluid collection, which required ultra-
sound-guided drainage; intestinal bleeding from an
acute ulcer the terminal ileum — X-ray endovascu-
lar occlusion of the intestinal artery was performed).
There were three complications of grade I1Ib — par-
tial anastomotic leak, perforation of the deserosed
part of the small intestine, which required relapa-
rotomy or revision of the postoperative wound.

No lethal outcomes among patients with EAFs
have been recorded.

A

Figure 9. Operation of “turning off” a segment of the intestine with fistulas: A — intraoperative photograph (intesti-
nal conglomerate, carrying fistulas, partially mobilized, afferent and efferent loops identified); B — the scheme of the

operation

PuC]/HOK 9. Onepaunﬂ «BDBIKJIIOYEHUA» CETrMEHTa KHUIIKH CO CBUIIAMH: A — orepalnnoHHas (I)OTOl'pa(bI/IH — Ku-
MIE€YHbII KOoHrJjaomepar, Hecynmﬁ CBUlIM, 4aCTUYHO M061/IJII/130B21H, I/I[[eHTI/I(bI/II_II/IpOBaHbI NIpuBOAAIIaA M OTBOAANLAA

TeTJIN; B — cxema orepanun
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Figure 10. An end-to-end anastomosis is formed between the driving and diverting loops in relation to the “disconnect-
ed” conglomerate: A — intraoperative photograph; B — the scheme of the operation

Pucynox 10. Mesxy IpUBOJIAIIEN U OTBOASIIE TIETISIMU, TI0 OTHOIIEHUIO K «OTKJIIOUEHHOMY» KOHTJIOMepary, chop-
MHIPOBaH aHACTOMO3 «KOHeIl B KOHeI[»: A — omeparnnonnas ¢gororpadusd, B — cxema onepanun

Enterocutaneous fistulas (ECFs)

Among 61 (69.4 %) patients with ECFs, 54
(88.6 %) patients underwent resection of the small
intestine with fistulas and the formation of entero-en-
tero anastomosis.

Three (4.9 %) patients with multiple fistulas of the
small intestine located in different loops and with the
distance between fistulas over 30 cm underwent small
intestine resection with fistulas and excision of intes-
tinal fistula with suturing of the formed defect.

In three (4.9 %) patients with the length of the
remaining small intestine less than 100 ¢cm, marginal
resection of the small intestine wall with fistula and
its further suturing by double-layered suturing was
performed.

In one (1.6 %) patient with multiple formed DCS,
intraoperatively after resection of the proximal loop
carrying a functioning high complete fistula, signifi-
cant infiltration of the intestinal wall in the area of
the distal conglomerate of small intestinal loops car-
rying fistulas was detected. Therefore, we performed
an operation aimed at “disconnecting” the conglomer-
ate of small intestine loops with fistulas. After three
months — radical surgical intervention (removal of
“disconnected” conglomerate of small intestine loops,
carrying fistulas) was performed.

The median total duration of operations in patients
with ECFs was 130 min (30 min; 370 min).

Median intraoperative blood loss was 100.0 mL
(0 mL; 2000 mL). Maximum blood loss was 2000 mL
in a patient with autoimmune liver cirrhosis and

portal hypertension. Hemotransfusion was performed
perioperatively in two patients.

None of the patients had intraoperative complica-
tions. Postoperative complications were recorded in
36 (59.0 %) patients.

In the postoperative period, complications oc-
curred in 25 (41.0 %) cases in patients with ECFs.
According to Clavien — Dindo classification (2009),
postoperative complications in patients with ECFs
were categorized as follows: 10 patients were referred
to complications of grade I—II (partial anastomotic
leak with formation of external fistula, wound ab-
scess, erosions of gastric mucosa, gastroparesis, lower
lobe pneumonia); one case — of grade Illa (partial
anastomotic leak with formation of fluid collection
— ultrasound-guided drainage). There were 11 com-
plications of grade ITIb — partial anastomotic leak,
small intestine perforation, early adhesive intestinal
obstruction, intra-abdominal bleeding, suppuration of
subhepatic space hematoma, perforation of a giant gas-
tric fundus ulcer with formation of a gastro-bronchial
fistula, which required relaparotomy and revision of
the postoperative wound. In three patients there were
complications of grade IV—V — multiple organ dys-
function syndrome (MODS), sepsis resulting in death.

Postoperative complications and mortality accord-
ing to Clavien — Dindo classification (2009) are pre-
sented in Table 2.

Three (3.4 %) patients with ECFs died from
complications unrelated to the underlying disease
and surgical interventions performed.

66
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Table 2. Postoperative complications and mortality in ECFs patients according to the

Clavien — Dindo (2009) classification

Tabauya 2. TlocaeonepalimoHHbIe OCJIOKHEHNS U JetaibHOCTh 6oabHbIX TKC coracHo kaaccuduka-

mun Clavien — Dindo (2009 r.)

Grade
Crenenp 0CI0KHEHUH

Number of complications,
Kou-Bo,
n =38 (43.2 %)

CJIMBUCTON 060JIOUKU KETYKA)

I-II (wound abscess, gastroparesis, pneumonia erosions of gastric mucosa)
[—II (marHoeHue IOCIEONEPAIOHHON PaHbl, TACTPOCTa3, MHEBMOHHUS, 9PO3UI

18 (20.4 %)

IITa (partial anastomotic leak, acute ulcer bleeding)

KPOBOTEYEHNE U3 OCTPBIX SI3B)

I1Ta (‘{aCTI/I‘IHaF{ HECOCTOATEJIDbHOCTH MEXKHUIIEYHOTO aHACTOMO3a, JKeJIyJOYHOe

3(3.4 %)

obstruction, small intestinal perforation)

TOHKOH KUIITKN)

ITTb (anastomotic leak, intraabdominal bleeding, early adhesive intestinal

I1Ib (HecoCToATENbHOCTD MEKKUIIEYHOTO AaHACTOMO3a, BHYTPUOPIOIIHOE
KPOBOTEUEHWE, PAHHSIS CHAaeuHas KUANIeYHas HEMPOXOIUMOCTD, nepdopariis

14 (15.9 %)

background of HbV-infection (HbSAg — positive)

IV—V, mortality (stroke, MODS on the background of giant peptic ulcer
perforation with formation of gastrobronchial fistula, hepatic failure on the

V-V, neramprocts (OHMK, CIIOH na done nepdopaiiyst THraHTCKON S3BbI
JTHA JKeTyIKa ¢ (POpMUPOBAHNEM TAaCTPOOPOHXMATBHOTO CBUINA, EUeHOUHAS
HegocrarouHocTh Ha done HbV-undexunn (HbSAg — monoxutebHbIi)

3(3.4 %)

Discussion

The development of intestinal fistula (IF) in the
postoperative period terrifies the patient and de-
presses the surgeon. This complication dramatically
worsens the patient’s well-being and condition, and
the doctor is realizing that there is a real threat to
“lose” the patient. As recently as 15—20 years ago,
surgeons tried to save the patient’s life with early
operation, which often ended sadly [10]. With the
possibility of providing complete parenteral nutri-
tion and the use of effective nutrient mixtures, the
tactics of IF treatment have changed fundamentally.
At present, there is no doubt about the need for pro-
longed preoperative preparation of these patients,
up to the formation of a formed, or enterocutaneous
fistula (ECF), when inflammatory changes in the
intestine are completely eliminated, which occurs,
as a rule, after three months of treatment [11].

Preparing a patient for surgery is not an easy
task. At any moment, even in a satisfactory con-
dition, sepsis can break out, and severe pneumonia

can join, which requires constant professional med-
ical supervision and laboratory monitoring. The
most difficult situation arises with high-output
EAF, requiring absolute starvation and exclusion of
fluid intake, which reduces the volume of intestinal
content output through the fistula. Nevertheless,
persisting chyme losses require constant replace-
ment, which is difficult to achieve, especially in a
conventional surgical hospital.

Conclusion

The method of two-stage treatment of patients
with small intestinal fistulas improved the results
and reduced the mortality rate to 3.4 %, and the
described technical aspects of reconstructive inter-
ventions helped to completely avoid intraoperative
complications. Treatment of patients with entero-
cutaneous fistulas is a complex, labor-intensive task
and should be performed in specialized centers in-
volving a multidisciplinary team of specialists.
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COBpeMeHHbIe BO3MOJXHOCTH IIPDHUMEHEHHWA
NAKTYAOS3BI B KAMHUYECKOU IIPAKTHUKE

A.A. Hlentyann

DIAOY BO <Ilepsviti Mockosckuii zocydapcmeennviii meduyunckuil ynusepcumem um. .M. Ceuenosas Munucmepcmea
30dpasooxpanenus Poccuiickou Dedepayuu ( Ceuenoscrui Ynusepcumem), Mockea, Poccutickas Dedepayus

Llenb: npeactaBuTb 0630p COBPEMEHHbIX AaHHbIX INTEPATYPbl 0 BO3MOXHOCTAX NPUMEHEHNS akTy03bl B KITMHA-
4YeCKOW NpaKkTuKe.

OCHOBHbIE NMOJIOXEHUS. J1akTyno3a ABASEeTCA CUHTETUYECKUM OMcaxapuaoM, OTHOCSALLMMCS K K/lacCy OCMOTU-
yeckux cnabutenbHbiX. OduLManbHO pa3peLleHHbIMY MoKasaHUsaMU K ee HasHadeHuio B Poccuiickon Depepaumnm
cnyxart: GYyHKLUMOHAsbHbIA 3anop (B TOM YuiCe Yy OeTel, N1l NOXWA0oro U ctapyeckoro Bo3pacTta, 6epemMeHHbIX
M XEHLLWH B MOCNepoaoBOM Nepuoae), 06CTUNaLMOHHbIM BapuaHT CUMHAPOMA pa3apaXeHHOro K1eyHuka, Heob-
XOOAMMOCTb CMSArYeHNss KOHCUCTEHLMM Kania Mpu reMoppoe 1 TPeLLMHaxX 3aQHero npoxona, nocne onepauuii Ha Ton-
CTOI KULLIKE M aHOpPeKTaIbHOM 06/1acTn, a Takke nevyeHouHas aHuedanonatus. [pyrne nokasaHus BkOHaoT B ceds
MOArOTOBKY K KOJIOHOCKOMWUW, JIeYeHne 1 NpodunakTnky HapyLleHuii coctaBa KMwe4YHom MUKPoBMoThl, npodunak-
TUKY 3arNOpPOB Y OHKOJIOFMYECKMX BOJIbHbIX, MOSyYaoLLMX HAPKOTUYECKME aHaNbreTnku, a Takxke y naunmeHToB, Ha-
XOOALMXCSA HA UCKYCCTBEHHOWM BEHTUNSALNN IEMKUX.

3akn4yeHue. JlakTynosa aBAseTcs BbICOKO3(DdEKTMBHbIM 1 6e30mnacHbLIM npenapaTomM, CoYeTaloLmMM OCMoTHYe-
CKUIN cnabuTtesnbHblli 3ddEKT ¢ akTUBHBIM MPedUoTUYECKMM OENCTBUEM, LUMPOKO NMPUMEHSIIOLLMMCS B NOBCEOHEB-
HOW KIIMHMYECKOM NpakTuKe.

KnioueBble cnoBa: nakTynosa, GyHKUMOHaNbHbIN 3anop, 06CTUNALVOHHbIN BapMaHT CMHOPOMa pasapakeHHOro
KMLLEYHMKa, NeyeHo4YHas aHuedanonatmns

KOoH®NUKT nHTepecoB: aBTOPbI 3as9BNSAIOT 00 OTCYTCTBUM KOHMIMKTA UHTEPECOB.

Ana uutuposanus: LentynnH A.A. CoBpeEMEHHbIE BO3MOXHOCTU NPUMEHEHUS NaKTyN03bl B KIMHUYECKOW NpakTuke. Poccuimnckum
>KypHaUs raCTpOSHTEPOSIOrMN, renaTonorin, kononpoktonorun. 2023;33(4):70-75. https://doi.org/10.22416/1382-4376-2023-33-4-70-75

Modern Possibilities of Using Lactulose in Clinical Practice

Arkadiy A. Sheptulin
I.M. Sechenov First Moscow State Medical University (Sechenov University), Moscow, Russian Federation

Aim: to present an overview of current literature data on the possibilities of application of lactulose in clinical practice.
Key points. Lactulose is a synthetic disaccharide belonging to the class of osmotic laxatives. Officially permitted
indications for its appointment in Russian Federation are functional constipation (including in children, the elderly
and senile, pregnant women and women in postpartum period), an obstipation type of irritable bowel syndrome, the
need to soften the consistency of feces in hemorrhoids and anal fissures, after operations on the colon and anorectal
area, as well as hepatic encephalopathy. Other indications include preparation for colonoscopy, treatment and pre-
vention of disorders of the intestinal microbiota, prevention of constipation in oncological patients receiving narcotic
analgesics, as well as patients on artificial lung ventilation.

Conclusion. Lactulose is a highly effective and safe drug, which combines osmotic laxative effect with expressed
prebiotic action and is used in a wide clinical practice.

Keywords: lactulose, functional constipation, obstipation type of irritable bowel syndrome, hepatic encephalopathy
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Jlakrynoza (4-O-B-D-ranaxronupanosua-D-ppyk- mmmieBapureabHbiMu  (PEPMEHTaAMM  TOHKOH — KUIITKH

TO3a), OTHOCAIIASICS K TPYIE OCMOTHYECKUX CJIaGu-
TEJbHBIX TPENaparoB, ITPEACTABASeT cOOOW CUHTETH-
YecKuil gucaxapuji, COCTOSIIMI U3 OCTaTKOB MOJIEKY.I
(PPYKTO3BI M TAJAKTO3bI, KOTOPBIH HE pacllerigercs

U TIOMA/IaeT B TOJICTYIO KHUINKY B HEM3MEHEHHOM BH/IE.
B mpocBete TOMCTOl KUTTKU MPOUCXOINT €€ paciierie-
HIEe CaXapoJIUTUYECKUMH GaKTepusiMi ¢ 06Pa30BaHNU-
€M KOPOTKOIENOYEYHBIX JKUPHBIX KUCIOT (MOJOYHOM,
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MacJISTHO#, YKCYCHOM, TPONHOHOBON), KOTOPBIE CHHU-
KaloT pH comepKuMOoro ToCTOH KUMIKN 1 MOBBIIIAIOT
OCMOTHYECKOE [IABJIEHUE B €e TIPOCBETE, YTO IPUBOJUT
K TepexXo/y BOJABI B TPOCBET TOJCTON KUIIKHU, YBEJIHU-
YeHUI0 00beMa KHIIEYHOTO COAEPIKIMOro U ero Goee
MATKOI KOHCUCTEHINH, CTUMYJISIUN HePUCTATbTUKH
u B utore obecneunBaer caaburtenbubiii addexr [1].

Hambosiee yacTbiMi TTOKA3aHUSAMU K TPUMEHEHWIO
JIAKTYJI03bI  caysKaT nepsuunviii (uduonamuueckuil,
pyrKuUOHAILHBLL) 3aN0pP N O6CIMUNAYUOHHBLI 6APU-
anm cundpoma pasopaxennozo xuweunuxa (CPK),
a Tak)Ke BTOPUYHBIE 3AIIOPbI, BO3HUKAIONINE TIPU Pas-
JINYHBIX 3200JIEBAHUSX U IPHUEME HEKOTOPBIX JeKap-
CTBEHHBIX TIpenapatoB. Kak crabuTeJbHBIH mpemapar
JIAKTYJIO3a TIPUMEHSIETCS B KJIMHUYECKOW IPaKTHKe
¢ 1959 r., u ee cBoiicTBa 3a Mporreuit nepuo ObLIN
XOpoIIo u3ydeHbl. PaboTbl MOCTEAHUX JIeT MOJTBEp-
JIIIN BBICOKYIO 3 PeKTUBHOCTD 1 6e30MaCHOCTD JIaK-
TYJIO3BI B JIEYEHUH IAIIMEHTOB C 3alI0PaMHU.

Tax, naBoifHOe ciemoe MIaNEe60-KOHTPOINPYEMOe
uccJe/[0BaHue, IpoBeeHHOe B SIOHNY, MTOJATBEPANIIO
JIOCTOBEpHO 00JIee BHICOKYIO YaCTOTY aKTOB jJedeKarin
IpU MIPUMEHEHNH JIAKTYJIO3bI 110 CPaBHEHUIO C ILIalle-
60 mpu caa6oil BBIPAKEHHOCTH TOOOTHBIX 3((PeKTOB
U CPABHUTEJbHO PEJKOM BO3HUKHOBeHUEM juapen [2].
PegynbraThl paHIOMU3UPOBAHHOTO MHOTOIEHTPOBOTO
ucceoBanus, BKJOYaBiiero 363 nanumeHTta ¢ yHK-
IMOHATBHBIMI 3aIlOPaMH, TOKA3aJaH, YTO 3()(PEKTHB-
HOCTb TIPUMEHEHUsI B TedeHue 4 He/lesb JIaKTYJO3bI,
MOKPBITON TTapauHOM, ObLTAa COMOCTABUMA € TAaKOBOI
IpU IpUMeHeHny noausTuieHraukons (I13T) [3].

Bosbimoe BHUMaHUE yessieTcss TPUMEHEHUIO JIaK-
TYJIO3Bl TIpU JieyeHUH (YHKIMOHAIBHBIX 3aM0POB
y demeti. Y. Cao et al. [4] cpaBanin apdexTuBHOCTD
UCIIOJIb30BAHUS Y JIeTell B TeueHne 6 Helesb JaKTyJI0-
3bI B /I03€ 5 MJI B JIEHb U TIare00 B J€YeHUN XPOHU-
4ecKoro 3amnopa. JIakTy/03a [10CTOBEPHO yBeINYnBaIa
gacrory crynqa (p < 0,01) u yaydymiana ero KOHCH-
crerrmio (p < 0,01). IIpu atoM yYacToTa MOGOYHBIX
apdexToB B 06enx TpyNax He Pas3jndagach.

U. Poddar et al. [5] na6iroganu 316 gereii ¢ pyHk-
oHaTbHBIME 3anopamu (cpeaunit Bospact — 44 Me-
cAIa), TMOJAyYaBmUX JakTyno3y winm 11T, dddekt
oreHUBaJCS 4yepe3 3 Mecsia. IPHGEKTUBHOCTD 060MX
mpenapartoB 6bita cxonnoit. R. Velvizhy et al. [6] mo-
Kazasiu, yTo B VHAUM 1pu Je4eHnn 3amopoB y jeTei
OCHOBHOE MECTO B apceHaje CIaGUTeNbHBIX CPEJCTB
3aHUMAIOT JakTysa03a u 1191, KoTopble HazHAUATOTCS
COOTBETCTBEHHO B 26,8 u 24,6 % ciydaes, 4To CBuUjIe-
TEIBCTBYET O GOJIBIIEM MPEANOYTEHUN JTAKTYJIO3bI.

Kax wu3sBecTHO, Ba)KHBIM acCIeKTOM HPOOGJIeMbl 3a-
MOPOB  ABJISIETCS WX 3HAYUTENbHAS PACIPOCTPAHEH-
HOCTb B noxuaom eospacme (20—36 %) u acco-
IUAIUS C BBICOKUM PHCKOM CEPAEYHO-COCYAUCTHIX
3a6omeBannii. O0630p OMyOIMKOBAHHBIX PabOT CBU-
JIETEJLCTBYET O TOM, YTO JIAKTYJI03a MOKET IpuMe-
HSATBCSI B JIEYEHUU 3AIOPOB Y JIUI[ IOXKUJIOTO BO3-
pacra [7]. B 2021 rt. B <«Poccuiickom sxypraie
racTPOIHTEPOJIOTUH,  TeNaTOJOTUH,  KOJOIPOKTOJIO-
ru»  ObLIO  OMyOJMKOBAHO COTJIACOBAHHOE MHEHMWe

aKcnepToB: racrposureposoros (B.T. Msamkun u ap.),
rosomnpokrostoros (II.B. IlappkoB u ap.), TepoH-
tonoros (FO.B. KoroBckass u 1p.), KapAuOJIOroB
(IO.H. BenenkoB), kacafomieecsi ANATHOCTAKH W Jie-
YeHUsI 3al0POB B IOKHMJIOM BO3pacTe, KOTOPbIE IPUII-
JIT K 3aKJIIOYEHUI0 O TOM, YTO TIPUMEHEHWE JIAKTYJIO3bI
y GOJIbHBIX TIOKUJIOTO M CTApyecKoro Bodpacra adex-
THBHO 1 6Ge3omacHo [8].

AKTyaJIbHBIM OCTa€TCs BOIIPOC JI€UEHMs 3aro-
pOB y Oepemennvlx — Y HUX YacTOTa BO3HUKHOBE-
HUsT JlaHHOM 1poGseMbl jgocturaet 40 %. Jlakrymnosa
CUMTAETCS B TAaKWX CJydasgx TpenapaTtoM Beibopa [9].
Yupasienue Mo KOHTPOJIO KayecTBa IHUIIEBBIX IIPO-
aykToB n gekapcerenubix cpeacts CIITA (Food and
Drug Administration, FDA) odunmanbho paspemmio
MIpUMEHEHWEe JTaKTYJI03bl TPU 6ePEMEHHOCTH, MOCKOJIb-
Ky JaHHBIN IIpenapar, M03BOJIsIsl CIIPABUTLCS C 3aro-
poM, He OKasbIBaeT MOGOYHBIX 3(P(PEeKTOB B OTHOIIE-
HUM MaTepu U IIOJA.

[IpnMenenne JIaKTy03bI MOKA3aHO W TIPU Jiede-
HIUM 3aI0POB Y JKEHIUH 8 N0C1epodogom nepuode.
P. Huang et al. [10] usyuanu abdexruBaocts u 6e30-
MACHOCTb EePOPATbHOTO ITIpPUEMa JIAKTYJIO3bl B Jieue-
HUU 3al0POB B TOCTEPOIOBOM Tepuoje. yKeHHbI
MoJIyvasv JakTyJa03y B fo3e 15 mur 1 pa3 B jieHb, a 3a-
TeM TO/IEPKUBAIOILYIO 103y 5—15 MJI B /IeHb B 3aBU-
cumoctu ot apdertuBHocTH. C TTOMOIIHIO OMPOCHUKA
SF-36 omnenmBasoch KadecTBO Ku3Hm. Jledenme mpo-
JI0JKaJIoch B TedeHue 6 Hesesib. B rpynine manueHToxk,
MOJIYYaBITNX JIAKTYJI03Y, IO CPABHEHUIO C >KEHIIU-
HAMU KOHTPOJIbHOI TPYIIIBI, KOTOPBIM He Ha3HAYAJ-
cA JaHHBI Tpemapar, 3amopbl Hcue3ajn ObicTpee
(p < 0,05), xopoue 6bLIa MPOJOBKUTETBHOCTH AKTA
nedexarn (p < 0,05), HaGIOAAIOCH GOJIBIITEE YUCITIO
aueit ¢ orcyrersueM 3amopos (p < 0,05) m ormeua-
JINCH JIOCTOBEPHO JIy4IITe TOKA3aTeu KayecTBa JKI3-
1 1o mkane SF-36 (p < 0,05).

S. Meng et al. [11] mpoBesu pangOMU3UPOBAHHOE
KOHTPOJIpyeMoe HccieoBanme 3QPeKTHBHOCTH TIPHU-
MEHEHUS JIAKTYJIO3bI TIPU JIeYeHWH 3alOpOB B IOCJTeE-
pomxosoM niepuoje. JKenmmnbl ocHoBHON Tpytibt (100 we-
JIOBEK) TIOJyYa/In JTaKTy 103y B fo3e 20 M1 2 pasa B JI€HD
B TeueHue 4 Hejesb, GOJbHbIE KOHTPOJBHON TPYIIIbI —
AJIEKBATHBIN TIMTHEBOI PEXKUM, [THETY W COOTBETCTBYIOTITIE
TPEHNPOBOYHbBIE YIPaKHEHNsT. JMEKTHBHOCTD JIeYeHNs
B OCHOBHOIl M KOHTPOJIBHOI TPYIMIaX OTMeYasach, COOT-
BeTcTBeHHO, B 92 n 21 % cJiydaeB, a 4acToTa eIy MBOB
3aI0POB MPU HAOJTIO/IEHNN TIAleHTOK B Tevenne 120 Heit
cocrapiia 4 u 18% (p < 0,001), 4TO CBHETETBCTBOBATIO
00 0YeHb XOPOITeM OTIAaTeHHOM adeKTe Tpenapara.

PesynbTarhl  MHOTOIIEHTPOBOTO  HMCCJIEAOBAHI,
BKJIFOUABIIIETO aHAJIN3 Pe3yJbTaToB orpoca 4781 xeH-
IIUHBI, TIPUHUMABIINX B IOCJEPOIOBOM MEPHUOJE JIaK-
TYJIO3y B Te€UeHNe 2 He/lesb, TPUBEJN K 3aKTI0YeHNIO,
4yro Ha (OHE JieYyeHUsI IIOBBINIAJIACH YACTOTA CTYJA
U yYMEHBIANach MPOJOLKUTEIbHOCTD aKTa Jedera-
un. Ilpu atom TepaneBTuyeckuii apdeKT coxpaHsi-
csl U TocJsie OKoHuaHus teparnun [12].

OO611enpu3HAHHBIMU  TTOKA3aHUSIMU  [IJII  Ha3Ha-
YeHHWS JIAKTYJO3bI CJHYKaT TakKe HeOOXOIMMOCTD
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pasMATYEHNsT CTyJa TIPH 2eMoppoe, mpeujunax 3a-
dHezo npoxodd, noce onepavutl Ha MoJACmot KumKe
U 00aaCMU AHATLHOZO OMEEPCINUSL.

Bosbiioe uwncno wuccaepoBanuii  moCBIEeHO  ad-
(peKTUBHOCTY TPUMEHEHUS JIAKTYJIO3BbI C IeJIbI0 Jie-
yeHusi " TUPOPUIAKTUKE NEeUeHOUHOU Inuyedao-
namuu, 4Yactora KOTOPOH MpPU [UPPO3aX MeYeHH
nocruraer 70 % [13]. Tlog medeHouHoi suiedasona-
et (I19) TOHMMAIOT KOMILIEKC MOTEHIMATbHO 06-
pPaTUMbBIX HEePBHO-TICUXUYECKUX HAPYIIeHUil, BO3HU-
KaloONX B Pe3yJbTaTe TMeYeHOUYHOU HEI0CTATOUHOCTH
U/ WM HOPTOCUCTEMHOrO HMIYHTUPOBaHuS KpoBu [14].
Beaymumm dhakTopoM ee pasBUTHS SBJSETCS HECTIOCOO-
HOCTb T€YeHH IEePEBOUTb aMMUAK, 00pPa3yIoNuiics
B KHIIEYHUKE, B MOYEBWHY, BCJEICTBHE Yero TOBbI-
MIAETCST ero KOHIEHTPAIMsd B KPOBH, YTO BbI3bIBAET
nocJenytomniee MOBPEXICHUE HEHPOHOB U pa3BUTHE
HEBPOJIOTHYECKUX HAPYIIEHHIT.

B 3aBucuMOCTH OT HAJTWUYUS UM OTCYTCTBUS KJIU-
HIYeCKUX npossaenuii 11D gemurca Ha ckpoityio (n1a-
TEHTHYI0, MUHUMAJbHYIO), KOTOpPasi 0OHAPY>KMBAETCS
OpU TPUMEHEHUN CIEIUATbHBIX IICHXOMETPHYECKIX
TECTOB M KOOPAMHAIMOHHBIX 3ajau (BBIKJIaJbIBaHNE
3Be3/Ibl U3 6 CIIUYEK, TECT CBSA3BIBAHUS YUCEN), U SIB-
Hylo (ManugecTHyl0), TPOTEKAONIYI0 B HAYa bHBIX
CTAJMSIX C HAPYIIEHNEM CHA, ocjabjenneM BHUMAHUS,
Jeripeccueit un aiidpopueii, paccTpoiicTBaMH MaMSsITH,
XJIONAIOMUM TpeMopoM (acTepuKCHC) U XapaKTepusy-
IOIYIOCS B KOHEYHOH CTaJMU CTYMOPO3HBIM COCTOS-
HUEM, CIYTAHHOCTBIO MBbICJel, yrHeTeHrneM GOJIEeBbIX
pedIeKCOB 1 Pa3BUTHEM KOMBDI.

OG6pasyioluecss B TpOIlecce PacIleneHns JakK-
TYJIO3bI B KHUINIEYHUKE KOPOTKOIETIOUEUHbIE JKUPHDIE
KICJIOTBI TPETSITCTBYeT POCTY TIATOT€HHBIX OGaKTepHui,
06pas3yIoNMxX aMMHIaK, a ee CJaGUTeNbHbIH aperT mpu-
BOJAUT K YHAJIEHUIO U3 KHUIIIEYHUKA A30TCOMAEPSKAIIIX
BerecTB. Kpome Toro, B KHCJION cpejie KUIIEYHOTO CO-
JiepskuMoro, o6pasyloliieiics mpu rpueMe JAKTYJIO03bI,
amvuark (NH?*) nepexomur B monbr ammonmsa (NH*),
OT/INYAIONINEeCs IIJIOXO0H BcachblBaeMoOCTbIO [13].

AP hEKTHBHOCTD  JIAKTYJIO3bI  M3yYaach Kak IpU
CKPBITOH, Tak 1 1pu siBHOI hopme 119. MHororeHTpoBOe
PaHIOMU3UPOBAHHOE  KOHTPOJIMPYEMOE  HCCJIe/IOBAHIE,
nposesienHoe B Kurtae B 11 rocrnmrasisax, mnokasano,
YTO TIPUMEHEHHE JIAKTYJIO3bI B TedeHWe [IByX Mecs-
IIEB JIOCTOBEPHO YCTPAHSLIO TPOSIBIEHMST CKpbiToil 119
M0 CPABHEHWIO C KOHTPOJILHOH TPYIIIO U CIOCOOCTBO-
BAJIO yJIydllieHuto (DU3MUECKOTO COCTOSTHUST GOJIbHBIX
[16]. Meraamammms 25 wuccaef0BaHNil, BKIIOYABIIIX
1563 GoabHbIX ¢ MuHUMaIbHONI [19, mo3BOMII cAeIaTh
3aKJTIOUEHUE, YTO JIAKTYJI03a ObLIa €IWHCTBEHHBIM Mpe-
MapaToM, yCTPAHSBIINM TIPOSBIEHUS MUHUMAJIbHOM 113,
MPEYTIPEKIAONINM Pa3BUTHE SBHBIX TPU3HAKOB 119,
CHIDKAIONIUM YPOBEHb aMMUAKa B OPraHu3Me, YJIydIla-
IOIIM KA4eCTBO JKM3HU W HE JATONIUM CYIIECTBEHHBIX
mo6ouHbIX addexton [17].

ABHass TevyeHOUHas SHIEATONATHS ACCOIUUPY-
ercd ¢ HeoOXOAMMOCTBHIO TOCIHUTAJIU3AINKA OOJJbHBIX
U TIOBBINEHHBIM PUCKOM BO3HUKHOBEHUS JIETAJTHHOTO
ucxoza [18]. O630p 8 pabor nmokasas, 4ToO JAKTYI03a,

NPUMEHSBIIASICS. B BHJE MOHOTEPAIUU B JIeYeHUH
60BHBIX ¢ sBHOU 119 Gosee 6 MecsiieB, yMeHbITagA
puCK pasBuTusl peunauBoB 113 u cHIkama HEO6XO1U-
MOCTD TOCTMTAJIN3ANNN TaKuX MaruerTon [19].

3uaunMbiM (pakTopoM passutusg [19 y 6GoabHBIX
C IUPPO3aMU TIEYEHU CIYKUT KETYI0YHO-KUIIETHOE
kpoBoreuenne. IIpoBeseHHblil cucreMaTHYeCKWii 006-
30p paboT, MOCBSIMIEHHBIX N3YIeHUIO 3 (PeKTUBHOCTH
JIAKTYJIO3bI B IpeaynpexaeHnn pazsutus 113 y 605b-
HBIX C I[HUPPO3aMU TI€YEHU, TIEPEHECHINX >KeTYI0U-
HO-KHUIIIEYHOe KPOBOTEUEHME, II0Ka3as, 4TO YacToTa
BO3HUKHOBeHUST [1D y GONBHBIX, TMOTyIaBIINX JAKTY-
JIo3y, cocraBuia 7 %, y He nosydaBumx ee — 26 %
(p =0,01) [20].

Pan pabor 6bL1 mocBsiiieH usdydeHuio a¢dexTus-
HOCTW TIPUMEHEHUS JIAKTYJI03bl pu 11D B cpaBHEHWN
C MECTHOJEHCTBYIONNMM aHTHOMOTUKOM pudakcuMu-
HOM, a Takyke B koMOuHanuu ¢ HuM. CucreMaTindecKuil
0630p u Metaanaaus 16 yccaegoBaHmil, BKJIIOYABIIIX
1376 GoabHBIX ¢ siBHOU 119, momydaBmmux Jn6o Jiak-
TyJI03y, Ju60 pudaKCUMHUH, OKa3aJa, 4TO JAKTYJIO-
3a JIOCTOBEPHO yJjydiiasa ofllee KadyecTBO >KU3HU
HAIMEHTOB, OOYCJIOBJIEHHOE COCTOSIHUEM 3/I0POBbS,
colmaabHoe (DYHKITMOHUPOBAHUE, COH, TOT/IAa KaK Te-
parnestnyeckuit acpdexr pudaxcummua OGbLT HETOCTO-
BepHbIM [21].

M.A. Moneim et al. [22] o6Hapy:xuau, 4TO TPHU-
MeHeHne KOMOWHAIMH JIAKTYJ03bl W pudakcuMuHa
y GOJIBHBIX C IUPPO30M II€YeHU B MCXOJE€ BUPYCHOTO
rematuta C ¢ 1ebl0 BTOPUYHOI mpodumaktuku 119
B no3e 30—45 ma 3 pasa B genb u 400 mr 3 pasa
B JIeHb COOTBETCTBEHHO TIO CPABHEHUIO C KOHTPOJIb-
HOI TPYIIIOI MAaIeHTOB, MOJYYaBIIINX MOHOTEPAIIHIO
JIAKTYJI030H, TPUBOAMIO K 6oJiee TPOOJIKUTENbHOM
pemuccun I13, cocraBusmeit 18,84 u 14,00 nemenn
COOTBETCTBEHHO (p = 0,002) m Gosee HW3KOH YACTO-
Te peiauBoB ol 119 (46 u 70 %; p = 0,005).
JlakTyso3a B KOMOMHAIINN ¢ PUPAKCUMIHOM CHIKATA
y GOJIbHBIX C IUPPO30OM MeYeHU NPOAYKII0 aMMua-
ka #Ha 20 % [23]. Meraanamms 7 paHIOMHU3UPOBAH-
HBIX KOHTDPOJUPYEMBIX HCCIEOBAHMIT, BKJIIOYABIITIX
843 mammenta c 119, mokasan, 4To MpUMeHEHNE KOM-
OGUHAIIK JIAKTYJIO3BI U PUPAKCUMUHA CIIOCOOCTBOBAJIO
60JIBIIIEMY CHIDKEHWI0 cMepTHOCcTH oT 19 mo cpashe-
HUIO C MOHOTEpanuei JakTyno30i [24].

Opmnako Gosee BbicoKas 2(PdEKTHBHOCTD KOMOWUHMN-
POBAHHOTO TIPUMEHEHHUSI JIAKTYJIO3bl 1 PUDAKCHMITHA
MO CPAaBHEHUIO C MOHOTepammell JIaKTyJI030i Oblia OT-
MedeHa He BO Bcex paGorax. Tak, N.I. Butt et al. [25]
HaOTIOAN JIBE TPYHIbI GOJBHBIX C JIEKOMIIEHCHPOBAH-
HBIMI XPOHUYECKUMH 3a00JIeBaHUsIME TI€UeHn 1o 65 Je-
JoBeK B Kakaon. OnHa W3 HUX ToOJydasa B TedeHne
10 gueit 30 Mt akTys103b1 3 pasa B JIeHb, Apyrasi — JaK-
TYJI03y B TOH 3Ke /03¢ B KOMOUHAIINN C PU(DAKCUMITHOM
o 550 mr 2 pasza B cytku. llonoxurenbHas AuHAMHUKA
BBIpaskeHHOCTH cuMnToMoB 119 okaszamach cxoanoii (co-
OTBETCTBEHHO, y 58,46 u 67,69 % GOJIbHBIX; pas/imyusi
HezoctoBepHble, p = 0,276).

K. Ahire u A. Sonawale [26] cpaBuuBaim adex-
TUBHOCTDH NPUMEHEHWs TIpu siBHOH 19 komOunaimm
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JIAKTYJI03bI 1 prpaKCUMUHA ¥ MOHOTEpPAIMHU JAKTYJI0- MeHee 5 MM) II0 CPaBHEHHIO ¢ IOATOTOBKOI K KOJIO-
30it. B o6enx rpymmax Oblia oTMeYeHA MOJOKHUTETb- HOCKOMUU ¢ momomipio [I3T B koMOmHAIMM ¢ TLIA-
Hasl [UHAMUKA, KacaBIlascs MEHTAJbHOro craryca, 1eb6o. Meraananus 18 wuccienoBaHuil, BKIIOYABIINX
CTEMEHN aCTEePUKCHCA, YPOBHS aMMHUAKa B CBIBOPOTKE 2274 TalMeHTOB, MOJATBEPIUJT, YTO TOATOTOBKA K KO-
KPOBH, PE€3yJIbTATOB TECTA CBI3bIBAHMS YICEN, WHIEK- JIOHOCKOIMU C MHCIOJIb3oBanueM koMmbuuanmu [19T
ca I19. CrarncTudeck TOCTOBEPHBIX PA3IMUWil B TTO- W JIAKTYJIO3bI OKa3anach Gojiee KaueCTBEHHOI TI0 CpaB-
JIy4eHHBIX pe3yJibTaTax Me)X1y O6erMHU TPYInaMu 06- HeHUIo ¢ U30JMpoBaHHbIM npuMenenneM [13T. Kpome
Hapy:keno He 6bimo. Hakowner, S. Hasan et al. [27] Toro, B caywasx wucmosnb3oBanusi KomOunarmu [19T
Habogamu 96 marueHToB ¢ gBHOI I19 ¥ mokasanu, u JIAKTYJIO03bl Y OOJBHBIX Peke BOZHUKAIU GOJIH B XKU-
YTO yJAydllleHre HEBPOJIOTUYECKOTO CTaTyca MPU MOHO- BOTe, TONTHOTA M pBOTa [34]. B ABYX cpaBHUTEIHHBIX
Tepanuu JTakTya030it (0COGEHHO B HAYAJNBHBIX CTaJM- MUCCIEJOBAHUAX ObLIO ITOKA3aHO, YTO TI0 KA4ecTBY
ax) 6bLI0 6osIee BBIPAsKEHHBIM, YeM NPHU IPUMEHEHUH  TTOJATOTOBKU K KOJOHOCKOIHU M TIEPEHOCHMOCTH JIaK-
KOMOWHAINY JIAKTYJI03bI U pUdaKCUMUHA. tysno3a npesocxoaut 19T [35, 36].

C y4eToM HEOJHO3HAYHOCTU TOJYYEHHBIX Pe3YJIb- 3amopbl YacTO BO3HUKAIOT Y GOJBHBIX, TOJIyYaio-
TaToB GoJjiee CIIPABEJIMBOII IPEJCTABISIETCS TOYKA IIUX HaApKomuueckue auanveemuxu. llpumenenue
3peHns, KOTOpas paccMaTpUBaeT MOHOTEpAIUIO JIaK- JaKTyJa03bl B go3e 10 M 2 pasza B geHb a(pdexTHBHO
TYJIO30il KaK TePAINuio MepBoil JUHUKM, & KOMOMHAIMIO IPEJOTBPAIIAI0 BOSHUKHOBEHUE 3aTI0POB Y GOJIbHBIX
JIAKTYJI03bI W PU(AKCUMUHA — KaK CXEMYy JIEYeHUS CO 3JIOKQUeCTBEHHBIMH HOBOOOPA30BAHUSIMU, MOJY-
BTOPOIl JIMHUU, K KOTOPOH [JOJUKHBI ObITh COOTBET- YaBIINX HAPKOTHYECKUE AHAIbIETHKH B CBS3U C BbI-
crBytomue mokazanus [18]. Tak, EBpomeiickasi acco- paskeHHBIM GosieBbIM cuHApoMoM [37, 38].
ruanus 1o usydenuio nedenn (European Association 3anopbl Tak:Ke HePeIKO OKa3bIBAIOTCS CePbe3HOil
for the Study of the Liver) m Amepukanckas accony- Tpo6eMoil y GOTbHBIX OT/AENEHNH NHTEHCHBHON Tepa-
anusl 1o u3ydeHuio 3aGosieBanuii medenn (American UM, HAXOAAIIUXCS HA UCKYCCMEEHHOU GEHMULAUUU
Association for the Study of Liver Diseases) pac- zeexux (MBJI). Bbuio mokasaHo, 4To y TakuX 60Jib-
CMaTPHUBAIOT JIAKTYJIO3y KaK IIperapar MepBOTO0 BBbI- HbBIX B CJAydYae HA3HAYEHUs] UM JIAKTYJO3bI [0 CPaBHe-
6opa i JiedeHUST W TPOMUIAKTUKI SMU30AMYECKN  HUIO C TTAlMEHTaMH, He TIOJIYYaBIIUME ee, OTMEYaIiCh
Bo3HuKaromleil sisuoii [19. Pudakcumun no6asisiercss  10CTOBEpHO 6oJiee BBICOKAs 4YacTOTa aKTOB jedexa-
It TpoIITaKTHKY pennanBoB sBHOH 11D [28]. mun B zenb (1,3 u 0,7 coorsercrBenHo; p < 0,0001),

Bce BblmenepedncieHnble MMOKa3aHUs K Ha3Havye- [[OCTOBEPHO MEHbBINNIT TPOILEHT aHell 6e3 medexaryu
HWIO JTAKTYJIO3bl cumMTaiorcs odunmanbio paspemren- (33,1 u 62,3 %; p < 0,0001), Gosee BBIpasKEHHOE CHU-
ubiMu B Poccuiickoit @eneparu. [IpuBoanmblie HuKe  skeHue nokasateseil IIkanbl olleHKH TOCJeI0BaTe/b-
MOKA3aHNsA SABJASIOTCS B Hamiell crpaHe MoKasaHWsMH — Hoii opranHoil memocratounoctn (SOFA) (—4 n —1
off-label, HO cuyuTalOTCS TPABOMOUYHBIME B psijie APY- coOTBETCTBeHHO; p = 0,036) [39].

THX CTPaH. Hapymennst GyHKIINN KUIIEYHUKA SBISIOTCS Ya-

OrMeueHo, 4TO JIAKTYJI03a B HU3KHUX 032X MOJKET CTBIM OCJIOKHEHHEM PAHHEN CTajuu 0cmpozo nauxpe-
TIPUMEHSATBCST KaK 1peOuomux, CruocoOCTBYsI yBedW- damumd. B paHIOMU3MPOBAHHOM KOHTPOJHPYEMOM
YEeHUIO COJEP’KAHUsI B KullleyHuke 6udumobakTepuii  MCCIeOBAHIM, ITPOBEJEHHOM y 73 GOJBHBIX CO CPE-
U JTaKTOOAKTEpHii, YrHeTass POCT TATOTEHHBIX MUKPO- HeTsKeJaol opMoit ocTporo maHkKpearuta, OBLIO OT-
oprannamMoB (KJIOCTpUAHii, CaIbMOHEI, KAMITUJI06aK- MedYeHO, u4To Ha (hOHe MPUMEHEHHs JaKTya03bl (PyHK-
Tepa M p.) W yKPEIIAs 3alluTHBIN Gapbep CJAM3UCTON — IUS KUIMEYHWKA yJIydnianach yepes 7 AHell jJedeHus.
obosioukn KumeyHuka [29, 30]. [Ipu aToM cHUIKAJICS yPOBEHDb BOCIAJUTENbHBIX IUTO-

Kax m3BecTHO, aHTHOMOTHUK a3UTPOMHUIINH BBI3bIBA- KUHOB B CBIBOPOTKE, YMEHBINAICS WHJEKC TPOHUIIAe-
eT POCT TATOreHHBbIX Gakrepwil (B YaCTHOCTH, CTPEN- MOCTH CJAM3UCTON O60JIOYKU KUIIEYHUKA, MOBBIIIAIOCH
TOKOKKOB) B Kumeunnke. C MCIOAb30BaHNEM MeToga  cojepskanue Guduao6akTepnii 1 ypoBEeHb KOPOTKOIIE-
cekBennposBanust 16S-pu6ocomanbuoit PHK 6bl1o 1o-  1moYedHbIX SKUPHBIX Kuca0T [40].

Ka3aHo, YTO OJJHOBPEMEHHOE TPUMEHEHHNE JIAKTYJIO3bI K mpenmytiiecTBaM JIAKTYJI03BI OTHOCATCS BBICOKUTT
MOBBIIIAET COAEPIKAHKE CaXapoJuTHUecKnX Gakre- mpoduib GesonacHoctu (B 4aCTHOCTH, OTCYTCTBHE Jie-
puit (akroGakTepuii, SHTEPOKOKKOB, aHAIPOCTUIIOB) KAPCTBEHHOTO B3aMMOJAEIHCTBUS, HYTO SBJASETCS OCO-
U TPENATCTBYET B TaKUX CJAYYasX KOJOHU3AIUHM K- OEHHO BJKHBIM Y KOMOPOUIHBIX MAIMEHTOB), a TAKKe
MIEYHUKA ONMOPTYHUCTUYECKON TIATOTEHHON MHUKPO- BO3MOXKHOCTD JJIUTEIBHOTO MPUMEHEHMS.

duopoit [31]. TlonoxkurenbHoe BO3EHCTBIE JTAKTYJIO- Takum  o6pasoM, 1OMHMO OQUIMATBHO  pa3-
3bI Ha KHUIIEYHYI0O MUKPOOMOTY OOYCJOBIUBAET TaK:Ke PEIICHHBIX TOKA3aHWH K HA3HAUYEHWIO JIAKTYJIO3bI
11eJ1ec006Pa3HOCTD ee MpuMeHeHHs Y 60JbHBIX caxap- B Poccuiickoit Dexpepaiui, K KOTOPbIM OTHOCSTCSI
HBIM amabeToM 2-To Trma [32]. (byHKIMOHANBHBIN 3an0p (B TOM umCse y geTel, moKu-

PangoMusnpoBaHHOe KOHTPOJHMPYEMOE UCCJAEN0BA- JIBIX JIOJeil, 6epeMeHHbIX U SKEHIIMH B MIOCJEPOI0BOM
nue, nposegennoe H. Yuanchao et al. [33], mokasano, mnepmoge), o6crunanmonnbni Bapumant CPK, meo6xo-
4yro jgo0aBienne Jaktysno3bl K IIIT npum nodzomoe- [UMOCTb CMSITYeHHsI KOHCHCTEHI[MH Kaja HPH TeMOp-
Ke K KOJOHOCKONUU JOCTOBEPHO YJIYYINAT0 KAaueCcTBO pOe M TPEINHAX 3aJHEer0 MPOXO0/a, TOcje onepannit
OYMIIEHNST TOJICTOW KHUIIKM U YacTOTY TIOCJEAYIO- Ha TOJICTON KUIIKe U aHOPEKTAJIbHOI 06J1acTH, MIaHu-
mero oGHapyskeHust azeHoM (0COGEHHO pasMepaMH — PYIOTCS K PETHCTPalMu psij TMokasaHui (MoAroToBKa
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K

KOJIOHOCKOITNM, HapyleHunsa CcocTaBa KHIIEeIHOI

MUKPOOHMOTHI, TPOMIIAKTAKA 3aMOPOB Yy OHKOJIOTHYE-
CKUX OOJIBHBIX, TOYYAIONINX HAPKOTHYECKIE aHaIbre-
THKHM, a TaKKe y MaIMeHToB, Haxoasmuxcs Ha VBJD).
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Aim: to present an overview of current literature data on the possibilities of application of lactulose in clinical practice.
Key points. Lactulose is a synthetic disaccharide belonging to the class of osmotic laxatives. Officially permitted
indications for its appointment in Russian Federation are functional constipation (including in children, the elderly
and senile, pregnant women and women in postpartum period), an obstipation type of irritable bowel syndrome, the
need to soften the consistency of feces in hemorrhoids and anal fissures, after operations on the colon and anorectal
area, as well as hepatic encephalopathy. Other indications include preparation for colonoscopy, treatment and pre-
vention of disorders of the intestinal microbiota, prevention of constipation in oncological patients receiving narcotic
analgesics, as well as patients on artificial lung ventilation.

Conclusion. Lactulose is a highly effective and safe drug, which combines osmotic laxative effect with expressed
prebiotic action and is used in a wide clinical practice.
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COBpEMeHHbIe BO3MOXHOCTU NPUMEHEHUSA NaKTyJ103bl
B KJIMHNYECKOMN npaKkTuke

A.A. WentynuH

®raAOY BO «[lepsbiti MockoBCkuii rocyAapCTBEHHbI MEANLMHCKUE yHuBepcuTeT uMm. Y.M. CeveHoBa» MuHucTepcTaa
3apaBooxpaHeHns Poccurickoi denepaummn (CedeHoBCkuii YHuBepcuteT), MockBa, Poccurickas Penepadms

Llenb: npeactaButb 0630p COBPEMEHHbIX AaHHbIX IMTEPATYPbLI O BO3MOXHOCTSAX NPUMEHEHUS NaKTYy103bl B KIIMHU-
YeCKOoM NnpakTuKke.

OCHOBHbIE MOJIOXEHUS. J1akTyno3a ABASETCA CUHTETUYECKUM OMCaxapuaoM, OTHOCALLMMCS K KJacCy OCMOTU-
yeckux cnabutenbHbix. ObunumanbHO paspeLLeHHbIMY NMOKa3aHNSMN K ee HasHaveHuto B Poccuiickoin Depepaumn
cnyxar: dYyHKUMOHAsbHbIA 3anop (B TOM YniCe Yy OeTel, N1l NOXWUI0ro U cTtapyeckoro Bo3pacTta, 6epemMeHHbIX
M XEHLUWH B NMOCNEPOL0OBOM MNEPUOAE), OOCTUNALMOHHBIA BapuaHT CYMHAPOMA pa3fapakeHHOro KuLeYHuka, Heob-
XOANMOCTb CMArYEeHUS KOHCUCTEHLMM Kana Npu reMoppoe 1 TPeLLMHaxX 3a4Hero npoxona, nocne onepauuii Ha Tos-
CTOW KULLIKE M aHOPEKTasIbHOW 061aCTn, a Takke neyeHouHas sHuedanonatus. [lpyrme nokasaHus BKIOYaOT B CeEOS
NoArOTOBKY K KOJIOHOCKOMUW, NIeYEHNE 1 NMPODUNAKTUKY HAPYLLEHNI COCTaBa KULLEYHOW MUKPOOUOTLI, Npodurnak-
TUKY 3anopoB Y OHKOMOIrMYECKMX GOJIbHBIX, MOMYYaIOLMX HAPKOTUYECKME aHaNIbreTUKN, a TakKe Yy NaumeHToB, Ha-
XOOALLMXCSA Ha UICKYCCTBEHHOM BEHTUNALNN NIETKNX.

3akniovyeHue. Jlaktynosa sBnsetcs BbICOKO3hOdEKTUBHBIM 1 6e30MaCHbLIM NpenapaTomM, CoYeTaIOLNM OCMOTUYE-
CKWUiA cnabutenbHblli addeKT ¢ akTUBHLIM MPEBMOTUYECKUM AENCTBUEM, LUIMPOKO NPUMEHSIIOLLMMCS B NOBCEOHEB-
HOW KJINHMYECKOW MpakTuKe.

KnioueBble cnoBa: nakTynosa, GyHKUMOHaNbHbIV 3anop, 06CTUNALMOHHBIA BapuaHT CUHAPOMa pasapaXeHHoro
KMLLIEeYHMKa, ne4eHo4YHas aHuedanonatms

KoHdnukT HTEepecoB: aBTopbl 3as8BASIOT 06 OTCYTCTBUN KOHMNNKTA NHTEPECOB.

Ansa uutnpoBaHus: LLentynuH A.A. COBpeMEHHbIE BO3MOXHOCTU MPUMEHEHUS NIAKTYN03bl B KIIMHNYECKOW NpakTuke. POCCUCKni
>KypHaUs1 raCTPOSHTEPOSIONMK, renaTtonornn, kononpokTtonorun. 2023;33(4):70-75. https://doi.org/10.22416/1382-4376-2023-33-4-70-75

Lactulose (4-O-B-D-galactopyranosyl-D-fructo- broken down by the digestive enzymes of the
se) belonging to the group of osmotic laxatives, small intestine and enters the large intestine in
is a synthetic disaccharide consisting of residues unchanged form. In the lumen of the colon, it is
of fructose and galactose molecules, which is not broken down by saccharolytic bacteria with the
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formation of short-chain fatty acids (lactic, butyr-
ic, acetic, propionic acid), which reduce the pH of
the contents of the colon and increase the osmotic
pressure in its lumen, which leads to the passage
of water into the lumen of the colon, an increase
in intestinal volume contents and its softer con-
sistency, stimulates peristalsis and ultimately pro-
vides a laxative effect [1].

The most common indications for the use of
lactulose are primary (idiopathic, functional)
constipation and obstipation variant of irrita-
ble bowel syndrome (IBS), as well as secondary
constipation that occurs with various diseases and
taking certain medications. Lactulose has been
used in clinical practice as a laxative since 1959,
and its properties have been well studied over the
past period. Recent researches have confirmed the
high efficiency and safety of lactulose in the treat-
ment of patients with constipation.

Thus, a double-blind, placebo-controlled study
conducted in Japan confirmed a significantly
higher frequency of bowel movements when us-
ing lactulose compared to placebo, with mild side
effects and relatively rare occurrence of diarrhea
[2]. Results from a randomized multicenter tri-
al of 363 patients with functional constipation
showed that the effectiveness of paraffin-embed-
ded lactulose for 4 weeks was comparable to that
of polyethylene glycol (PEG) [3].

Much attention is paid to the use of lactulose
in the treatment of functional constipation in
pediatric patients. Y. Cao et al. [4] compared
the effectiveness of using lactulose at a dose of
5 mL daily in pediatric patients for six weeks
with placebo in the treatment of chronic consti-
pation. Lactulose significantly increased stool fre-
quency (p < 0.01) and improved its consistency
(p <0.01). However, the frequency of side effects
did not differ in both groups.

U. Poddar et al. [5] observed 316 children with
functional constipation (mean age — 44 months)
treated with lactulose or PEG. The effect was
evaluated after three months. The efficacy of both
medicinal products was similar. R. Velvizhy et al.
[6] showed that in India, when treating constipa-
tion in children, the main place in the arsenal of
laxatives is occupied by lactulose and PEG, which
are prescribed in 26.8 and 24.6 % of cases, respec-
tively, indicating a greater preference for lactulose.

Significant prevalence in the elderly (20—36 %)
and association with a high risk of cardiovascu-
lar disorders are known to be important aspects
of constipation. A review of published papers
suggests that lactulose can be used for treating
constipation in the elderly [7]. In 2021, Russian
Journal  of  Gastroenterology,  Hepatology,
Coloproctology published a consensus opinion of

the following experts: gastroenterologists (V.T.
Ivashkin et al.), coloproctologists (P.V. Tsarkov
et al.), gerontologists (Yu.V. Kotovskaya et al.),
cardiologists (Yu.N. Belenkov) on diagnosis and
treatment of elderly patients, and it was conclud-
ed that the use of lactulose in elderly and senile
patients is effective and safe [8].

The issue of treating constipation in preg-
nant women in which the incidence is as high as
40 % is still relevant. Lactulose is considered the
drug of choice in such cases [9]. Food and Drug
Administration (FDA) has officially authorized
the use lactulose during pregnancy as it has no
side effects for the mother and the fetus.

Lactulose is indicated for constipation treat-
ment in women in the postpartum period.
P. Huang et al. [10] studied the efficacy and safety
of oral lactulose in the treatment of constipation
in the postpartum period. Women received lactu-
lose 15 mL once daily, followed by a maintenance
dose of 5 to 15 mL/day depending on the effica-
cy. The quality of life was assessed using SF-36
Questionnaire. The treatment lasted for six weeks.
In the female patients group receiving lactulose
compared to the women in control group who
were not prescribed this medication, constipation
resolved faster (p < 0.05), bowel movements were
shorter in duration (p < 0.05), a greater number
of constipation-free days was observed (p < 0.05)
and significantly better quality of life parameters
by SF-36 score were reported (p < 0.05).

S. Meng et al. [11] conducted a randomized
controlled study of efficacy of lactulose use in the
treatment of constipation during the postpartum
period. Women in the study group (n = 100) re-
ceived lactulose 20 mL twice daily during four
weeks, patients in the control group adhered to
adequate drinking regimen, kept a diet and per-
formed exercises. The efficacy of treatment in the
study and control groups was reported in 92 and
21 % of cases, respectively, while the constipation
recurrence rate in female patients followed-up
during 120 days was 4 and 18 % (p < 0.001), sug-
gesting very good remote effect of the medication.

The results of a multicenter study which in-
cluded the analysis of the findings from a sur-
vey conducted in 4,781 women who were taking
lactulose for two weeks during the postpartum
period suggested that the frequency of stool in-
creased while the duration of bowel movements
decreased while on treatment. Herewith, the
therapeutic effect was maintained even after the
end of therapy [12].

Widely recognized indications for prescribing
lactulose also include the need to soften the con-
sistency of feces in hemorrhoids, anal fissures, af-
ter operations on the colon and anorectal area.
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A big number of studies are dedicated to the
efficacy of lactulose use for treatment and preven-
tion of hepatic encephalopathy, the incidence of
which in liver cirrhosis is up to 70 % [13]. Hepatic
encephalopathy (HE) is a complex of potential-
ly reversible neuropsychiatric disorders resulting
from liver failure and/or portosystemic blood
shunting [14]. The key factor for its develop-
ment is failure of the liver to convert the ammo-
nia formed in the intestine into the urea, which
results in its increased blood concentration fol-
lowed by neuronal damage and neurological dis-
orders development.

Depending on the presence or absence of clin-
ical signs, HE falls into a masked (latent, min-
imal) form found by special psychometric tests
and coordination tasks (making a star with six
matches, number matching test) and overt (man-
ifested) one with sleep disorder, loss of concen-
tration, depression or euphoria, mnestic disor-
ders, flapping tremor (asterixis) at early stages,
and characterized by stuporous state, confusion,
pain reflexes suppression and coma development
at the end stage.

Short-chain fatty acids formed during the
breakdown of lactulose in the intestines prevent
the growth of pathogenic bacteria that form
ammonia, and its laxative effect leads to the
removal of nitrogen-containing substances from
the intestines. Moreover, under the acidic con-
dition of the intestinal contents formed during
lactulose administration, ammonia (NH3*) is
converted into ammonia ions (NH*") character-
ized by poor absorption [15].

Lactulose efficacy was studied both in latent
and overt forms of HE. A multicenter random-
ized study conducted in China in 11 hospitals
showed that two months use of lactulose sig-
nificantly eliminated the manifestations of la-
tent HE compared to the control group and
facilitated improvement in the physical status
of patients [16]. A meta-analysis of 25 stud-
ies which included 1563 patients with minimal
HE allowed to conclude that lactulose was the
only medication which removed manifestations
of minimal HE, prevented development of overt
HE signs, reduced ammonia levels in the body,
improved the quality of life and had no signifi-
cant side effects [17].

Overt hepatic encephalopathy is associated
with the need for hospitalization of patients
with increased risk of lethal outcome [18]. A re-
view of eight papers demonstrated that lactulose
used as monotherapy in patients with overt HE
for more than six months decreased the risk of
HE relapses and reduced the need in hospitaliza-
tion of such patients [19].

A gastrointestinal haemorrhage is a significant
factor for HE development in patients with cirrho-
sis. The provided systematic review of researches
dedicated to studying lactulose efficacy in pre-
venting HE development in patients with cir-
rhosis who had had gastrointestinal haemorrhage
demonstrated that the incidence of HE in patients
receiving lactulose was 7 % while in those with-
out lactulose treatment the incidence was 26 %
(p =0.01) [20].

A number of researches were dedicated to study-
ing the efficacy of lactulose use in HE compared
to local antibiotic rifaximin and in combination
with thereof. A systematic review and meta-anal-
ysis of 16 studies which included 1,376 patients
with overt HE receiving either lactulose or rifaxi-
min showed that lactulose significantly improved
the overall quality of life of patients related to
health, social functioning, sleep, while the thera-
peutic effect of rifaximin was not significant [21].

M.A. Moneim et al. [22] found that the use
of lactulose and rifaximin combination in pa-
tients with cirrhosis resulting from viral hepatitis
C aimed at secondary prevention of HE at the
dose of 30 to 45 mL 3 times a day and 400 mg
3 times a day, respectively, vs. control patients
group receiving lactulose monotherapy resulted in
more prolonged HE remission which lasted 18.84
and 14.0 weeks (p = 0.002) and lower incidence
of overt HE relapses (46 and 70 %; p = 0.005),
respectively. Lactulose in combination with rifax-
imin decreased ammonia production in patients
with cirrhosis by 20 % [23]. A meta-analysis of
seven randomized controlled studies which in-
cluded 843 patients with HE showed that the use
of lactulose and rifaximin combination facilitates
greater reduction in HE mortality vs. lactulose
monotherapy [24].

However, higher efficacy of lactulose and ri-
faximin combination compared to lactulose mono-
therapy was not reported in all the papers. Thus,
N.I. Butt et al. [25] studied two groups of pa-
tients with decompensated chronic hepatic diseas-
es, 65 patients in each one. One group received
30 mL of lactulose 3 times a day for 10 days, the
other received lactulose in the same dose in com-
bination with rifaximin 550 mg 2 times a day.
Positive changes over time in the severity of HE
symptoms were similar (in 58.46 and 67.69 % of
patients, respectively; the difference was insignif-
icant, p = 0.276).

K. Ahire and A. Sonawale [26] compared the
efficacy of lactulose and rifaximin combination
to lactulose monotherapy in overt HE. In both
groups, positive changes over time were noted in
mental status, asterixis grade, serum ammonia
level, number matching test results, HE index.
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No statistically significant differences in the ob-
tained results between both groups were found.
Finally, S. Hasan et al. [27] performed a follow-up
of 96 patients with overt HE and demonstrated
that improvement in the neurological status for
lactulose monotherapy (especially at initial stag-
es) was more pronounced than that when using
lactulose and rifaximin combination.

Taking into account the ambiguity of the re-
sults obtained, a more fair point of view seems to
be that considers lactulose monotherapy as first-
line therapy, and the combination of lactulose and
rifaximin as a second-line treatment regimen, for
which there must be appropriate indications [18].
Thus, the European Association for the Study of
the Liver and the American Association for the
Study of Liver Diseases consider lactulose as the
first choice drug for treatment and prevention of
episodic overt HE. Rifaximin is added for preven-
tion of overt HE relapses [28].

All the above lactulose indications are con-
sidered as officially approved in the Russian
Federation. The below indications are considered
as off-label indications in our country but are reg-
istered in a number of other countries.

It has been shown that low doses of lactulose
can be used as a prebiotic, facilitating increased
bifidobacteria and lactobacilli levels in the intes-
tine, inhibiting the growth of pathogenic microor-
ganisms (Clostridia, Salmonella, Campylobacter,
etc.) and strengthening the protective barrier of
the intestinal mucosa [29, 30].

Antibiotic azithromycin is known to induce
the growth of pathogenic bacteria (in particular,
Streptococcus) in the intestine. 16S-ribosomal
RNA sequencing method showed that co-admin-
istration of lactulose increases the contents of
saccharolytic bacteria (Lactobacilli, Enterococci,
Anaerostipes) and prevents, in such cases, intes-
tine colonization with opportunistic pathogenic
flora [31]. Positive effect of lactulose on intestinal
microbiota also determines the advisability of its
use in patients with type 2 diabetes mellitus [32].

A randomized controlled study conducted by
H. Yuanchao et al. [33] demonstrated that adding
lactulose to PEG when preparing to colonosco-
py significantly improved colon cleansing and the
incidence of further adenomas detection (especial-
ly with the size of less than 5 mm) compared to
preparation to colonoscopy using PEG in combi-
nation with placebo.

A meta-analysis of 18 studies which included
2,274 patients confirmed that preparation to colo-
noscopy using PEG and lactulose combination
turned out to have higher quality compared to
isolated PEG use. Moreover, in cases where PEG

and lactulose combination was used, the incidence
of abdominal pain, nausea and vomiting in pa-
tients was lower [34]. Two comparative studies
demonstrated that lactulose is superior to PEG in
terms of the quality of preparation to colonoscopy
and tolerability [35, 36].

Constipation is often observed in patients re-
ceiving narcotic analgesics. The use of lactulose
10 mL twice daily effectively prevented consti-
pation in patients with malignancies receiving
narcotic analgesics due to severe pain syndrome
[37, 38].

Constipation is also a serious problem in pa-
tients in intensive care units on artificial lung
ventilation (ALV ). It has been shown that in such
patients administered with lactulose compared to
patients not receiving lactulose significantly high-
er rate of bowel movements per day (1.3 and 0.7;
p < 0.0001, respectively), significantly lower per-
centage of bowel movements-free days (33.1 and
62.3 %; p < 0.0001), more pronounced decrease
in Sequential Organ Failure Assessment (SOFA)
scale (—4 and —1, respectively; p = 0.036) were
reported [39].

Impaired intestine function is a common com-
plication at early stage of acute pancreatitis. In a
randomized controlled study conducted in 73 pa-
tients with moderately severe acute pancreati-
tis, improvement in the intestinal function after
seven days of treatment was reported in patients
receiving lactulose. Herewith, inflammatory cyto-
kines serum levels reduced, the intestinal mucosa
permeability index decreased, bifidobacteria and
short-chain fatty acids levels increased [40].

The advantages of lactulose include a high safe-
ty profile (in particular, the absence of drug inter-
actions, which is especially important in comorbid
patients), as well as the possibility of long-term use.

Thus, in addition to the officially approved in-
dications for the use of lactulose in the Russian
Federation, which include functional constipation
(including that in pediatric patients, the elderly,
pregnant women and women in postpartum pe-
riod), constipation predominant type of irritable
bowel syndrome, the need to soften the consis-
tency of feces in hemorrhoids and anal fissures,
after operations on the colon and anorectal area,
a number of indications are planned for autho-
rization (preparation for colonoscopy, treatment
and prevention of disorders of the intestinal mi-
crobiota, prevention of constipation in oncological
patients receiving narcotic analgesics, as well as
in patients on ALV). It is possible that over time,
considering the high efficacy and safety of lactu-
lose, these indications will also become officially
approved in Russia.
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Llenb: NpeactaBuTb KIMHUYECKOE HAOMOAEHNE N MPOBECTM aHANN3 AaHHbIX TIUTEPATYPbl O METOAAX OMATHOCTUKN
1 neveHuns kpacHoro naockoro nuwas (KrJl) nuwesona.

OCHOBHbIE MOJIOXEHUSA. Y nauneHTkn 67 NeT ¢ xxanobamy Ha HapyLUEHWE OTaHMUS TBEPAON MULLA U CHUXEHUE
Maccbl Tena npu 330haroracTpoayofeHOCKONUU BbISIBIEH CYOKOMMEHCUPOBAHHbLIA CTEHO3 CPedHen TpeTu nu-
ueBoaa 1 npuaHaku GubpruHO3HOro asodarmta. Ha ocHoBaHUM OCOOEHHOCTEN SHAOCKOMMYECKOWN KapTUHbI 1 06-
HapyXeHnsa anonTo3Hbix Teney, Cueartta B buontarax NMLEBOAA YCTAHOBEH ANArHO3 «KPACHbIV MIIOCKUIA LA
nuwesona». JleyeHne rmoKoKOPTUKOCTEPONAAMU MPUBESIO K KYNMMPOBAHUID CUMMNTOMOB U MOJIOXUTENbHOM 3HA0-
ckonuyeckon auHamumke. d3odareansHasa nokanusauusa KrJl aenserca peakor n HaMMeHee U3y4eHHOW, AaHHble
06 aTom 3aboneBaHMM B nuTepaType NpeacTaB/ieHbl B OCHOBHOM B BUAE KIIMHUYECKUX HAOMIOAEHNI 1 aHanm3a ce-
puii cnyvyaes. TUMUYHbBIE KIIMHUYECKME MPOSIBIIEHNS BKIIOYAIOT B ceba amucdarunio n oguHodaruvio. KrnJ1 moxeT 6biTb
CBSI3aH C CEPbE3HbIMU OCNIOXKHEHUAMU — CTEHO30M U MJIOCKOKIETOYHBIM PakoM nuLLeBoaa. DHOO0CKOMUYECKOe
nccnenoBaHne No3BOJISET BbIABUTL B MULLEBOAE XapakKTEPHbIE NPU3HAKN: OTEK, YTONLLEHME U MOBbLILLIEHHYIO PaHN-
MOCTb CIN3NCTOM 060104KM, HYACTO C HaNeTom enbpuHa, Ha GoHEe KOTOPbIX GOPMUPYIOTCH MEMOPAHbI U CTPUKTYPHI.
'mcTonornyeckas kapTnHa NpeacTaBieHa AUCKepPaTo30M AaNUTENNS C OTCIIOEHMEM, TMXEHONAHON NMMOOUMTAPHON
vHouneTpaumen. Hanbonee cneun@uyHbIi FTMCTONOMMYECKUIA MPU3HAK — Hannyme anontoTuyeckux teney, CveatTa.
PekomeHpgaummn no tepanun KMJ1 nuwesona orpaHnyeHbl pedybTaTaMmy CepUin KIMHNYECKUX HabNoOEHWI U BKITHO-
YalT Ha3HAYEHME CUCTEMHbIX KOPTUKOCTEPOUAOB. HavmeHee n3yyeHa npobnema noaaepXXmBaioLLer Tepanmu.
3aknouyeHue. AHanu3 OaHHbIX UTEPATYPbl U MPUBEAEHHBIA KIIMHUYECKUI Cny4Yali MOKa3biBalOT, YTO KPACHbLIN
MJIOCKUIM NULLIAN NULEBOAA ABASETCA OLHON 13 peakmx NpuyivH gncdaruu. Pelwwatolee 3Ha4eHne osis nocTtaHoB-
KM OMarH03a MEIOT XapakTepHble SHAOCKOMMYECKMNE N TMCTONIOrMYeCcKme Npu3Hakn. TakTuka BeaeHUs nauneHToB
C KPacCHbIM MIOCKNM NNLLAEM NULLEBOAA HEAOCTATOYHO OrnpeaesieHa 1 Ha CerogHs BKoYaeT Ha3Ha4YeHue MIKo-
KOPTUKOCTEPOUAOB, 3HAOCKOMNYECKYIO AMNATALMIO MPU HAJIMYUN CTPUKTYPLI U ANHAMNYECKOE 9HO0CKONUYeckoe
HabnoaeHMEe, YyUNTbIBas BbICOKUI PUCK PA3BUTUSA MIIOCKOKIETOYHOIO paka y JaHHOW KaTeropum 60/bHbIX.
KnioueBble cnoBa: gucoaruns, KpacHbl NAOCKNIA ULIANA, CTEHOTUYECKOE NopaxeHne nuwesona

KoH®NuUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ana uutnposanusa: JonrywmHa A.N., Onesckas E.P.,, Xuxnosa A.O., CaeHko A.A., Benoycos C.}0. KpacHblli nnockuii nviiaii nueso-
[a Kak npuymHa aucdarum: 063op IMTepaTypbl U KIMHUYECKoe HabntoaeHne. Poccuinckuia XxypHan racTpo3HTePOSIornn, renaTosiornm,
kononpokronorun. 2023;33(4):76-84. https://doi.org/10.22416/1382-4376-2023-33-4-76-84

Esophageal Lichen Planus as a Cause of Dysphagia:
Literature Review and Clinical Observation

Anastasia |. Dolgushina'*, Elena R. Olevskaya'?, Alina O. Khikhlova'2, Anna A. Saenko', Stanislav U. Belousov?

" South Ural State Medical University, Chelyabinsk, Russian Federation
2 Chelyabinsk Regional Clinical Hospital, Chelyabinsk, Russian Federation

Aim: to analyze the literature data, and to raise awareness of doctors of various specialties about the methods of
diagnosis and treatment of esophageal lichen planus (ELP).

Key points. In a 67-year-old female patient with complaints of difficulty swallowing solid food and weight loss,
esophagogastroduodenoscopy revealed subcompensated stenosis of the middle third of the esophagus and signs
of fibrinous esophagitis. Based on the characteristics of the endoscopic picture and the detection of apoptotic Ci-
watt bodies in esophageal biopsies, a diagnosis of ELP was established. Treatment with glucocorticosteroids led to
relief of symptoms and positive endoscopic dynamics. ELP is rare and the least studied, data on this disease in the
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literature are presented mainly in the form of clinical observations and analysis of series of cases. Typical clinical
manifestations include dysphagia and odynophagia. Despite the low prevalence, ELP can be associated with serious
complications: stenosis and esophageal squamous cell carcinoma. Endoscopic examination reveals characteristic
signs in the esophagus: swelling, thickening and increased vulnerability of the mucosa, often with fibrin, formation
of membranes and strictures. The histological picture is represented by epithelial dyskeratosis with exfoliation, li-
chenoid lymphocytic infiltration. The most specific histological sign is the presence of apoptotic Civatte bodies. Rec-
ommendations for the treatment of ELP are limited to the results of a series of clinical observations and include the
prescription of systemic corticosteroids. The issue of supportive therapy is the least studied.

Conclusion. Analysis of the literature data and the clinical case demonstrate that lichen planus of the esophagus
is one of the rare causes of dysphagia. Characteristic endoscopic and histological signs are key for the diagnosis.
The management of patients with esophageal lichen planus is insufficiently defined and today includes taking of
glucocorticosteroids, endoscopic dilation of stricture and dynamic endoscopic observation, given the high risk of

squamous cell carcinoma in this category of patients.
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Kpacupriit mockuii smmaii (lichen planus) — xpo-
HUYECKOe BOCHAJNUTENbHOE 3260J1€BaHIe KOXKU U CJIU-
3UCTBIX 0060JIOUEK, peske Topaskaioliee HOTTH U BO-
JIOCBI, TUIIUYHBIMU 3JIEMEHTaMH KOTOPOTO SIBJISIIOTCS
JIMXEHOU/IHbIEe TamyJabl. 3a60JeBaeMOCTb KPAaCHBIM
mnockuM jumaeM (KILJI) cocrasager 0,14—1,27 %,
peo6JIalatoT SKEHIIMHBI CPETHEr0 U TOXKHUJIOTO BO3-
pacra [1].

Itnosorusg n mnarorene3 KIIJI ocratorcs masio-
M3YyYEHHDBIMHU, B HACTOSIIEE BPeMs JOMUHUPYET Mpe-
crasiaenne o KIIJI kak 06 ayrouMMyHHOM 3a60JeBa-
Hun, onocpeaoBanHoM T-nmumdonuramu. Bpickazano
MIPEe/INOJIOKEHIEe, YTO B OTBET HA 9K30T€HHbIE MJIN 9H-
JIOTEHHDbIE CTUMYJbBI MPOUCXOANT AKTUBAIMS KJIETOK
Jlanrepranca, 3areM mpeseHTanust anturena CD4*
T-mumdornmraM, KOTOpPbIe HAPABJISIOTCS K COOCTBEH-
HO¥ TIJTACTUHKE CJAUBUCTOI 060JOUKHU TIPU aKTUBAINH
MoJieKyJl aare3un. IIpomyKimsg mpoBOCTIAINTEH-
HBIX IUTOKUHOB CIOCOOCTBYIOT crumyJsiiinun CD8*
T-mumdonuToB U AanbHEHIIEMY MOBPEXICHUIO AIIH-
teaus [2]. B kauectBe npegpacnosaraiomux Kk KITJI
(akTOpOB paccMaTpUBAOTCA CTPEcC, PUEM Pa3Jnd-
HBIX JeKkapcTBeHHbIX npernapatos (HIIBII, anrurn-
HepTeH3UBHbIE TIPelapaTbl, XUMHUOTepAleBTUYECKUEe
CpeCTBa, THAPOKCUXJIOPOXIH, CYyIb(POHNUIMOUYEBHUHA,
UHrIOUTOPBI PaKTOPa HEKPO3a OIMyXOJHN) U TeHeTHYe-
CKasl TpeJpacnoyiokeHtocTsb [3, 4]. Mndekiumonnas
Teopus MHPOKO OO6CYy:KAamach B KayecTBe IIaTore-
netnueckoit Mogenu KILJI, omnako y6eanTenbHBIX
JIOKA3aTeTbCTB JJAHHOW accoluai, B TOM YHUC-
Je u ¢ BupycHbM rematurom C, He mojydeHo [5].
B psanme pabor nokazano coueranue KIIJI ¢ gpyrumm
ayTOMMMYHHBIME  3a60sieBaHusIMI  (2yTOMMMYHHBIM
THPEOUANTOM, Lenakueil) u Tumomoii [6—9]. Ceassp
C TEPBUYHBIM OUJIMAPHBIM XOJAHTUTOM MPOJEMOH-
CTPUPOBAHA B €IUHUYHBIX HAOMIO/IEHUSAX U He SBJIS-
ercst B HacTosiee BpeMst obuienpusnanuoi [10].

Mmuoroo6pasue wmuaudeckux Gopm KILJI mo-
MUMO KOKM, HOTTEH M BOJIOC BKJIOYAeT Mopaske-
HUe aHOTeHUTAAbHON o6gactu u mumesoma [11].

I3odareanpras gokamusanus lichen planus siBaser-
cs PelKoil W HauMeHee M3YYEHHOH, JaHHbIe 00 3TOM
3a060JIeBaHNN B JINTEpPAType IPEJCTABIEHBl B OCHOB-
HOM B BH/J€e KIUHUYECKUX HAOJNIOJeHUII U aHaJu-
3a cepuil cayvaeB. OJHAKO psiJi aBTOPOB CUYUTAET,
yro KIIJI nwuieBoja He CTOMBKO pejkast 060Jie3Hb,
CKOJIBKO MaJIou3yvyeHHas, 4acToTa KOTOPOW B TOITY-
aauun Moxker gocturatb 0,1 % [12]. KILJI mosxker
OBITh CBSI3aH C CEPbE3HBIMHU OCJIOKHEHUSIMH — CTe-
HO30M ¥ TIJIOCKOKJIETOUHBbIM pPakoM muiieBoja [4, 13].

[IpencraBienHoe KAMHUYECKOe HaOJIOJEHME CTa-
BUT I€JIbI0 TOBBICUTH OCBE/IOMJIEHHOCTh Bpaueil pas-
JIMYHBIX CIEeIUaJbHOCTEl O MeTojaxX IMarHOCTHUKU
u jgevenng KIIJI numesozga.

Kiunuyeckoe Ha0J10/1eHIE

[TarmenTka 67 jeT o6paTuaach Ha IPUEM K TaCTPO-
SHTEPOJIOTY € >Kajo0aMy Ha HapylleHue TJIOTaHus
TBEPJON THIMU W CHIDKEHWE Macchl Teja. Brepsbre
nucdarmio oTMeTusIa 3a TPU Mecsia 10 obpaleHus,
KOT/Ia TMOSIBUJIACh HEOOXOJUMOCTD 3alMBATh SKUIKO-
cTbhio TBepayio Tminy. IIpueM WHrHOGUTOPOB MPOTOH-
HOIl TOMIIBI B CTAaHJAPTHBIX /[03aX HE OKAa3aJl BJIUS-
HUS HAa KJIWHUYECKHE [POSIBICHUS: COXPAHAJIACDH
nucarus, noxymgena va 10 xr. [Ipu penrrenockonun
HUIEBO/JA 1 JKEIY/Ka KOHTPACT CBOOOJIHO TIPOXOIUT
B JKEJY/IOK, B CpeJHell TpeTH THIIEeBO/Ia BbISBIEHO
Cy’KeHHe Ha TIPOTSIKeHUU 4 CM, BBISIBJIEHA aKCHAJIb-
Hasg TpbDKa WHIEBOJHOTO OTBepCTHS AnadparMbl
1-it crenenu. Hampasiena na a3odgaroractpojyo/ie-
nockormio (IT/IC), Ha KOTOPOil MOATBEpPKAEH CyO-
KOMIIEHCUPOBAHHBIN CTEHO3 cpefHell TpeTu NHUIeBO-
na n npusHakn GuépurosHoro ssodarurta (puc. 1).

l'ucronoruueckoe ucciaenoBanue MpU MEPBUYHON
OWOIICUN TOKA3aJI0 HAJIWYUEe MOJIOJION TpaHyJIsIu-
OHHOW TKaHM ¢ (PUOPUHO3HO-THOIHBIM 3JKCCY/IaTOM
U WHTPA’MUTENUAIbHYIO HEHTPOPUIbHYI0 WHOWIH-
TpaIMio MHOTOCJOWHOTO IJIOCKOTO anuTeausi. B ycio-
BHUSX CTallMOHApa TAI[MEeHTKE BBITIOJHEHO 6 ceaHCcoB
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Pucynox 1. CyOKOMIEHCHPOBAHHBIA CTEHO3 CpPeIHen
TpeTn muiieBoa Ha doHe GuOPUHO3HOTO 930(harnta

Figure 1. Subcompensated stenosis of the middle third
of the esophagus against the background of fibrinous
esophagitis

SH/IOCKONNYECKOTO OyXUPOBAHUS 110 HPOBOJHUKY
Oysxkamu Savary auameTpoMm ot 7 o 14 MM, ¢ moJso-
skuTebHBIM ApderTomMm. Oco6eHHOCTBIO HIOCKOIHU-
YeCKON KapTHHBI SIBJISIACH JOKAIUIAIMS ITHPKYJISIpP-
HOTO CTEHO3a B CPefHEH TpeTH MUNeBOJA, a TaKXKe
MOBBIIIEHHASI PAHUMOCTDH OKPY’KAIOIIEH CIM3UCTOMH
000JI0YKY, KOTOPask IIPU KOHTAKTe C 3HAOCKOIIOM Pas-
pbIBasIach, OTCJANUBAJIACH KPYITHBIMU ILJTACTAME C BbI-
PakKeHHOH KPOBOTOUYHMBOCTBIO HIDKEJEXAIMUX CIO0eB
(puc. 2).

Pucynox 2. MaroBasi XpynKasi ciu3uctasi 060J0YKa -
IIE€BO/IA C OTCJIOEHHUEM ILJTACTOB, KPOBOTOYMBOCTHIO HIKE-
JIESKAIINX CJIOEB NP KPACHOM IJIOCKOM JIMIIIAe

Figure 2. Matte, fragile mucous membrane of the
esophagus with detachment of layers, bleeding of the
underlying layers in lichen planus

Pucynox 3. Tpaxeanuzanusl HUKHEH TpPeTH TMHUITEBOIA
(ocMoTp B pexkume yskoro crektpa BLI-brt)

Figure 3. Trachealization of the lower third of the
esophagus (inspection in the BLI-brt narrow spectrum
mode)

B aucranmbHOM OT/€/e MUIEBOJA BbISBJICHBI MHO-
JKECTBEHHBIE [UPKYJSIPHbIE TOHKHE MeMOPaHbl CJIU-
3UCTONH OGOJIOUKM TI0 THIY TpaXeaau3alnuu, He3Ha-
YUTENBHO Cy;KHMBAIOIIUE TIPocBeT mumesoaa (puc. 3).

V3 amamie3a M3BeCTHO, YTO MAIl[HEHTKA He KY-
PUT, OTPHIIAET 3J0YyNOTpebeHne ajKorogeM u Gaxt
XUMUYECKOTO OKOTa TuiieBoga. Panee pabortaia
npozaasioM. IIposkuBaer B HPOMBIINIJIEHHOM TOPOJIE.
Popurenu crpasanu cepaedHo-CoOCyIUCTbIMU  3a60-
JIEBAaHUSIMHU,  3JIOKQUYeCTBEHHBIX  HOBOOOPa30BaHMii
SKeJTyIOYHO-KUIIEYHOTO TPaKTa Y POJACTBEHHUKOB
He ObLio. Habmojgaercss mo TOBOAY apTepUAbHOI
TUTIEPTEH3WH, TPUHUMAET MEPUHIONPII 4 MT, aTop-
Bacrarun 10 wmr. IlpueM aApyrux JiekapcTBEHHbBIX
CpencTB, OMOJOTUYECKU AKTUBHBIX J106aBOK OTpU-
maer. Hanauune BbBICHITAHUN Ha KOXKE UM CJIU3UCTBIX
000JI0UKaX IallleHTKa He OoTMedaeT. JIU300B II0-
BBIIIIEHUST TEMIEPATyphbl Tea, JuMbajeHonaTnu, cy-
CTAaBHOTO CHH/POMa He BBISIBJIEHO.

IIpu o6GbexkTUBHOM O6GCaeqOoBanum: GoJibHAS T'H-
MEPCTEHNYECKOTO TETOCTOKEHNs, W3OBITOUHOTO -
tranug (UMT — 25,8 xr/m?). lllutoBuanas sxeje-
3a — 0-4 crenenp no kraccudukanuun BO3. Yacrora
JIBIXaTeJbHBIX ABMKeHn!T — 16 B Munyty. /[pixanue
BE3UKYJISIPHOE, ITIPOBOJUTCS BO BCE OTAETbl TPYI-
HOI KJIETKHM, TOOOYHBIX JIBIXATEJbHBIX IIYMOB HET.
[Iynse — 62 B MUHYTY. ApTepHajJbHOE JaBJeHHE —
130,/60 MM pr. cr. ToHBI cep/iila pUTMUYHBIE, SICHBIE.
Cramsucrasg 060709Ka POTOBOH MOJOCTH YHCTasd, SI3bIK
BJIQKHBIN, He o6soxkeH. sKuBor Markwmii, 6e36o0.e3-
HEHHbIN TTpu naigbnanuu. Kpail medenn He BbICTyIIaeT
n3-1o/i Kpasi peGepHOil JAyTH, TJIAJKUNA, TACTHYHDI.
OrekoB HeT. IIpn ocMOTpe KOKHBIX TTOKPOBOB M3Me-
HEHUI He BBIABJIEHO.

[IpoBeneno pononHuTebHOE OOCTENOBaHUE: 00-
meKJInHnYecKne, OunoXuMHuYeckue JabopaTopHbIe
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Pucynox 4. Marosas Xpylkas cjamu3icrass o60J04Ka I1-
II€BO/Ia C OTCJIOEHNEM ILJIACTOB, KPOBOTOYMBOCTHIO HIKE-
JIESKAIINX CJIOEB MIPH KPACHOM ILJIOCKOM JINIIae

Figure 4. Matte, fragile mucous membrane of the
esophagus with detachment of layers, bleeding of the
underlying layers in lichen planus

aHAJM3bl W YJbTPA3BYKOBOE HCCIEOBAHUE OpTa-
HOB ODIONIHOI ITOJIOCTH COOTBETCTBOBAJIM HOPME.
JloToTHUTETHHO TIPOBEJICHBI MCCJACAOBAHUS [ WC-
KJI0YeHusT Ty6epKyJes3a: peHTreHorpadust TpyaHOI
KaeTKH 1 /[MacKuHTeCT, KOTOpPbIe HE BBISIBUJIN TATO-
Jgormyeckux usMmenenuii. Ceposoruyeckue MapKepbl
TepHeTHYecKol W IUTOMETAJIOBUPYCHON WH(EKIHit
oTpuliaresbuple. lieokosoHOCKONNS HE [POJLEMOH-
CTPUPOBAJIA XaPAKTEPHBIX JIJISI BOCIAJUTENbHBIX 3a-
6oJieBaHUl KUIMEYHUKA W3MEHEHUH TOJICTOW W TOJI-
B3/IOIIHON KUIIKA.

[Tocsie Kypca sHAOCKONHNYECKOTO OY>KMPOBAHNUS
U Tepanuy WHTUOUTOPAMU MPOTOHHON TOMIBI C aHTa-
IUIaMI BBITIOJHEHA TOBTOpPHasi GUOTICUST B BepXHeIl,
cpenHell W HIDKHEW TpeTdax muiieBoga. Ilo mamHbIM
TMCTOJIOTMYECKOT0 MCCJAeJ0BAHMA: (PParMeHT CJIHU3U-
CTOW 06OJOYKH THUTIEBO/IA C BBICTUIKON MOBEPXHOCTH
3PeJIbIM MHOTOCJIONHBIM IIJIOCKMM HEOPOTOBEBAIOIINM
anuTenueM. B coOGCTBEHHOI TJIACTHMHKE MPU3HAKN
aHTMOMAaTO3a C TOJHOKpoBueM, audQy3Hoii BbIpa-
SKEHHOH TMM(DOIIa3MOKIETOYHON 1 HEHTPODUIbHON
nnuabTparueir. JleHToBuaHOM  JmMMQOIUTAPHON
undunprpaimu ¢ auctpodueil 6a3aTbHBIX KepaTu-
HOIIMTOB He o6HapyskeHo. OTAENbHO PacHoJaranTcs
MJIACTBI 3PEJIOTO MHOTOCJOWHOTO IJIOCKOTO HEOPOro-
BEBAIOIET0 MUTEHNSA ¢ HAJUYUEM B COCTaBe OJMHOY-
HBIX OKCH(UIBHBIX AmonToTHYecKux Teer] (Tespiia
Cuarra) (puc. 4). YuurbiBas XapaKTepPHYIO 3HJIO-
CKOMMYECKYIO KapTUHY MUIIEBOAa («XPYNKOCTb» CJIU-
3UCTOI 06OJIOYKHM, OTCJIAMBAHUE ILJIACTOB CJIU3HMCTON
n GUOPNHO3HOTO HajeTa, HAIWYUE CTEeHO3a, Tpaxea-
JM3aIst), a Takske OGHApy/KEeHUE aloNTO3HBIX TeJIel]
CuBatTa B GHOICHITHOM MaTepuaje, Oblil BBICTaBJICH
JINaTHO3 «KPACHDBIN TIJIOCKWI JIMIIAN MHIIEBOIA» .

C ydyeroM mporpeccupyionieii KJIUHUKH CTEHO-
3a TIMIIEBO/IA TPHHITO pelleHne o HeoOXOoJUMOCTI

JJIbHENIel  Tepanuu  TJIIOKOKOPTUKOCTEPOUIAMU
(TKC). Ha done mpuemMa NpeIHU30JI0HA B J03€
40 Mr B TeyeHMe MEPBOTO MeCsIia KyMUPOBAHBI CUMII-
TOMBI Jucdarud U oTMedYeHa MOJOKUTETbHAS IHIO-
ckonmyeckas auHaMuka (puc. 5—7).

i g

Pucynox 5. Dupockommueckas KapTHHA KPACHOTO ILJIO-
CKOTO JIMIIas MHIIEeBO/Ia MOCTIe Kypca SHIO0CKOMITYECKOT0O
O6y>XnpoBaHUs Ha (poHe aHTHPe(IOKCHOI Tepamnun 10
Ha3HAYEHUS TJIIOKOKOPTUKOCTEPOUI0B (0CMOTP B peskuMe
yaIydnieHnst uBetoBoil Busyamusanun LCT)

Figure 5. Endoscopic picture of lichen planus of the
esophagus after a course of endoscopic bougienage
against the background of antireflux therapy before the
prescription of glucocorticosteroids (examination in the
LCI color visualization mode)

Pucynox 6. dupockonnyeckas KapTHHA TIOCKOTO JIUIIAS
MUIIEBOIa TIOC/Ie Ha3HAYEHUs TJIIOKOKOPTHKOCTEPOUIOB
(npeanuszonon 40 Mr) Ha 14-e CyTKHM: paclIMpeHHe Mpo-
CBeTa IMUIEBO/IA, YMEHbIEHIE TOIHHBI (PUOPUHO3HOTO
HaJjeTa

Figure 6. Endoscopic picture of lichen planus of the
esophagus after the administration of glucocorticoste-
roids (prednisolone 40 mg) on day 14: expansion of the
lumen of the esophagus, decrease in the thickness of
fibrinous plaque
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Pucynox 7. Dupockonmyeckas KapTHHA KPACHOTO ILJIO-
CKOTO JIMIIasl THHEBO/Ia CIYCTsI MECSIl JIeYeHUs TJIi0-
Kokopturocrepongamu (mpeanusonon 40 Mr), moJoxn-
TeJbHAsT AMHAMIKA

Figure 7. Endoscopic picture of lichen planus of the
esophagus after a month of treatment with glucocortico-
steroids (prednisolone 40 mg), positive dynamics

B nmampHefimeM mo3a TpeIHW30JI0HA CHIDKEHA
J0 10 Mr, TIpHU TOTIBITKE YMEHBINEHUST UM MTOJHONW OT-
MEeHbI B T€UeHIe HECKOJbKIX Hee]b BO30OHOBJISIACH
qucdarust 1 perunBUPOBATN U3MEHEHHUST B TTUIIEBO/IE
(puc. 8). B 210ii cBA3U peKOMeHJ0BaHa IIPOJIOHT AL
nmpueMa TPeIHU30J0HA € KOHTPOJEM 3HIOCKOIHYe-
CKOIf KapTHHBI I MOHUTOPUHTOM MOGOYHBIX 3(P(PEKTOB.

O6cy:kaenne

[TepBoe ommcanme MJIOCKOTO JIMINAs THIEBOAA OJI-
HoBpeMeHHo caesaqn B.M. Al-Shihabi u L.G. Lefer
B 1982 r. [14]. C aroro BpeMeHU JaHHBbIE O PACIIPO-
crpanentocTu 33odareasproro lichen planus ocra-
I0TCSI  HEYTOUHEHHBIMHU. PeTpoCHeKTHUBHBIN —aHATU3
ucropuii 6ose3nun 584 narmentos ¢ KILJI porosoii no-
JIOCTV TIO3BOJIUJI BBISIBUTb H/IOCKOIUYECKUE MPU3HA-
K1 930paruTa TOJIbKO y 4 marmenton, ognako II/C
Obl7Ta BBITIOJIHEHA TOJIBKO TalleHTaMm ¢ jaucdarueit
[15]. B pmaspHeiieM HEKOTOpbIE aBTOPBI ITPOAEMOH-
CTPUPOBAJIA 3HAYUTETHHO 60Jiee BBICOKYIO YacTOTY
comytcTByfoniero s3odarnta npu  KILJI cansucroii
060JIOYKN TOJoCTH pra u Koxku. Tak, R. Quispel
et al. oGHapyxunin usmeHeHus: B muiieBojge y 50 %
GOJIBHBIX C KOXKHBIMH M OPAJbHBIMU BBICHITAHUSIMU
(12 u3 24 mammeHToB), MO3/HEE CXOKHUE TOKa3aTesn
npusegeHnr B pabore J.S. Kern et al. [16, 17]. Oxnoit
M3 TPUYNH CJOKHOCTH OIEHKH WMCTUHHON pacmpo-
crpanennoct KILJI mumieBoga sBisiercss TOT Haxr,
YTO BHEMMUIIEBOAHDBIE TPOSIBJEHUS JepMaTO3a He SIB-
JITIOTCST OOJIUTATHBIMU TIPU 930(areasibHON JIOKAIN3a-
nuu KIIL. Ilo manueim L.P. Fox et al., y 14 us 72
MAIMEHTOB WM3MEHEHUsI B THIIEBOJe ObLIN TEPBBIM

Pucynox 8. dumockonmyeckas KapTHHA TIIOCKOTO JIUTIAs
MUIIEBO/IA MOCJe CHUMKEHNUST J103bl TJIIOKOKOPTUKOCTEPOU-
nos (peanusonon 10 mMr) ciycrs 3 Mecsiia

Figure 8. Endoscopic picture of lichen planus of the
esophagus after reducing the dose of glucocorticoste-
roids (prednisolone 10 mg) after 3 months

win eaunHcTBeHHbIM mposiByiennem KITJI [18]. B aroit
KOTOpTE MOPasKeHue MOJOCTH pra BbIsiBJIeHO y 89 %,
MOJIOBBIX OPTaHOB — y 42 % 1 Kok — y 38 % 6oJib-
upix. F. Schauer et al. mpexncraBumu nganubie Ha-
OsojleHnsT 3a 52 TMal[UeHTaMKU C paHee JINarHOCTUPO-
BanupiM KIIJI kokm u CAMBUCTBIX, CPea KOTOPbIX
y 34 (65,4 %) o6napysxen lichen planus mmmesoza.
[Tosydenubie ganHpie He TTOKA3aIN KOPPEISIIIUUT MeXK-
JIy 4acTOTON BOBJIEYEHUs MUINEBOIA U POTOBOI TI0OJI0-
CTU, OJHAKO ABTOPBI OTMETUJIM, YTO CPEIN AIUEeHTOB
C TsDKEJBIM 330(haruToM Yalle OTMEYeH TeHUTATbHBIN
lichen planus [12]. OTcyTcTBrE KOKHBIX MPOSIBJCHUI
IJIOCKOTO Jiniast Ha (oHe XapaKTePHBIX NU3MeHEHUH
B IHIIEBOJIE Y MAIMEHTKH B IPEACTABIECHHOM KJIMHU-
YECKOM CJIydae JeMOHCTPUPYET CJI0XKHOCTb yCTaHOBJIe-
HUSI [IMarHo3a, MOoTpeGOBaBIIEro IieJeHAPABIEHHOTO
U3YYEeHHs THCTOJOTHYECKOr0 MaTepuaia. BepostHocTb
6eccummnromuoro Tedenus KILJI muiieBoga takske 3a-
TPYAHSIET TUATHOCTUKY 9TOTO 3a00JIEBAHUSI.
Tunuunble KJIMHUYECKUE IPOSIBJEHUS BKIIOYAIOT
B cebs nucdaruio u oxauHodaruio. Maxkora u peryp-
TUTAIMS He XapaKTepHbl, MHOTHE aBTOPBI TIPEIJIAraioT
B KauecTBe JONOJHUTETbHOrO quddepeHiuaabHoro
IPU3HAKA IPE/IIECTBYIONYI0 HEYJAUYHYIO0 TepaIiio
UHTUOWTOpAMU TIPOTOHHOI moMIibl. B mpencraBieH-
HOM HaMu HAGJIOJIeHUN KJINHIYeCKas KapTHHA — [IHC-
darnsg n HeapPEKTHBHOCTD AHTUPEQIIOKCHOTO Jiede-
HUSI — MOJKET CUMTATHCS XaPAKTEPHBIM MPOSIBJIEHUEM
lichen planus mmmeBoga. B 1eioM, o AaHHBIM pas-
JIMYHBIX aBTOPOB, PACIPOCTPAHEHHOCTb CHMIITOMHBIX
dopm Bapbupyer or 33 mo 70—81 % [16—18], omgma-
KO HEKOTOpbIe MCCJIeJ0BATEN KOHCTATHPYIOT GoJiee
BbICOKYIO yacrory. Tax, 1o JanHbIM KauHuku Meiio
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y Bcex maiueHToB (25 4esr.) IpucyTCTBOBAIN JKAT0ObI
[4], xak n o manubiM A. Rauschecker et al. (15 weu.)
[19]. B omHoM 13 mociegHUX HCCJIeLOBAHNI, BKJIIO-
gasieM 34 marenTa ¢ a3odareanpabim lichen planus
n 18 — 6e3 nmopaskeHus: NUIEBO/IA B KAYECTBE I'PYIIIDI
CpaBHEHMS, MOKa3aHa 3HAYMMOCTDL Auc@aruu Kak Be-
JYIIEr0 KJIWHUYECKOTO CHMITOMA, KOPPEJIUPYIOIIETO
C TSKECTBIO TIopakeHus muiieBoja [12].
IH/IOCKONYECKasT KapTUHA MOKeT ObITb TIpefl-
CTaBJeHA CBOEOOPA3HLIM TMOPaKEHWEM  CJIU3UCTON
060JI0YKH, CTPUKTYPOIl TNUIIEBOAA, JIOKAJIM30BaH-
HOI ¢ GOJIbIlIell YacTOTO B MPOKCUMAJIBHOM OT/IEJIE,
yro Tmo3BoJsier auddepennupoarh lichen planus
u pedmioke s3odarut. II/IC TO3BoJSET BHIABUTDH
B IIUIIEBOJe XapaKTepHble NPH3HAKU, IPEICTABIEH-
HbIe OTEKOM, YTOJIIEHNeM ¥ TOBBIINEHHON pPaHUMO-
CTBIO CIM3KCTOI, YacTo ¢ HajeroM (ubpuna, Ha done
KOTOPBIX (POpMUPYIOTCS MeMOpPaHbl U CTPUKTYPBI.
B Gousbimmnmcrse caydaeB (89 %) naMenenust JIOKaJm-
30BaHbl B NMpokcuMasibHoM otaene [18]. M3menennas
CJIM3KCTAsT MUIEBO/A, YYBCTBUTENIbHAS K JIOOOMY Me-
XaHW4IeCKOMyY BoazieficTerio (IpoBe/ieHre SHIOCKONA,
3axBar GUONCUIHBIMU IIUIIAMU), PA3PHIBAETCA U OT-
cramBaeTcs GeecOBATHIMU TLJIACTAMHU C BBIPA’KEHHOMN
KPOBOTOUMBOCTBIO U IPO3UPOBAHUEM HIKEJIEKAIINX
cnoeB. HecrmenududHocTb 9HIOCKOTMMYECKONH KapTH-
HbI gBJISIeTCA ellle OJHON NMpUYUHON, 3aTpyaHsonieit
nocraHoBKy IpasuibHoro guartosa. KIIJI numesona
MOKeT ObITb OMIMGOYHO TPUHST 32 pasJnyHble 3a60-
JIEBAHUST TUIIEBOJIA: HPO3WBHBIN pedJIIoKC-230(arur,
903MHOMDUIbHBII  930(arut, «cmoszaonmii> (9Kc-
dbosmaruBHbIin) 230¢arut, OyJIE3HBIH IMUAEPMOIHS,
a3odareanbHblii  meMduryc, BUPYCHBbII  230darut
[20, 21]. BoaMmoskHa COMyTCTBYIOIAS KOJOHU3AIMS
Candida B nopaskeHHBIX y4acTKaX MUIIEBOJA.
[anubte o penrrenockonun mpu lichen planus mu-
IIEBOJIA YPe3BbIYAIHO OTpaHuYeHbl. EMuHUYHbIE HC-
CTIeTOBAaHMS JIEMOHCTPUPYIOT HAJUYNE TIPOKCUMAJD-
HBIX CTPUKTYp u anddysHoe cyskeHHe IHIIEBOJA
KaK XapaKTepHble PaJNOJOTUYeCKIe TPU3HAKN 3a00-
JIeBaHUs, TOAYEPKUBas TpyaHOCTH AuddepeHiinaib-
HOTO JIMarHo3a ¢ 303MHOMMIbHBIM 330darutom [19].
OCHOBHBIM M€TO/IOM, BepUMUIIUPYIONNM JIUATHO3,
SIBJISIETCS] THCTOJIOTHYECKOE HMCCIIE/JOBAHNE, TTO3BOJISIO-
mmee OGHAPYXKUTb IUCKEPATO3 DIUTEJHSI C OTCJIOEHU-
eM, JUXEHOWJHYIO JUMMOIUTAPHYI0 UHOUILTPAIIIO
un Hambosiee CrelUPUUHBIN MPU3HAK MHTPAIMUTENN-
aJbHOTO amnomnTo3a — Tesblla CuBarTa, KOTOPDIE BbI-
[JISAIAT KaK TOMOTeHHble 203MHO(UIbHbBIE TJIOGYJIbI,
pacrosnaraiomuecs: B 6a3aTbHOM CJIOe IMUTEJNUS W T0-
BEPXHOCTHBIX OT/IeaX COOCTBEHHON TmacTuHKM [12].
Tenpia CuBarta ABISAIOTCH cHenn(UUECKUM MPU3HA-
koM KIIJI mwmiieBosa, OJHAKO YacTOTa WX BBISBIIE-
HUsT HeBbICOKA — OKoJ0 40 % ciayuaes [22]. Harre
KJIMHIYeCcKoe HabJIo/leHne JIeMOHCTPUPYeT, YTO WH-
(GOPMATUBHOCTD THCTOJOTHYECKOTO UCCJAEOBAHUS TO-
BBINIAETCS] [P BBINOJHEHNH OHOIICUU BO BCEX OT/IE-
JIaX TIUIIEBO/IA, TIPU HTOM CJeAyeT u36erath B3STHE
OUOTITATOB CO CJAM3UCTOH 060J0UKK ¢ (HUOPUHO3HBIM
HasetoM. CielyeT OTMETUTb, 4YTO JUMMOIUTapHAS

UHOUIBTPAINS CAUZUCTON 00OJOYKU MHUINEBO/IA caMa
Mo cebe He sgBJseTcs marorHoMoHmuHO asg KITJI
MUIIEeBO/Ia U TIPOBEJEHNEe UMMYHOTHCTOXUMUYECKOTO
uccjefoBanud ¢ 1eablo Bbiasienus T-xiaerox (CD3,
CD4 u CD8) e nomoraer auddepennuposars KILJT
MUIIEBO/IA OT JPYTUX 3a00JI€BaHUM, BKJIIOYAS JEeKap-
cTBeHHBI u nH@ekimonublii 230darut [2]. [lo gan-
upiM M. Pittman et al., mumdounrapuas undmwib-
Tpanusg B TUIIEBOJIE BCTPEYaeTcs Kak Npu GOJIe3Hu
Kpona, tak m mpu Apyrux MMMYHOOIIOCPETOBAHHBIX
3aboseBanusax [23].

Pexomenparuu mo tepanmu KILJI nmumeBoga orpa-
HUYEHDbI Pe3yJbTaTaMy CEepPHil KIMHUYECKUX HabJIro/1e-
Huii. Kak mpaBmiio, OGOJBIIUHCTBO TPECTABIEHHBIX
cayuyaeB  a3odareasbroro  KILJI  compoBoxxaamich
nucdarneil W HaJWYneM CTPUKTYPBI, 4TO TpeboBa-
JIO TIPOBEIEHUST 9HOCKOMUYECKOTO OYKMPOBAHUS
win  OGa/IoOHHOW Auiaatamuy numeBoga. OpHAKo,
Kak ¥ TPU MHOTHX JIDYTUX CUCTEMHBIX MOPASKEHMSIX
muimeBosa, 3OdEKT HHIOCKONNIECKOTO JeYeHHUs He-
CTOWKHUI, COXPaHSIETCSI BBICOKASI 4acTOTa PECTEHO30B,
YTO IUKTYeT TOUCK crerudmaeckoii Tepanun [24].

BosbimHCTBO  aBTOPOB  paccMaTtpuBaeT B - Kade-
CTBe TEPBOI JIMHUK TePaluy Ha3HAYeHUe CUCTEMHBIX
nmn tormmuecknx ['KC y manmeHToB ¢ CUMITOMHBIMU
opmamu. HasnaveHwe npeaHN30J0HA B WHIYKITMOH-
HOit mo3e 40—60 Mr (mim MeTHANpegHn30JI0Ha 32 Mr)
Ha 4—6 Hemes b MPUBOANT K TIOJOKUTENTBHON KJIMHUKO-
9HIOCKOTIMYECKON JMHAMUKE Y OGOJBITHHCTBA Talld-
earoB [18, 25]. DddexruBrOCTS Tommueckux ['KC
n3ydyeHa B PETPOCIEKTUBHOM 0030pe KapT MaIllHeHTOB,
nosrydaBnx Jiederwe ¢ 1995 mo 2016 r. B KanuHU-
ke Meiio: 32 6GOJbHBIM HAa3HAYAJICS PACTBOPEHHDIIT
B 10 Mu cupoma GymecoHng 3 MT 2 pasa WIH Tesb
0,3 Mr/ms GyJIecOHUA-PUHIIMHON W 8 HalMeHTaM —
dayrukazon 880 MKr 2 pasa B geHb. OIEHKY OTBeTa
Ha Tepanuio TPOBOJUIM B Cpe/lHEM uepe3 3,2 Mec.:
yMeHbIlleHne aucharu U yJaydiieHne HHAOCKOTHU-
YEeCKOW KapTHHBI OTMETHJIN OOJIBIIUHCTBO OOJBHBIX,
18 % morpe6oBasicss Tepexo[ Ha APYryIO TEPAIuUio.
Opnako paxke pu 3G GEeKTUBHON WH/YKITMOHHOH cXe-
Me y nanuentos ¢ KIIJI numesona npu ormene I'KC
yacToTa penuaAnBoB gocruraer 84 % [26].

[IposeMoHCTpUPOBAHHOE HaMU KJIMHWYECKOE Ha-
OJII0/IeHne TTOKa3biBaeT HeoOXOUMOCTh JaJbHEHINX
UCCJIeIOBAHUI,  MMO3BOJIIONINX  PerJaMeHTUPOBATh
noJi/IepsKMBaolee geuyenne. B HacToslee BpeMs B Ka-
YecTBe MOJJIEPKUBAIONIEIl Tepanuu pasjndHbie aBTO-
pol npeuiaraior cucreMibie [KC B MeHbIIMX /103aX,
[epexo/i Ha TOIMNYECKHe KOPTUKOCTEPOU/bl UJIN KOM-
6unario TKC ¢ azatmonpuHOM 2 Mr/Kr Macchl TeJja
[17, 27]. Cuemyer OTMETHTH, YTO UMEIOIIHECS [aH-
Hble 06 3(h(PEKTUBHOCTH TOAEPKUBAIONIEH Tepamm
eIMHUYHBI 1 TpPeOyIoT YTOYHEHUS B JaJbHEHITX
KJIMHUYECKUX HCCIEeTOBAaHUSAX. TaKTUKa JIeYeHHs Iia-
IIIEeHTOB, He orTBeTuBIIMX Ha HasHauenue ['KC, emre
MeHee onpeziesieHa. CooOlmaercs o JEBATH CJydasix
YCIIENTHOTO TPUMEHEHUS WHBEKIUH TPUAMIIMHOJOHA
B 06sacTh CTPUKTYpbhI TmiieBoga [28]. Kak mpaswuio,
B GOJIBITMHCTBE ciay4aeB Hea(PEKTUBHOCTH TepBOil
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JIMHUY Teparny HA3HAYAIOT aHAJIOT PETHMHOEBON KHC-
JIOTBI AIUTPETHH WU PA3JHYHbIE UMMYHOCYTIPECCOPBI
(MeToTpekcar, HUKJIOCIOPHH, PUTYKCHMAl, TaKpOJIU-
Myc, Tammpomus u Modernn Murodenonara) [29].
Nmetorcst  ganubie 06 3DHEKTUBHOM NPUMEHEHUH
mpu lichen planus numeBoga WHrHOUTOPOB STHYC-KU-
Ha3 rtodarmtnan6a u ynagarmutuan6a [30]. Taxske
MPOJEMOHCTPUPOBAH CJIydail YCTAHOBKH IOKPBITOTO
METAJLTMYECKOTO CTEHTa B TPOCBET MHIIEBOAA C 00-
JIETYECHNEM KJIMHUYECKONW CHUMITOMATHKHU Y MAI[EeHTa
npu Ge3yCIeNrHoll KOHCepBATUBHOW Teparnuu KOPTH-
Kocrepouamu [24].

HecMmoTpst HA TO YTO JAAHHBIX O €CTECTBEHHOM Te-
vennu KIIJI numeBoga Mato, mogaBageTcst Bce O0JIbIle
JTIOKA3aTeabcTB TOTO, uTo lichen planus mosker ObITH
CBSI3aH C PAa3BUTHEM ILJIOCKOKJIETOYHOTO PaKa MUIIEBO-
na. K. Ravi et al. mokasanu, uto B koropre 132 60Jib-
Heix y 8 (6,1 %) mpm 9HIOCKOMMYECKOM HabTIo/e-
HUU PasBUjach KapimHoMma. lIpoBeseHHbrii ananus
He BBISBIJ [IOMOJHUTENbHBIX (DAKTOPOB, ACCOIMUUPO-
BaHHBIX C PAaKOM IHINEBO/A, BKJIOYAsT BO3PACT, pac-
mpocrpaneHHocTdb lichen planus u mpemmecTByoITy0
Tepanuio. YYHUTbIBasi, YTO y TOJOBUHBI TAIUEHTOB
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Esophageal Lichen Planus as a Cause
of Dysphagia: Literature Review
and Clinical Observation
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Aim: to analyze the literature data, and to raise awareness of doctors of various specialties about the methods of
diagnosis and treatment of esophageal lichen planus (ELP).

Key points. In a 67-year-old female patient with complaints of difficulty swallowing solid food and weight loss,
esophagogastroduodenoscopy revealed subcompensated stenosis of the middle third of the esophagus and signs
of fibrinous esophagitis. Based on the characteristics of the endoscopic picture and the detection of apoptotic Ci-
watt bodies in esophageal biopsies, a diagnosis of ELP was established. Treatment with glucocorticosteroids led to
relief of symptoms and positive endoscopic dynamics. ELP is rare and the least studied, data on this disease in the
literature are presented mainly in the form of clinical observations and analysis of series of cases. Typical clinical
manifestations include dysphagia and odynophagia. Despite the low prevalence, ELP can be associated with serious
complications: stenosis and esophageal squamous cell carcinoma. Endoscopic examination reveals characteristic
signs in the esophagus: swelling, thickening and increased vulnerability of the mucosa, often with fibrin, formation
of membranes and strictures. The histological picture is represented by epithelial dyskeratosis with exfoliation, li-
chenoid lymphocytic infiltration. The most specific histological sign is the presence of apoptotic Civatte bodies. Rec-
ommendations for the treatment of ELP are limited to the results of a series of clinical observations and include the
prescription of systemic corticosteroids. The issue of supportive therapy is the least studied.

Conclusion. Analysis of the literature data and the clinical case demonstrate that lichen planus of the esophagus
is one of the rare causes of dysphagia. Characteristic endoscopic and histological signs are key for the diagnosis.
The management of patients with esophageal lichen planus is insufficiently defined and today includes taking of
glucocorticosteroids, endoscopic dilation of stricture and dynamic endoscopic observation, given the high risk of
squamous cell carcinoma in this category of patients.

Keywords: dysphagia, lichen planus, stenotic lesion of the esophagus
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KpacHbi nnockun nyMwian nuwesoa Kak npuduHa gucdarmm:
00630p NUTepaTtypbl U KNMHU4YECKoe HabnaeHue

AN. JonrywmnHa'*, E.P. Onesckas'?, A.O. Xuxnosa'?, A.A. CaeHko', C.1O. benoycos?

" Prb0Y BO «tOxHO-Ypaibckuii rocynapCTBEeHHbIV MEANLIMHCKUI YHUBEPCUTET»
MuHucTepcTBa 3apaBooxpaHeHus: Poccurickoi ®enepaummn, YensbuHck, Poccurickas ®enepaums
2 BY3 «HensbuHckas obnactHas KivHu4Yeckasi 60sbHuLa», YensbuHck, Poccuiickas denepaums

Llenb: npeactaBuTb KNMHMYECKOE HabMOAEHNE N MPOBECTM aHaNIN3 AaHHbIX INTEPATypPbl 0 METOA4aX AMarHOCTUKN
1 neveHuns kpacHoro naockoro nuwas (KrJ) nuwesona.

OCHOBHbI€ MOJIOXEeHUA. Y nauneHTkn 67 NeT ¢ xxanobamm Ha HapyLLeHMe NI0TaHMUs TBEPAON MULLM U CHUXEHME
Macchbl Tena npu 33odaroracTpoayoneHOCKONUU BbiIBIEH CYOKOMMEHCUPOBAHHbLIA CTEHO3 CpedHen TpeTu nu-
ueBoa 1 npusHaku GubpuHO3HOro asodarmta. Ha ocHoBaHUM OCOOEHHOCTEN SHA0CKONMMYECKOW KapTUHbI 1 00-
HapyXeHns anonTo3HbIx Tenewy, Cueatta B GuonTarax NMLL,EeBoAa YCTAHOBEH ANArHO3 «KPaCHbI MIOCKUIA uLan
nuweBoaa». JledeHne MIOKOKOPTMKOCTEPOMAAMM NPUBESIO K KYNMMPOBAHNIO CUMMATOMOB U MOSIOXUTENIbHOW 9HO0-
ckonuyeckon guHamuke. d3odareansHasa nokanmsauusa KMJl aenseTcsa peakor n HaMmMeHee U3y4eHHOW, AaHHble
006 aTom 3aboneBaHMn B nuTepaType npeacraBfieHbl B OCHOBHOM B BUAE KIIMHMYECKUX HAOMIOAeHNI 1 aHanm3a ce-
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puii cnyvyaes. TUMUYHbBIE KIIMHUYECKME MPOSIBIIEHNS BKIIOYAIOT B cebsa amucdarunio n oguHodarunio. KrnJl moxeT 6biTb
CBfI3aH C CEPbE3HbIMU OCNIOXHEHUSIMU — CTEHO30M U MJIOCKOKJIETOYHBIM PakoM nuLLeBOoAa. DHOO0CKOMMYECKOE
nccnenoBaHue No3BOJISET BbIABUTb B MULLEBOAE XapakTEPHbIE NPU3HAKN: OTEK, YTONLLEHME U MOBbLILLIEHHYIO PaHN-
MOCTb CIN3MCTOM 060104KM, HACTO C HaNeTom GnbpuHa, Ha GoHEe KOTOPbIX GOPMUPYIOTCH MEMOPAHbI U CTPUKTYPHI.
[McTonornyeckas kapTuHa npeLcTaBieHa ANCKePaTO30M 3NUTENUS C OTCIIOEHUEM, INXEHOULHON NMMOOLNTAPHOWN
vHouneTpaumen. Hanbonee cneun@uyHbIi FTMCTONOMMYECKUIA MPU3HAK — Hannume anontotTnyeckux teney, Cveatra.
PekomeHpaummn no tepanun KMNJ1 nuwesona orpaHuyeHbl pedysisTaTaMy CepPUn KIMHNYECKUX HabNoAEHWI U BKITHO-
YaloT Ha3HAYEHME CUCTEMHbIX KOPTUKOCTEPOUAOB. HavMmeHee n3yyeHa npobnema noaaepXXmBaioLLen Tepanuu.

3aknouyeHue. AHanu3 OaHHbIX UTEPATYPbl U MPUBEAEHHBIA KIIMHUYECKUIM Cy4Yali MOKa3biBalOT, YTO KPACHbLIN
MJIOCKUIM NULIAN NULEeBOAa ABASETCA OLHON M3 peakmx NpuyvH gucdaruu. Pelwwatolee 3Ha4eHne osis nocTtaHoB-
KV OMarH03a MEIOT XapakTepHble SHAOCKOMMYECKME N TMCTONIOrMYeckme Npu3Hakn. TakTuka BeaeHUs nauneHToB
C KpacCHbIM MJIOCKUM JIMLLIAEeM NULLEBOAA HEQOCTATOYHO ONpeaeneHa N Ha CErogHs BKIIKOHAET Ha3HaYeHne MoKo-
KOPTUKOCTEPOUNLOB, S3HAOCKOMNYECKYIO AMNATALMIO MPU HAJIMYUN CTPUKTYPLI U ANHAMNYECKOE 9HO0CKOMNUYeckoe

HabnooeHMe, yUNTbIBas BbICOKNIM PUCK PA3BUTUSA MIIOCKOKIETOYHOIO paka y 4aHHOW KaTeropum 60/bHbIX.
KnioueBble cnoBa: gucoaruns, KpacHbl NAOCKNIA NLIANA, CTEHOTUYECKOE NopaxeHne nNu,esona
KoHNUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ang uutnposanusa: JonrywuHa A.N., Onesckas E.P., Xuxnoea A.O., Caexko A.A., Benoycos C.}0. KpacHblii nnockuii nvwaii nueso-
[a Kak npuymHa aucdarum: 063op nMTepaTypbl U KIMHUYECKOe HabntoaeHne. PoCcuinckuii xxypHan racTpo3HTEPOSIOrnn, renaTosiornm,
kononpokTtonorun. 2023;33(4):76-84. https://doi.org/10.22416/1382-4376-2023-33-4-76-84

Lichen planus (LP) is a chronic inflammatory
disease of the skin and mucous membranes, less
commonly affecting nails and hair, the typical
elements of which are lichenoid papules. The in-
cidence of LP is 0.14—1.27 %, middle-aged and
elderly women predominate [1].

The etiology and pathogenesis of LP remain
poorly understood, currently the dominant idea
is that LP is an autoimmune disease mediated
by T lymphocytes. It has been suggested that
in response to exogenous or endogenous stimuli,
Langerhans cells are activated, followed by the
presentation of antigen to CD4" T lymphocytes,
which are sent to the lamina propria upon ac-
tivation of adhesion molecules. The production
of proinflammatory cytokines contributes to the
stimulation of CD8" T lymphocytes and further
damage to the epithelium [2]. Stress, taking
various medications (NSAIDs, antihypertensive
drugs, chemotherapeutic agents, hydroxychloro-
quine, sulfonylureas, tumor necrosis factor in-
hibitors) and genetic predisposition are consid-
ered as predisposing factors to LP [3, 4]. The
infectious theory has been widely discussed as
a pathogenetic model of LP, but no convincing
evidence of this association including with viral
hepatitis C has been obtained [5]. A number of
studies have shown the combination of LP with
other autoimmune diseases (autoimmune thy-
roiditis, celiac disease) and thymoma [6—9]. The
association with primary biliary cholangitis has
been demonstrated in isolated cases and is not
currently generally accepted [10].

The variety of clinical forms of LP, in addition
to skin, nails and hair, includes damage to the
anogenital area and esophagus [11]. Esophageal

localization of LP is rare and least studied, data
on this disease in the literature are presented
mainly in the form of clinical observations and
analysis of case series. However, a number of au-
thors believe that esophageal LP is not so much
a rare disease as a poorly studied disease, the
frequency of which in the population can reach
0.1 % [12]. LP can be associated with serious
complications — stenosis and squamous cell car-
cinoma of the esophagus [4, 13].

The presented clinical observation aims to in-
crease the awareness of different specialties doc-
tors about the diagnosis and treatment of esopha-
geal LP.

Clinical observation

A 67-year-old female patient consulted a gas-
troenterologist with complaints of difficulty
swallowing solid food and weight loss. For the
first time, dysphagia was noted three months be-
fore, when it became necessary to drink liquid
after eating solid food. Taking proton pump in-
hibitors in standard doses had no effect on clini-
cal manifestations: dysphagia persisted, and she
lost 10 kg. During fluoroscopy of the esophagus
and stomach, the contrast freely passed into the
stomach, in the middle third of the esophagus,
a narrowing of the esophagus over 4 cm was re-
vealed, and an axial hiatal hernia was detected.
She was sent for esophagogastroduodenoscopy
(EGD), which confirmed subcompensated middle
third esophagus stenosis and signs of fibrinous
esophagitis (Fig. 1).

Histological examination of the initial biopsy
showed the presence of young granulation tissue
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Figure 1. Subcompensated stenosis of the middle third
of the esophagus against the background of fibrinous
esophagitis

Pucynox 1. CyOKOMIIEHCHPOBAHHBII CTEHO3 CpejHeil
TpeTH nuiieBojia Ha ¢pone hbubPUHO3HOTrO d30harnuTa

with fibrinous-purulent exudate and intraepithe-
lial neutrophilic infiltration of stratified squa-
mous epithelium. In a hospital setting, the patient
underwent six sessions of endoscopic bougienage
using a Savary bougie guide with a diameter of
7 to 14 mm, with a positive effect. A main fea-
ture of the endoscopic picture was the localiza-
tion of circular stenosis in the middle esophagus,
as well as increased fragility of the surrounding

Figure 2. Matte, fragile mucous membrane of the
esophagus with detachment of layers, bleeding of the
underlying layers in lichen planus

Pucynox 2. MaroBas xpynkasi cinsucrasi 060J04YKa M-
I11€BO/Ia C OTCJIOEHUEM ILJTACTOB, KPOBOTOYMBOCTHIO HIKE-
JIESKAIINX CJIOEB MPH KPACHOM IIOCKOM JINIIIAae

Figure 3. Trachealization of the lower third of the
esophagus (inspection in the BLI-brt narrow spectrum
mode)

Pucynox 3. Tpaxeanusanusi HUKHEH TpeTH IHUIIEBOJA
(ocMoTp B pesknme y3koro cnektpa BLI-brt)

mucous membrane, which, upon contact with
the endoscope, ruptured and peeled off in large
layers with bleeding from the underlying layers
(Fig. 2).

In the distal esophagus, trachealization-like
multiple circular thin membranes were identified,
slightly narrowing the lumen of the esophagus
(Fig. 3).

From the medical history it was known
that the patient did not smoke, denied alcohol
abuse and the fact of a chemical burn of the
esophagus. Previously worked as a salesperson.
She lived in an industrial city. The parents had
suffered from cardiovascular diseases and the
relatives had had no malignant neoplasms of the
gastrointestinal tract. She was being observed by
a general practitioner for arterial hypertension.
On an ongoing basis, she was taking perindopril
4 mg and atorvastatin 10 mg; denied taking other
medications or dietary supplements. The patient
did not note the presence of rashes on the skin
and mucous membranes. No episodes of increased
body temperature, lymphadenopathy or arthritis
were detected.

Physical examination: the patient had a
hypersthenic physique and overweight (body mass
index — 25.8 kg/m?). Thyroid gland — grade 0
according to WHO classification. The respiratory
rate — 16 per minute. Breathing was vesicular,
carried out in all parts of the chest, there were no
adverse respiratory sounds. Pulse — 62 per minute.
Systolic blood pressure — 130 mmHg, diastolic
blood pressure — 60 mmHg. Heart sounds were
rhythmic and clear. The mucous membrane of
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Figure 4. Matte, fragile mucous membrane of the
esophagus with detachment of layers, bleeding of the
underlying layers in lichen planus

Pucynox 4. MaroBast XpynKasi cau3ucTtasi 000J09YKa M-
IMeBO/Ia C OTCJIOEHNEM TIJIACTOB, KPOBOTOYMBOCTBIO HILKE-
JIeKATIX CJI0eB MPH KPACHOM ILITOCKOM JINIIae

the oral cavity was clean, the tongue was moist
and not coated. The abdomen was soft, painless
on palpation. The edge of the liver did not
protrude from under the edge of the costal arch,
it was smooth and elastic. There was no swelling.
Examination of the skin revealed no changes.

An additional examination was carried out:
general clinical, biochemical laboratory tests and
ultrasound examination of the abdominal organs
were normal. Additionally, studies were carried
out to exclude tuberculosis: chest X-ray and
Diaskintest, which did not reveal any pathological
changes. Serological markers of herpetic and
cytomegalovirus  infections  were  negative.
Ileocolonoscopy did not demonstrate changes in
the colon and ileum characteristic of inflammatory
bowel diseases.

Repeat biopsy was performed in the upper,
middle and lower esophagus after endoscopic
bougienage, proton pump inhibitors and antacids
therapy. Histological findings showed esophageal
squamous non-keratinizing epithelium with a
mature lining the surface in fragment of the mucosa.
The angiomatosis, diffuse pronounced lymphocytic
and neutrophil infiltration were noted in lamina
propria. No band-like lymphocytic infiltration
with degeneration of basal keratinocytes was
detected. Layers of mature squamous non-
keratinizing epithelium involving single oxyphilic
apoptotic keratinocytes (Civatte bodies) were
located separately (Fig. 4). Taking into account
the specific endoscopic picture of the esophagus
(mucosal fragility, mucosal denudation, fibrinous
plaque, stenosis, trachealization) and the detection

of apoptotic Civatte bodies, the diagnosis of
esophageal lichen planus was made.

Taking into account the progressive clinical
picture of esophageal stenosis, a decision was
made on the need for further therapy with

Figure 5. Endoscopic picture of lichen planus of the
esophagus after a course of endoscopic bougienage
against the background of antireflux therapy before the
prescription of glucocorticosteroids (examination in the
LCI color visualization mode)

Pucynox 5. DHIOCKOIIMYECKAsT KapTHHA KPACHOIO ILIO-
CKOTO JIMIIAst TUIEeBO/IA 110C/Ie Kypca 9HIOCKOIMNYECKOTO
Oy:xupoBanusi Ha (oHe aHTUPEJIOKCHOI Teparnun 0
HA3HAYEHUS TTIOKOKOPTHKOCTEPONI0B (0CMOTD B peskuMe
yaydienus usetoBoil usyamusamun LCI)

Figure 6. Endoscopic picture of lichen planus of the
esophagus after the administration of glucocorticoste-
roids (prednisolone 40 mg) on day 14: expansion of the
lumen of the esophagus, decrease in the thickness of
fibrinous plaque

Pucynox 6. Iugockonmyeckas KapTHHA TJIOCKOTO JIHINAs
MUIIEBOJa MOCJe Ha3HAYEHHS TJTIOKOKOPTUKOCTEPOUIOB
(npeanusosnon 40 Mr) Ha 14-e cyTKu: paciiupeHue npo-
CBeTa IMUINEBO/IA, YMEHbBIIEHNE TOJIIHBI (PUOPHHO3HOTO
Hajera
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Figure 7. Endoscopic picture of lichen planus of the
esophagus after a month of treatment with glucocortico-
steroids (prednisolone 40 mg), positive dynamics

Pucynox 7. Iupockonnyeckass KapTUHA KPACHOTO ILIO-
CKOTO JIMIIAsi IHUIIEBOJA CIIYCTsI MeCSIl JIEYEeHUsl TJIo-
kokoprukocrepouamu (mpegnusonon 40 Mr), MmoJoxu-
TeJibHas JAUHAMUKA

glucocorticosteroids.  While taking 40 mg
prednisolone during the first month, the symptoms
of dysphagia were relieved and positive endoscopic
image were noted (Figs. 5—7).

Subsequently, the dose of prednisolone
was reduced to 10 mg, dysphagia resumed and
esophageal changes recurred within several weeks
when attempt was made to to reduce or completely
cancel it (Fig. 8). Accordingly, a prolong
prednisolone therapy with endoscopic management
and control of side effects were recommended.

Discussion

The first description of esophageal lichen pla-
nus was made simultaneously by B.M. Al-Shihabi
and L.G. Lefer in 1982 [14]. Since that time, the
prevalence of esophageal lichen planus remain
unspecified. A retrospective analysis of medical
records of 584 patients with oral LP shown en-
doscopic signs of esophagitis in 4 patients only,
endoscopy was performed in patients with dyspha-
gia [15]. Subsequently, some authors demonstrat-
ed a significantly higher incidence of concomitant
esophagitis in oral and cutaneous LP. R. Quispel
et al. found esophageal changes in 50 % of patients
with skin and oral rashes (12 out of 24 patients),
later J.S. Kern et al. shown similar findings [16,
17]. Extraesophageal manifestations of cutaneous
LP are not obligate, that cause of difficulty of
assessing the true prevalence of esophageal lichen

Figure 8. Endoscopic picture of lichen planus of the
esophagus after reducing the dose of glucocorticoste-
roids (prednisolone 10 mg) after 3 months

Pucynox 8. Iupockonnyeckasi KapTUHA IIOCKOTO JIHIIAs
MUIIEBO/IA MTOC/e CHIKEHUSI I03bI TJIOKOKOPTHKOCTEPON-
noB (peanusonon 10 mMr) cnycrs 3 Mecsna

planus. L.P. Fox et al. investigated esophageal in-
volvement as the soul or first manifestation of LP
developed in 14 of 72 patients [18]. Oral LP was
present in 89 % of patients, genital LP — in 42 %,
cutaneous — in 38 %. F. Schauer et al. present-
ed data on 52 patients with previously diagnosed
cutaneous and mucosal LP, when 34 (65.4 %)
patients had esophageal lichen planus. Findings
shown no correlation between the frequency of
involvement of the esophagus and the oral cavi-
ty, however, the authors noted combined severe
esophagitis and genital involvement are associated
with LP among patients [12]. The absence of cuta-
neous manifestations of lichen planus with esopha-
geal changes in the presented clinical case demon-
strates the difficulty of establishing the diagnosis,
it required targeted biopsy. The possibility of as-
ymptomatic esophageal LP also makes the diag-
nosis difficult. Typical clinical manifestations in-
clude dysphagia and odynophagia. Heartburn and
regurgitation are not common, so many authors
suggest previous unsuccessful therapy with proton
pump inhibitors as an additional sign. Dysphagia
and ineffective antireflux treatment can indicate
to esophageal lichen planus in our clinical case.
In general, the prevalence of symptomatic types
varies from 33 to 70—81 % by various authors, but
some researchers state a higher frequency [16—18].
Thus, according to the Mayo Clinic, all patients
(25 people) had complaints [4], as well as per
A. Rauschecker et al. (15 patients) [19]. One
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recent study included 34 patients with esophageal
lichen planus and 18 — without esophageal in-
volvement of comparison group showed the im-
portance of dysphagia as leading clinical symptom
that correlates with the severity of esophageal le-
sion [12].

The endoscopic picture represented by spe-
cific mucosal changes and esophageal stenosis
localized in the proximal esophagus, it is pos-
sible to differentiate lichen planus and reflux
esophagitis. Endoscopy allows to identify char-
acteristic signs in the esophagus, represented by
edema, thickening, increased mucosal fragility
with fibrinous surface, formed membranes and
strictures. The findings are localized in the
proximal esophagus in most cases (89 %) [18].
Altered esophageal mucosa is sensitive to any
mechanical impact (passing an endoscope, bi-
opsy forceps), may rupture and exfoliate with
whitish plaques, severe bleeding and erosion of
the underlying layer. The nonspecificity of en-
doscopic picture is another reason to make cor-
rect diagnosis difficult. ELP can be mistaken
for various esophageal diseases: erosive reflux
esophagitis, eosinophilic esophagitis, “slouth-
ing” (exfoliative) esophagitis, epidermolysis
bullosa, esophageal pemphigus, viral esophagi-
tis [20, 21]. Concomitant Candida colonization
of affected esophageal areas is possible.

The data on X-ray for esophageal lichen pla-
nus are extremely limited. Single studies demon-
strate the presence of proximal strictures and
diffuse narrowing of esophageal lumen as ra-
diological signs of the disease, highlighting the
difficulty to differ eosinophilic esophagitis [19].

Histopathology is a main method that ver-
ifies the diagnosis, which allow to reveal epi-
thelial dyskeratosis with detachment, lichenoid
lymphocytic infiltration and the most specific
sign of intraepithelial apoptosis — Civatte bod-
ies look like homogeneous eosinophilic globules
in basal epithelium and superficial lamina pro-
pria [12]. Civatte bodies are specific feature of
esophageal LP, but incidence is low — about
40 % of cases [22]. Our clinical observation
demonstrates informativeness of histology increase
with biopsy in all parts of the esophagus, while
taking biopsy samples of fibrinous plaques should
be observed. Lymphocytic mucosal infiltration in
the esophagus is not pathognomonic of ELP and
immunohistochemical studies to establish T cell
association (CD3, CD4 and CD8) do not help
differentiate esophageal LP from other diseases
including drug-induced and infectious esophagitis
[2]. M. Pittman et al. reported esophageal lym-
phocytic infiltration occurs both in Crohn’s dis-
ease and in other autoimmune disorders [23].

Recommendations for the treatment of esoph-
ageal LP are limited by results of clinical case
series. As a rule, most of the presented cases of
esophageal LP were accompanied by dysphagia
and stricture required endoscopic bougienage or
balloon dilatation. However, endoscopic treat-
ment have unstable effect and high rate of rest-
enosis remains as with many other systemic
esophageal disorders, thus it requires the search
of specific therapy [24].

Most authors consider systemic or topical cor-
ticosteroids as the first line of therapy in symp-
tomatic patients. Induction dose of prednisolone
40—60 mg (or methylprednisolone 32 mg) for
4—6 weeks leads to positive clinical and endo-
scopic dynamics in most patients [18, 25]. The
effectiveness of topical corticosteroids was stud-
ied in retrospective review of patients cards
treated from 1995 to 2016 at the Mayo Clinic:
32 patients were prescribed 3 mg budesonide
dissolved in 10 mL sirupus 2 times or 0.3 mg/mL
budesonide-rincinol gel and 8 patients were
prescribed 880 mcg fluticasone 2 times a day.
Evaluation of the response to therapy performed
after an average of 3.2 months: the majority of
patients noted reduction of dysphagia and im-
provement of endoscopic picture; 18 % patients
required to switch to another therapy. However,
even with an effective induction regimen in pa-
tients with esophageal LP, when GCS is discon-
tinued, the relapse rate reaches 84 % [26].

Our clinical observation shows the need
for futher research to allow regulating main-
tenance treatment. Currently, some authors
recommend systemic corticosteroids in lower
doses, switching to topical corticosteroids or
combination corticosteroids with azatiprine
2 mg/kg body weight as maintenance thera-
py [17, 27]. Tt should be noted that data on
the effectiveness of therapy required to clarife
in future investigation. Management for pa-
tients who do not respond to corticosteroids
are even less certain. Successful using of tri-
amcinolone injections in the esophageal stric-
tures have been reported in nine cases [28].
Typically, the retinoic acid analogue acitretin
or various immunosuppressants (methotrexate,
cyclosporine, rituximab, tacrolimus, thalido-
mide and mycophenolate mofetil) are prescribed
in most cases of failure of the first-line therapy
[29]. There is evidence of effective use of the
Janus kinase inhibitors tofacitinib and upadaci-
tinib in esophageal lichen planus [30]. A case of
covered metal stent installation into esophageal
lumen with relief of clinical symptoms and previ-
ous unsuccessful corticosteroids therapy was also
described [24].
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Although data on the natural history of
esophageal LP are limited, there is increasing
evidence that lichen planus may be associated with
esophageal squamous cell carcinoma. K. Ravi et al.
showed developed carcinoma during endoscopic
observation that in 8 out of 132 patients (6.1 %).
The analysis revealed no additional factors
associated with esophageal cancer including age,
prevalence of lichen planus and previous therapy.
Given that cancer developed within the first year
in half of the patients, repeat endoscopy after
6—12 months can be appropriate [31].
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peAKasd IPpUUYUHA OCTPOTO ITIaHKPEATUTa
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Llenb npepcTaBneHns KJIMHUYECKOro HabnoaeHus: NpoAEMOHCTPUPOBATL afirOPUTM AMArHOCTUKN N JIEHEHUS]
OCTPOro naHKpeaTnTa U MEXaHNYECKOW XENTYXW, BbI3BAHHbIX 0OCTPYKLMEN TEPMUHANIBLHOIO OTAENa 0OLLENO XEeny-
HOIrO NPOTOKA AOYEPHEN 3XMHOKOKKOBOW LIMCTON.

OcHOBHbIE NnosioXxeHus. [peacraBneH KIMHUYECKIWI Cilydail OCTPOM 3XMHOKOKKOBOW 06CTPYKLMN TEPMUHAIIBHOIO
oTaena xofieaoxa 'y naumMeHTa ¢ OCNOXHEHHbIM TEHEHMEM 9XMHOKOKKO3a neveHn. MyxuyuHa 33 net rocnmtanmsanpo-
BaH C xanobamu Ha 60b B aNUracTpum 1 npaBoM Noapedepbe, NOXENTEHNE KOXHbIX MOKPOBOB U ckiep. B aHamHe-
3e B 2019 . No NnoBOAY 9XMHOKOKKOBOIO MOPAXEHUS MEYEHM U KENYHOIO Ny3bIPsi OblIY BbINOMHEHBI YAANIEHWE KUCTHI
7-ro CermMeHTa neyeHu 1 XONELIUCTIKTOMUS. BbiiBNEHbI NENKOLMUTO3, rmnepbunmpybuHemMms 1 noBbILLIEHNE YPOB-
HSl TpaHCaMWHa3, nNpu TpaHcabaomMuHanbHoM Y3 — npusHakuy amnataumm XenyeBbIBOASLLMX MPOTOKOB HA BCEM
npoTskeHnn. MNpu oyooeHOCKONuM B YCTbe 6OMbLLOro cocoyvka aseHaguatunepcTHor kuwku (OMK) obHapyxeHo
dukcnpoBaHHoe xentoBaTo-6e5oe obpasoBaHMe OBasibHOM GOPMbI C MOJYNPO3PAYHOM Karcynoi, NoSIHOCTbIO
ONOKMPYIOLLEE OTTOK XENYM U NaHKPeaTU4eckoro coka. [locne BbIMOMHEHUS HEKAHIONSALMOHHOW 3HO0CKOMMYe-
CKOW ManuaioToMun oTMeYeHa Murpaums cybetparta (3XMHOKOKKOBOW umucTbl) B ANMK ¢ BO30OHOBNEHNEM aKTVB-
HOrO MOCTYMJIEHUS XEN4YM 1 MAHKPEATMYECKOro cekpeTa. [nga aetanbHOro 0CMOoTpa XeMYHbIX MPOTOKOB NPOBEAEHA
nepopasbHasi TPaHCMNANUANAPHAs XONaHMMOCKOMUS. IXMHOKOKKOBbBIX LMCT, OCTATOYHbIX MapasuTapHbIX CTPYKTYP
1 HapyLUEHUS LLENOCTHOCTY BUNNMapHOro Aepesa Ha BCEM NMPOTAXEHM BbISIBIEHO He Obi10. BMellaTenscTBo 3aBep-
LLIEHO NaHKpeaTn4eCckUM CTEHTMPOBAHMEM. [1ocne KOMMNEKCHOrO IeYEHUS B OTAENIEHNN PEaHUMALNU U XUPYPrv
1 NPW NOJIHOM cTabunmnaaunm COCTOSHUS NaLMEHT BbINUCAH C PEKOMEHAALIMSMU MO JaNIbHENLLEMY JIEYEHUIO B CMe-
LManM3npOBaHHON KIMHUKE.

SaknmoueHue. Murpauua go4YepHen UUCTbl U3 AXMHOKOKKOBOIO O4ara nevyeHn MOXET CTaTb OAHOW U3 peakux npu-
YMH OCTPOW 6nokaabl TEPMUHANBHOMO OTAENA XOJIeA0Xa U OCTPOro 06TypaLMOHHOro naHkpeaTuTa. CoyeTaHune Knn-
HUYECKUX, JIy4eBbIX N SHOOCKOMMYECKMX METOAOB NO3BOASET CBOEBPEMEHHO AMArHOCTUPOBATbL N YCTPAHUTb 3TO
peakoe OCNOXHEHME 9XMHOKOKKO3a NeYEHN C MOCAEAYOLNM YCMELUHbIM IEYEHNEM.

KnioueBble cnoBa: OPXII, xonaHrmockonusi, OCTPbIA MAHKPEaTUT, SXMHOKOKKO3, MEXAHNYECKAd XENTyxa, ocTpas
6nokana TepMUHaANLHOrO OTAENA Xonenoxa
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Echinococcal Cyst Blockade — the Rare Cause of Acute Pancreatitis
and Obstructive Jaundice

Stanislav A. Budzinsky'?, Sergei G. Shapovaliants'?, Roman V. Plakhov'?, Margarita V. Murashkina®*,
Elizaveta A. Vorobieva'?, Dinara R. Berdieva?, Pavel V. Usyakiy', Evgeniy D. Fedorov'?
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2 Pirogov Russian National Research Medical University, Moscow, Russian Federation

Aim: demonstrate an algorithm for the diagnosis and treatment of acute pancreatitis and obstructive jaundice caused
by obstruction of the terminal part of the common bile duct by daughter echinococcal cyst.

Key points. The article presents a clinical case of acute echinococcal obstruction of the terminal part of the com-
mon bile duct in a patient with a complicated course of liver echinococcosis. A 33-year-old man was hospitalized with
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epigastrium and right hypochondrium pains and jaundice. In 2019 the patient underwent the removal of a cyst in the
7th liver segment and cholecystectomy for liver and gallbladder echinococcal lesions. Laboratory research revealed
leukocytosis, hyperbilirubinemia and an increase in the transaminases level. Transabdominal ultrasound showed
signs of dilatation throughout bile ducts. Duodenoscopy revealed a fixed yellowish-white oval formation with translu-
cent capsule, completely blocking bile and pancreatic juice outflow at the major duodenal papilla. After non-cannu-
lation endoscopic papillotomy, migration of the substrate (echinococcal cyst) into the duodenum was noted, active
flow of bile and pancreatic secretions was restored. Oral transpapillary cholangioscopy was performed for a detailed
bile ducts examination. It revealed no echinococcal cysts, residual parasitic structures or biliary tree lesions. The
treatment was completed with pancreatic stenting. After complex treatment in the intensive care and surgery unit
with complete condition stabilization, the patient was discharged with recommendations for further treatment in a
specialized clinic.

Conclusion. Migration of a daughter cyst from the echinococcal liver focus can cause acute blockade of the termi-
nal part of the common bile duct and acute obstructive pancreatitis. The combination of clinical, radiological and en-
doscopic methods allows to diagnose and eliminate this rare complication of liver echinococcosis with subsequent
successful treatment.

Keywords: ERCP, cholangioscopy, acute pancreatitis, echinococcosis, obstructive jaundice, acute blockade of the
terminal portion of the common bile duct

Conflict of interest: the authors declare no conflict of interest.

For citation: Budzinsky S.A., Shapovaliants S.G., Plakhov R.V., Murashkina M.V., Vorobieva E.A., Berdieva D.R., Usyakiy PV., Fedorov E.D.
Echinococcal Cyst Blockade — the Rare Cause of Acute Pancreatitis and Obstructive Jaundice. Russian Journal of Gastroenterology,

86

Hepatology, Coloproctology. 2023;33(4):85-91. https://doi.org/10.22416/1382-4376-2023-33-4-85-91

ODXMHOKOKKO3  TIeYeHW  BbI3bIBAETCS  1[eCTojia-
mu cemeiictBa Taeniidae orpspa Cyclophyllida —
Echinococcus — granulosus  (A. Batsch, 1786).
IXMHOKOKK NMeeT HEeMPSIMON KU3HEHHBIN 1TUKJ 1 J0JI-
JKEH Pa3BUBATHCI CO CMEHOW JBYX XO035ieB — IpoMe-
SKYTOYHOTO W OKOHYATeJbHOTro. YesoBeK — TIpoMe-
JKYTOYHDBII XO351MH, OCHOBHBIM MCTOYHUKOM WHBa3uu
JUISI 9XUHOKOKKA CTAHOBSTCS JKUBOTHbIE, 3aPaKeHHbIE
MIOJIOBO3PEJIBIMA TE€JIbMUHTAMU, WM TPOJYKThI MUTA-
HUsI, BbIpAllleHHbIE B PErvMOHAX, HHAEMUYHbBIX 110 JaH-
HOMY 3aboJieBaHuio. [lapasuTbl ¢ MOMOIIBIO KPIOYbEB
(ukcupyorcs Ha CIM3UCTOH 000JI0YKE KUIIKH, OTKY-
Jla UMILIAHTUPYIOTCS B BEHO3HbIe 160 JuMbarnyie-
CKHe KoJuleKTOpbl. Yaie Bcero mo BepxHeil Opbikeed-
HOIl BeHe OHM II0T1a/[al0T B BOPOTHYIO BEHY M OCE/laioT
B meuenu [1].

ODXMHOKOKKO3 OIACeH CBOUMM  OCJIOKHEHUSIMU
U PEJKO BCTPEYAETCs B KJIMHUYECKOU MPAKTUKE Bpa-
yeii-aH0cKonmucToB. [IpopbIB  COAEPIKUMOrO 9XUHO-
KOKKOBOI KUCTBI TIe4YeHN B OWJIMAapHbIE MyTH BCTpeya-
ercst B 8—35 % BCEX OCJOKHEHHBIX CJIy4aeB JaHHOTO
napasuraptoro 3abosieBanus [1]. Ero wimnuveckas
KapTUHa CBS3aHa C HAJIMYUEM OCTPOro TAHKPEeaTuTa,
MEXaHNYEeCKOW JKeJTYXM, TeYeHOYHOW HeJI0CTaTOYHO-
CTH U BbIpaKeHHOI mMMyHocytpeccun [2]. Tsokectb
COCTOSTHHS TaKUX MAIUEHTOB [UKTYeT HEOOXOIUMOCTD
CPOYHOTO BBITIOJTHEHUST IHATHOCTUYECKUX ¥ JieueGHBIX
BMEIIIATEbCTB.

[t n3BeUYeHnss MUTPUPOBABIINX B JKEJYHBIE TTPO-
TOKU 9XMHOKOKKOBBIX IMCT aKTUBHO MPUMEHSIOT JH-
JIOCKOIIYECKUe peTporpainpie Metoauku [3]. Opnako
ONUCAHWI CJIydaeB HEOTJOXKHOTO 3HIOCKOIMIMYECKOTO
JIEYEeHHsT OCTPON OJIOKA/IbI TEPMUHAIBHOTO OT/IE]a XO-
JleJoXa 9XMHOKOKKOBOH IMCTON KpaliHe Majio.

[Mamrent T'. 33 neT sKCTPEHHO TOCIMTAIN3UPOBAH
B I'Kb Ne 31 I3 r. Mocksnr 10.11.2021 r. ¢ xajxo-
6ami Ha GOJIb B DIMTACTPUU U IIPABOM IOApeGephe,

JKEJITYIITHOCTh KOXKHBIX TIOKPOBOB U CKJIED, TOITHOTY.
ITH KaJIOObI TTOSBWINCH 32 4 CYTOK JI0 TOCITUTAIN3A-
MK B CTAIIMOHAP W IOCTENEHHO HAapPaCTaJIU.

W3 anammue3a U3BECTHO, YTO MAIMEHT 3aHAT B CEJIb-
CKOXO3SICTBEHHON JIeSITETbHOCTH, ITPOKIBAET B dHJIE-
MUYECKU HeOJIAroNpUsATHOM PaiioHe TI0 9XUHOKOKKO3Y
(Kemeposckas o6aacts). B 2019 r. no nosomy axu-
HOKOKKO3a [eYeHH U 3XMHOKOKKOBOIO TOPa’KeHUst
JKEJTYHOTO ITy3bIPS BBITIOJIHEHBI XUPYPTrUYecKoe y/ia-
JIeHe SXMHOKOKKOBOI KHUCTBI 7-TO CETMEHTa IeYeHU
U XOJIEUCTIKTOMUS. B mocieornepaiimoHHOM TI€pHO-
Jle KJIUHUYECKUX [POSBJIeHUNl peruanBa 3a60/eBa-
HUg He 3apUKCUPOBAHO, MEJIMKAMEHTO3HOE JIeYeHUe
He MoJTydal.

[Ipn ¢dusukasbHOM OCMOTpPE HA MOMEHT TOCHUTA-
JIN3AIUU OIPEJIEJISLINCh UKTEPUYHOCTh CKJIED U KOXK-
HOTO IOKpPOBa, GOJIE3HEHHOCTh B BEPXHUX OT/Ae/]ax
JKUBOTAQ YMEPEHHON WHTEHCUBHOCTH Ge3 MepUTOHeAb-
HOUM CUMIITOMATUKH.

[To panabiM JTa6OPATOPHBIX METOJIOB HCCJIEN0BA-
HUS BbIABJIeHbI Jeiikonutos (11,2 x 109/1), Guau-
py6unemus (154,85 MKMOJb/J; ypOBEHb INPSAMOTO
6umipy6uta — 97,86 MKMOJIb/J1) U TMOBbILNIEHHE aK-
tuBHocTu Tpancamunas (AJIT — 339,7 EJl/x, ACT —
135,2 E/I/n). IIpu tpancabaomunanbaoM Y 3 6buin
BbISIBJIEHBI jiujiataiius  OOIIero JKeJYHOTO IIPOTOKA
10 10,5 MM TIpu OTCYTCTBUM B €TO TIPOCBETE BU/IUMBIX
BKJTIOYEHHI, pPACHIMpPEHNe BHYTPUIICYCHOYHBIX KeTd-
HBIX MTPOTOKOB, B YaCTHOCTH CETMEHTApPHBIX, J0 3 MM.
Kpome Toro, o6HapyskeHbl And@dys3Hble N3MEHEHUS
MO/IKETYIOUHOH Kesie3bl 6e3 MPU3HAKOB OCTPOrO BOC-
MaJeHns, TeYeHb He M3MeHeHa.

Uepes 36 u mocJsie TOCHUTANIU3AIUN B XUPYPIrU-
yecKkoe OT/eseHne Ha (oHe KOMILJIEKCHOW Tepannu
(remaTonporekTopHoil, MHQY3MOHHON, CIA3MOJUTH-
YECKOIT) COCTOSIHME MAIMeHTa YXYAIIUAOCH: yCHUJIH-
Jiich 0OJIM B 3IUTacTPaJbHOIl 00JacTH, IPHHSBIINE
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OTIOSICBHIBAIONIMI XapaKTep, IMPUCOEIMHUIACh MHOTO-
KpaTHas pPBOTA, YPOBEHDb aib(a-aMHIa3bl MOBBICUICS
a0 3390 E/I/n. TIpu moBTOPHOM TpaHCAGIOMUHAID-
HOM Y 3W BbIABIEHBI TPU3HAKH OCTPOTO OTEYHOTO
HaHKpeaTHTa: TO/KeNyI0YHas Kejle3a YTOJIIeHa, To-
aoBka — 31 mMm, teno — 20 MM, XBocT — 27 MM,
KOHTYDbI HEYETKHe, 9XOT€HHOCTb IIOBBIIIEHA, B CAJIb-
HUKOBOIl CyMKe B TIPOEKITUH TOJOBKH W TeJa TO/Ke-
JIYTOYHOI1 >Kesle3bl — OCTPOE€ CKOILIEHHE >KHUIKOCTH
pasmepamu 43 x 21 mM. Ilo coBokymHOCTH KIMHWYe-
CKUX TIPOSIBIEHUI W PE3yJbTaTOB 00CJEIOBAHUS 3AII0-
JTIO3PEHO Pa3BUTHE OCTPOTO OMJIMAPHOTO MAaHKpeaTnuTa
Ha (oHe oCTPOil 6JIOKAAbI TEPMUHAJIBHOTO OT/eNa XO-
JlefioXa, B CBSI3U € 4eM IMPOBEJIEHO HEOTJIOKHOE HHJIO-
CKOTIMYECKOE BMEIIATETbCTBO.

[Ipn BBIOTHEHWN PETPOrPAJHON TPaHCHATUJIISP-
HOIl omepanun ucnosib3oBasu ayojaenockon TJF-180
(«Olympus», SInmoHust), sAeKTPOXUPYpruveckuii 610K
ESG-300 («Olympus», Sdnonus), uHCTpyMeHTapuii —
WTOJBbYATHIA W TUIWYHBIA TAMMJITOTOMBI, KOP3WHKY
[lopMua, peBU3HMOHHBIN OaJIOH, CTPYHBI-TIPOBOIHI-
KM U TAHKPEATHIeCKUN CTEHT («Olympus», Amnonns;
«Boston Scientific», CIIIA). /lna BBIIOJHEHUSA KOH-
TPOJBHON pPEBU3NH OUJINAPHOTO TPAaKTa IO/ BU3YAJIb-
HBIM KOHTPOJIEM TIPUMEHSIN MEPOPAIbHBII XOJaHTHO-
cxon Spy Glass DSII («Boston Scientific», CIITA).

[Ipn nyomenockomuum B yCTbe OOJBIIOTO COCOY-
ka aseHagunatunepctoit kumrwm  (JIITK)  o6Hapy-
JKeHO (UKCHPOBAHHOE KelToBaTo-6esioe  0o6pasoBa-
HUEe OBAJBbHOW (POPMBI € TOIYIPO3PAYHOIl KaTCyJIOMH,
1o 1 cM 1uamMeTpoM, KOTOPOe YacTHYHO MPOJIabHpoBa-
Jo B mipocseT [IITK u moHOCTBIO GJIOKIPOBAJIO OTTOK
JKeJUM W MaHKpeaTnyeckoro coka (puc. 1).

C WCrmosb30BaHWEM — UTOJHYATOTO  MANUJJIOTO-
Ma (pesxum — Pulse Cut Slow 30, agpdexr — 2)
BBITIOJHEHA ~ HEKAHIOJAIMOHHAS — 9H/IOCKONNYECKast

nanumiocunkreporomus (ITICT) gumoit go 10 MM,
[ocJie 4ero orMedeHa ObICTpas MUTPAIUS XUHOKOK-
koBoil 1ucrbl B JIITK u jgasee — B TOIIYIO KHUIIKY.
3 ImMpOKO OTKPBITOTO yCThst Xosemoxa (1o 7—8 mMm)
AKTUBHO TIOCTYIajla 3>Kejqub, a U3 YCTbSl TIJIABHO-
ro IMaHKPeaTHYecKoro MPOTOKA, JIOKAJIN30BAHHOTO
Ha 4 MM HUKe U TIpaBee, — IMaHKPeATHYeCKHil CEKPeT.
XapakTepHo, uTo Ha (POoHe JTUTETbHOI 0OCTPYKIINN
W pacTSLKEHUsT aMmyJbl  6oJbiioro cocouka JIITK
1 yCTbS XOJIeI0Xa 9XUHOKOKKOBO¥ THCTON HEOOXO/1u-
MOCTH B [OIIOJIHUTEJbHON KaHIOJISLUOHHON MMaIII0C-
(punkTeporomun ne 6110 (puc. 2, 3).

Pucynox 2. Hexanionsumonnass IIICT wrospyaThiM ma-
MIJIJIOTOMOM

Figure 2. Non-cannulated endoscopic papillosphincter-
otomy with needle papillotome

Pucynox 1. [lyomenockonust — GJI0Kaa TEPMUHATIBHOTO
oT/iesIa X0JIe/10Xa IXMHOKOKKOBOW 1UCTOM

Figure 1. Duodenoscopy — blockage of the terminal por-
tion of the common bile duct by the echinococcal cyst

Pucynox 3. 1llupokoe pacKpbITHE YCTbsl X0JIe[J0Xa ITI0CsIe
BBINOJTHEHNST pa3pe3a M MUTPALNK 9XMHOKOKKOBO ITUCTBI

Figure 3. Wide opening of the choledochal orifice after
incision and migration of the echinococcal cyst
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Pucynox 4. TlepopanabHas TpaHCHATMISPHAS XOJAHTH-
OCKOTIMSI — THIEPEMUsT CIAU3UCTONH 0OOJOYKHU SKETUHBIX
[IPOTOKOB, YCUJIEHHbI COCYUCTbII PUCYHOK, yMepeHHas
ouaroBasi THOUILTPAINS CIU3NUCTONH 000TOUKH ¢ HATTHII-
€M TeTeXNATbHBIX KPOBOWSIISHITH

Figure 4. Peroral transpapillary cholangioscopy — hy-
peremia of mucosa bile ducts, increased vascular pat-
tern, moderate focal infiltration of mucosa with pete-
chial haemorrhages

[l11 TOTIOTHUTETBHOTO BHU3YaJbHOTO OCMOTpa OW-
JINAPHOTO TPaKTa M Bepu(UKaIUU MarHo3a TIPOBeje-
Ha TlepopasibHas TPAHCTAMMJIISPHAS XOJAHTHOCKOTINS .
/KesuHoe iepeBO OCMOTPEHO OT CErMEeHTapHbBIX MPO-
TOKOB U KoHuoeHca 10 obaactn IIICT. [lomeswre
U cCerMeHTapHble TPOTOKU CJIEBA U CIIPABa PACHIMPEHbI
JI0 7—8 MM, TIpU 3TOM CJM3UCTAsT 000JIOYKA SKETUHBIX
MIPOTOKOB TUTIEPEMUPOBAHA HA BCEM MPOTSKEHUU, OT-
MeYaJINCh YCHJIEHNE COCY/IICTOTO PUCYHKA, YMepeHHast
ee ovyaroBasg MHOUILTPAIUS C HATMYNEM TTeTeXUATbHBIX
KpoBom3/msiHuil. Hambosee BbIpaskeHHbIe H3MEHEHUS
3apUKCUPOBAHbBI B TPOTOKOBOI CUCTEME JIEBOIi JOJH Tie-
yeHn. OJIHAKO WHOPOHBIX TeJ, MATOJOTHYECKUX TKAHe-
BBIX 00pa30BaHNii, AaHOMAJIBHO U3BUTHIX COCY/IOB U MU3b-
A3BJEHNI 0GHApysKeHo He 6b1to (puc. 4).

C yuyeToM KJIWHWYECKOH KapTUHBI OCTPOTO OWJIN-
ApHOTO TIAHKPEATHTa BMENIATEJbCTBO 3aBEpIIEHO Jie-
4eGHBIM TTAHKPEATOIYO/IeHAIbHBIM CTEHTUPOBAHUEM
MJIACTUKOBBIM HHJIONPOTE30M C JIBYCTOPOHHUMH (Jie-
maMu-KpbLIbsaME Tna «Amsterdam» auamerpom 7 Fr
u aunoi 5 cm (puc. 5, 6).

W3-3a Ts3Ke€N0r0 TeYeHWs] OCTPOro TaHKpeaThuTa
mocJie 9HIOCKOTTIMYECKOTO BMENaTebCTBa MalneHT To-
CIUTATM3UPOBAH B OT/IEJIEHNE PEeaHWMAalluu, TJe B Te-
yeHre 6 CYTOK TIPOBOJMJIOCH KOMILIEKCHOE JieueHWe,
BKJIIOUaBIiee MHOY3NOHHYIO, aHTHOAKTEPHAIDBHYIO,
AHTUKOATYJIAHTHYIO 1 TaCTPONPOTEKTUBHYIO TEPAIINIO.
Ha d¢one monoxurenbHoOll KIMHUYECKON [IUHAMUKH,

Pucynox 5. DHmockonmyeckass peTpoTrpagHasl XOJAHTHO-
rpadust — BbIPaXKEHHAsT [IUIATAIMST SKeJIUHOTO JlepeBa TIpu
6JI0Ka/le  TEPMUHAJIBHOTO OT/IeJIa XOJIe/I0Xa, IPeUMyIIe-
CTBEHHO 32 CYET PACIIMPEHNUST [TPABOTO JI0JIEBOTO MPOTOKA

Figure 5. Endoscopic retrograde cholangiography — se-
vere dilatation of the biliary tree with terminal choledochal
blockage, mainly due to dilatation of the right lobe duct

Pucynok 6. YcraHOBJeHHDII TTAHKPEATHYECKUIT CTEHT

Figure 6. Pancreatic stent inserted

KyHOHPOBaHUST GOJIEBOTO CHHIPOMA W HOPMAJU3AIUH
OMOXUMUYECKUX TOKasarejeil KpoBu OOJbHOI ObLI
nepeBe/ieH B XUPYPIUUECKOe OT/e/IeHNe.

Crycrss 7 cyTok TIOCTe 3HAOCKOMUYECKON orle-
paru 1pu KOHTposbHOM Y 3W opraHoB OplonrHOi
mosioctd  3a(pUKCUPOBAHO HapacTaHue TIPU3HAKOB
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Pucynox 7. KommbioTepHasi ToMorpacdust opraHoB Opront-
HOII oJI0CTH. DXNHOKOKKOBBII OYar «COTOBOM» CTPYKTYPbI
B Ce€/IbMOM CErMEHTE Ie4YeH!

Figure 7. CT scan of the abdominal organs. Echinococcal
focus of “honeycomb” structure in the seventh segment of
the liver

napanaHKpeaTnTa n yBeJndeHne o6beMa odara oCTpo-
rO CKOIUVIEHWST JKUJKOCTH B CAJbHUKOBOW CyMKe
56 x 32 MM, B CBSI3H C 4eM BBIIOTHEHO ee TPAHCKY-
TaHHOE /[PEHUPOBaHUE M0/ Y 3-KOHTPOJIEM JIPEHASKOM
quamerpom 10 Fr (3,1 MM), mosydeHO HE3HAYUTENb-
Hoe kosmdectBo (0 30 M) MyTHOBATOi >KMIKOCTH
Gyporo nsera (I10CEB — CTEPUIBHO).

IIpu kourposbuoit KT opranoB GpronrHoi moJio-
cti Ha 10-e cyTKy mocse onepaiun MpusHakm 0OCTPOTo
MaHKpeaTuTa OTCYTCTBOBAJM, SIBJEHWS MapalaHKpea-
TUTA pa3penminch. B ceIbMoM cerMeHTe TIeYeHU BU-
3yaJM3upOBAaHa MYJIbTHUCENTAJbHAS 9XWHOKOKKOBAs
KHCTA «COTOBOI» CTPYKTYPBI pagMepaMu d X 4 cM.
TakuM 06pa3oM, KOHCTATUPOBAH (DAKT pPeru/nBa dX1-
HOKOKKO3a TeveHn. /louepHue IICThI pacioiarainch
C BHYTPEHHEWl M BHENIHEW CTOPOH KUCTBI, YTO MOTJIO
CBUJICTEIBCTBOBATh O YACTHYHOM PA3PYNICHUN XUTH-
HOBOI OGOJIOUKH M PUCKE MOBTOPHON MUTPAINU IXU-
HOKOKKOBBIX IIUCT B sKeJauHbIe mpotoku (puc. 7).

IIpu BbIOHEHUN TOBTOPHOI KOHTPOJBLHOHN Iie-
POPAJbHOW  TPAHCHANMWLISPHON — XOJAHTHOCKOIUU
C 1eJbI0 JMHAMUYECKOW OIEeHKM BOCIAJIUTETHbHOTO
mpoiiecca M UCKJIIOYEHUST TTOBTOPHOW MUTPAIUN 9XU-
HOKOKKOBBIX IIMCT B JKeJIYHbIe TTPOTOKN Ha 11-e cyTKn
mocJie TEPBUYHOTO AHAOCKOTIMYECKOTO BMEIATEIbCTBA

Pucynox 8. TlepopasbHas TpaHCIANMISPHAS XOJTAHTHO-
CKOIMS — TIOJIOXKUTEJbHAS INHAMHUKA

Figure 8. Peroral transpapillary cholangioscopy — posi-
tive dynamic

MPU3HAKOB HAJNYHS 9XMHOKOKKOBBIX IUCT B TIPOCBeE-
T€ JKEJYHBIX TPOTOKOB BIJIOTH /10 CyOCETMEHTAPHBIX
He BbIsABJIeHO. He o6Hapy:KeHO M TpenoJaraeMoe co-
YCTbe MEX/y MYJbTHCENTAJbHOH 35XMHOKOKKOBOW KH-
CTOl 7-TO cerMenTa n OuanapHbiM TpakToM. [Ipu aTom
OTMEUYEHO MOJHOE MCYE3HOBEHUE BOCIIAJIUTENbHBIX U3-
MEHEHUIl CJU3UCTON OGOJIOUKH JKEJYHOTO JIEpeBa, BbI-
SIBIEHHBIX IIPU NMEPBUYHOM HccaegoBannn (puc. 8).

B xoze cepoJsornueckoro HuccieoBaHus KPOBU
3apukcupoBan Bbicokuii TUTP IgG K OXMHOKOKKY
(>1,/200), 4ro Tak)ke MOJTBEPIHIO 9XUHOKOKKOBYIO
MPUPOIY 3a00JICBAHUS.

[Tanment Ha 19-e cyTkm oOT TOCIMTANNU3AINN
n Ha 17-e cyTKM mocJie TepBUYHOTO 3H/IOCKOMNYECKO-
TO BMENIATEJbCTBA B y/IOBJETBOPUTETHHOM COCTOSTHUN
BBINIMCAH C PEKOMEH/AINell TPOJOIKEHNS JIeUeHMs
IXMHOKOKKO3a TleYeH! B MPOMUIHHOM YUPEXK/EHUN.
[Tanment o6patusiacsa B WHCTUTYT Mapa3uTOJOTUH, TIE
MO/ITBEPIK/IEH PEIUINB 9XMHOKOKKO3a TeYeHH, Ha3Ha-
yena tepanus anbOengazonom (200 mMr 2 pasa B CyT-
kn) u renrpaioM (400 Mr 2 pasa B CyTKH) C PEKOMEH-
Jlarueli mocse/Iytonero onepaTuBHOTO JeYeHus .

3akaoueHue

Murpuposasiasg Jo4epHsas LUCTa U3 IXUHOKOK-
KOBOTO oOvYara IeYeHHM MOXKeT CTaTb HeTPUBUATIbHOI
MPUYNHON OCTPOI GJOKAABl TEPMUHATBHOTO OT/esa
X0Je[joxa U GbICTPO Pa3BUBAIOIIErOCST OCTPOTO 0O6TY-
pauuonnoro nankpearura. Coueranue KJINHUYECKUX,
JIyU4EBBIX M 3IHJOCKOIMYECKUX METO/I0B JIeYEHHUS I10-
3BOJISIET CBOEBPEMEHHO /INarHOCTHPOBATh U YCTPAHSTH
3TO PEJKOE OCJOKHEHUE IXMHOKOKKO3a IeYCHHU.
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Echinococcal Cyst Blockade —
the Rare Cause of Acute Pancreatitis
and Obstructive Jaundice

Stanislav A. Budzinsky'?, Sergei G. Shapovaliants'?, Roman V. Plakhov'?,
Margarita V. Murashkina?*, Elizaveta A. Vorobieva'? Dinara R. Berdieva?,
Pavel V. Usyakiy', Evgeniy D. Fedorov'?

" City Clinical Hospital No. 31 named after academician G.M. Savelyeva, Moscow, Russian Federation
2 Pirogov Russian National Research Medical University, Moscow, Russian Federation
Munucmepcmea 30pasooxpanenus Poccuiickou Dedepayuu, Mockea, Poccutickas Dedepayus

Aim: demonstrate an algorithm for the diagnosis and treatment of acute pancreatitis and obstructive jaundice caused
by obstruction of the terminal part of the common bile duct by daughter echinococcal cyst.

Key points. The article presents a clinical case of acute echinococcal obstruction of the terminal part of the com-
mon bile duct in a patient with a complicated course of liver echinococcosis. A 33-year-old man was hospitalized with
epigastrium and right hypochondrium pains and jaundice. In 2019 the patient underwent the removal of a cyst in the
7th liver segment and cholecystectomy for liver and gallbladder echinococcal lesions. Laboratory research revealed
leukocytosis, hyperbilirubinemia and an increase in the transaminases level. Transabdominal ultrasound showed
signs of dilatation throughout bile ducts. Duodenoscopy revealed a fixed yellowish-white oval formation with translu-
cent capsule, completely blocking bile and pancreatic juice outflow at the major duodenal papilla. After non-cannu-
lation endoscopic papillotomy, migration of the substrate (echinococcal cyst) into the duodenum was noted, active
flow of bile and pancreatic secretions was restored. Oral transpapillary cholangioscopy was performed for a detailed
bile ducts examination. It revealed no echinococcal cysts, residual parasitic structures or biliary tree lesions. The
treatment was completed with pancreatic stenting. After complex treatment in the intensive care and surgery unit
with complete condition stabilization, the patient was discharged with recommendations for further treatment in a
specialized clinic.

Conclusion. Migration of a daughter cyst from the echinococcal liver focus can cause acute blockade of the termi-
nal part of the common bile duct and acute obstructive pancreatitis. The combination of clinical, radiological and en-
doscopic methods allows to diagnose and eliminate this rare complication of liver echinococcosis with subsequent
successful treatment.

Keywords: ERCP, cholangioscopy, acute pancreatitis, echinococcosis, obstructive jaundice, acute blockade of the
terminal portion of the common bile duct
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OXUHOKOKKOBasi 00CTPyKUMa — peakas npuynHa oCcTporo naHkpearura
M MEXaHU4YECKOM XeNTyxXu
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Llenb npepcTaBneHns KJIMHUYECKOro HabnoaeHus: NpoaeEMOHCTPUPOBATL aifOPUTM AMArHOCTUKN N JIEHEHUS
OCTPOro naHKpeaTnTa N MEXaHNYECKOW XENTYXW, BbI3BAHHbIX 0OCTPYKLUMEN TEPMUHANIBHOIO OTAENa OOLLErO XEeny-
HOIO NPOTOKA AOYEPHEN 3XNHOKOKKOBOW LIMCTON.

OcHoOBHbIE NnosioXxeHus. [peacraBneH KIMHUYECKIWI Cilydait OCTPOM 3XMHOKOKKOBOW 06CTPYKLMN TEPMUHAIIBHOIO
oTaena xofiegoxa 'y naumMeHTa ¢ OCNOXHEHHbIM TEHEHMEM 9XMHOKOKKO3a neveHn. MyxuyuHa 33 net rocnmtanmsnpo-
BaH C xanobamu Ha 60b B aNUracTpum 1 npaBomM noapebepbe, NOXENTEHNE KOXHbIX MOKPOBOB U ckiep. B aHamHe-
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3e B 2019 . N0 NoBOAY 9XMHOKOKKOBOIO MOPAXEHUS MEYEHM U XXEYHOT O Ny3bIPsi OblIV BbIMOMAHEHBI YAANIEHWE KUCTHI
7-ro CermMeHTa neyeHn 1 XONELMCTIKTOMUS. BbiBNeHbl NekoLumMTo3, runepbnnmpybuHemMms 1 noBbILLEHNE YPOB-
HSl TpaHCaMWHa3, Npu TpaHcabaomMmuHanbHOM Y3 — npusHaku amnataumm XenyeBbiBOASLLMX MPOTOKOB HA BCEM
npoTskeHnn. MNpu oyooeHOCKonuM B YCTbe 60NbLLIOro cocoyvka aBeHaauatunepcTHor kuwku (OMK) obHapy>xeHo
durKcMpoBaHHOE XenToBato-6enoe obpas3oBaHue OBasibHOW GOPMbI C MOJYNPO3PAYHOM KamnCyson, MOAHOCTbIO
ONOKMPYIOLLEE OTTOK XEN4Yn U NaHKPeaTU4eckoro coka. locne BbIMOMHEHUS HEKAHIONSALMOHHOW 3HO0CKOMMYe-
CKOW NanunioToMmMm oTMeYeHa Murpauus cybcrtparta (9XMHOKOKKOBOW LMCTbl) B ANK ¢ BO30OGHOBNEHNEM aKTUB-
HOrO MOCTYMJIEHMS XENYM 1 MaHKPeaTU4eCKoro cekpeTta. Jns neTanbHOro 0CMoTpa XXEeNYHbIX MPOTOKOB NPOBEAEHA
nepopasbHas TPaHCNANWNSPHAA XOJIAHTMOCKOMUSA. IXMHOKOKKOBBIX LMCT, OCTATOYHbIX NMapasuTapHbIX CTPYKTYP
1 HapyLUEHWS LLENOCTHOCTM BUNnMapHOro AepeBa Ha BCEM MPOTSXEHWN BbISIBNIEHO HE Obl10. BMeLLaTenscTBO 3aBep-
LLIEHO NMaHKPeaTUYECKNM CTEHTUPOBAHMEM. [ocne KOMMIEKCHOrO NIEYEHNS B OTOEIEHMM PEAHUMALMN U XUPYPIn
1 NPW NOJIHOM cTabunnaaummn COCTOSHUS MNALMEHT BbINWCAH C PEKOMEHAALMAMM MO JaNlbHEWLLEMY JIEYEHUIO B CMe-
LMann3npPOBaHHOM KITMHUKE.

SaknioyeHmne. Murpaums Lo4YepHeEn LINCTbI U3 9XMHOKOKKOBOIO 04ara nevyeHn MoXeT CTaTb OLHOM U3 peakux npu-
YUMH OCTPOW Bnokaabl TEPMUHANBHOIO OTAENA X0eA0xXa N OCTPOro 06TypaLMoHHOro naHkpeatuTa. CoyetaHune Knn-
HUYECKMX, JTYYEBbBIX N 9HOOCKOMMYECKMX METOL0B MO3BOMISIET CBOEBPEMEHHO AMArHOCTUPOBATbL U YCTPAHUTL 3TO
penkoe OCNOXHEHME IXMHOKOKKO3a NEYEHM C MOCNEAYIOLLMM YCMELIHbIM IEHEHNEM.

KnioueBbie cnoBa: SPXII, XxonaHrmockonusi, OCTPbI NaHKPeaTUT, AXMHOKOKKO3, MEXaHM4yeckas XenTyxa, ocTpas
Onokaja TeEpMUHANBLHOrO OTAENa Xonenoxa

KoHdnukT MHTEepecoB: aBTopbl 3a89BNSIOT 00 OTCYTCTBUN KOHPNNKTA NHTEPECOB.

Ana umtupoBanus: ByasmHckuin C.A., LWanosanbsHy, C.I0, Mnaxos P.B., MypawkuHa M.B., BopobbeBa E.A., bepavesa [.P., Yca-
kunin MN.B., ®enopos E.[,. XMHOKOKKOBasi OOCTPYKUMS — peakas IpuyrMHa OCTPOro NnaHKpeaTuTa U MexaHU4eckon XenTyxu. Poccuii-
CKUIA XXypHaN raCTPO3HTEPONornm, renatonorum, kononpoktonorun. 2023;33(4):85-91. https://doi.org/10.22416/1382-4376-2023-
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Echinococcosis of the liver is caused by cestodes
of the family Taeniidae of the Cyclophyllidae or-
der — Echinococcus granulosus (A. Batsch, 1786).
Echinococcus has an indirect life cycle and must de-
velop with the change of two hosts — intermediate
and definitive. Human is an intermediate host, the
main source of invasion for echinococcus are animals
infected with mature helminths, or food grown in
regions endemic for this disease. Parasites with the
help of hooks fix themselves on the intestinal muco-
sa, from where they implant in the venous or lym-
phatic collectors. Most often they enter the portal
vein via the superior mesenteric vein and accumulate
in the liver [1].

Echinococcosis is dangerous with its complica-
tions and is rarely encountered in the clinical prac-
tice of endoscopists. Rupture of the contents of an
echinococcal cyst of the liver into the biliary tract
occurs in 8-35 % of all complicated cases of this
parasitic disease [1]. Its clinical picture is associat-
ed with the presence of acute pancreatitis, mechanic
jaundice, hepatic failure and marked immunosup-
pression [2]. The severity of the condition of such
patients necessitates urgent diagnostic and therapeu-
tic interventions.

Endoscopic retrograde techniques are actively
used to extract echinococcal cysts migrating into bile
ducts [3]. However, there are very few reports of
emergency endoscopic treatment of acute blockage
of the terminal portion of the common bile duct by
echinococcal cysts.

Patient G., 33 years old, was urgently admitted
to Clinical Hospital No. 31 named after Academician
G.M. Savelyeva of the Moscow City Department of

Health on the 10th of November 2021, with com-
plaints of epigastric and subcostal pain, skin and
sclerae jaundice, nausea. These complaints had ap-
peared four days before hospitalization and gradually
increased.

From the anamnesis it is known that the patient
is employed in farming industry, lives in an endemi-
cally unfavorable area for echinococcosis (Kemerovo
region). In 2019, he underwent surgical removal of
echinococcal cyst of the seventh liver segment and cho-
lecystectomy for liver echinococcosis and echinococcal
lesion of the gallbladder. In the postoperative period
there were no clinical manifestations of disease recur-
rence, the patient did not receive medication.

Physical examination at the hospitalization date
revealed scleral icterus and ochrodermia, moderate
abdominal pain in upper regions without peritoneal
symptoms.

Laboratory examination revealed leukocytosis
(11.2 x 10°/L), bilirubinemia (154.85 umol /L; direct
bilirubin level — 97.86 umol/L) and increased ac-
tivity of transaminases (ALT — 339.7 U/L, AST —
135.2 U/L). Transabdominal ultrasound revealed
dilatation of the common bile duct up to 10.5 mm
in the absence of visible inclusions in its lumen, di-
lation of intrahepatic bile ducts, in particular seg-
mental bile ducts, up to 3 mm. In addition, diffuse
changes of the pancreas without signs of acute in-
flammation were detected, the liver was unchanged.

Thirty-six hours after admittance to the surgi-
cal department against the background of complex
therapy (hepatoprotective, infusion, antispasmod-
ic) the patient’s condition worsened: epigastric
pain intensified and became girdle pain, multiple
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vomiting started, alpha-amylase level increased up
to 3390 U/L. A repeat transabdominal ultrasound
revealed signs of acute edematous pancreatitis: the pan-
creas was thickened, head — 31 mm, body — 20 mm,
tail — 27 mm, the contours were indistinct, echogenici-
ty increased, in the omental sac in the projection of the
head and body of the pancreas there was an acute fluid
accumulation with the size of 43 x 21 mm. Based on
the totality of clinical manifestations and examination
results, the development of acute biliary pancreatitis
on the background of acute blockage of the terminal
choledochus was suspected, and emergency endoscopic
intervention was performed.

When performing retrograde transpapillary sur-
gery we used duodenoscope TJF-180 (Olympus,
Japan), electrosurgical device ESG-300 (Olympus,
Japan), instruments — needle and standard papillo-
tome, Dormia basket, revision balloon, guide strings
and pancreatic stent (Olympus, Japan; Boston
Scientific, USA). An oral cholangioscope Spy Glass
DSII (Boston Scientific, USA) was used for control
revision of the biliary tract under visual control.

Duodenoscopy revealed a fixed yellowish-white
oval-shaped mass with a translucent capsule, up to
1 c¢cm in diameter, which partially prolapsed into the
duodenal lumen and completely blocked the outflow
of bile and pancreatic juice in the mouth of the large
papilla of the duodenum (Fig. 1).

Using a needle papillotome (mode — Pulse Cut
Slow 30, effect — 2), a non-cannulation endoscopic
papillosphincterotomy (EPST) up to 10 mm long was
performed, after which rapid migration of the echi-
nococcal cyst into the duodenum and further into the
jejunum was noted. Bile was actively flowing from
the wide-open orifice of the common bile duct (up to
7—8 mm), and pancreatic secretion was flowing from

the mouth of the main pancreatic duct, located 4 mm
lower and to the right. It is characteristic that against
the background of long-term obstruction and stretch-
ing of the ampulla of the major duodenal papilla and
the orifice of the common bile duct by an echinococcal
cyst, there was no need for additional cannulation pa-
pillosphincterotomy (Figs. 2, 3).

On further examination, migration of the second
daughter echinococcal cyst from the lumen of the
choledochus to the duodenum was noted. However,
both parasites could not be extracted due to their
rapid withdrawal into the jejunum.

Figure 2. Non-cannulated endoscopic papillosphincter-
otomy with needle papillotome

Pucynox 2. Hexantonsunonnast IIICT urosbyaTbiM na-
IJIJIOTOMOM

Figure 1. Duodenoscopy — blockage of the terminal por-
tion of the common bile duct by the echinococcal cyst

Pucynox 1. [lyomenockornust — 6JI0Ka/Jja TEPMUHAIBHOTO
oTr/ie/1a XoJIe/joXa 9XUHOKOKKOBOU IIMCTON

Figure 3. Wide opening of the choledochal orifice after
incision and migration of the echinococcal cyst

Pucynox 3. 1llnpokoe pacKpbITHE YCTbsI X0JIeJ0Xa TOCTe
BBITIOJTHEHNST Pa3pe3a U MUTPAINT 9XUHOKOKKOBOM ITUCTBI
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Figure 4. Peroral transpapillary cholangioscopy — hy-
peremia of mucosa bile ducts, increased vascular pat-
tern, moderate focal infiltration of mucosa with pete-
chial haemorrhages

Pucynox 4. TlepopanbHas TpaHCHATMJISPHAS XOJAHTH-
OCKOIIMSI — THUIEPEMUsT CIU3UCTONH 0OOJOUYKN SKETUHbIX
MPOTOKOB, YCUJIEHHBIN COCYJUCTBIN PUCYHOK, yMepeHHas
ouyaroBast HHOWIbTPALUS CAUZUCTON 0OOJIOUKH C HATTMY-
€M TIeTeXHAJIbHbIX KPOBOU3JIMSTHUI

Peroral transpapillary cholangioscopy was per-
formed for additional visual inspection of the bili-
ary tract and verification of the diagnosis. The bil-
iary tree was examined from the segmental ducts
and the confluence to the EPST area. The lobular
and segmental ducts on the left and on the right
were dilated up to 7—8 mm, at that the mucosa of
the bile ducts was hyperemic all over, vascular pat-
tern intensification, its moderate focal infiltration
with petechial hemorrhages were noted. The most
pronounced changes were recorded in the ductal
system of the left lobe of the liver. However, no
foreign bodies, pathologic tissue formations, ab-
normally tortuous vessels and ulcerations were
found (Fig. 4).

Taking into consideration the clinical findings
of acute biliary pancreatitis, the intervention was
completed by therapeutic pancreaticoduodenal
stenting with a plastic endoprosthesis with bilat-
eral Amsterdam-type flaps with a diameter of 7 Fr
and a length of 5 cm (Figs. 5, 6).

Due to the severe current of acute pancreati-
tis after endoscopic intervention, the patient was
transferred to the intensive care department, where
complex treatment including infusion, antibacteri-
al, anticoagulant and gastroprotective therapy was
carried out for 6 days. On the background of posi-
tive clinical dynamics, pain relief and normalization

Figure 5. Endoscopic retrograde cholangiography — se-
vere dilatation of the biliary tree with terminal choledochal
blockage, mainly due to dilatation of the right lobe duct

Pucynox 5. Dupmockonmueckasi peTporpajiHasl XOJaHTHO-
rpacdusi — BbIpaKeHHAs JANJIATAIS JKEeJYHOTO JePeBa Ipu
6JI0Kajle TEePMUHAJIBHOTO OT/eJa XOJe[0Xa, MPerMyIie-
CTBEHHO 32 CYET PACIIMPEHUs [IPABOTO /I0JIEBOIO IIPOTOKA

Figure 6. Pancreatic stent inserted

Pucynox 6. YcTaHOBJIEHHBII TTAHKPEATHYECKIIA CTEHT

of biochemical blood parameters the patient was
transferred to the surgical department.

Seven days after the endoscopic surgery, the con-
trol ultrasound of abdominal cavity organs registered
the increase of parapancreatitis signs and the in-
crease of the acute fluid accumulation focus volume
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Figure 7. CT scan of the abdominal organs. Echinococcal
focus of “honeycomb” structure in the seventh segment of
the liver

Pucynox 7. Kommbioreprasi Tomorpadusi opranos Opioii-
HOM TTOJIOCTH. DXMHOKOKKOBBII OYar «COTOBOI» CTPYKTYPbI
B CEZIbMOM CerMeHTe TeYeHn

in the omental sac 56 x 32 mm, in this connection
its transcutaneous drainage was performed under ul-
trasound control with a 10 Fr (3.1 mm) diameter
drain — a small amount (up to 30 ml) of turbid
brown-colored fluid (culture-sterile) was obtained.

At the control CT scan of abdominal cavity or-
gans on the 10th day after surgery, there were no
signs of acute pancreatitis, and the phenomena of
parapancreatitis resolved. A multiseptal echinococcal
cyst of “honeycomb” structure, 5 x4 cm in size, was
visualized in the seventh segment of the liver. Thus,
the fact of recurrence of hepatic echinococcosis was
stated. The daughter cysts were located on the inner
and outer sides of the cyst, which could indicate
partial destruction of the chitinous shell and the risk
of repeated migration of echinococcal cysts into the
bile ducts (Fig. 7).

When performing repeated control peroral trans-
papillary cholangioscopy for dynamic assessment of
inflammatory process and exclusion of repeated mi-
gration of echinococcal cysts into bile ducts on the
11th day after primary endoscopic intervention, no
signs of echinococcal cysts presence in the lumen of

Figure 8. Peroral transpapillary cholangioscopy — posi-
tive dynamic

Pucynox 8. TlepopasbHasi TpaHCTAMMIISPHAS XOJAHTHO-
CKOMUSI — TIOJIOXKUTEbHAST JIMHAMUKA

bile ducts up to subsegmental ones were revealed.
The supposed complication between multiseptal echi-
nococcal cyst of the seventh segment and biliary tract
was not detected either. At the same time complete
disappearance of inflammatory changes of the biliary
tree mucosa revealed at the initial examination was
noted (Fig. 8).

In the serologic blood test, a high titer of IgG
to echinococcus (>1,200) was recorded, which also
confirmed the echinococcal nature of the disease.

The patient on the 19th day of hospitalization and
on the 17th day after primary endoscopic interven-
tion was discharged in satisfactory condition with
the recommendation to continue treatment of liver
echinococcosis in a specialized institution. The pa-
tient applied to the Institute of Parasitology, where
the recurrence of hepatic echinococcosis was con-
firmed, therapy with albendazole (200 mg 2 times
a day) and heptral (400 mg 2 times a day) was pre-
scribed with the recommendation of further surgical
treatment.

Conclusion

A migrated daughter cyst from an echinococcal
focus in the liver may be a nontrivial cause of acute
blockage of the terminal choledochus and rapidly de-
veloping acute obstructive pancreatitis. The combi-
nation of clinical, radiation and endoscopic methods
of treatment allows timely diagnosis and elimination
of this rare complication of hepatic echinococcosis.
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KAMHUKO-MOPPOAOTUYECKUN CAYYAU COYETAHUA
MEAYAAIPHOU KAPIIMHOMBI TOIIEN KUIIIKU

U UHTECTUHAABHOU AMM(AaHTUIKTA3UU

C CHHAPOMOM MaAbaOCOPOIIUM

O.A. Jlo6anosa'*, /I.C. TpycoBa!, M.A. Adonuna!, B.E. Bapennos!, /I./l. IIporenko’,
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" DIAOY BO <«Ilepsviti Mockosckuil zocyoapcmeennviii ynusepcumem um. .M. Ceuenosas
Munucmepcmesa 30pasooxpanenus Poccuiicxou Dedepavuu (Ceuenoscruii Y nusepcumem,), Mockea, Poccutickas Dedepayus
2 DIBY «T'ocydoapcmeennviil nayunowi yenmp Poccutickou Dedepauuu — Dedepanviviti meduuunckul 6uogusuvecku
uenmp um. A.U. Bypuazsna» Dedeparvnozo meduro-6uosozuseckozo azenmemea, Mockea, Poccuiickas Dedepayus
? Meduyuncxui gpaxyrvmem Ilapume, Meduyunckui yenmp Bepaunckozo ynusepcumema, Bepaun, I'epuanus

Llenb npeacraBneHus KJIMHUYECKOro HabnioaeHna: npeactaBuTb KIMHUKO-MOPDONormyeckoe HabnioaeHne
KpaliHe penkoro coyeTaHus MenynnspHoOM KapuUHOMbI TOLLLEN KULLKW U MUHTECTUHANIbHOW NMMMaHrnakTasnmy 60b-
Horo 33 NeT C KIMHUYECKUMIN MPOSIBAEHUAMU CUHAPOMA Manbabcopbummn Ha NnpoTskeHun 10 neT.

OCHOBHbIE NoJIoXeHus. Ha BCKpbITMM 06Hapy>KeHOo onyxoneBoe o6pas3oBaHme, PacrnpoCTPaHAOLWEECs N3 CTEHKN
TOLLLEN KMLIKM B 0611acTb BpbKelrikn, ¢ MeTacTazamMum B Me3eHTepuasbHble nnMdoyanbl. JuarHocTmpoBaHa Menys-
NS pHas KapuuHoMa ToLer KULIKK ¢ No3nTuBHOM akcnpeccuein EMA, PanCK, BumeHTuHa, PDL-1, Mo3anyHoi He-
MHTEeHCcUBHOW akcnpeccuern CEA, MUC-5AC, CDX2, CD117, CA19-9, kanbpeTuHuHa, CD10, SATB2 n HeraTuBHOM
peakuumen Ha CD3, CD8, CD20, CD30, CD34, CD45, CD56, xpomorpaHuH, CK7, CK20, ALK, necMuH. MIHoekc npo-
nmdepaTnNBHON akTUBHOCTU Bbicokumin: Ki-67 > 80 %. Kpome TOro, npu rucTonormieckoM MccnenoBaHUM CTEHKM
KMLLKK Bblna AMarHOCTUpOBaHa MHTECTUMHaNbHas NMMdaHrakTa3us, B pe3ynbrate KOTOpoi pasBuMiics CUHAPOM
Manbabcopbumu.

3akn4yeHue. YHUKaIbHOCTb AaHHOI0 KIIMHUKO-MOPMON0rn4eckoro ciy4yas 3akitoyaeTcs B COYeTaHUM Meaynnsp-
HOroO paka TOLEeWn KMLIKN C MeTacTa3amMu B Me3eHTepuasibHble TMMdatnyieckmne yanbl ¢ GOHOBOM NMM@aHrnaKkTasu-
eli KuweYyHMKa, CoONpOoBOXAAOLLENCS Ppa3BUTUEM CUHAPOMA Manbabcopbumun.

KnioueBble cnoBa: TOHKOKMLLEYHas MeaynnspHas KapuyuHoma, MeayansipHas kapumMHoMa, MHTECTMHaNbHAsA M-
daHrnakTasus, CMHOPOM ManibabcopoLMn, UMMYHOFMCTOXMMUYECKOE UCCeaoBaHme

duHaHcupoBaHue: paboTa BbiNoJsIHEHA NpU GUHAHCOBOW noanepxke MuHUCTepCcTBa Hayku 1 BbiCLLEero obpaso-
BaHus Poccuiickoii Penepaumm B paMkax rocyaapCTBEHHOM MOAnep>XXKN CO34aHUsa U pa3BuTUS HayyHbIX LLEHTPOB
MWPOBOro ypoBHs «LindpoBoi GuoansaiH 1 nepcoHann3npoBaHHoe 3apaBooxpaHeHne» Ne 075-15-2022-304.
KOH®NUKT nHTepecoB: aBTOPLI 3as9BNAIOT 00 OTCYTCTBUM KOHMIMKTA MHTEPECOB

Ansa umtupoBanus: JlobaHosa O.A., Tpycosa [.C., AdpoHnHa M.A., BapeHuos B.E., MpoueHko A.4,., Kpetosa H.B., CepexHukosa H.B.,
MewxoBa M.A., Xapkos H.B., KoyetkoBa C.E., CtenaHosa l0.10., LLItaHer 3.4., BexoBa K.A., lOmawesa B.A., KonecHukosa A.O.,
AkaH M., YaHTypua M.O., Cepebpos T.B., TeptbiuHblii A.C., 'yckn I, PyneHko E.E., Oemypa TA., KoraH E.A. KnuHuko-mopdosnormye-
CKUIA cyyait codeTaHust MeayIPHON KapUMHOMbI TOLLEN KUK U UHTECTUHANIbHON IMM@aHrnMakTa3um ¢ CMHAPOMOM Masibabcopo-
UK. Poccrnincknin xypHas racTpoaHTeposioriu, renatonorun, kononpoktonorun. 2023;33(4):92-100. https://doi.org/10.22416/1382-
4376-2023-33-4-92-100

A Case of Medullary Carcinoma of the Jejunum Combined with the Intestinal
Lymphangiectasia Accompanied by the Malabsorption Syndrome
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Aim: to present a clinical and morphological observation of an extremely rare combination of medullary carcinoma
of the jejunum and intestinal lymphangiectasia in a 33-year-old patient with clinical features of malabsorption syn-
drome over the 10 years.

Key points. An autopsy revealed a tumor formation spreading from the wall of the jejunum to the mesentery, with
metastases to the mesenteric lymph nodes. The medullary carcinoma with positive expression of CD117, DOGH1,
EMA, PanCK, PDL-1, vimentin, mosaic non-intense expression of CA19-9, calretinin, CD10, CDX2, CEA, MUC-5AC,
SATB2, and negative reaction to ALK, CD3, CD8, CD20, CD30, CD31, CD34, CD45, CD56, chromogranin, CK7,
CK20, desmin. The proliferative index was high: Ki-67 > 80 %. Moreover, during the histological examination of the
intestinal wall, intestinal lymphangiectasia complicated by the malabsorption syndrome was revealed.

Conclusion. The uniqueness of this clinical and morphological case is in the combination of medullary carcinoma of
the jejunum metastasized to the mesenteric lymph nodes with the underlying intestinal lymphangiectasia accompa-
nied by the development of malabsorption syndrome.
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Bseaenune COCYJIOB CJM3UCTOMH, MOJACTU3NUCTON WK cyOCcepo3HOit
060JI0U€eK JKeTy/I0YHO-KuIIeyHoro Tpakta. 1lo atuoso-
run VJI GbiBaet nepBUYHON 1 BTOpUYHOIi. Bropuunbie
WJI yamie Bcero cBsI3aHbl CO 3JIOKAYECTBEHHBIMM 3a-
6osieBaHusIMH, TakuMU Kak jgumdoma [4]. [lepBuunas
NJI — wunawonaruveckoe 3abosieBaHne, KOTOPOE MO-
BCTPEYAETCS B BOCXO/AMIEH 000/J0YHOI KUIIKE Y JKEH-  yeop IPUBOANTH K PAsBHTHIO CHHAPOMA Masibalcopl-
IMH ¥ 4Yalle BO3HMKAeT B MOXHIOM Bodpacre. MK un. Yaie BCEro ata MaToJIOTHs PasBUBAETCS y AeTeil

HCKTIOUHTETHHO PEIKO BCTPEYACTCS B TOHKOM KHITKE. 16 3 jer, HO B peAKnX caydasx Manudecraius 3a60-

Passitne MK mosker GbiThb CBSI3AHO € MHKPOCATEN™  jepapist BO3MOXKHA B MOIPOCTKOBOM HJIM BO B3POCJIOM
JHTHOH HECTAGHIBHOCTBIO M JIeheKTOM  penapanui  gospacre [5].

JITHK. Hamnune XpoHWYECKMX BOCHAJUTEIbHBIX 3a-

Mepynnapuas xapumaoma (MK) rtoscroit xumr-
KH — pe/iKoe HOBOOOPAa3oBaHME, Ha JIOJI0 KOTOPOTO
npuxogaurcst Meree 0,04 % Bcex ciydaeB KOJOPEK-
TAJBHOTO paka. IJTO HOBOOOPA30BAHME 4YAIlle BCErO

60JIeBaHNA, TaKUMX KaK S3BEHHBIH KOJWT, IETHAKUS Onucanue KIMHUKO-MOP(OJIOTHYECKOTO Cayyast
umn Gonesub KpoHa, MOXKeT CIyXHTH IpeJpacrosia- [IpuBonuM  KAMHUKO-MOPGONOTHUECKUN — cayyail
raoouuM daxropom st passurust MK [1]. MeJIyJUITPHON KapIMHOMbBI B COYETAHUU C WHTECTH-

MK mopdosoriiecki 1 THCTOJIOTHYECKH CXOAHA  jabHOM JuMQOaHTNOIKTa3NeH U Pa3BUTHEM CHHJIPO-
¢ HU3KOAUPPEPEHINPOBAHHOI  a/IeHOKAPIIMHOMON.  Ma mMambaGeop6in y 6osbHOro 33 ser. M3 anammuesa
[o panupiM sutepatypbl 1 BeeMUpHOIT opranusaiiui — 3aGoseBaHnst M3BECTHO, YTO TIEPBbIE CHMIITOMBI TOSIBH-
3/[paBooXpaHeHns, rucrojgornueckue oranuust MK sa-  jucp 3a 10 et g0 mocaegHell roCIATAIN3AIMN, KOTAA
KJIIOYAIOTCSA B OTCYTCTBUM JKEJIE3UCTBIX CTPYKTYDP, Ha-  BriepBble ObLI JUATHOCTUPOBAH CHHAPOM Masibabcopo-
JINYKUH I1JIaCTa OILYXOJIEBBIX KJIETOK C BE3UKYJIAPHDBIMI 1M C npeoéﬂaﬂaHHeM BchyZIaTMBHOﬁ SHTEPONATHU.
APaMH, YETKO OYEPYEHHBIMH SIAPBIIIKAMU M OOHJIb- [Ipu mpoBeseHN KOMITBbIOTEPHOI ToMorpaduu OpIol-
HOW IUTONIa3MOl ¢ BbIpaskeHHOH uHUIbTPauuell  Hoit moocTH AaHHBIX 06 OIYXOJEBOM TOPaKEHUH T10-
MHTPAsIUTEIMaIbHbIMI JTUMQPOIUTAMK, a Takke 60~ jydyeHo He GbLIO.

Jlee PeIKOM MeTacTa3upOBAHWU 110 CPABHEHWIO C HU3- YXyaiieHue CcaMOYyBCTBUSI Pa3BUJIOCh 3a  He-
koaudQepenHIpoBaHuoil ajeHokapuuHoMoii. Ho, He- ckombKo AHell [0 TOCIUTAIN3aIl[iM, KOTJA IMOSBUJICS
CMOTPsI Ha TPYZAHOCTDb JuarHocTupoBanusd, MK umeer  o6uibHbBII JKUAKWIA CTYJ 0 4 pa3 B JieHb U HapacTaia
6oJiee OTaroNpUATHBIN porHos [2, 3]. o6mrast ciabocth. Ilammenta cpoyHO JAOCTABUIU B CTa-

Unrectunanpias auMmbanruakrasus (UJI) — pex- umonap Ha MalmmHe CKOPOH MeIMIIMHCKOI TTOMOIIH.
Koe 3a6osieBaHWE, XapakTepusyiomeecs aHoMamdh- Co CJIOB MallMeHTa, P PETYJSIPHOM MUTAHUH 34 I0-
HBIM pacIIMpeHreM U paspactanueM JuMdaTnieckux —ciaegnue ase vegenn on morepsn 10 xr (¢ 57 no 47 kr).
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Cocrosinne ObLIO TSIKEJIbIM: KJIMHUYECKAsT KapTHHA
MEPUTOHNTA, HECTAaOWIbHAS TEeMOAWHAMUKA, TsKesaast
anemust (remormo6un — 36 r/J1), Hapacraja HOJU-
OpraHHasi HeJOCTATOYHOCTb. DKCTPEHHO BBITIOJTHEHA
oTIepaIlst: JTanapoTOMNUs, CAaHAIMS U PEBU3UST OPTAHOB
OPIOIIHO¥ TIOJIOCTH, JatapocToMusi. Pe3erimpoBaHHbie
ydqacTku B o6sact nepdopainii KAMIKA 1 Me3eHTe-
pHasbHBIE JTUM(OY3AbI B3SITHI HA THCTOJIOTHUECKOE
uccresoBanne. B TmocieonepanmoHHOM TepHoe Ta-
IIMEHT HaXOAnJICA Ha I/ICKyCCTBeHHOIL/,I BCHTUWJIALINN JIeTr-
KHUX, MPU 3TOM COXPAHSLIACh KJIMHUKO-TabopaTopHast
KapTUHA CENTHYECKOTO ITOKAa W IPOTrPecCUpyronieit
MOJINOPTaHHO# HexocTatouHoCTH. Bekope mocne ore-
paru manueHT ymep. [IpmrnsneHHas KOMITbIOTEpHAS
toMorpadusi opraHoB OPIONTHON MOJOCTH U THCTOJIO-
TMYeCcKoe WCCJeIOBaHNe OMEepPallnoOHHOTO MaTepuasa
He MPOBOIINCH BCJEACTBAE KPATKOBPEMEHHOTO Tpe-
ObIBaHUSI MAIMEHTA B CTAIlMOHAPE.

Ha BckpbiTun Hambosiee 3HAYMMble IATOJIOTHYE-
CKWe n3MeHeHMs ObLT OOHAPY3KEHDI B GPIONTHON TT0JI0-
ctu. B Mecre mepexona IBeHAMIATUNIEPCTHON KHUIIKU
B TOIIYIO Ha TpaHMWIle ¢ OPBIKEHKON JOKaIN30BaIOCh
KpynHOe Oyrpucroe o06pasoBaHue ILIOTHOI KOHCH-
CTEHIINN C YETKUMW TPAHWIAMHU, PACTyIlee U3 CTEHKU
tomieil kumku. K ommyxoseBoMy yauy ObLIH TIPHUITASTHBI
TIETJTH  TIOTIEPEYHO-000I0YHON KUTITKA W Me3€HTePUaIb-
Hble uMQoyasibl. Pazmepnst omyxosn — 6 x4 x 4 cm,
Ha paspese OjeHO-3KeToro 1Beta. Cansucras Toiei
KUIITKK B IIPOEKIIH OMYXOJH IIePOX0oBaTas, CO CrJa-
JKEHHOW  CKJIQYaTOCThI0, He BbIfyXala B MPOCBET
KHUIIKA ¥ cofepkayia JedeKTsl, YIIUTble XUpypruye-
CKVMU TBaMu. B [pyrux ydacTKax CJAU3HUCTAs KUITKA
6bL1a GJsieiHAsl, OTEYHAsl, C MHOJKECTBEHHBIMU KDPOBO-
U3MUIHUSAMHU. B mpocBere KUIMKU ObLIO 00HAPYKEHO
700 M cryctkoB kpoBu. Cepo3sHast 060I0UKa TyCKJIas,
¢ GPUOPUHOZHBIMH HAJIOKEHISIMH.

Pucynox 1. Tucronoruyeckoe HCCAEAOBAHUE TKAHU OMyXOuu Toulel Kuiiku (OKpacka reMaTOKCHAMHOM U 903MHOM):
A — OIyXoJb MOCTPOEHA U3 COJHMAHO-TPAGEKYJISIPHBIX KOMILJIEKCOB KPYIHBIX ATUINYHBIX KJIETOK C THIEPXPOMHBIMU
SIPAMHE, Pa3BUTOI IUTOMIA3MON 1 YacThiMu urypamu MuTo30B (yBemmuenne x10); B — ymMdonanas Tkanb 3aMereHa
KPYTTHBIMU aTHIIMYHBIMI KJICTKAMI C THIIEPXPOMHBIMH S/IPaMU T CBETJION IINTOILTA3MOH B Me3eHTEePHAIBHBIX JTNMQOY3Tax
(yBesmuenue x40); B — unrectunasbHble JUMMAHTUIKTA3UN B CIM3UCTON U TMOACIU3UCTOI 0GONIOUKAX CTEHKU TOLIEH
kuniku (ysenuuenue x20); T — gueucrbie CTPYKTYPbI B IOACIUSUCTON 060JI04YKe TOHKON Kuiiky, Manb(opmaruu audda-
Tuyeckux cocynos (ysesuuenne x60)

Figure 1. Histological examination of jejunal tumor tissue (hematoxylin and eosin staining): A — the tumor consists of
solid-trabecular complexes of large atypical cells with hyperchromatic nuclei, matured cytoplasm, and frequent mitotic
figures (magnification x10); B — in the mesenteric lymph nodes, the lymphoid tissue was substituted by large atypical
cells with hyperchromatic nuclei and light cytoplasm (magnification x40); B — the intestinal lymphangiectasia in the
mucous and submucous layers of the jejunum (magnification x20); I — the cellular structures in the submucous layer
of the small intestine, the malformation of the lymphatic vessels (magnification x60)
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Tabauya. Pe3yabraTthl HMMYHOTHCTOXUMUYECKOTO UCCIIEI0BAHMS

Table. Results of immunohistochemical study

Mapkep Hamu pe3yJibraTsl Jlureparypa
Marker Our results References

ALK — — [7]
CA19-9 + + [14]
Kanbperunun / Calretinin & +* [3, 8, 11, 12]
CD3 — — [8]
CD10 Eis Eis [7]
CD20 — — [8]
CD30 = + [7]
CD34 — — [7]
CD56 — — [7]
CD117 + — [7]

+ 3, 11
Gl * - 7, [8 12,]13]
CEA + + [14]
Xpomorpauun / Chromogranin — — [7, 8, 11]

+ 8
CK7 - — [3, [7,]11]
CK20 — — [3, 7, 8, 11, 12]
Jlecvun / Desmin — — [7]
DOG1 + — [7]
EMA + + [7]
Ki-67 > 80 % > 90 % [7]
MUC-5AC + + [11]
PanCK + + [13]
PDL-1 + + [6]

+ 15
SATB2 " - bl
Bumentnn / Vimentin + + [7, 13]
Hpumeudnue: «t+» — MOJIOKUTEJbHOEe BbIPpAKEHNE; «+» — MO3an4HOEe HEMHTEHCUBHOE BBIDAKEHUE; «—» — OTPUIlATEJIbHAA PEAKIINA.
Note: “+” — positive expression; “+” — mosaic non-intense expression; “—” — negative reaction.

[Ipu THCTOJOrMYECKOM HCCJEOBAHUN TKAHH OIYy-
XOJIH Tollelf KHWIKM ObLIO TOKA3aHO, UTO OIyXOJb
MOCTPOEHA W3  COJMIHO-TPAGEKYJISIPHBIX — KOMILJIEK-
COB KPYIHBIX ATUMUYHBIX KJIETOK C TUTIEPXPOMHBIMU
S/paM¥, Pa3BUTON IUTOIIA3MON U YacThiMu QuUrypa-
mMu Muto30B (puc. 1A). CtpoMa omyXo/m uMena BUj
(ubposupix cent ¢ JUMGOTUCTHONMTAPHBIM HH(MUIIb-
tpatoM. OTmyxoseBas TKaHb IIpopacTaja BCe CJIOU
CTEHKHU KUIIKU C MHBa3uell B JuMdaTniecKkue coCyibl.

Mertacrasbl ObLTH OGHAPYKEHBI B MIECTH U3 BOCHMU
HCCJIE/JOBAHHBIX ME3€HTEPHAIbHBIX JUMQPATHIECKUX
y3m0B. Jlumdonras Tkaub OblTa 3aMeleHa KPYyITHbBI-
MU aTUIUYHBIMU KJIETKAMU C TMIEPXPOMHBIMU SIZIPaMU
u cBeroii mronasmoii (puc. 1B). Durypsl MuT0308 —
6osiee 10 B 1oste 3penust npu yBesmdeHun x20).

B cimsncroit m moOACHM3NCTONH 06OJOYKAX TOH-
KOl KHIIKKA BHE ONYyXOJH ObLTM OGHAPYIKEHBI pac-
niMpeHHbie JuM@paTHIeCKue COCY/Ibl € BBIPAKEHHOI
usBuTOCThI0 — suManruskrasug (puc. 1C). B ne-
KOTOPBIX yYacTKaX MaJb(OpMaIii IPUBOIIIN K 3HA-
YUTEJbHOMY HMCTOHYEHUIO CJU3UCTOI OGOJOYKU KHII-
Kn 1 (POPMUPOBAHUIO T4euCThIX CTPYKTYp (puc. 1D).
Oxpykamomas ctpoMa oTeuHa, ¢ JuMdoriazmMonurap-
HOI WHIIbTpPAIeii.

Jluddepenimanbias — MATHOCTHKA — TTPOBO/IIIACH
MEX/Iy MeIyJUIIPHON KapI[MHOMOHN, HU3KoaudQepeH-
IIUPOBAHHON  a/IEHOKAPIIMHOMOM, HEeHpPOIHJOKPUHHON
KapIMHOMOI, JTUM(OMOI, TaCTPOUHTECTHHATIBHON CTPO-
MaJIbHOI OIyXOJIbIO 3MUTETMOUIHOTO I CMEIIAHHOTO
tuna. /[ aToro GbLIO MPOBEIEHO MMMYHOTUCTOXUMU-
yeckoe (heHOTUIMPOBAHUE OIYXO0JIEBO! TKAHHU.

[Ipy  MMMYHOTUCTOXMMUYECKOM  HCCJEIOBAHUN
Mbl TIOJYYWJIU TO3UTHBHYIO peakiuio k CD117,
DOG1, EMA, PanCK, PDL-1, BuMenTHHY; MO3any-
Hyl0 HeuHTeHcuBHYIO sKcrpeccuio CA19-9, kambpe-
tuamaa, CD10, CDX2, CEA, MUC-5AC, SATB2;
n Heratmphuyio peakinuio Kk ALK, AMACR, CD3,
CDS, CD20, CD30, CD31, CD34, CD45, CDS56,
xpomorpauuny, CK7, CK20, necmuny. Wngexc mpo-
sndepaTnBHON aKTHBHOCTH Obl1  BbIcokmil: Ki-67
> 80 %. Pesysbrarbl MMMYHOIHCTOXUMHYECKOTO HC-
CJIE/IOBAHUS TIPE/ICTABJIEHDI B TAOHIlE U HA PUCYHKE 2.

Oocy:kaenne
MelIyﬂHHpHaH KapHI/IHOMa nMeerT PaSJII/I‘{HyIO
SKCHPGCCI/HO I/IMMyHOFI/ICTOXI/IMI/I‘IeCKI/IX MapKepOB,

YTO MOJKET 3aTPYAHUTDH JUArHOCTUKY OIIYXOJIH.
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Pucynox 2. VIMMyHOTHCTOXNMIYECKOE WCCTEOBAHIE MeAyJUISIPHON KapimHoMbl (yBemmuenne x40): A — nMMyHOTH-
croxuMmdeckass peaknus ¢ antutenamun k CK7; B — uMMyHOrncroxmMmmdeckass peakifus ¢ aHTHTETAMH K BUMEHTHHY;

B — mMmyHOTHCTOXMMIYECKas peaknus ¢ antutenamu k PDL-1; T — nMMyHOTHCTOXMMIYECKAs PEAKINS C aHTHTETAMH
x SATB2

Figure 2. Immunohistochemical analysis of the medullary carcinoma (magnification x40): A — immunohistochemical
staining for CK7; b — immunohistochemical staining for vimentin; B — immunohistochemical staining for PDL-1;

I' — immunohistochemical staining for SATB2

[Ipy  WUMMYHOTHCTOXMMHUYECKOM  HCCJEIOBAHUN
MBI TIOJIyYnJIn HeraTuBHYIO peakmmio k CD45, CD20,
CD3, CDS8, CD30, uTo 1mo3BOINI0 UCKIIOYUTDH JUM-
domy. lannbie crareit mo MK rtoscroit kutiku [6—8]
U aJIeHOKapIIMHOME TOHKOI Kutiku [9] moarsepskaaior
HAIIKU Pe3yJbTaThbl.

Hecnemmdnuueckoe oxpamusanne DOG1 B oriesnb-
HBIX KJIETKAX IO3BOJINJIO MUCKJIIOYUTH TaCTPOUHTECTH-
HAJbHYIO CTPOMAJIBHYIO OIYyXOJb, YTO MOATBEPKAAI0T
nanuplie gurepatypbl 1o MK toscroit kummku [7].

HeraruBnas peaximsa k CDS6 m XpoMOTrpaHUHY
[I03BOJIMJIA HCKJIOYUTb HEHPOIHJOKPUHHYIO KapIu-
HOMY, YTO COBHIAJAeT ¢ JaHHbIMU juTeparypbsl [10].
Hamu pesysbTarhl Takske IOATBEPIKIAAIOTCS JAaHHBIMU
crareil mo MK rtoscroit kumku [7, 8, 11].

Heratusnas peaknus xk CK7 u CK20 uacrnu-
HO TO/JTBEP:KIAeTCsl JaHHBIMU JuTeparypbl mo MK
TOHKOH KWIIKW: HeraTwBHasg peakius k CK7 u mo-
sutuBHag peakiug Kk CK20 [10]. Ilosyuernbie HamMu
Pe3yJbTarhl IOJHOCTBIO COBIAQJAIOT € OINUCAHHBIMU
B Jmreparype caydasmu MK Toscroit xumku [3, 7,
8, 11, 12].

B omyxoneBbix kietkax Opuia quddysHas KosKc-
npeccusi EMA, PanCK, BuMeHTHHA U MO3aWyHas He-
unrencuBHas sxcnpeccuss CEA, MUC-5AC, CDX2,
CD117, CA19-9, xanppernHuHa. ABTOPBI CTaTbH
o MK ronkoit kumku 1. Breic et al. noayunnn taxkyio
ke peakimio K PanCK n mosoKuTeabHyIo peakinio —
ma CDX2 [10]. B cratbax mo MK TojcToil KuUIIKn
aBropbl Habuofanmu cxoxyio peakimio kK PanCK,
sumentuny, MUC-5AC u CDX2 [3, 7, 8, 11, 13].
WccaenoBarean Y. Morimoto et al. Takxe coo6maior
o Hasuunu MapkepoB CEA u CA19-9 B miasme marm-
entoB 1ipu MK rtosictoit kummku [14].

Heratusnas peaxkmmsa k ALK, CD34, necvmuny
1 Mo3anmvHasi HemHTeHcuBHAsT skcipeccusi CD10 nog-
TBEPIK/IAIOTCST JTaHHBIMU JuTepatypbl 1o MK ToscToit
kumiku [7]. TlosurtuBnas skcnpeccuss PDL-1 mosHo-
CTbIO COOTBETCTBYeT JaHHBbIM Jureparypbl 1o MK
TOJICTON KKK [6]. Mo3anyHass HEMHTEHCUBHASI 9KC-
npeccuss SATB2 coorsercrByer gannbiM 1o MK Tog-
cToil KUK B ureparype [15].

WNupexe nposmdepatnBHON aKTUBHOCTH ObLIT BBI-
cokuii: Ki-67 > 80 %. Takue ke JaHHbBIE MOJIYUIN
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uccaenoBaresu 1mpu ndydennn MK noassgontnoii [1]
7 ToJICTON Kumiky [7].

3akaoueHue

YHUKaJbHOCTBIO ONHMCAHHOTO B JAHHOW CTaThe
KJIMHUKO-MOP(OJOTHIECKOTO CJIydas SIBJISETCS coue-
TaHNe MeAyJUISPHON KapIMHOMBI TOTIEN KUIIKN C Me-
TactazaMyu B Me3eHTepuasibHbie TUMQOY3Jbl HA (oHe
MHTECTUHAIBHOM JUM(MAHTHIKTA3UN C PA3BUTUEM CUH-
npoma MasbabcopOrmu. OMyXoJb XapaKTepru30BaIach
HETUITUYHBIM IS MELyJIISIPHON KapIIMHOMBI BBICOKUM
3JI0KQYeCTBEHHBIM TIOTEHIIHATOM: ObICTPOe KJIUHIYe-
CKOe TIPOrpeccupoBaHie W paHHee MeTacTa3MpOoBaHUe
B peruoHapHble JUMQATHYECKNe Yy3JIbl, THCTOJOTHYe-
CKHM U MMMYHOTUCTOXMMHUYECKU BBISIBJIEH BBICOKUIT MH-
Jlekc nposudepaliuu.
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of the Jejunum Combined with the Intestinal
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Aim: to present a clinical and morphological observation of an extremely rare combination of medullary carcinoma
of the jejunum and intestinal lymphangiectasia in a 33-year-old patient with clinical features of malabsorption syn-
drome over the 10 years.

Key points. An autopsy revealed a tumor formation spreading from the wall of the jejunum to the mesentery, with
metastases to the mesenteric lymph nodes. The medullary carcinoma with positive expression of CD117, DOG1,
EMA, PanCK, PDL-1, vimentin, mosaic non-intense expression of CA19-9, calretinin, CD10, CDX2, CEA, MUC-5AC,
SATB2, and negative reaction to ALK, CD3, CD8, CD20, CD30, CD31, CD34, CD45, CD56, chromogranin, CK7,
CK20, desmin. The proliferative index was high: Ki-67 > 80 %. Moreover, during the histological examination of the
intestinal wall, intestinal lymphangiectasia complicated by the malabsorption syndrome was revealed.

Conclusion. The uniqueness of this clinical and morphological case is in the combination of medullary carcinoma of
the jejunum metastasized to the mesenteric lymph nodes with the underlying intestinal lymphangiectasia accompa-
nied by the development of malabsorption syndrome.

Keywords: small bowel medullary carcinoma, medullary carcinoma, intestinal lymphangiectasia, malabsorption
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2 ®rbY «locyaapcTBeHHbIV HayyYHbIV LeHTP Poccurickoi denepaumm — denepasibHblii MeANLIMHCKNG BUOGPUINYECKNIT LIEHTP
um. A.U. BypHa3ssiHa» DegepanbHoro meanko-bmosiornyeckoro areHTcTea, Mocksa, Poccuvickas @enepaums
3 MeauvunHckuii pakynstet LLlapute, MeanumHckui ueHTp bepauHckoro yHuBepcuteta, bepavH, lepmarHus

Llenb npepcraBnieHns KJIMHUYECKOro HaGNoaeHus: npeacTaBuTb KIMHUKO-MoOpPdOiormyeckoe HabnoaeHne
KpanHe peakoro codeTaHusa MeaynnsapHOM KapLUMHOMbI TOLLEN KULLIKU U UHTECTUHAaNTbHON NUM@aHrnakTa3nm y 605b-
Horo 33 NIeT C KNMHMYECKUMU MPOSIBIEHNAMM CUHAPOMA Manbabcopbummn Ha NnpoTsxkeHnn 10 neT.

OcCHOBHbI€e NonoXxeHus. Ha BCKpbITU 0GHAPY>XEHO OnyxosieBoe o6pa3oBaHne, pacnpoCTPaHAIOLEEC N3 CTEHKN
TOLLEM KMLLIKM B 06/1aCTb OPbIKENkn, C MeTacTasdamMm B Me3eHTepuabHblie TuMdoyanbl. JuarHocTupoBaHa Meaysi-
NAPHaa KapLMHOMa TOLLEN KULLIKK ¢ No3nTUBHOM akcnpeccuen EMA, PanCK, BumeHTuHa, PDL-1, Mo3anyHomi He-
MHTEHCUBHOM akcnpeccuer CEA, MUC-5AC, CDX2, CD117, CA19-9, kanbpetuHmHa, CD10, SATB2 n HeraTuBHOM
peakuuen Ha CD3, CD8, CD20, CD30, CD34, CD45, CD56, xpomorpanuH, CK7, CK20, ALK, necMmunH. IHaekc npo-
nndepaTMBHON akTUBHOCTU BbicoKuii: Ki-67 > 80 %. Kpome TOro, npu ructonorMieckoM MCCneaoBaHum CTEHKU
KULLIKK Oblna AuarHOCTMPOBaHA MHTECTUHANbHAs NMMMaHrnakTasus, B pesyfbrate KOTOPOWN pasBuiICs CUHAPOM

Manbabcopbumm.

3aknovyeHue. YHNKanbHOCTb JAHHOMO KIMHUKO-MOPdON0rMyeckoro cny4vas 3ak/ilo4aeTcs B COHETaHUM Menynnsap-
HOI0 paka TOLLEN KULLKM C MeTacTazaMn B Me3eHTepmasbHble TnMdaTmnyieckme yanbl C GOHOBOM NMMaHrNaKTasn-
el KMLeYyHMKa, CONPOBOXAAOLLENCS pa3BUTUEM CUHAPOMA Manbabcopbunn.

KnioueBble cnoBa: TOHKOKMLLEYHAS MeaynnsipHas KapLunMHoMa, MeayanspHasa KapuyuHoMa, MHTECTUHANbHAsSA JINM-
daHrMakTasus, CUHAPOM ManbabcopOLunn, UMMYHOTMCTOXMMUYECKOE UCCiefoBaHMe

duHaHcupoBaHue: paboTa BbiNoJHEHA NpU GUHAHCOBOW noaaepxke MMHUCTEPCTBA Hayky U BbiCLLEro obpaso-
BaHus Poccuiickor denepaumm B paMkax rocyaapCTBEHHOW NOAAEPXKM CO30aHUA U pa3BUTUS HayyHbIX LLEHTPOB
MWPOBOr0 YPOBHS «LidpoBoi GroamsainH n nepcoHann3npoBaHHoOe 3apaBooxpaHeHne» Ne 075-15-2022-304.
KOH®NUKT NHTEepecoB: aBTOPLI 3asBNAI0T 06 OTCYTCTBUN KOHDANKTA MHTEPECOB

Ang umtuposanus: JlobaHosa O.A., Tpycosa [1.C., AgpoHnHa M.A., BapeHuos B.E., MNpouerko .., Kpetosa H.B., CepexHukosa H.b.,
Mewkosa M.A., Xapkos H.B., KouyeTtkoBa C.E., CtenaHoBa 0.10., LLitaHes 3.1., Bexoea K.A., lOmawesa B.A., KonecHukoBa A.O.,
AkaH M., YanTypus M.O., Cepebpos T.B., TepTbiunbiii A.C., I'yckn [T, Pynenko E.E., emypa T.A., KoraH E.A. KnuHnko-mopdonornye-
CKUIA cyvait CoHeTaHNs: MenyIISPHON KapLUMHOMbI TOLLEN KUK U UHTECTUHANIbHOW NMM@aHrakTa3um ¢ CUHAPOMOM Manbabcopo-
LMK, POCCUNCKI XXypHan racTpoaHTepoioriu, renatosiorum, kononpoktonorun, 2023;33(4):92-100. https://doi.org/10.22416/1382-

4376-2023-33-4-92-100

Introduction

Medullary carcinoma of the colon is a rare neo-
plasm accounting for less than 0.04 % of all colorec-
tal cancer cases. This neoplasm is more common in
the ascending colon of women and is more frequent
in the elderly. It is extremely rare in the small intes-
tine. The progression of medullary carcinoma may
be related to microsatellite instability and defects
in DNA reparation. The existence of such chronic
inflammatory diseases like ulcerative colitis, celiac
disease, or Crohn’s disease, can serve as a predispos-
ing factor for medullary carcinoma development [1].

Medullary carcinoma is morphologically and
histologically similar to low-grade adenocarci-
noma. Based on literature and the World Health
Organization, in contrast to low-grade differenti-
ated adenocarcinoma, medullary carcinoma is histo-
logically characterized by the absence of glandular
structures, the existence of “sheets of malignant
cells with vesicular nuclei, prominent nucleoli and
abundant cytoplasm exhibiting prominent infiltra-
tion by intraepithelial lymphocytes”, as well as the
rarer metastasis rate. But despite the diagnosis dif-
ficulties, medullary carcinoma has a more favorable
prognosis [2, 3].

The intestinal lymphangiectasia is a rare dis-
ease, characterized by the abnormal expansion and
proliferation of lymphatic vessels in the mucosa,

submucosa, or subserosa layers of the gastrointes-
tinal tract. Depending on the etiology, intestinal
lymphangiectasia can be classified into primary and
secondary. Secondary intestinal lymphangiectasias
are frequently associated with malignant diseases
such as lymphoma [4]. Primary one is an idiopathic
disease, which may lead to malabsorption syndrome
development. Most commonly this pathology occurs
in children up to the age of three, but in rare cases
can be detected in adolescence or adulthood [5].

Case presentation

We report a clinical and morphological case of
medullary carcinoma (MC) combined with intestinal
lymphangiectasia and the malabsorption syndrome
development in a 33-year-old patient. According
to medical history, the first symptoms manifested
10 years before the last hospitalization, when the
patient had been diagnosed with the malabsorption
syndrome with a predominance of exudative enter-
opathy for the first time. Computer tomography of
the abdominal cavity revealed no tumor lesion.

A worsening developed a few days before hospi-
talization, when an abundant loose stool (up to four
times a day) appeared, and fatigue increased. The
patient was rushed to the hospital by ambulance.
According to the patient, he has lost 10 kg (from
57 to 47 kg) over the last two weeks despite regu-
lar nutrition. The patient’s condition was serious:
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the clinical picture of peritonitis, hemodynamic in-
stability, severe anemia (hemoglobin — 36 g/L),
increase of multiple organ failure. An emergency
surgery was performed: laparotomy, lavage, and in-
spection of the abdominal cavity, laparostomy. The
portions resected from the intestinal perforation
area and mesenteric lymph nodes were taken for
the histological examination. In the post-operative
period, the patient was on artificial pulmonary ven-
tilation, while the clinical and laboratory picture
of the septic shock and progressive multiple organ
failure remained. The patient died shortly after the
surgery. The life-time computer tomography of the
abdomen and histological examination of the surgi-
cal specimen were not carried out due to the short-
term stay in the hospital.

At the autopsy, the most pathologically signifi-
cant changes were localized in the abdominal cavity.

A gross tuberous formation of dense consistency
with distinct boundaries, arising from the wall of
the jejunum was detected in the area, where the
duodenum continues into the jejunum on the bor-
der with the mesentery. The loops of the transverse
colon and mesenteric lymph nodes were soldered
to the tumor node. The tumor’s dimensions were
6 x4 x4 cm, and at a section was light yellow.
The mucosa of the jejunum in the projection of
the tumor was rough, with smoothed folding, did
not bulge into the intestinal lumen, and contained
defects sutured with the surgical sutures. In other
areas, the mucosal layer of the intestine was pale,
edematous, with multiple hemorrhages. In the lu-
men of the intestine 700 mL of blood clots were re-
vealed. The serosa was pale, with fibrinous overlays.

Histological examination of jejunal tumor tissue
showed that the tumor consisted of solid-trabecular

Figure 1. Histological examination of jejunal tumor tissue (hematoxylin and eosin staining): A — the tumor consists of
solid-trabecular complexes of large atypical cells with hyperchromatic nuclei, matured cytoplasm, and frequent mitotic
figures (magnification x10); B — in the mesenteric lymph nodes, the lymphoid tissue was substituted by large atypical
cells with hyperchromatic nuclei and light cytoplasm (magnification x40); C — the intestinal lymphangiectasia in the
mucous and submucous layers of the jejunum (magnification x20); D — the cellular structures in the submucous layer
of the small intestine, the malformation of the lymphatic vessels (magnification x60)

Pucynox 1. Tucromorndeckoe MccaegoBaHne TKAHM OMyXOJH Toulel Kk (OKpacka TeMaTOKCHJIMHOM M 903MHOM):
A — OIyXO0Jib TIOCTPOEHA W3 COJIMIHO-TPAOEKYISIPHBIX KOMILTIEKCOB KPYITHBIX ATUIUYHBIX KJETOK C THIIEPXPOMHBIMU
SApaMu, PasBUTON IUTOIIa3MOit 1 yacTbiMu (urypamu MuTo308 (yBeandernne x10); B — ymMdonanas Tkanb 3aMerieHa
KPYIHBIMU aTUITUYHBIMU KJIETKAME C THIIEPXPOMHBIME S/[PAMU ¥ CBETJION IUTOILIA3MOI B ME3€HTEePHAIbHDIX JTUM(OY3Iax
(yBesmuenue x40); C — uHTeCTHHANBHBIE TUM(AHTMOKTA3UN B CIMBUCTOI M TOACIMBUCTOI 0GOMOUKAX CTEHKH TOMIEH
knmky (yBesmuernne x20); D — guemcrbie CTPyKTYpbI B HOACAUSUCTON 060J0UKE TOHKOIT KMITKH, Manb(hopMaluu JuM-
(patmuecknx cocynos (ysemmuenne x60)
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Table. Results of immunohistochemical study

Tabauya. Pe3yabratbl UMMYHOTHCTOXUMUYECKOTO UCCIIEI0BAHMS

Marker
Mapkep

Our results
Hammu pesybratsr

References
Jlureparypa

ALK

[7]

CA19-9

[14]

H | |

Calretinin / Kanpperunun

+[+]1

[3, 8 11, 12]

CD3

(8]

CD10

[

(s

[7]

CD20

- [8]

CD30 _

I+

[7]

CD34 _

[7]

CD56

[7]

CD117

- [7]

+ |+

CDX2

[3, 11]
[7, 8, 12, 13]

CEA

+

H |+

[14]

Chromogranin / XpoMorpanux

[7, 8, 11]

CK7

[8]
[3, 7, 11]

CK20

[3, 7,8, 11, 12]

Desmin / /lecMun

[7]

DOG1

[7]

EMA

I+

[7]

Ki-67 >

\
©
S
o2

[7]

MUC-5AC

[11]

PanCK

[13]

PDL-1

(6]

SATB2

4+ B+ [+
2

[15]
[3]

|+ |+ [+

Vimentin / Bumentun +

+ [7, 13]

Note: “+” — positive expression; “+” — mosaic non-intense expression;

«_»

— negative reaction.

Hpumeuauue: «t» — IIOJIOJKUTEJIbHOE BbIpKEHHUE; «t» — MO3auYHOE€ HEMHTEHCUBHOE BbIpA’KEHUE; «—» — OTPHIlATE/IbHAST PEaKIud.

complexes of large atypical cells with hyperchromat-
ic nuclei, matured cytoplasm and frequent mitotic
figures (Fig. 1A). The tumor’s stroma had the form
of a fibrous septa with lymphohistiocytic infiltration.
The tumor tissue invaded all the layers of the intesti-
nal wall with the invasion of lymphatic vessels.

The metastases were detected in six out of eight
examined mesenteric lymph nodes. The lymphoid
tissue was substituted by large atypical cells with
hyperchromatic nuclei and light cytoplasm (Fig. 1B).
More than 10 mitotic figures per field of view at x20
magnification were detected.

In the mucosa and submucosa layers of the small
intestine outside of the tumor, the dilated, highly
tortuous lymphatic vessels — lymphangiectasia,
were found (Fig. 1C). In certain areas, the malfor-
mations might have resulted in significant thinning
of the intestinal mucosa and the formation of cellular
structures (Fig. 1D). The surrounding stroma was
edematous and contained lymphoplasmacytic infil-
tration.

The differential diagnosis was carried out between
medullary carcinoma, low-grade differentiated

adenocarcinoma, neuroendocrine carcinoma, lymph,
gastrointestinal stromal tumor of the epithelial or
mixed type. For this purpose, an immunohistochem-
ical phenotyping of tumor tissue was performed.
On immunohistochemistry, the cells were posi-
tive for CD117, DOG1, EMA, PanCK, PDL-1, vi-
mentin; mosaic non-intense expression of CA19-9,
calretinin, CD10, CDX2, CEA, MUC-5AC, SATB2;
and negative for ALK, AMACR, CD3, CDS8, CD20,
CD30, CD31, CD34, CD45, CD56, chromogranin,
CK7, CK20, desmin. The proliferative index was
high: Ki-67 > 80 %. The results of the immunohisto-
chemical study are presented in Table and Figure 2.

Discussion

MC has diverse immunohistochemical expres-
sion, which makes it difficult to diagnose a tumor.
During immunohistochemical analysis, we obtained
a negative reaction to CD3, CD20, CD30, which
makes it possible to exclude lymphoma. The data
on the MC [6, 7, 8] and adenocarcinoma [9] of the
colon from the articles fall in line with our results.
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Figure 2. Immunohistochemical analysis of the medullary carcinoma (magnification x40): A — immunohistochemical
staining for CK7; B — immunohistochemical staining for vimentin; C — immunohistochemical staining for PDL-1;
D — immunohistochemical staining for SATB2

Pucynox 2. VIMMyHOIMCTOXMMUYECKOE HCCEA0BaHne Meay uapHoil KapinoMbl (yBennmdenue x40): A — HMMyHOTH-
croxuMmdeckasi peakiusi ¢ antutenamn k CK7; B — uMMyHOrmcroxmMmmueckast peakijus ¢ aHTHTEJIaMH K BUMEHTHHY;
C — umMMyHorucroxuMuueckasi peakius ¢ anturesam K PDL-1; D — uMMyHorucroxumudeckast peakiiust ¢ aHTuTeaMu

x SATB2

DOGH1 nonspecific staining in certain cells made
it possible to exclude gastrointestinal stromal tu-
mor, as evidenced by literature data on the MC of
the colon [7].

A negative reaction to CD56 and chromogranin
made it possible to exclude neuroendocrine carci-
noma, which is consistent with literature data [10].
Our results were also confirmed by the articles on
MC of the colon [7, 8, 11].

A negative reaction to CK7 and CK20 was partly
confirmed by the literature on MC of the colon:
negative reaction to CK7 and positive reaction to
CK20 [10]. Our results fully coincide with the cas-
es of MC of the colon reported in the literature [3,
7,8, 11, 12].

A diffuse co-expression of EMA, PanCK, vi-
mentin and mosaic non-intense expression of CEA,
MUC-5AC, CDX2, CD117, CA19-9, calretinin
were detected. I. Brcic et al., the authors of the
article dedicated to the MC of the small intestine,
revealed the same reaction to PanCK and a positive
reaction to CDX2 [10]. In articles on MC of the

colon other authors obtained the similar reaction
to PanCK, vimentin, MUC-5AC u CDX2 [3, 7, 8,
11, 13]. Also, Y. Morimoto et al. have reported the
presence of CEA and CA19-9 markers in the plasma
of patients with MC of the colon [14].

The negative reaction to ALK, CD34, desmin
and mosaic non-intense expression of CD10 is con-
firmed by literature data on MC of the colon [7].
The positive expression of PDL-1 is fully in line
with literature data dedicated to the MC of the
colon [6]. The mosaic non-intense expression of
SATB?2 is consistent with the literature data on MC
of the colon [15].

The proliferative index was high: Ki-67 > 80 %.
The researchers obtained the same data during the
investigation of MC of the ileum [1] and MC of the
colon [7].

Conclusion

The uniqueness of this clinical and morpho-
logical case is in the combination of medullary
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carcinoma of the jejunum metastasized to the mes-
enteric lymph nodes with the underlying intestinal
lymphangiectasia accompanied by the development
of malabsorption syndrome. The tumor was char-
acterized by an untypical for the medullary carci-
noma, high potential for malignant transformation:
clinically rapid progression and early metastasis to
regional lymph nodes, histologically and immuno-
histochemically high proliferation index.

Hardly the medullary carcinoma was the cause
of malabsorption syndrome development, as the
malabsorption syndrome lasts for more than 10 years.
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