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Aim: to evaluate the characteristics of Crohn's disease depending on the age of the disease onset in patients ob-
served in a specialized City Center for Inflammatory Bowel Diseases Diagnosis and Treatment.

Materials and methods. We observed 180 patients with an established diagnosis of Crohn's disease for 52 weeks,
followed by a retrospective assessment. Patients were divided into three groups depending on the age of the onset
of the disease according to the Paris classification (A1, A2, A3). The visits included: the collection of complaints,
medical history, objective examination, clinical blood testing; biochemical blood testing (C-reactive protein); fecal
calprotectin; ileocolonoscopy. Statistical processing of the obtained data was carried out using Excel, RStudio and
the R language; for categorical data, the Pearson chi-square test or Fisher's exact test was used (for 2 x 2 tables with
small samples). For categorical and quantitative, the Mann — Whitney t-test was used. Student's t-test was used to
test the equality of means.

Results. The gender distribution and the average duration of the disease were comparable in all groups. At the time
of diagnosis, ileocolitis (p = 0.01), inflammatory form of Crohn's disease (p < 0.05), and the upper gastrointestinal
tract involvement (p < 0.05) were more frequently detected in group A1. Isolated colonic Crohn’s disease predomi-
nated in group A3 (p < 0.001). No significant difference between the groups in the incidence of extraintestinal man-
ifestations of the disease was found (p = 0.32). In group A1, there was a positive correlation between smoking and
lack of response to therapy. In group A2, endoscopic remission was observed less frequently among smokers at the
end of the study (p < 0.05). Anal fissures were noted as the most common perianal disease in all groups. In group A1,
there was a positive correlation between clinical, laboratory and endoscopic remission and the absence of perianal
disease. At the end of the follow-up, the worsening of endoscopic SES-CD level was observed more frequently in the
patients with the onset before 30 years old in group A2 (p =0.01).

Conclusions. Not only pediatric onset, but also the onset of Crohn's disease before the age of 40 is a risk factor for
the progression of the disease and its more severe course.
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Oco6eHHOCTM Gone3Hn KpoHa B 3aBMCMMOCTU OT BO3pacTa Havyana 3aboneBaHus

E.l. TaHny'*, O.B. LLyknHa?
" [OpOACKOV LLeHTP ANarHOCTUKU 1 JIeHeHsT BOCNainTe IbHbIX 3aboneBaHunii kniweyHvka, Clre 'bY3 «fopoackas KnmHu4eckasi
6onbHuLa Ne 31», CaHkT-leTepbypr, Poccuiickast denepaums

2®dre0y BO «[epBbiii CaHKT-1eTepbyprckuii rocyaapCTBEeHHbIM MEANLIMHCKUE YHUBEPCUTET uM. akaaemuka W.M1. NaBaoBa»
MuHucTepcTBa 3apaBooxpaHeHusi Poccurickoi ®enepaumm, CaHkT-leTepbypr, Poccuiickas depepavms

Llenb: oueHUTb 0cobeHHOCTU 6Gone3Hn KpoHa B 3aBMCMMOCTM OT BO3pacTa Hayana 3abosieBaHust y nauueH-
TOB, HabngalWUXcs B crneuvanin3npoBaHHOM FOPOACKOM LIEHTPEe AVMArHOCTUMKM U JIEYEHUSI BOCMANIUTENbHbIX
3a60n1eBaHN KMULLEYHNKA.

Matepuanbl U meTogpbl. Mbl Habnogann 180 nauMeHTOB C YCTaHOBJIEHHLIM AMarHo30M «6one3Hb KpoHa» B Teve-
Hue 52 Hepesb C NocnenylLen PeTPoOCnekTUBHOM OLEHKON. MauneHTbl 6biv pasaeneHbl Ha TPy rpynnbl B 3aBuU-
CMMOCTM OT BO3pacTa Havyana 3aboneBaHusa cornacHo lMNapuvxckon knaccudukaumm (A1, A2, A3). Ha Busutax npo-
BOOAMNNCH: cOHOp Xanob, aHamMHe3a, 0ObLEKTUBHbLI OCMOTP, KIMHUYECKUIA aHaNN3 KPOBU; BUOXMMUYECKWI aHanu3
KpoBu (C-peakTuBHbIN 6enok); dekasbHbIi KanbnpoTEKTUH; UNe0KOIOHOCKONUS ¢ 6uoncuein; mopdonormyeckoe
vccnenoBaHve 6ruonTtaTtoB kuwkn. Ctatnuctuyeckas 06paboTka noslydeHHbIX AaHHbIX MPOBOAMIACH C UCMONb30Ba-
Huem nporpamm Excel, RStudio n g3bika R, ons kaTeropmanbHbiX AaHHbIX MCMOJIb30BaIMCh KpuTepuii x? NMupcoHa
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VAN TOYHBIN TecT Puwepa (ons 1abnuy, 2 x 2 ¢ ManbiMu Bbibopkamu). s kaTeropuanbHbIX U KOJIMYECTBEHHbIX
mncnonb3osasncy t-test MaHHa — YutHu. [Ins npoBEpPKM paBeHCTBA CPEeHMX 3HAYEHUIN UCMOSIb30BAJICS t-KpUTEPNii
CTblopgeHTa.

Pe3ynbraTbl. PacnpeneneHue no noay M cpenHsas npoaoKUTENbHOCTbL 60ne3HM BblIM CONOCTaBMMbI BO BCEX
rpynnax. Ha MOMeHT ycTaHOBNeHUs auarHo3a B rpynne A1l yaue BoisBnsncs uneokonut (p = 0,01), BocnanutenbHas
dopma 6one3Hm KpoHa (p < 0,05), nopaxeHne BEPXHUX OTAENOB XeNnyao4yHo-kuileyHoro tpakrta (p < 0,05). B rpyn-
ne A3 npeobnagano n3onnpoBaHHOE nopaxeHue Tonctor kuwkm (p < 0,001). JOCTOBEPHOro pasnuyus mexany
rpynnamMm B 4aCTOTe BCTPEYAEMOCTU BHEKMLLEYHBIX MPOSABAEHNI 60Ne3HM yCTaHOBNEHO He 6bino (p = 0,32). B rpyn-
ne A1 oTmedanach NOOXUTENbHAA KOPPENALMS MEXOy KYPeHMEM 1 OTCYTCTBMEM OTBETA Ha Tepanuio. B rpynne
A2 cpean KypunbLLMKOB Hallle PErmcTpnupoBasioCb OTCYTCTBME 3HOOCKOMMNYECKON PEMUCCUN HA MOMEHT OKOHYaHUS
nccneposaHud (p < 0,05). Mo xapakTepy NepraHanbHOro NOPaXeHUs BO BCEX rPymnnax 0TMeYanochb npeobnagaHve
aHaNbHbIX TPELWMH. B rpynne A1 oTMevanachk NONOXUTENbHAA KOPPENaLMsS Mexay OTCYyTCTBMEM MNepuaHanbHOro
MOPaXeHns N OCTUXEHNEM KIIMHNYECKOW, 1ab0opaToOpHONM 1 3HAOCKONNYECKO PEMUCCUN HA MOMEHT OKOHYaHUS
vncecnenosaHus. B rpynne A2 yxyalueHue no JaHHbIM SHO0CKOMMYECKOro CCeaoBaHnsa Habnioaanoch Yalle cpeau
Tex NauueHToB, KTo 3abonen B Bo3pacte oo 30 net (p = 0,01).

BbiBOAbl. He TONLKO AETCKUIN BO3PACT, HO 1 Havano 6one3Hn KpoHa B Bo3pacTte A0 40 net aBnsioTcs GakTopom
pucka NnporpeccrupoBaHuns 601e3HU 1 BoJIEe TAXKENOro ee TeYEHUS.

KnioueBble cnoBa: 605ne3Hb KpoHa, BocnanutenbHble 3a00/1EBaHUS KMLLIEYHMKA, FEHHO-MHXEHEPHasa bmnonormuye-

ckas Tepanusi, BO3pacT Havana 3abosieBaHns

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

Ansa uyutupoBanus: laHuy E.I, LyknHa O.B. OcobeHHocTn 6onesHn KpoHa B 3aBMCMMOCTM OT BOo3pacTa Havana 3abonesaHusi. Poc-

CUCKNIA KypHan ractpoaHTeposiornn, renatosiormn, KOJIONPOKTO0rnn.

2023-33-5-65-77

Introduction

Crohn’s disease is a chronic inflammatory dis-
order of the intestine that leads to progressive gut
damage and patient disability. The main aim in man-
aging Crohn’s disease is to stop the disease progres-
sion. Studying the factors of poor prognosis helps to
identify groups of patients for early treatment with
biological therapy [1, 2].

Among the recognized factors of poor prognosis
are currently listed: the presence of complications of
the disease at the time of diagnosis, disease exten-
sion [1, 2], male gender [3], the presence of perianal
disease [1, 4, 5], young age at the time of diagnosis
[6—9] and the need for steroids at the time of diag-
nosis [5].

Many scientists consider the early onset of the
disease as one of the factors of a poor outcome. Some
studies have provided evidence that pediatric onset
of Crohn’s disease is characterized by a more severe
disease course and a poor outcome [10, 11], and
therefore requires early treatment with biological
therapy that changes the natural course of the dis-
ease [1]. Some studies suggest that there is no such
dependence and a poor prognosis for pediatric onset
of Crohn’s disease is associated with the duration of
the disease [12;13]. Thus, the issue of the influence
of the age of onset of Crohn’s disease on its course
remains controversial [9, 14—16].

Aim: to evaluate the characteristics of Crohn’s
disease depending on the age of the onset of the dis-
ease in patients observed in a specialized City Center
for Inflammatory Bowel Diseases Diagnosis and
Treatment.

2023;33(5):65-77. https://doi.org/10.22416/1382-4376-

Materials and methods

We examined 180 patients diagnosed with Crohn’s
disease (CD). The age of the onset of CD was as-
sessed by the date of the patient’s initial visit to the
doctor with the corresponding clinical symptoms,
due to the fact that in 78 % of the cases there was
a delay in diagnosis by more than 1 year. Exclusion
criteria were isolated upper gastrointestinal tract in-
volvement and ostomy in previous case history.

Patients were divided into three groups depending
on the age of the disease onset according to the Paris
classification. Group A1 included patients with the on-
set disease before the age of 17 (n = 60), Group A2 —
patients with the disease onset between the ages of 18
and 40 (n = 60), Group A3 — patients with the disease
onset at the age over 40 (n = 60). Four hospital visits
were carried out over one year (Fig. 1).

The clinical activity of the disease was assessed
based on the complaints and the objective examina-
tion of the patient; the Harvey — Bradshaw index
was used. Laboratory activity of the disease was
assessed based on the clinical blood test data and
erythrocyte sedimentation rate, C-reactive protein,
and fecal calprotectin.

Ileocolonoscopy with SES-CD, Rutgeerts activity
indices were used for the assessment of endoscopic
disease activity.

The complaints, the objective examination and
laboratory examination data were used for safety as-
sessment.

Lifestyle correction included nutritional recom-
mendations, as well as a history of tobacco smoking
and its prevention.
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The main target was to achieve clinical, laborato-
ry, and endoscopic remission. Clinical remission was
regarded as the absence of abdominal pain and
the normalization of stool frequency and con-
sistency. Laboratory remission was regarded as
the normalization of laboratory parameters (the
levels of leukocytes, hemoglobin, platelets,
erythrocyte sedimentation rate, C-reactive pro-
tein, the level of fecal calprotectin). Endoscopic
remission was regarded as the absence of ulcer-
ative lesions of the mucous membrane, SES-CD
< 3 points, Rutgeerts i0.

Statistical processing of the obtained data was
carried out using Excel, RStudio and the R language;
for categorical data, the Pearson chi-square test or
Fisher’s exact test was used (for 2 x 2 tables with
small samples). For categorical and quantitative,
the Mann — Whitney ¢-test was used. Student’s
t-test was used to test the equality of means.

Results

The characteristics of patients at the time of
disease onset and diagnosis are presented in Table 1.

Table 1. Characteristics of patients at the time of disease onset and upon diagnosis of Crohn’s disease
Ta6auua 1. Xapakrepuctuka GOJbHBIX Ha MOMEHT Hayaja 3a00JI€BaHKs M IIPU MOCTAaHOBKE JHArHO3a

«6osie3unb Kponas

Group A1 Group A2 Group A3
Iﬁlr;r::;;;s I'pymna A1 Ipymna A2 Ipymna A3
P (n = 60) (n = 60) (n = 60)
Males / Females, n
31/29 32/28 21/39
Mysxcekoit o / JKenckuil non, n
14.5 yrs 29.2 yrs 52 yrs
Age at onset of disease +2yrs1m +6yrs1m + 8 yrs 6 m
Bospacm na momenm nauana 3a60ie8danus 14,5 200a 29,2 200a 52 200a
+ 2 200a 1 mec. + 6 nem 1 mec. | + 8 nem u 6 mec.
Diagnosis delay 10.1 months 36.5 months 31.8 months
Bpems do nocmanosxu duaznosa 10,1 mec. 36,5 mec. 31,8 mec.

Classification of Crohn’s disease at the time of diagnosis (Paris classification 2011)

Kaaccugpuxayus 6onesnu Kpona npu nocmanoske duaznosa (Illapuxckas xaaccugpuxayus 2011 2.)

localization / zoxarusayusi:

- L1 (terminal ileitis / mepmunarvroli usreum) 12 16 10
- L2 (colitis / xoaum) 15 24 36
- L3 (ileocolitis / ureoxorum) 33 21 14
- L4 (upper gastrointestinal tract involvement / 11 4 3
nopasxenue eepxnezo omoeaa JKKT)
form / gopna:
- B1 (inflammatory / éocnaiumenvnas) 35 42 47
- B2 (stricturing / cmpuxmypupyrowas) 2 7 2
- B3 (penetrating / nenempupyrousas) 2 6 3
- B2B3 (penetrating with strictures / 1 5 8
NEeHeMPUPYIOUAsL CO CINPUKTRYPAMU)
- p (perianal / nepuanaivnas) 16 13 10
Medications at the time of diagnosis:
Tepanus, Havamas npu NOCMAHO8Ke UAZHO3A:

- no therapy / 6e3 mepanuu 0 2 0
- immunosupressants (azathioprine/metotrexat)

28 14 17
- ummynocynpeccopor (asamuonpui,/ memompercam)
- 5-ASA / S-amunocaruyunosas xucaoma 57 58 60
- GIBT (Infliximab,/Adalimumab,/Vedolizumab) 9 ) 0
- TUBT (Mugnuxcumab / Adarumymab / Bedorusymab )
- glucocorticosteroids / zaroxoxopmuxocmepoudvi 32 20 21

Note: GIBT — genetically engineered biological therapy.

ITpumeuanue: TIBT — renno-unkeHepHasi GUOJOTUYECKast TEPATTHSI.

68

Poc xypu ractposurepoJ rematon koaonpokros 2023; 33(5) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(5)




www.gastro-j.ru

Original articles / OpurnHasbHbIe MCCIEOBAHUS

Gender distribution was comparable in all
groups, albeit in Group A3 there was a slight pre-
dominance of females (n = 39, p = 0.06).

The most common complaints at diagnosis
in all groups were frequent diarrhea, abdominal
pain, and fever. Complaints of weight loss, gener-
al weakness and fever prevailed in Group A1 com-
pared to the others, but no significant differences
were identified.

The localization of CD at diagnosis in Group
A1l was significantly more frequently represented
by ileocolitis (L3) compared to the other groups
(p = 0.01). In turn, in Group A3, isolated in-
volvement of the colon significantly prevailed
compared to the other groups (p < 0.001). Upper
gastrointestinal tract involvement was significant-
ly more common in Group A1 than in the other
groups (p < 0.05). The inflammatory behavior of
CD (B1) significantly predominated in Group A1
(p < 0.05). Perianal disease was also more com-
mon in Group A1, but there was no significant
difference between the groups (p = 0.27).

Steroids use at the time of diagnosis was high-
est among patients in Group A1 (n =32 vs. n = 20
and n = 21 in the other groups). Moreover, a pos-
itive correlation with laboratory remission at the
end of study was noted among those patients of
Group A1 who did not receive oral steroids at the
time of diagnosis, while for the other two groups
such a correlation was not found (Fig. 2).

There was a significant difference in the time
from CD onset to biologic therapy start: in Group
A1l it was 24 months on average, in Group A2 —
77 months, in Group A3 — 58 months (p < 0.05)
(Fig. 3).

The most frequent indications for biological
treatment were in Group A1 the ineffectiveness of
immunosuppressants (40 % of the prescribed cas-
es), complications of the disease (33 %) and steroid
dependence (28 %), in Group A2 — immunosup-
pressants intolerance (55 %), their ineffectiveness
(48 %), and steroid dependence (42 %); in Group
A3 — immunosuppressants intolerance (75 %), ste-
roid dependence (64 %) and immunosuppressants

thirty-

Number of patients

)
No

Laboratory remission

Oral corticosteroids

-l

' '
Yes Topical

Figure 2. Association of laboratory remission at week 52 with the need for glucocorticosteroids at the time of

diagnosis

Pucynox 2. CBa3b J1a60paTOpHON peMHCCHN Ha 52-i Hesesle ¢ TOTPeGHOCTHIO B HA3HAYEHNN TTIOKOKOPTHKOCTEPOH-

JIOB BO BpeMA IMOCTAaHOBKHU /MarHo3a
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Figure 3. Indications for prescribing genetic engineering biological therapy

Pucynox 3. llokazanus /s Ha3HAUEHIS TeHHO-UH)KEHePHOH GHOTOTHYECKO Teparnn

ineffectiveness (45 %). The duration of biological
therapy until the first study visit in Group Al
was 35.1 months on average, in group A2 — 11.5
months, and in Group A3 — 14 months.

CD duration at the time of the first study visit
was comparable in the groups with the onset be-
tween the ages of 18 and 40 and over 40 years old
and was 6 years 6 months and 6 years 1 month,
respectively; and in the group with pediatric onset
the average duration of the disease was signifi-
cantly shorter and amounted to 4 years 7 months
(p < 0.05) (Table 2).

The number of patients who continued to smoke
was higher in the group with the onset of the dis-
ease between 18 and 40 years old. At the same
time, the number of former smokers prevailed in
Group A3 and amounted to 41.6 % of patients, but
no statistically significant correlations with the out-
come of the disease were obtained in Group A3.

In Group A1l there was a positive correlation
between smoking and lack of response to therapy.
Thus, lack of response to therapy, including un-
stable improvement, was noted more often among
those who smoked during the study period (Fig. 4).

The absence of endoscopic remission was more
often recorded at the final visit in Group A2 ac-
cording to ileocolonoscopy in patients who contin-
ued to smoke (p = 0.04) (Fig. 5).

There was an increased number of complicated
behavior in all groups at the first visit, while a
significant difference remained in the number of

cases of the inflammatory behaviour of the disease
between Groups A1 and A2 (p < 0.05). There were
no changes in the number of complications during
the study period from the first to the fourth visit.

A change in the extent of disease was recorded
in only one patient from Group A1 (L1 to L3)
and one patient from Group A2 (L2 to L3) during
study period.

There was a relationship between the endoscop-
ic progression of CD (larger ulcer size or larg-
er area of mucosal lesions) and the onset of the
disease at a younger age in Group A2 (p = 0.01)
(Fig. 6).

There was no significant difference between the
groups in the incidence of extraintestinal mani-
festations of the disease (p = 0.32) although they
were most often recorded in Group A1. The com-
bination of several extraintestinal manifestations
was more common in the first and third groups,
in 24 and 40 % of cases, respectively. Aphthous
stomatitis occurred more frequently in Group A1
(48 %). Peripheral spondyloarthritis was most
common in Group A3 (54 %). In group A2, ex-
traintestinal manifestations were less common and
no predominance of any of them was detected.

Anal fissures were the most common perianal
complication: 65 % of patients — in Group Af,
71 % — in Group A2, and 85 % — in Group A3
(Table 4). We obtained a significant difference in
the prevalence of perianal lesions in Group A1 in
contrast to Group A3 at the first visit (p = 0.02).
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Table 2. Characteristics of patients at the first visit

Tab6auua 2. Xapaktepuctuka OOJTbHBIX HA TIEPBOM BU3UTE

Parameters
Ilpuznaku

Group Al Group A2 Group A3
Ipynna A1 Ipynna A2 Ipynna A3
(n=60) (n=60) (n = 60)

Duration of the disease
IIpodorxumenvrocmo 6one3nu

4 yrs 7 months
+ 3 yrs 7 months

4 200a 7 mec.
+ 3 200a 7 mec.

6 yrs 6 months
+ 6 yrs 5 months

6 1em 6 mec.
+ 6 1em 5 mec.

6 yrs 2 months
+ 4 yrs 9 months

6 nem 2 mec.
+ 4 200a 9 mec.

Smoking / Cmamyc xypenus:

- current smoker / xypum ) 9 6
- never smoked / nukozda ne xypun 44 37 29
- former smoker / xypun panee, 6pocun 1 14 25

Classification of Crohn’s disease at the time of diagnosis (Paris classification 2011)
Kaaccugpuxayus 6oaesnu Kpona na momenm nepeozo eusuma (Ilapuxckas xaaccugpuxayus 2011 2.)

localization /zoxarusavyus:

- L1 (terminal ileitis / mepmunarvnoil ureum) 8 14 8
- L2 (colitis / xoaum) 4 14 29
- L3 (ileocolitis / ureoxosum) 48 32 23
- L4 (upper gastrointestinal tract involvement) / 11 6 6
nopasxenue eepxmnezo omdena JKKT
form / ¢hopma:
- B1 (inflammatory / eéocnaiumenvnas) 45 34 39
- B2 (stricturing / cmpuxkmypupyiowdas) 6 11 9
- B3 (penetrating / nenempupyrouas) 6 5 2
- B2B3 (penetrating with strictures / 3 10 10
NEHEMPUPYIOWAsL CO CIMPUKMYPAMU)
- p (perianal / nepuanaivnas) 26 21 14
Medication at the first visit:
Tepanus na momenm nepeozo GU3UMA:
- no therapy / 6e3 mepanuu 3 6 2
- immunosupressants / umMmyHocynpeccopwl 13 18 12
- 5-ASA / S-amunocaruyunosas xucioma 20 27 25
- tumor necrosis factor-a inhibitors (monotherapy),
UHZUOUMOPBL PAKMOPA HEKPO3A ONYXOU- 19 17 20
(monomepanus)
- tumor necrosis factor-a inhibitors +
immunosuppressants / unzubumopor haxmopa 20 8 6
HEeKPO3a ONYXONU- T+ UMMYHOCYNPECCOPbL
- anti-integrin therapy / anmuunmezpunosas 0 0 4
mepanusi
- anti-integrin therapy + immunosuppressants / 1 9 9
AHMUUHMEZPUHOBAS, MEPANUS + UMMYHOCYNPECCOPbL
- glucocorticosteroids, of which
(glucocorticosteroids + immunosuppressants
and/or + GIBT) / entoxoxopmukxocmepoudo, 3(3) 11 (5) 7 (6)
u3 nux (2rroKokopmurocmepoudvl + UMMYHO-
cynpeccopor u/uru + TUBT)

The need for surgical treatment for perianal com-
plications was numerically highest in Group At
(46 %). Interestingly, not a single patient from
Group A3 was operated on again. At the end of
the study, endoscopic remission in patients who
had perianal disease was recorded in 31 % of pa-
tients in Group A1, in 43 % — in Group A2, and
in 50 % — in Group A3. In Group A1, there was

a positive correlation between clinical, laboratory
and endoscopic remission and the absence of peri-
anal lesions.

At the end of study, clinical, laboratory and
endoscopic remission was observed in 40 % of pa-
tients in Group A1, in 41.6 % — in Group A2, and
in 46 % — in Group A3. These patients had similar
clinical findings. In those patients who received
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Figure 4. Relationship between smoking status and re-
sponse to treatment at the fourth visit

Pucynox 4. 3aBUCHMOCTb MEXIY CTaTyCOM KYpeHHS
1 OTBETOM Ha Tepamnuio Ha YeTBEPTOM BU3UTE

biological therapy, the clinical and laboratory re-
sponse to the induction course of the drug was
recorded. They had inflammatory behaviour of the
disease. Deep ulceration didn’t record in most cas-
es according to endoscopy. In those patients who
received traditional therapy, inflammatory be-
haviour of the disease was recorded. Among them,
the following were not recorded: steroid depen-
dence, deep ulcerations of the mucous membrane
according to endoscopy, and perianal disease.

Discussion

Our study confirmed the predominance of
colonic Crohn’s disease localization in patients
whose age of onset was over 40 years old, which
corresponds to the data obtained by other authors
[8, 17, 18]. In patients who had pediatric onset of
Crohn’s disease, an extensive lesion (ileocolitis)
predominates, which is consistent with the data
obtained [19]. The incidence of colonic localiza-
tion of Crohn’s disease in patients over the age of
40 years old in our population was similar to the
European population (58 % vs. to 60 % in patients
in Northern France) [8]. It is known that colon
lesions are more common among female patients
[20, 21]. This may explain the predominance of
colonic localization in Group A3.

Perianal disease in general, and severe forms of
perianal disease in particular, are more common
in patients with pediatric onset and are associated

Lack of endoscopic remission

H-N-

20~

Number of patients

Smokers Non-smokers

Figure 5. Relationship between smoking status and en-
doscopic outcome at the fourth visit

Pucynox 5. 3aBUCUMOCTb MEXIY CTAaTyCOM KypEHHS
U 9HJOCKONINYECKUM HUCXO/0M Ha YeTBEPTOM BHU3UTE

Age, years
8

Progression of CD according to endoscopy

Figure 6. Relationship between age of onset and pro-
gression of Crohn’s disease as determined by endoscopy
at the fourth visit

Pucynox 6. 3aBucuMoCTb MEK/Iy BO3PACTOM Hadata (Go-
JIE3HU U TIporpeccuposanieM 6osie3nn Kpona 1o faHHbIM
9H/IOCKOIINY HA YETBEPTOM BU3UTE

with a worse prognosis and a greater need for in-
tensified therapy [22]. Moreover, the presence of
perianal disease is considered a more significant
factor in poor prognosis than the age of the disease
onset [22]. We confirmed that perianal involve-
ment is an independent factor for poor prognosis in
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Table 3. Extraintestinal manifestations of the disease at the time of the first follow-up visit

Tab6auua 3. BHexniednblie TPOsBAeHNsT O0JE3HI HA MOMEHT TIEPBOTO BU3NUTA B paMKaX HaOJMIOAEHUS

Extraintestinal manifestations Group Al Group A2 Group A3
Bnekuweunvie nposenenusn Ipynna A1 Ipynna A2 Ipynna A3
(n = 60) (n = 60) (n = 60)
Total patients with EIM / Bcezo nayuenmos ¢ BKII 29 10 22
Patients with two or more EIM / 7 3 9
Hayuenmol ¢ deyms u 6osee BKII
Skin involvement / Ilopaxenue xoxu:
- erythema nodosum / y3z106amas spumema 4 3 3
- pyoderma gangrenosum / zanzpero3nds. nuooepmus 1 0 1
Damage to the mucous membranes (a}phthous stomatitis) 14 3 5
Ilopaxenue causucmoix (aghmosnviti cmomamum,)
Eye involvement / ITopasxenue 2nas:
- uveitis / yeeum 2 1 0
- iridocyclitis / upudoyuxaum 0 1 3
- episcleritis / anucxaepum 1 1 0
Arthropathies / Apmponamuu:
- peripheral spondyloarthritis / 10 { 19
nepugpepureckui cnoHOUI0apmMpPUM
- axial spondyloarthritis / ocesoil cnondunoapmpum 0 2 4
Ankylosing spondylitis (sacroiliitis) 0 ) .
Anxunosupyrowuii cnondurum (caxpounreum)
Primary sclerosing cholangitis 9 " Q
I epsuunvlii CKAEPOSUPYIOWUL XOIAHZUM.
Psoriasis / IIcopuas 2 3 4
Osteoporosis / Ocmeonopos 1 0 4
Note: EIM — extraintestinal manifestations.
Ipumeuanue: BKII — BHekuiieuHble IPOSIBJACHUS.
Table 4. Perianal lesions in groups at the first visit to the Center (%)
Tab6auua 4. TleprananbHble TIOPaKEHUs B IPYIIAaX MPU MepBoM Busute B 1ieHTp (%)
)'(l'he nature of the perianal lesion Iq;;:;g 211 I(:’;;:;I; 23 gf;nlig 2:33
apaxkmep nepuanHalbHo20 nopalrceHus (n — 26) (n — 21) (n — 14)
Anal fissures / Ananvuvie mpewunol 65 71 85
Acute paraproctitis / Ocmpoui napanpoxmum 27 24 21
Simple perianal fistula / ITpocmou nepuananvroui ceuuy 27 14 21
Complex perianal fistula / Croxuvii nepuananvrolii ceuuy 27 19 7
Operated (repeatedly) / Onepuposanvt (nosmopno) 46 (19) 42 (9) 28 (0)

patients with pediatric onset. In all three groups,
not a single patient who received traditional ther-
apy and was in remission at the end of the study
had perianal disease. An association between peri-
anal lesions and the risk of intestinal surgery was
not found, regardless of the presence of perianal
lesions at the time of the disease onset or its occur-
rence during the course of the disease, although
similar findings have been described previously
[23, 24]. H. Wang et al. [23] also obtained evi-
dence that perianal lesions occurring in childhood
are more severe, while perianal lesions occurring
in adulthood are more often a predictor of severe
intestinal damage [23]. P. Mortreux et al. [25]

analyzed a cohort of patients with the onset of the
disease in the childhood and revealed a high inci-
dence of anal fissures, while extensive endoscopic
lesions predominated in such patients (colitis, il-
eocolitis and upper gastrointestinal involvement).
This is consistent with our data obtained in pa-
tients with pediatric onset. According to our data,
patients with the age of onset over 40 years old
had a milder nature of perianal lesions and less
need for surgical treatment than patients with the
age of onset under 18 years. We did not obtain
a significant difference in the prevalence of ex-
traintestinal manifestations frequency in patients
depending on the age of onset of the disease; in
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addition, extraintestinal manifestations predom-
inated in the group with the onset of Crohn’s
disease in the childhood, and M. Calafat et al.
[21] obtained a significant predominance of the
presence of extraintestinal manifestations in the
elderly [21]. Extensive damage to the gastrointes-
tinal tract in patients with pediatric onset, as well
as the involvement of the upper gastrointestinal
tract, dictates earlier biologic treatment in order
to prevent the development of complications of
the disease that require intestinal surgery [19].

An important circumstance was that the du-
ration of the disease in the group with pediatric
onset was shorter (Group A1 — 4.7; Group A2 —
6.6; Group A3 — 6.2 years), since it is known
that over time the disease can progress with the
development of complications [26]. According to
studies in the European population, over the first
five years, approximately 34 % of patients develop
complications of Crohn’s disease [27, 28], which
is consistent with our data. The pediatric onset
of the disease as a risk factor for its progression
[29] is confirmed by our retrospective assessment,
during which the development of complications
was most common in patients with pediatric onset
of Crohn’s disease. There was a significant pre-
dominance of the inflammatory behavior in pa-
tients with pediatric onset at diagnosis (p < 0.05),
which we associate with a significant difference in
the delay in diagnosis in patients with the onset
of the disease over 18 years old (p < 0.01). At the
final study visit (week 52), not a single change in
the disease behavior was recorded, which indicates
adequate management tactics and timely prescrip-
tion and therapy correction.

The number of stricturing complications of the
disease (B2 and B2B3) was comparable in groups
with the onset of the disease over 18 years and
was greater than in the group with pediatric on-
set (p = 0.04). This may be explained by earlier
biologic treatment in the pediatric onset group.
S.B. Yang et al. [30] showed that the age of onset
over 40 years and the disease duration of more
than 5 years lead to the risk of developing stric-
turing complications, while the average age of
the patients with stricturing complications was
37.6 £ 15 years [30]. And in a study by M. Calafat
et al. [21] the incidence of complications was the
same as in the group of patients with an earli-
er onset of an inflammatory bowel disease [21].
Stricturing complications of Crohn’s disease are
an urgent and significant problem, which is associ-
ated with the lack of classifications of the fibrosis
degree and recommendations for its management,
therefore, at present, fibrosis of intestinal tissue
most often leads to the need for surgery and often
to the patient’s disability [31]. Inflammation in

Crohn’s disease can also lead to the formation of
inflammatory stenosis, and, accordingly, such ste-
nosis can regress with adequate anti-inflammatory
therapy. At the same time, there is no unambig-
uous data on the moment of the onset of tissue
fibrosis, and fibrosis often accompanies inflamma-
tion. Currently, there are no drugs that can effec-
tively stop or reduce fibrosis in the gastrointesti-
nal tube [32]. When studying the physiology of
fibrosis, several interesting facts were discovered.
Thus, the increasing age was a factor in the func-
tional heterogeneity of fibroblasts in mice. Old
mice showed variability in the rate of wound heal-
ing [33]. Bleomycin-induced pulmonary fibrosis
resolved spontaneously in young mice, while in
old mice it remained irreversible. The mechanisms
underlying this are associated with changes in col-
lagen metabolism during aging, as well as changes
in the cytokine ‘composition’ of wounds during
healing [34]. Also, we know about the connection
between the human microbiome and the process of
fibrosis. It has been found that certain microbial
populations are able to influence the progression
of fibrosis [35]. It is now known that the human
microbiome is influenced by many factors, one of
which is the age of the individual. Tt is possible
that the physiology of intestinal fibrosis differs
between younger and older patients with Crohn’s
disease, which may account for differences in the
incidence of stricturing complications in children
and adults, although scientists more often attri-
bute this difference to the delay in diagnosis in
adults as opposed to children [23, 36].

In a study by H.J. Kim et al. [37] on patients
with pediatric onset, a family history of Grade 1
inflammatory bowel disease, isolated ileal involve-
ment at diagnosis, and positive antibody titers
against Saccharomyces cerevisiae were associated
with the evolution of the disease course. Early
treatment with biological agents significantly
reduced disease progression. This study suggests
that early aggressive therapy should be considered
in children with inflammatory Crohn’s disease
and risk factors for disease progression to improve
long-term outcomes [37].

Smoking is an independent factor for poor out-
come [38]. We have also confirmed this for groups
with the disease onset before 40 years old. Such
data was not obtained for patients with the age of
onset over 40 years.

In our cohort of patients, immunosuppressants
intolerance and steroid dependence among pa-
tients treated with biologic agents were highest in
the group with the disease onset age over 40 years,
which is consistent with previously published data
[39, 40], while in some previous studies such a
difference was not noticed [17, 18].
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It is known that among the complaints present-
ed by patients, the most common are complaints
of diarrhea, abdominal pain and weight loss [41].
We did not obtain a significant difference between
the complaints that patients presented depending
on the age of onset of the disease, despite the fact
that there were significant differences between the
groups in the location and behavior of the dis-
ease. Also, no differences in the clinical features
of the disease are noted in the literature [13].
O.B. Shchukina [42] showed that a frequently
identified symptom was general weakness, in 37 %
of patients, regardless of the disease behavior.
According to our data, most often complaints of
general weakness were made by patients with pe-
diatric onset (56 %), 35 % of patients who became
ill at the age of 18—40 years, and 21 % of patients
with the onset at over 40 years old (in total, 37 %
of patients).

Mucosal healing in Crohn’s disease is one of
the therapy targets, as it improves the prognosis
[43]. There is evidence that the presence of deep
ulceration according to ileocolonoscopy is a risk
factor for colectomy, which can be considered as
a predictor of poor outcome [44]. According to
N. Coelho-Prabhu et al. [45], deep ulceration and
the size of the ulcers were not a predictor of the
lack of mucosal healing, while they were precisely
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