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CTENIAPA® - 6anaHc 3¢ $peKTUBHOCTHU
CUCTEeMHOro 6MOoNIOrMYecKoro npenapara
M 6€30MNACHOCTMU KAK Y CeNeKTUBHOro

CkopocTb HacTtynneHus a¢ppekTa

Camas BbicoKas BbIXKMBAEMOCTb Tepanuu

YMeHbLueHue 605U B XMBOTE U YACTOTbI AepeKaLuii yxe Ha
1-i Hepgene Tepanuu npenapatoM Ctenapa® y NALMEHTOB
c 6one3Hbio KpoHa' 1 yMeHbLueHue YaCTOThbl fedekaL i Ha
1-i Hepene TepanUK NPU S3BEHHOM KonuTe? 3

HOJ'ITOCPO‘-IHGSI KNMMHU4YecKkas peMmmuccus

3 U3 & NALMEHTOB Ha Tepanuu NpenapaToM CTtenapda® coXxpaHsioT
peMMuccuIo B TeUeHue He MeHee 3 neT npu 6onesnn KpoHa*
1 B TeYEHWEe He MeHee 2 NeT Npu 93BEeHHOM Konute®

BnaronpusaTHbii npodusnb 6e30NAcHOCTH

Mpodunb 6e30NACHOCTH YCTEKMHYMAGA B OTHOLLEHUW PUCKA
BO3HWMKHOBEHUS MHOEKLMI, B TOM Uncrie Ty6epKynésaa,

1 MOJSIMTHM3ALMM COMOCTABUM € NAALE60 U NMpenapaTamm
CENEeKTUBHOrO MEXAHU3MA AenCTBUS®

Crenapa® 0eMOHCTPUPYET CaMyio BbICOKYIO BbDKMBAEMOCTb
Tepanum no cpasHeHuto ¢ gpyriumu MBI npu 6onesnn KpoHa

B NIIO60M NUHUK — 75% NALMEHTOB 3d 2 rofd HA6MOAeHUS OCTAIOTCS
Ha Tepanuun’®

Mpenapar Ctenapa® BXoAUT B pOCCUACKME U MeXAYHAPOAHbIEe
KNMHUYECKMe peKoMeHAauMu ans Tepanum 1-i u 2-i nuHnin BK n K

janssen

BK ~ 60neatb Kpoka. SIK — s3getbiii konuT. TVIBT — reHHO-MHKeHepHsIe G1I0N0rMeckile npenaparsi.
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KPATKAAl MIHCTPYKLIUSA N0 MEANLIUHCKOMY NPUMEHEHWUH NPEMNAPATA CTENAPA®, JIN-001104, JICP-006465/09

Kparkas Py no Crenapa®. Mlepea NPUMEHEHNEM 03HAKOMBLTECh C MO~
Hoi Bepcuelt no Per i Homep - JIM-001104, JICP-006465/09. Toprosoe HaumeHo-
BaHue - Crenapa®. -yc 6. op-

Ma - pacTeop A1 NOAKOXHOro . T K i ncopuas. V'IpenapaT Crenapa® nokasaH
[N NeYEHs! BIALLEYHOTO NCOPUA3a CPEAHEN M TSHKENOI CTEMNEHN y B3POC/TbIX NALVIEHTOB NP OTCYTCTBIN OTBETA WA MPi
HaNN4MM NPOTUBOMOKA3AHWI, N MPK HenepeHocmMoch [pYruX METONI08 CYCTEMHO/ Tepanuy, B TOM WICAE LMKOCNOpUHa,
meToTpekcara um MYBA-Tepanim A. ncopuas y aeeit. Mpenapar Crenapa® noka-
3aH ANsA neveHVs 6naweyHoro ncoprasa cquHevl nnn TAXENON CTeneHu y AeTei U NOAPOCTKOB B BO3pacTe OT 6 eT 1 cTaplue
NPV OTCYTCTBAM AAEKBATHORO OTBETA WA HENEPEHOCUMOCTY APYIrvX METOL0B CUCTEMHOI Tepanun un dotoTepanin. Mcopu-
aTUHECKMUiA apTPWT. JIeveHie B3POCTbIX MALVIEHTOB C aKTUBHBIM NCOPUATUHECKIM apTPUTOM (TICA) B KA4ECTBE MOHOTEpann
1M B KOMBMHALUMM C METOTPEKCATOM MpU OTCYTCTBUWN aAeKBATHOrO OTBETA Ha NpeablayLLyto CTaHAapTHyto Tepanuio. Mcopua-
TUNECKIiA APTPUT Y AETeli. JleveHvie eTeli B BO3PACTe 5 SIET 1 CTapUIE C aKTUBHBIM I0BEHWTbHBIM NCOPUATUHECKVIM apTPUTOM.
Mpenapar CTenapa® MOXET NPUMEHSTECS B KAYECTBE MOHOTEPANAM WM B KOMBUHALMN C MeToTpekcaTom. BoneaHb KpoHa.
JleveHue B3POCALIX NALMEHTOB C aKTUBHO GONEaHbI0 KpoHa CpeaHeii Ui TSKENOiA CTENEHN C HeaReKBaTHLIM OTBETOM, yTpa-
TOil OTBETA WM HENEPEHOCUMOCTBIO CTAHAAPTHOM TEPAMMN UK Tepanun MHrGMTopamu GHO, MM UMEIOLMX MEAVLIMHCKIE
NPOTUBONOKA3AHMS K NPOBEAEHMIO TAKOW TEpany. SI3BEHHbIA KOANT. JledeHye B3DOCAbIX NALMEHTOB C aKTUBHBIM S3BEHHBIM
KOJINTOM YMEPEHHOIA 1 TSXKENON CTEMEHI C HEAIeKBATHbIM OTBETOM, YTPATON OTBETA U/ HEMEPEHOCHMOCTBIO CTAHAAPTHOV NI
GUONIOrVINECKOIA TEPANN, WM UMEIOLLMX MEAVILIMHCKIE MPOTUBOMOKA3aHNS K MPOBEMSHNIO TaKoii Tepanyn. MpoTuBonokasa-
HUA. MOBbILLEHHAs YYBCTBUTENBLHOCTL K YCTEeKnHymaby nnu nio6omy BCromoraTenbHOMYy BELecTBy npenapara; AeTCKUin BO3-
pacT Ao 6 neT (No nokasaHuio «GNALIEYHbIR NCOpUas»), 40 5 NeT (Mo NoKa3aHMIO «MCOPUATUHECKUIA apTPKT»), A0 18 neT (no no-
KasaHusM «6onesHb KpoHa» W «i3BEHHbIN KONWT»); GEPEeMEHHOCTb W NEPUO[ rPYAHOrO BCKApPMAMBAHWS; CEpPbE3HbIE
WHpEKLUMOHHbIE 3a60N1eBaHNs B OCTPOI (hase, B TOM Yncne Ty6epKynés; 3n10Ka4ecTBEHHbIE HOBOOGPa3oBaHns. C OCTOPOXHO-
CTbH0. XPOHWUHECKME NN PELMANBUPYIOLLINE NapasuTapHble U MHGEKLMOHHbIE 3a60neBaHs BUPYCHO, rpUBKOBOIl nnu 6aktepn-
anbHoO NPUPOAbI, 3N10Ka4ECTBEHHbIE ONYXOMK B aHaMHe3e, NOXWNoii Bo3pacT (=65 net). Cnoco6 npumeHeHus U fosbl. Mpena-
pat Crenapa” «pacTBop ANS MOAKOXHOIO BBEAEHWs» NpeaHasHavyeH ANs NOAKOXHBIX WHbeKUMi. B3apocnble nauneHTsbl.
BnsweyHsIi ncopua3s. PekoMmeHaoBaHHas Ao3a cocTaBnseT 45 Mr. BTOpyio MHBEKLWMIO AeNaloT 4 Hefenun cnycTs nocne nepso-
ro NpUMeHeHNs, 3atem Kaxxable 12 Heflenb. Y naumeHTos ¢ Maccoii Tena 6onee 100 Kr npenapaT peKoMeHAyeTCs CNoNb30BaThL
8 Ao3e 90 mr. Mpu HeathheKTUBHOCTI Tepanin B TeHeHne 28 HepeNb PEKOMEHAYETCS PacCMOTPETL LIeNecoo6pasHoCTb NpuMe-
HeHus npenapata. Koppekuus [o3bl. MauvieHTam, y KOTopbIx KnHuYeckas ahheKTUBHOCTL npenapara npu NPpUMEHeHNN Kax-
Able 12 Hepienb BbipaXXeHa HEAOCTATOHO, CNeayeT yBenuuuTbL [o3y npenapata Ao 90 mr kaxaele 12 Hegens. B cnyyae ecnn
TaKoW Pexum Ao3npoBaHna HeadhtekTuseH, o3y npenapara 90 Mr cneayeT BBOANUTL Kaxkable 8 Heaens. Boso6HoBneHe neye-
HYSA. BbINO MOKa3aHo, YTO BO30GHOBIEHNE TEPani Mo CXeMe: BTOpas NHBEKLWS Yepes 4 Hefienn CryCTs Noc/e Nepsoro npuMe-
HeHus, a 3aTem Kaxable 12 Heplenb, sBnseTcs addekTnBHbIM 1 6e3onacHbiM. McopuaTudeckuii apTpuTt. PekomeHposaHHas
po3a: 45 mMr. BTopyio UHbeKLMIO AenaloT 4 Hefenn CrnycTa nocne NepBoro NPUMEHeHVs, 3atem Kaxaple 12 Hegenb. Y nayneHTos
¢ maccoit Tena 6onee 100 Kr npenapar pekoMeHAyeTcs ncnonb3osate B Aode 90 mMr. BonesHb KpoHa n Si3BeHHbIA KOAMUT.
MayvieHtam ¢ 6onesHbio KpoHa unmn KOSIMTOM PEKON O[IHOKPATHOE, MHULMUPYIOLLIEE Tepanuio BHYTPUBEH-
Hoe BBefieHe npenapara CTenapa® «KOHUEHTPAT N8 NPUroTOBNEHUS PAcTBOPa ANS UHY3NiA» B 03€, PACCHUTAHHOI Ha OCHO-
BaHUM Macchbl Tena, C i VI NOAKOXHBIM Ao3bl 90 Mr Yepes 8 Hefenb (MepBoe MOAKOXHOE BBeAeHVe)
1 1 pas kaxaple 12 Hepenb B aanbHeliwem. MoapobHas uHGopMaums o BHYTPMBEHHOM BBeaeHUN npenapata Ctenapa® ykasaHa
B MHCTPYKLWW MO MeaVLIMHCKOMY NpuMeHeHnio npenapata Ctenapa”, KOHUEHTPpaT Ans NpUroToBAeHUs pacTeopa Ans MHby3uii.
MauyeHTbl, y KOTOPbIX Yepes 8 Hefenb Nocne NePBOro NOAKOXHOrO BBEAEHNS He YAAnoCk NONy41TL AOCTATONHbI OTBET, B 9TO
BPEMS MOTYT MOMY4UTL BTOPYIO NOAKOXHYIO MHBEKLMIO. Y NauneHToB ¢ noTepei oTeeTa npu seeaeHun 1 pas B 12 Heaenb nosno-
JKUTENbHBIN Pesy/bTaT MOXET BbiTb NOMYHEH NPU YBENMYEHUN YacToTbl BBeAeHW A A0 1 pasa B 8 Hepenb. B panbHeiiem npena-
paT nauymeHTam MOoXHO BBOAWTL 1 pa3 B 8 Hepenb wnn 1 pa3 B 12 Hepenb, B 3aBUCUMOCTW OT KAMHWHYECKON cuTtyauun. Mpu
npepbiBaHM Tepaniu 601e3H1 KpoHa nnm a3BeHHOro Konuta BO306HOBNEHNE €€ NOCPEeACTBOM NOAKOXKHbIX MHBEKLMIA Kaxable

NPEQHASHAYEHO ANA CNELMANTUCTOB COEPbI 31PABOOXPAHEHUSA

000 «[koHCOH & [hkoHcoH». Poccun, 121614, Mocksa, yn. Kpeinarckas, A. 17, kopn. 2.
KoHTaKTHbIN TenedoH: (495) 755-83-57, an. noyta: drugsafety @its.jnj.com.

8 Hepienb SBNAETCS 6e30NMaCHbIM U S(heKTUBHbIM. [eTh (6 NeT u cTaplue). BAsWeyHbIii ICOPUa3. PEKOMEHOBAHHas 1033
3aBMCHUT OT Macchl Tena nauvenTa. Mpu macce Tena mexee 60 Kr pekomMeHaoBaHHas Aosa coctasnseT 0,75 mr/kr, ot 60 kr go
100 kr — 45 mr, npu macce Tena 6onee 100 kr — 90 mr. [ina pac4éra HeobxoauMoro obbéma npenapara (M) ANs NauveHTos
© maccoil Tena MeHee 60 Kr ncnonbayeTcs cneaytolas opmyna: macca tena (kr) 0,0083 (Mn/kr). PaccuntanHbiin 06bEm npena-
paTa oKpyrnseTcs Ao coTol Aonu ma (0,01 Mn). VIHbEKLVA OCYLLECTBASETCS MPayUpOBaHHbIM LNPULIEM BMECTUMOCTBIO 1 M.
BTOpYI0 MHBEKUMIO AENaIOT 4 HEAE CyCTsi MOC/IE NEpBOro NPUMEHEHNIS, 3aTeM Kaxbie 12 Hefienb. [leTsiv npenapar npuve-
HSETCA B YC/IOBUSIX CTALMOHAPA. [P HEA(hEKTUBHOCT TEPaNK B TEHEHNE 28 HEfIElb PEKOMEHIYETCH PACCMOTPETb LENECo-
06pasHOCTL NpuMeHeHus npenapata. et (5 net u crapue). flcopuatudeckuii apTpuT. BTOPYIO MHBEKLMIO AENaKOT 4 Heaenm
CNyCTA NOCAe Nepeoro NPUMeHeHNs, 3atem Kaxapie 12 Hegenb. PekomeHposaHHas aosa npenapara CTenapa® y AeTeii ¢ Maccoi
Tena meHee 60 kr coctaenseT 0,75 Mr/kr. PekomeHposarnHas aosa npenapata Ctenapa® y l:leTeVl ¢ maccoii Tena 60 kr n Gonee
cocTasnseT 45 mr. PekomeHposaHHas Aosa npenapara Ctenapa® y geteil ¢ cony r v cpeaHeit
nn TAXENON cTeneHu n maccoil Tena 6onee 100 kr coctaenseT 90 mr. [letam npenapat ﬂpMMEHHETCH B YCNOBMAX CTauMoHapa.
Mpu HeahheKTUBHOCTM Tepanuu B TeveHne 28 Hefenb PEKOMEH/YeTCsl PACCMOTPETh LIENecoo6pasHoCTb NPUMEHEHUS npena-
para. Mo6ouHoe AeicTBIE. VIH(EKUI 1 MHBA3UN (MHEKUNN BEPXHIX [bIXATESTbHbIX MYTEii, HA30(APUHTHIT, CUHYCUT, BOCTA-
NEHVE MOAKOXKHON XKUPOBOIA KIIETHATKM, OfIOHTOrEHHbIE UH(EKLM, OMOSICIBAIOLLMI NALIAI, BUPYCHBIE MHDEKLMI BEPXHIX fbl-
XaTensHbIX NyTev, BySIbBOBArUHANLHBIE MPUGKOBbIE MHAEKLYV), HAPYLLEHNS CO CTOPOHbI MCUXIKM (BEMPECCHS), HapyLLEHNs CO
CTOPOHbI HEPBHOI CUCTEMbI (FONIOBOKPYXXEHUE, FONOBHAsH GONb), HAPYLUEHUS! CO CTOPOHbI [bIXATENLHOM CUCTEMSI, OPraHoB
IPY[HOI KNETKY 1 CPEOCTEHS (OPObapUHreanHasi 601, 3a/I0KEHHOCTb HOCA), HapyLLEHUS CO CTOPOHLI KT (quapest, Towu-
HOTa, PBOTA), HAPYLLEHUS CO CTOPOHbI KOXM 1 MOAKOXKHON KNETHaTKV (3y/, akHe), HapyLeHs CO CTOPOHbI ONOPHO-ABUraTesb-
HOro annapara v CoeAuHUTENLHOM TKaHw (60/b B CriMHe, MManriis, apTpanriis), o6LLMe HapYLLEHNS 1 PeaKLn B MECTE BBeAEHNS
npenapara (yCtanocTe, 3puTema B MECTe BBEfIeHs), 60/lb B MECTE BBEAEHS, PeaKLi B MECTE BBE[IEHNS (B TOM H1CTIE KPOBOT-
e4eHre, reMatoma, ynnoTHeHVe, NpUnyxnocTs 1 3ya), acteHns)). MocTper HapyLueHusi co CTopoHb!
VMMYHHOW CUCTEMBI (PEaKLWM rMnep4yBCTBUTENLHOCTY (B TOM YUCAE ChiMb, KPanVBHULA), CEPbE3HbIE PeaKLui runep4yBscTBn-
TENbHOCTY (B TOM Y1CNe aHauNakeus 1 aHMMOHEBPOTUHECKMIA OTEK), MHDEKLMM N MHBA3UN (MHMEKLMM HUKHUX OTAENOB AblXa-
TeNbHbIX NYyTei), HapYLUEHUs CO CTOPOHBI HEPBHOIN CUCTEMBI (Mapanuy MLEBOro HepPBa), HAPYLLIEHNS CO CTOPOHbI AbIXaTeNbHON
CUCTEMbI, OPraHOB rPyAHOI KNETKN N CPEAOCTEHNS (QNNePriyeckunin anbBEONNT, 303MHOMUNLHAS MHEBMOHWS, OPraHU3YIoLLAscs
MHEBMOHWS), HAPYLLIEHUS CO CTOPOHBI KOXW U1 NOAKOXHOI KNeT4aTku (MyCTynésHblii Ncopuas, LWenyLueHne Koxu, 3puTpoaepmn-
HYecKuii Nncopuas, 3KChoNMaTUBHbIN AEPMATUT, NeKOLMTOKNACTU4ECKMiA BacKynuT). OcoGble ykasanusi. UHdekuuu. MNMpenapat
Crenapa” SiBNSieTCA CeNeKTUBHLIM UMMYHOLENPECCaHTOM, 1 NOTEeHLMANbHO MOXET YBENYNBATL PUCK BOSHUKHOBEHUS MH(EeK-
it 1 peakTMBaLn NaTeHTHbIX MHMEKLMIA. B Xxoae KNMHNHECKUX UccneaoBaHuii y nauvmeHTos, nony4aswmnx npenapar Crenapa®,
Habnopanucb Cnyvan BO3HUKHOBEHUA CepbE3HbIX GakTepuanbHbIX U BUPYCHbIX WHdekuni. Mpenapat Ctenapa” He cneayet
MPUMEHSTL Y NALUMEHTOB C K/MHUYECKW 3HAYMMON akTUBHOW MHpeKumeid. CneayeT ¢ OCTOPOXHOCTBLIO NPUMEHsTL npenapar
Crenapa” y naumeHToB ¢ XPOHMYECKON NHEKLMel Unn peumnansmpyloLLieit MHdekuvelt B aHamHese. 3n10Ka4ecTBeHHbIe HOBO-
o6pa3oBaHusi. Mpenaparbl-MMyHO[IENPECCaHTLI MOMYT CNOCOGCTBOBATE YBENHEHMIO PUCKA PA3BUTIS 3/10KA4ECTBEHHBIX HO-
BOO6GPA30BaHNI. Y HEKOTOPbIX NALMEHTOB, Nony4YasLunx Npenapat Ctenapa® B pamkax KIMHWHECKUX UCCnepoBaHnii, Habnopa-
NOCb  PasBUTUE KOXHbIX U HEKOXHbIX 3M10Ka4eCTBeHHbIX HOBOOOpasosaHWil. CneayeT NpOsBAATb OCTOPOXHOCTb Mpu
HasHaueHu1 npenapara CTenapa® nauveHTam co 3/10Kauec HUSMI B , @ TaKxKe Mpu PaccMo-
TPEHUM BO3MOXHOCTM npogonmeum Tepanuu npenaparom Ctenapa’ y naLueHTos C AMarHOCTUPOBaHHbIMM 3/0KaYeCTBEHHbIMM
HOBOOGPas3 B xope noctper HHOIO H 6bInn 3aperncTpupo-
BaHbl CepbEsHble peaKuvwl UNEpHYBCTBITESNBHOCTY, BK/KONAs aHauNakcmMio 1 aHrMOHEBPOTUHECKMI OTEK. BakuuHauus.
He peKOMEH[Z\yeTCﬂ MPUMEHSTB XKMBblEe BUPYCHbIE UM XMBble GakTepuanbHble BaKLHbI OAHOBPEMEHHO ¢ npenapatom CTena-
pa”. Cony Tepanus. B HUAX Y NALUMEHTOB C 60/1e3HBI0 KpOHa 1 A3BEHHBIM KoMK~
TOM COBMECTHOE MpUMeHeHVe npenapata Ctenapa® ¢ UMMyHOMOZYISITOPaMU Ul C KOPTUKOCTEPOMAAMN HE BIMSNO Ha 630~
nacHocTb 1 addekTBHOCTe npenapata Crenapa®. MmmyHoTepanus. BesonacHocTe 1 3(hEKTUBHOCTb NPUMEHEHUs
npenapara CTenapa® y nauyeHTos, NPOLLEALLIMX MMMYHOTEPAnuIo anneprinyecknx 3abonesaHunii, He yCTaHoBSEHbI.

[Mara sbinycka: chepans, 2023 CP-347498
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LEJN W 3AAYN

Lle]'lblO XypHana <<K0]'IOI'I]JOKTO}10I'VI$|» ABNAETCA OCBELEHNE COBPEMEHHbIX TeH[J,eHLlVIﬁ
W Hay4YHO-MpaKTUYeCKunx [J,OCTVI)KEHMVI B KOﬂOpeKTaﬂbHOVI Xupypruu.

3a6oneBaHuns TONCTON KUWKM, 3a[iHETO NPOXO/a, Ta30BOr0 IHA U NPOMEXHOCTU ABNSA-
I0TCA OAHUMMU U3 Hanbonee paCI'I]JOCTpaHéHHbIX, a Kononpokrtonorua — Hanbonee
AWHAMUYHO pa3BMBa|ou.\eﬁcn xwpyprwquKon CneunanbHOCTLIO.

KonopekTanbHelit pak 3aHMMaeT 0fHy U3 BEAYLWMUX NO3ULUIA B CTPYKTYPeE OHKONOTNYe-
CKMNx 3a60neBaHM|7|, Ha6}1|0}:laeTCﬂ HeyKﬂOHHbII?I POCT BOCNANUTENbHbBIX 3abonesaHnit
KUWweYyHukKa, ,U,l/lBepTMKyﬂﬂpHOﬁ 60s1e3Hu1. [TOCTOAHHO U3MEHAITCS AVarHocTuyeckune
1 ne4yeGHble MOAXOALI MPU NEYEHUM reMOppoMAanbHON GoNesHu, Ceuleit 3afHero
npoxopa, aHanbHOW TpeLwmnHbl, aHanbHOW WHKOHTUHEHLUNU.

KOJ‘IOI‘IDOKTOHOI’M B POCCMM, KaK 1 BO BCeM O0CTanbHOM MUpE, UHTEHCUBHO BBaMMOAEVI-
CTBYIOT C OHKOJIOraMu, racTPO3IHTEPOOraMu, 06WUMU XUPYPraMu, SHROCKONUCTamMu,
I'IaTOdJVIE}VIOnOI'aMVI W cneuynannucTamun Apyrux Hay4yHo-npakKTU4YecKux HaﬂpaBﬂeHMﬁ
Bpaqeﬁuoﬂ AEATENbHOCTH.

Llenesoit ayputopueit xypHana faBAaoTCA KOJNONPOKTONOTM, @ TAKXKe Bpauu Apyrux
cneumanbuoc‘reﬁ, UHTEpeC KOTOpbIX CKOHUEHTPUPOBAH Ha 3ab0neBaHUAX TOJCTOM
KWLWKK, 3a4HEero npoxoja, Ta3oBoro AHa U NpoOMeXXHOCTH.

Xyptan «KononpokTtonoruu» oGbeanHseT KononpokTonoros Poccuu B TecHOM
COTpyAHUYecCTBe C I'IpOdJeCCVIOHaJ‘IbeIMVI OﬁbeﬁlMHeHMﬂMM Mupa u BeaywmmMn mexay-
HapoAHbIMUW 3KCNepTamu B obnactn KOﬂOpEKTaI'IbHOl;I Xupypruu.

B KypHane nyGauKYIOTCA OPUTUHANbHbIE CTaTbu, Pe3ynbTaTbl (yHAAMEHTaNbHbIX
MCCﬂe}JOBaHMVI, HanpasneHHble Ha W3yvyeHue oﬁmenamnorwqecxwx npoueccos
C Lenblo ynyyleHna neyeHunsa 60J‘IbeIX, OnuUCaHne KNUHU4YeCKnX Ha6l1K)AEHIAIZ, meTa-
aHanu3bl U 0630pbl NUTEPATYPbI MO WHUPOKOMY CMEKTPY BONPOCOB KONOMPOKTONOT UMY,
a TaKxe pe3ynbTathl KNMHUYECKUX U IKCNEPUMEHTANIbHbIX MCCHEAOB&HMVI.
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LIST OF ABBREVIATIONS

ALT — alanine aminotransferase

AST — aspartate aminotransferase

5-ASA — 5-aminosalicylic acid

AZA — azathioprine

Anti-TNF — antibodies to tumor necrosis factor
alpha

CD — Crohn's disease

BFB — biofeedback

IBD — inflammatory bowel diseases
gamma-GT — gamma-glutamyltranspeptidase
GEBD — genetically engineered biological drug
GCS — glucocorticosteroids

CI — coincidence interval

GIT — gastrointestinal tract

IPAA — ileal pouch anal anastomosis

BMI — body mass index

CT — computed tomography

LDH — lactate dehydrogenase

MMS — multimatrix shell

MP — mercaptopurin

MRI — magnetic resonance imaging

NSAIDs — nonsteroidal anti-inflammatory drugs
RCT — randomized controlled trial

ESR — erythrocyte sedimentation rate

CRP — C-reactive protein

TIS — targeted immunosuppressors

TNF-alpha — tumor necrosis factor-alpha

UC — ulcerative colitis

TERMS AND DEFINITIONS

Ulcerative colitis (UC) is a chronic colorectal
characterized by immune inflammation of its
mucosa.

KIIMHUYECKUE PEKOMEHOALMMW. Q3eennbiit konut (K51), Bapocnsie

Exacerbation (relapse, attack) of UC is the ap-
pearance of typical symptoms of the disease in
patients with UCin the stage of clinical remission,
spontaneous or medically supported.

In practice, signs of clinical exacerbation are an
increase in the frequency of bowel movements
with blood excretion and/or characteristic chang-
es detected during colonoscopy.

UC remission is the disappearance of the main
clinical symptoms of the disease [1] and heal-
ing of the colorectal mucosa (“deep remis-
sion”) [2].

UC remission, clinical — absence of blood ad-
mixture in the stools, absence of imperative/false
urges at a frequency of defecation no more than
3 times per 24 hours.

UC remission, endoscopic — absence of visible
macroscopic signs of inflammation during endo-
scopic examination of the large bowel.

UC remission, histological — absence of micro-
scopic signs of inflammation.

Steroid resistance — in the case of a severe at-
tack — the absence of positive changes on the
part of clinical and laboratory indicators, despite
the use of systemic GCS at a dose equivalent to
2 mg/kg of body weight of prednisolone ** per
24 hours, for more than 7 days;

In the case of a moderate attack, the activity of
the disease is maintained with oral administra-
tion of GCS at a prednisolone ** dose equivalent
to 1 mg/kg of body weight for 2 weeks [3,4].
Steroid addiction is an increase in the activ-
ity of the disease that occurred when the dose
of GCS was reduced after the initial improvement

CLINICAL GUIDELINES. Ulcerative colitis (K51), adults
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was achieved within 3 months from the start of
treatment.

The relapse of the disease within 3 months after
the end of treatment with GCS.

A bionaive patient is a patient who has not pre-
viously received genetically engineered biologi-
cal drugs (GEBD) or targeted immunosuppressors
(TIS).

Colectomy is a surgery to remove caecum and the
entire colon from ilecaecal valve to rectosigmoid.

1. BRIEF INFORMATION ON THE DISEASE
OR CONDITION (GROUP OF DISEASES OR
CONDITIONS)

1.1 Definition of the Disease or Condition
(Group of Diseases or Conditions)

Ulcerative colitis (UC) is a chronic disease of the
large intestine characterized by immune inflam-
mation of its mucosa.

In UC, only the large intestine is affected (with
the exception of retrograde ileitis), the rectum is
necessarily involved in the process, inflammation
is most often limited to the mucous layer (with the
exception of acute severe colitis) and is diffuse.

1.2 Etiology and Pathogenesis of the Disease
or Condition (Group of Diseases or Conditions)

The etiology of IBD, including UC, has not been
clarified. The disease develops as a result of a
combination of several factors, including ge-
netic predisposition, defects in congenital and
acquired immunity, intestinal microflora disor-
ders and the influence of environmental factors.
About 100 genetic polymorphisms associated
with UC have been described. Genetic determin-
ism leads to changes in the congenital immune
response, autophagy, violation of the mecha-
nisms of recognition of microbes, lesion of the
epithelial barrier and, as a result, perversion of
adaptive immunity. A key defect predisposing
to the development of IBD is a violation of the
recognition of bacterial molecular markers (pat-
terns) by dendritic cells, which leads to hyperac-
tivation of signaling proinflammatory pathways.
Also, with IBD, there is a decrease in the diver-
sity of intestinal microflora due to a decrease
in the proportion of anaerobic bacteria, mainly
Bacteroidetes and Firmicutes.
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Against this background, the development of IBD
occurs under the influence of triggering factors,
which include smoking, nervous stress, vitamin
D deficiency, a diet with a low content of dietary
fiber and an increased content of animal protein,
intestinal infections, especially Clostridioides dif-
ficile infection and cytomegalovirus infection.
The result of the mutual influence of genetic and
predisposing factors is the activation of various
subpopulations of T-lymphocytes: T-helper 1,2,17
types and regulatory T-lymphocytes at different
stages of inflammation, which leads to over ex-
pression of proinflammatory cytokines, such as
tumor necrosis factor-alpha (TNF-a), interleukins
1,12, 23, 17 (IL1, IL12, IL23, IL17) and others and
cell adhesion molecules.

As a result of these disorders, inflammatory lym-
phoplasmocytic infiltration and destruction of
the colorectal mucosa with macroscopic changes
characteristic of UC are formed.

1.3 Epidemiology of the Disease or Condition
(Groups of Diseases or Conditions)

The maximum prevalence of UC in the world is cur-
rently 505/100,000 of the population (in Europe),
and the incidence in different regions ranges from
0.6 to 24.3 per 100,000 population. The highest
incidence of UC 24.3/100,000 was noted in Europe,
19.2/100,000 in North America [4-8].

Data on the prevalence of UC in Russia are limited
[9,10]. The prevalence of UC is higher in northern
latitudes and in western regions. The incidence
and prevalence of UC in Asia is lower; however, it
is currently increasing. Caucasians suffer from the
disease more often than people of the Negroid and
Mongoloid races. The peak of morbidity occurs in
the age range of 20-30 years, in some countries
the second peak of morbidity is observed at the
age of 60-70 years. The incidence among males
and females is approximately the same.

1.4 Features of Coding the Disease or Condition
(Group of Diseases or Conditions) According to
the International Statistical Classification of
Diseases and Health-Related Problems

K51.0 — Ulcerative (chronic) enterocolitis

K51.1 — Ulcerative (chronic) ileocolitis

K51.2 — Ulcerative (chronic) proctitis

K51.3 — Ulcerative (chronic) rectosigmoiditis

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023



KITMHUYECKME PEKOMEHOALINU

CLINICAL GUIDELINES

Table 1. Montreal classification of UC by lesion extent [12]

The extent of Designation according to the

Characteristic

inflammation Montreal Classification
Proctitis E1 Distal UC, limited to the rectum
Left-sided colitis E2 Affected mucosa from the anal sphincter to the left flexure
Total colitis (pancolitis) E3 The lesion spreads proximally to the left flexure, capturing

the entire large intestine, sometimes in combination with
retrograde ileitis (involvement of 10-15 cm of the ileum in
the inflammatory process)

Table 2. Severity of UC attack according to Truelove-Witts criteria [3,4]

Indicator Mild attack Moderate attack Severe attack
Frequency of stools with blood per 24 hours <4 > 4, if: =6 and:
FS per 1 minute <90 /min. <90 /min. >90 /min. or
Temperature <37.5°C <37.8°C >37.8°Cor
Hemoglobin > 115 g/l =105 g/l <105 g/l or
ESR or <20 mm/h <30wmr/n >30 mm/h or
CRP Norm >30 mg/l

K51.4 — Pseudopolyposis of the colon
K51.5 — Mucosal proctocolitis

K51.8 — Other ulcerative colitis
K51.9 — Ulcerative colitis, unspecified

1.5 Classification of the disease or condition
(groups of diseases or conditions)

The existing classification of UC by the extent of
the lesion, the course, the severity of the attack
and the presence of complications determines the
choice of drug therapy, indications and the choice
of the type of surgery, as well as the frequency of
screening for colorectal cancer [11].

To describe the extent of the lesion, the Montreal
Classification is used (Table 1), which esti-
mates the extent of macroscopic changes during
colonoscopy.

It should be particularly noted that proctosig-
moiditis is included in the concept of left-sided
UC, and total colitis also includes subtotal large
intestine lesion proximal to the left flexure.
According to the course of the disease, there
are:

1. Acute (less than 6 months from the onset of
the disease);

2. Chronic continuous (duration of remission less
than 6 months on the background of adequate
therapy);

3. Chronic recurrent (duration of remission is
more than 6 months).

For the correct formulation of the diagnosis and
determination of treatment approach, the severity
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of the current attack should be assessed, for which
simple Truelove-Witts criteria are used, usually
used in common practice, and the UC activity index
(Mayo index; DAI), usually used in clinical trials.
However, to assess the prognosis of the disease
and determine the social status of the patient,
including disability, preferential supply by medi-
cal agents, free rehabilitation and other social
benefits, it is necessary to take into account the
comprehensive severity of the disease, which is
determined by the severity of the current attack,
the presence of extra-intestinal manifestations
and complications, refractory to treatment, in
particular, the development of steroid addiction
and resistance.

There are mild, moderate and severe attacks of UC
(Tables 2, 3).

In clinical practice, the so-called “extremely se-
vere or extremely severe attack” of UC is often
found, characterized by diarrhea more than 10-
15 times per 24 hours, a crucial drop of hemoglo-
bin, fever above 38°C, severe hypoproteinemia and
electrolyte downshifts, high levels of C-reactive
protein (CRP) [13-15]. Approaches to the treat-
ment of such colitis differ from the usual ones.
In English-language literature, this condition is
called “acute severe UC” [16].

The Schroeder mucosal assessment scale used in
the Mayo Index is shown in Table 4 and is used to
assess the endoscopic activity of UC.

The classification of UC depending on the response
to glucocorticosteroids (GCS) facilitates the
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Table 3. Severity of the attack according to the UC activity index (Mayo index)

Index value (points) 0 1 2 3

Stools frequency Usual 1-2 more per day 3-4 more per day |5 more per day than
than usual than usual usual

Blood in the stools No Blood Streaks Visible blood Mostly blood

The condition of the mucous layer Norm Minimum activity (1 | Moderate activity (2 | Pronounced activity

point according to | points according to | (3 points according

Schroeder) Schroeder) to Schroeder)

General assessment of the Norm Satisfactory Condition of Severe condition

condition by a doctor condition moderate severity

mucosa = 0 points);

3-5 points: mild UC attack;
6-9 points: moderate UC attack
10-12 points: severe UC attack

The severity of the UC attack is determined by the sum of the points of 4 parameters from the table:
0-2 points: remission (while the assessment of the parameters of rectal bleeding and the endoscopic state of the

Partial (incomplete) Mayo index without endoscopy data:

1-2 points: mild attack
3-5 points: moderate attack
> 6 points: severe attack

0-1 points: clinical remission (with the parameter “rectal bleeding” = 0 point)

Table 4. Classification of UC depending on endoscopic activity (according to Schroeder) [17]

1

0 (minimal activity)

2 3
(moderate activity) (pronounced activity)

Norm or inactive disease Slight hyperemia, blurred
vascular pattern. Easy

contact vulnerability

Pronounced hyperemia, absence of
vascular pattern, moderate contact

Spontaneous vulnerability,
ulceration

vulnerability, erosion)

choice of rational therapeutic approach, since the
goal of conservative treatment is to achieve stable
remission with discontinuation of GCS therapy. For
these purposes, [3,4] are distinguished as follows:
1. Steroid resistance:

a. Inthe case of a severe attack, there is no posi-
tive changes on the part of clinical and laboratory
parameters, despite the use of systemic GCS at a
prednisolone dose equivalent to 2 mg/kg of body
weight per 24 hours for more than 7 days;

b. In the case of a moderate attack — the pres-
ervation of the activity of the disease with oral
administration of GCS at a dose of prednisolone
equivalent to 1 mg/kg of body weight for 2 weeks.
2. Steroid addiction:

a. Anincrease in the activity of the disease that
occurred when the dose of GCS was reduced af-
ter the initial improvement was achieved within
3 months from the start of treatment;

b. The occurrence of a relapse of the disease with-
in 3 months after the end of treatment with GCS.
When formulating a diagnosis, it is necessary to
reflect the nature of the course of the disease, the
extent of the lesion, the severity of the current
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attack or the presence of remission, the presence
of steroid addiction or resistance, as well as the
presence of extra-intestinal manifestations or in-
testinal complications of UC. Below are examples
of formulations of the diagnosis:

1. “Ulcerative colitis, chronic recurrent course,
proctitis, moderate attack”.

2. “Ulcerative colitis, chronic continuous course,
left-sided lesion, moderate attack. Steroid addic-
tion. Extra-intestinal manifestations (peripheral
arthropathy)”.

3. “Ulcerative colitis, chronic recurrent course,
total lesion, severe attack. Steroid resistance.
Toxic megacolon”.

1.6 Clinical picture of the disease or condition
(group of diseases or conditions)

The clinical picture of UC includes four clinical
syndromes:

Intestinal syndrome. Typical intestinal symptoms
include diarrhea, mainly at night (65% of cases),
blood in the stools (95-100% of cases), tenesmus
(more often with proctitis and proctosigmoid-
itis), sometimes tenesmus in combination with
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Table 5. The main extra-intestinal (systemic) manifestations of ulcerative colitis

Autoimmune, associated with the activity of the disease

. . . Caused by prolonged
Autoimmune, non-activity- | . . yPp g .
. inflammation and metabolic
related diseases .
disorders

Arthropathies (arthralgia, arthritis)

Skin lesion (erythema nodosum, gangrenous pyoderma)
Mucosal lesion (aphthous stomatitis)

Eye damage (uveitis, iritis, iridocyclitis, episcleritis)
Liverdamage (autoimmunehepatitis)

Cholelithiasis
Liver steatosis, steatohepatitis
Peripheral vein throm BFB is,
pulmonary embolism
Amyloidosis

Primarysclerosingcholangitis
Ankylosing spondylitis
(sacroiliitis)
Osteoporosis, osteomalacia
Psoriasis, psoriatic arthritis

constipation with distal limited lesion. With proc-
titis and proctosigmoiditis, diarrhea may be ab-
sent, tenesmus predominate in the clinical picture.
For UC, unlike CD, abdominal pain is not character-
istic. There may be a moderately pronounced ab-
dominal pain syndrome of a spastic nature, more
often before the stools.

Endotoxemia is signs of systemic inflammation
due to the high activity of the inflammatory pro-
cess in the colon. Endotoxemia accompanies mod-
erate and severe forms of UC to varying degrees.
The main symptoms are general intoxication, fe-
ver, tachycardia, anemia, increased ESR, leukocy-
tosis, thrombocytosis, increased levels of acute
phase proteins: CRP, fibrinogen.

Metabolic disorders are the result of diarrhea,
toxemia, excessive loss of protein with feces due
to exudation and impaired absorption of water
and electrolytes. Clinical symptoms are typical:
weight loss (sometimes to the point of exhaus-
tion), dehydration, hypoproteinemia, hypoalbu-
minemia with the development of edematous
syndrome, hypokalemia and other electrolyte dis-
orders, hypovitaminosis.

Extra-intestinal systemic manifestations (EISM)
occurin 20-25% of cases of UC and usually accom-
pany severe forms of the disease [18] (Table 5).
Autoimmune manifestations associated with the
activity of the inflammatory process appear to-
gether with the main intestinal symptoms of ex-
acerbation and disappear with them during treat-
ment. Autoimmune manifestations that are not
associated with the activity of the process (in
the English literature they are often called “con-
comitant autoimmune diseases”) tend to progress
regardless of the phase of the underlying disease
(exacerbation or remission) and often determine a
negative prognosis of the disease.

Intestinal complications of UC include intesti-
nal bleeding, toxic dilation and perforation of
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the large intestine, as well as colorectal cancer.
Since these complications require surgery, they
are discussed in detail in Section 3.2 “Surgical
treatment”.

2. DIAGNOSIS OF THE DISEASE OR
CONDITION (GROUP OF DISEASES OR
CONDITIONS), MEDICAL INDICATIONS

AND CONTRAINDICATIONS TO THE USE OF
DIAGNOSTIC METHODS

Criteria for establishing a diagnosis/condition
based on pathognomonic data:

1) anamnesis;

2) clinical examination;

3) laboratory tests;

4) instrumental tests.

There are no unambiguous diagnostic criteria for UC.
The diagnosis is made based on a combination of an-
amnesis, clinical picture and typical endoscopic and
histological changes.

2.1 Complaints and Anamnesis

e In all patients with suspected UC, it is recom-
mended to collect anamnesis and complaints to
verify the diagnosis [19-22].

Grade of recommendation — C (Level of evi-
dence is 4)

e In particular, when collecting anamnesis, it is
recommended to clarify the presence of the fact
of smoking in order to narrow the circle of diag-
nostic search and verification of the diagnosis
[23].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. It is necessary to pay attention to the
frequency and structure of stools (liquid multiple
stools, tenesmus), evaluate the 24-hour volume of
stools, the duration of these symptoms, the presence
of blood in the stools, the type of abdominal pain;
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trips to southern countries; medications taken (in
particular, antibiotics and nonsteroidal anti-inflam-
matory drugs (NSAIDs)); smoking; the presence of
inflammatory and malignant intestinal diseases in
relatives [24,25].

2.2 Physical Examination

e Physical examination is mandatory for all pa-
tients with suspected UC in order to narrow the
circle of diagnostic search and verification of the
diagnosis: — inspection of the perianal area; —
digital rectal examination [26].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. Physical (clinical) examination may re-
veal various manifestations of UC, including fever,
peripheral edema, nutritional deficiency, signs of
perforation or toxic dilatation of the large bowel, as
well as extra-intestinal manifestations.

2.3 Laboratory Diagnostic Tests

® A detailed general (clinical) blood test is rec-
ommended for all patients with suspected UC to
diagnose anemia, comorbidities, as well as to de-
termine the degree of UC activity [27-32].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. During a clinical blood test, anemia
(iron deficiency, anemia of chronic disease, B, - or
folic deficiency anemia), leukocytosis (against the
background of chronic inflammation or against the
background of steroid therapy), thrombocytosis, an
increase in ESR can be diagnosed.

e It is recommended for all patients with sus-
pected UC to do biochemical blood analysis (to-
tal protein, albumin, glucose, ALT, AST, total bili-
rubin, gamma-GT, cholesterol, LDH, K+, Na+, Cl-,
C-reactive protein, alkaline phosphatase, fibrino-
gen) for the diagnosis of comorbidities [29,32-36].
Grade of recommendations is C (Level of evi-
dence is 4)

Comment. Biochemical test reveals electrolyte
disorders, hypoproteinemia (in particular, hypo-
albuminemia), as well as an increase in alkaline
phosphatase, which is a possible manifestation of
primary sclerosing cholangitis associated with UC.

e It is recommended for patients with acute UC
(the first attack of the disease) to differentiate di-
agnosis with acute intestinal infection [37].
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Grade of recommendations is C (Level of evi-
dence is 4)

e Tt is recommended for patients with acute UC
to check stools for toxins A and B Cl. difficile to
exclude clostridial infection [38-41].

Grade of recommendations is C (Level of evi-
dence is 4)

e Jtisrecommended to perform a laboratory test
of the feces of toxigenic Cl. difficile by methods:
enzyme immunoanalys is with the determination
of toxins A and B and/or immunochemilumines-
cence analysis with the determination of toxins A
and B and/or polymerase chain reaction.

Grade of recommendations is C (Level of evi-
dence is 4)

e Biopsies and/or PCR in the biopsy material of
the colorectal mucosa (from lesions) for the pres-
ence of cytomegalovirus (CMV) is recommended
for all patients with suspected UC, moderate and
severe UC attacks, with steroid resistance or resis-
tance to biological therapy [42,43].

Grade of recommendations is C (Level of evi-
dence is 4)

2.4 Instrumental Diagnostic Studies

e It is recommended that all patients with mild
to moderate UC activity undergo ileocolonoscopy
to verify the diagnosis. Sigmoidoscopy is recom-
mended for patients with pronounced UC activity
[25,44].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. Colonoscopy is mandatory to establish
the diagnosis of UC and assess the activity of UC, as
well as to resolve the issue of colectomy. Colonoscopy
is the main method of diagnosing UC, but there are
no specific endoscopic signs. The most peculiaris
diffuse inflammation, limited by the mucous layer,
starting in the rectum and spreading proximally, with
a clear border of inflammation. The endoscopic activ-
ity of the UC is best reflected by contact vulnerability
(the release of blood in contact with the endoscope),
the absence of a vascular pattern and the presence of
erosions and ulcerations. Detection of persistent nar-
rowing of the intestine against the background of UC
requires mandatory exclusion of colorectal cancer.

e Abdominal X-ray is recommended for patients
with severe UC attack to exclude perforation of
the large intestine [45].
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Grade of recommendations is C (Level of evi-
dence is 4)

eAbdominal X-ray is recommended that patients
with severe UC attack have an to exclude toxic
dilatation [25].

Grade of recommendations is C (Level of evi-
dence is 5)

e For all patients with suspected UC at the initial
diagnosis, in case of doubts about the correctness
of the previously made diagnosis, it is recom-
mended to perform a biopsy in order to verify the
diagnosis [46,47].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. With a long history of UC (more than
7-10 years), chromoendoscopy with a targeted bi-
opsy or a step biopsy (from each part of the large in-
testine) is advisable to exclude epithelial dysplasia.
The recommended standard of biopsy for diagnosis
is to take biopsies of the mucous layer of the rectum
and from at least 4 other areas of the large intes-
tine, as well as the mucous layer of the ileum.
Microscopic signs of UC include crypt deforma-
tion (branching, multidirection, the appearance of
crypts of different diameters, a decrease in crypt
density, “shortening of crypts”, crypts do not reach
the underlying layer of the muscle plate of the mu-
cosa), “uneven” mucosal surface in the biopsy of
the mucous membrane, a decrease in the number
of goblet cells, basal plasmocytosis, infiltration of
its own plate of the mucosa mononuclear cells with
an admixture of segmented leukocytes and eosino-
phils, the presence of crypt abscesses and basal
lymphoid clusters. The degree of inflammatory in-
filtration usually decreases with distance from the
rectum.

e It is recommended for all patients with sus-
pected UC at theinitial diagnosis, in case of doubts
about the correctness of the previously made di-
agnosis, with a long history of UC, with suspected
complications of UC, as well as to exclude pathol-
ogy of other abdominal organs, to make abdominal
ultrasound, ultrasound of retroperitoneal space
and pelvis [48,49].

Grade of recommendations is A (Level of evi-
dence is 2)

e Itis recommended for patients with suspected
UC, as a screening diagnosis, as well as to evalu-
ate the effectiveness of therapy, to conduct an
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ultrasound of the intestine to assess the extent
and severity of colorectal lesions [50].

Grade of recommendations is B (Level of evi-
dence is 2)

e Tt is recommended for all patients with sus-
pected UG, if differential diagnosis is necessary or
ifitisimpossible to perform aileocolonoscopy, one
of the following imaging methods of examination:
— magnetic resonance imaging (MRI) of the large
bowel with contrast [51];

Grade of recommendations is C (Level of evi-
dence is 4)

- computed tomography (CT) with intestinal con-
trast (in case of unavailability of expert assess-
ment or impossibility of performing MRI) [52,53].
Grade of recommendations is B (Level of evi-
dence is 3)

e Itis recommended that patients with suspect-
ed UG, if differential diagnosis is necessary or if it
is impossible to perform a colonoscopy, MRI and
CT, undergo double-contrast barium enema to as-
sess the extent of colorectal lesions, clarify the
presence of tumors, strictures, etc. [26,54,55].
Grade of recommendations is B (Level of evi-
dence is 2)

Comment. It is also possible for patients with sus-
pected UC to perform additional studies, depending
on the clinical situation.

2.5 Other Diagnostics

Additional instrumental and laboratory studies are
performed mainly for the purpose of differential di-
agnosis with a number of diseases. These are infec-
tious, vascular, drug, toxic and radiation lesions, as
well as diverticulitis, etc. At the next stage of dif-
ferential diagnosis, verification of clinical diagnoses
of UC and (D belonging to the IBD group is carried
out. Thus, the differential diagnosis of UC is car-
ried out with colorectal (D, acute intestinal infec-
tions (dysentery, salmonellosis, campylobacteriosis,
versiniosis, amoebiasis), parasitoses, intestinal le-
sions associated with Cl. difficile, including those
caused by antibiotics [56], intestinal tuberculosis,
systemic vasculitis, colorectal cancer, diverticulitis,
microscopic colitis (collagen and lymphocytic) [56],
radiation proctitis.

For the purpose of differential diagnosis and selec-
tion of therapy for extra-intestinal manifestations of
UC and comorbidities, consultation may be required:
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- a psychotherapist or a medical psychologist (neu-
rosis, planned surgery with the presence of a sto-
ma, etc.);

- an endocrinologist (steroid diabetes mellitus,
adrenal insufficiency in patients on long-term
therapy of GCS);

- dermatovenerologist (differential diagnosis of
erythema nodosum, pyoderma, etc.);

- rheumatologist (arthropathy, sacroiliitis, etc.);

— obstetrician-gynecologist (pregnancy).

3. TREATMENT, INCLUDING DRUG AND
NON-DRUG THERAPY, DIET THERAPY,
ANESTHESIA, MEDICAL INDICATIONS AND
CONTRAINDICATIONS TO THE USE OF TREATMENT
METHODS

3.1 Conservative Treatment

3.1.1 Goals and Principles of Therapy
Therapeutic measures for UC include prescribing
medications, surgery treatment, psychosocial sup-
port and dietary recommendations.

Globally, the goals of UC treatment are currently
defined by the “Treat-to-target (T2T)"” strat-
egy, which means “Treatment until the goal is
achieved”. This concept is aimed at achieving a
long-term effect of treatment, prevention of com-
plications, reducing the incidence of hospitaliza-
tions, reducing the risk of surgery and colorectal
cancer, improving the quality of life and reduc-
ing the incidence of disability in patients with
chronic diseases [57,58]. From the point of view of
common practice, the goals of UC therapy are to
achieve and maintain long-term steroidal clinical
and endoscopic remission (discontinuation of GCS
within 12 weeks after the start of therapy) [59].
In accordance with the “T2T” strategy for UC, the
primary goal of therapy should be the complete re-
lief of clinical symptoms (absence of blood in the
stools and normalization of the stools), which are
reported by the patient him/herself. It is manda-
tory to achieve endoscopic remission.

With the progression of the process and/or the de-
velopment of life-threatening complications, the
specific goal is timely surgical treatment.

As part of the “T2T” strategy, continuous monitor-
ing of the effectiveness of treatment is provided
through regular biological markers (CRP, FC) and
endoscopy [58].
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The choice of the type of conservative or surgical
treatment is determined by the severity of the at-
tack, the extent of the colorectal lesion, the pres-
ence of EIM (extra-intestinal manifestations), the
duration of the anamnesis, the effectiveness and
safety of previous therapy, as well as the risk of
complications of UC [59,60] and the presence of
risk factors for a negative prognosis of UC [61-64].
Risk Factors for a Negative Prognosis of the
Course of UC

Predictors of Aggressive Course and Predictors of
Colectomy Risk

® Age of diagnosis < 40 years (associated with a
more severe disease, a short period of remission
and a higher risk of colectomy);

® Age = 65 years at the time of diagnosis (associ-
ated with the risk of early colectomy);

e extensive lesion;

e high activity according to endoscopy (large
and/or deep ulcers);

e presence of extra-intestinal manifestations;

e early need for systemic GCS (prescription at the
onset of the disease) or the need for at least one
course of GCS;

e severe attack according to Truelove-Witts (the
number of criteria in addition to the frequency of
stools with blood = 6 times/24 hours correlates
with the prognosis: the incidence of colectomy in
the outcome of the current attack) [65];

e Extremely severe attack of UC with diarrhea
more than 10-15 times per 24 hours, progres-
sive anemia, fever above 38°C, hypoalbumin-
emia < 27 g/|, high levels of CRP and deep exten-
sive ulcers of the colorectal mucosa is associated
with a high risk of colectomy in the first days of
attack [13,15];

e Elevated levels of inflammatory markers;

® Non-smokers and former smokers tend to have
a longer duration of inflammation and slower
healing.

Smokers have more rare acute attacks and
hospitalizations.

Since the complete cure of UC patients is achieved
only by removal of large intestine (proctocolecto-
my), when remission is achieved, the non-operat-
ed patient must remain on constant maintenance
(anti-relapse) therapy.

It should be particularly noted that GCS cannot be
used as a maintenance therapy.
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Below are recommendations on the choice of
drugs for induction and maintenance of remission,
depending on the extent of the lesion and the se-
verity of the attack [26].

3.1.2 Proctitis. Mild and Moderate Attack

e Local treatment is recommended for this group
of patients.

Grade of recommendations is A (Level of evi-
dence is 1)

Comment. In this situation, it is advisable to pre-
scribe suppositories with mesalazine** (1 g/24-hr,
if necessary, the dose can be increased to 2 g/24-hr)
or rectal mesalazine foam (1 g 1 time/24-hr, if nec-
essary, the dose can be increased to 2 times/24-hr)
[26,66,67]. Evaluation of the therapeutic response
is carried out after 2 weeks [66], with a positive
response, treatment at these doses is prolonged to
6-8 weeks.

e It is recommended for patients with ineffec-
tive treatment with rectal mesalazine to prescribe
rectal forms of GCS.

Grade of recommendations is A (Level of evi-
dence is 1)

Comment. In this situation, it is advisable to pre-
scribe rectal budesonide foam 2 mg per 24 hours,
suppositories with prednisolone 10 mg (extempore)
2 times per 24 hours with an assessment of the re-
sponse after 2 weeks to achieve remission [26,68,69].
® When remission is achieved, maintenance ther-
apy is recommended — rectal mesalazine (sup-
positories or rectal foam) 1 g 3 times a week in
the form of monotherapy for at least 2 years to
maintain remission [26,70].

Grade of recommendations is B (Level of evi-
dence is 3)

¢ It is recommended, if local treatment is inef-
fective, to add oral forms of mesalazine (granules,
tablets ** tablets in a multimatrix shell (MMX**)
at a therapeutic dose according to the instruc-
tions for use to achieve remission [71].

Grade of recommendations is A (Level of evi-
dence is 2)

Comment. It is permissible to prescribe sulfasala-
zine** instead of mesalazine** [74,77].

e It is recommended for patients in the absence
of the effect of oral forms of mesalazine to pre-
scribe GCS to achieve remission [26,69].

Grade of recommendations is C (Level of evi-
dence is 5)

KIIMHUYECKUE PEKOMEHOALMMW. Q3eennbiit konut (K51), Bapocnsie

Comment. In this clinical situation, GCS is pre-
scribed in tablets at a dose equivalent to prednis-
olone 0.5-0.75 mg/kg of body weight per day to
achieve remission.

¢ Tt is recommended to combine GCS with aza-
thioprine** (AZA) or mercaptopurine** (MP) in
case of relapse requiring repeated administration
of GCS to achieve remission [26,72].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. AZA is prescribed 2-2.5 mg/kg, and
MP — 1.5 mg/kg. Local therapy (rectal budesonide
foam 2 mg per 24 hours, suppositories with pred-
nisolone 10 mg x 1-2 times per 24 hours) can be
continued.

e It is recommended to carry out maintenance
therapy of AZA 2-2.5 mg/kg (or MP 1.5 mg/kg) for
at least 2 years to maintain remission when GCS-
induced remission is achieved [71,72].

Grade of recommendations is A (Level of evi-
dence is 1)

e It is recommended for patients who have cy-
tomegalovirus DNA in the colorectal mucosa to be
treated with ganciclovir** at a dose of 5 mg/kg
2 times per 24 hours for 14-21 days to eliminate
the pathogen [26,73].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. For the period of treatment with gan-
ciclovir **, the cancellation of basic therapy is not
required.

3.1.3 Proctitis.
Extremely Rarely)
e It is recommended for patients with severe
ulcerative proctitis intravenous administration
of GCS at a dose equivalent to prednisolone **
1-1.5 mg/kg of body weight per 24 hours in com-
bination with local mesalazine therapy ** (sup-
positories, rectal foam) or in combination with
GCS rectally (budesonide foam 2 mg per day, sup-
positories with prednisone 10 mg x 2 times per
24 hours) to achieve remission [26,69].

Grade of recommendations is C (Level of evi-
dence is 5)

¢ In the case of the first attack of UC, when re-
mission is achieved, to maintain it, patients are
recommended to be treated with local forms
of mesalazine preparations (suppositories, rec-
tal foam) 1 g x 3 times a week in the form of

Severe Course (Develops
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monotherapy or in combination with oral mesala-
zine (granules, tablets, MMX tablets) at a dose of
2-2.4 g — at least 2 years to maintain remission
[26,67,70,71,74,75,76].

Grade of recommendations is A (Level of evi-
dence is 1)

Comment. It is permissible to prescribe sul-
fasalazine ** 2 g/24-hr instead of mesalazine **
[74,77].

¢ It is recommended in case of relapse requiring
repeated administration of GCS (systemic or topi-
cal), simultaneously with GCS, to prescribe AZA
2-2.5 mg/kg (or #MP 1.5 mg/kg) and then con-
tinue maintenance therapy with immunosuppres-
sants (AZA or #MP) for at least 2 years to maintain
remission [72].

Grade of recommendations is C (Level of evi-
dence is 5)

® Ganciclovir therapy** at a dose of 5 mg/kg
2 times per 24 hours for 14—21 days for the elimi-
nation of the pathogen is recommended for pa-
tients who have cytomegalovirus DNA in the
colorectal mucosa [26,73].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. For the period of treatment with gan-
ciclovir ** the cancellation of basic therapy is not
required.

3.1.4 Left-sided and Total Ulcerative Colitis.
Mild Attack

e Tt is recommended for patients with the first
attack or relapse to administer mesalazine oral-
ly (granules, tablets, MMX tablets) in maximum
therapeutic doses in accordance with the instruc-
tions for use in combination with mesalazine**
in enemas of 4 g/24-hr to achieve remission
[26,70,78,79].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. The therapeutic response is evaluated
after 2 weeks. With an improvement in the clinical
picture and positive laboratory changes, therapy
lasts up to 6-8 weeks.

¢ Ttisrecommended in the absence of the effect
of combination therapy with mesalazine prepara-
tions** the administration of rectal forms of GCS
[79,80].

Grade of recommendations is A (Level of evi-
dence is 2)
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Comment. It is advisable to prescribe rectal
budesonide foam 2 mg per 24 hours or a suspen-
sion of hydrocortisone acetate with lidocaine 125-
250 mg once per 24 hours in the form of enemas or
rectal drip to achieve remission.

e It is recommended that patients, upon reach-
ing remission, undergo maintenance therapy with
oral mesalazine** (granules, tablets, MMX tablets)
2-2.4 g/24-hr to maintain remission [81].

Grade of recommendations is A (Level of evi-
dence is 1)

Comment. Additional administration of mesalazine
** in enemas of 2 g x 2 times a week (“weekend
therapy”) increases the likelihood of long-term
remission.

e Itis recommended for patients in the absence
of a response to combined treatment with oral
mesalazine preparations** in combination with
any rectal drug, the administration of topical cor-
ticosteroids (budesonide MMX) or systemic corti-
costeroids (see section 3.1.4) to induce remission
[82].

Grade of recommendations is B (Level of evi-
dence is 3)

e Ganciclovir therapy** at a dose of 5 mg/kg
2 times per 24 hours for 14-21 days for the elimi-
nation of the pathogen is recommended for pa-
tients who have cytomegalovirus DNA in the
colorectal mucosa [26,73].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. For the period of treatment with gan-
ciclovir **, the cancellation of basic therapy is not
required.

3.1.5 Left-sided and Total Ulcerative Colitis.
Moderate Attack

e It is recommended for patients with the first
attack or relapse of UC to prescribe oral mesala-
zine (granules, tablets **, tablets ** MMX) at the
maximum therapeutic dose (in accordance with
the instructions for use) in combination with me-
salazine ** in enemas of 4 g/24-hr to achieve re-
mission [26,75,76].

Grade of recommendations is A (Level of evi-
dence is 1)

Comment. The therapeutic response is evaluated
after 2 weeks. With an improvement in the clinical
picture and positive laboratory dynamics, therapy
lasts up to 6-8 weeks.
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e Jtisrecommended that patients achieve remis-
sion with maintenance therapy with mesalazine**
(granules, tablets, MMX tablets) 2.0-2.4 g/24-hr
orally + mesalazine ** in enemas of 4 g x 2 times a
week to maintain remission [26,75,76,79].

Grade of recommendations is A (Level of evi-
dence is 1)

Comment. It is permissible to prescribe sulfasala-
zine** 2 q/24-hr instead of mesalazine** [74,77].

e It is recommended for patients without a re-
sponse to mesalazine for 2 weeks, but in the ab-
sence of signs of systemic inflammation, the ad-
ministration of topical GCS (budesonide MMX).
Topical GCS is prescribed at a dose of 9 mg/24-hr.
After 10 weeks of taking budesonide MMX, dose re-
ductioniscarried out every otherday for 1-2 weeks
until complete withdrawal [46,83,84,85].

Grade of recommendations is A (Level of evi-
dence is 2)

e It is recommended for patients with the inef-
fectiveness of mesalazine for 2 weeks and with
signs of systemic inflammation, the administra-
tion of systemic GCS to achieve a therapeutic ef-
fect [46,82,86,87,88].

Grade of recommendations is A (Level of evi-
dence is 1)

Comment. Systemic GCS is prescribed at a dose
equivalent to prednisolone * * 1 mg/kg body weight
per24 hours until a clinical response is achieved, fol-
lowed by a decrease of 5 mg in 5-7 days until com-
plete withdrawal, for no more than 12 weeks.

e It is recommended for patients, when reduc-
ing the dose of GCS to the equivalent of 35-45 mg
of prednisolone **, to additionally prescribe me-
salazine ** (granules, tablets, MMX tablets) at the
maximum therapeutic dose in accordance with the
instructions for the drugs to maintain the thera-
peutic effect (if the patient does not receive im-
munosuppressants and GEBD) [78].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. Further reduction of GCS should be car-
ried out against the background of mesalazine **
followed by the transition to maintenance therapy
with mesalazine** (granules, tablets, MMX tablets)
2.0-2.4 g per24 hours.

e Itisrecommended for patientsin case of intol-
erance to mesalazine preparations ** or, if neces-
sary, to re-prescribe GCS for a year or less, combine
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GCS with AZA** 2.0-2.5 mg/kg or MP 1.5 mg/kg to
achieve a therapeutic effect [72,89].

Grade of recommendations is A (Level of evi-
dence is 2)

e It is recommended that patients, upon reach-
ing remission, continue maintenance therapy with
AZA 2.0-2.5 mg/kg/24-hr or MP 1.5 mg/kg for at
least 2 years to maintain remission [72,89].

Grade of recommendations is A (Level of evi-
dence is 2)

e Itis recommended for patients in the absence
of the effect of GCS for 2 weeks prescription of
GEBD (infliximab **, adalimumab **, golimumab**,
vedolizumab**, ustekinumab**) or TIS (tofaci-
tinib**, upadacitinib** or ozanimod **) to achieve
remission in the form of induction (initiating)
course and maintenance therapy [90-96].

Grade of recommendations is A (Level of evi-
dence is 2)

Regimens and doses of drugs for GEBD and TIS as
part of the induction course and the maintenance
therapy:

e forinfliximab, the induction course provides for
three intravenous injections at 0, 2 and 6 weeks
at dose of 5 mg/kg of bode weight, then the same
dose for maintenance therapy every 8 weeks.

e for adalimumab, the induction course con-
sists of the first subcutaneous injection at dose
of 160 mg, afterwards the second subcutaneous
injection after 2 weeks at dose of 80 mg, then
maintenance therapy at dose of 40 mg every
2 weeks.

e for golimumab, the induction course consists
of the first subcutaneous injection of 200 mg,
the second subcutaneous injection after 2 weeks
at dose of 100 mg, then maintenance therapy
is carried out at 100 mg subcutaneously every
4 weeks.

e for vedolizumab, the induction course provides
for three-time administration at 0, 2 and 6 weeks
intravenously at dose of 300 mg, then maintenance
treatment of 300 mg intravenously every 8 weeks.
e for ustekinumab, the induction dose is admin-
istered intravenously on the first day at dose of
6 mg/kg of body weight, then after 8 weeks the
first subcutaneous injection at dose of 90 mg and
afterwards maintenance therapy at dose of 90 mg
subcutaneously every 8 or 12 weeks (depending
on the course of the disease).
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¢ for tofacitinib, 8-week induction course at dose
of 10 mg x 2 times a day, then 5 mg x 2 times a day
as a maintenance therapy.

e for upadacitinib, 8-week induction course
at dose of 45 mg in tablets once a day and then
30 mg or 15 mg in tablets once a day as a mainte-
nance therapy.

e for ozanimod, the induction course is 7 days
with a gradual increase in the dose orally accord-
ing to the instructions for use, on the 8th day and
further, the full dose is 0.92 mg once a day.

Grade of recommendations is A (Level of evi-
dence is 2)

Comment. In bio-naive patients, any of these drugs
can be used as the first line of therapy [203].

It should be borne in mind that vedolizumab is more
effective than adalimumab in the first line of ther-
apy [210].

¢ It is recommended that patients receiving in-
fliximab** combine it with immunosuppressants
(AZA** 2.0-2.5 mg/kg) to increase the effective-
ness of treatment [72,97,98].

Grade of recommendations is A (Level of evi-
dence is 2)

Comment. It is permissible to use #MP 1.5 mg/
kg instead of AZA due to the fact that MP is a
metabolite of AZA. For other GEBD, the effective-
ness of the combination with immunosuppres-
sants has not been proven. The combined use of
azathioprine and tofacitinib is contraindicated
[99,100].

e Itis recommended for patients with the effec-
tiveness of the induction course of GEBD and TIS
to carry out anti-relapse therapy with the same
drug for at least 2 years to maintain remission
[91,92,93,101,102].

Grade of recommendations is A (Level of evi-
dence is 2)

e It is recommended for patients with pri-
mary ineffectiveness or loss of response to any
of the anti-TNF drugs to change therapy to ve-
dolizumab**, tofacitinib**, ustekinumab**, upa-
dacitinib** or ozanimod** to achieve remission
[93,95,96,103,104].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. Any of these drugs can be prescribed as
the 2nd and subsequent lines of therapy with or with-
out GCS. When choosing vedolizumab after anti-TNF,
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it should be borne in mind that its effectiveness as
a 2nd-line drug is lower than in the 1st line [211].
The choice of ustekinumab as a second line of GEBD
with the ineffectiveness of the first anti-TNF is as-
sociated with better results (achievement of clinical
response and clinical remission) compared to switch-
ing to another anti-TNF or vedolizumab [225,226].

e Itis recommended for patients with loss of re-
sponse to anti-TNF drugs in the 1%t line of therapy
(recurrence of UC on the background of previously
achieved remission) optimization of therapy in the
form of increasing the dose of the drug (10 mg/kg
of infliximab ** every 8 weeks, 100 mg of golim-
umab ** every 4 weeks, 80 mg of adalimumab ev-
ery 2 weeks) or shortening the intervals between
injections (infliximab ** up to 4-6 weeks, adalim-
umab **40 mg every week) or prescribing drugs of
a different mechanism of action: vedolizumab**,
tofacitinib**, ~ ustekinumab**  upadacitinib**
or ozanimod** to achieve a therapeutic effect
[91,92,93,101,102,104,105].

Grade of recommendations is A (Level of evi-
dence is 2)

Comment. Switching to another anti-TNF drug is
possible, but its effectiveness is lower than when
switching to drugs of other classes (vedolizumab**,
tofacitinib**, ustekinumab**, upadacitinib** or
ozanimod**).

e Tt is recommended for patients with loss of
response to vedolizumab** at a standard dose of
300 mg every 8 weeks to optimize therapy in the
form of shortening the intervals between injec-
tions to 4 weeks or change to a biological drug
of another class (anti-TNF, ustekinumab**, tofaci-
tinib**, upadacitinib**, ozanimod**) [106,211].
Grade of recommendations is C (Level of evi-
dence is 4)

Comment. The effectiveness of anti-TNF in the 2nd
line of therapy after loss of response to vedolizumab
does not decrease compared to their effectiveness
in the 1st line, i.e. the use of vedolizumab does not
affect the subsequent effectiveness of anti-TNF
[211,212].

e Tt is recommended for patients with loss of
response to ustekinumab** in the standard mode
of administration every 12 weeks, optimization of
therapy in the form of shortening the intervals be-
tween injections to 8 weeks or changing to a drug
of another class (GEBD or TIS) [104].
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Grade of recommendations is C (Level of evi-
dence is 4)

e It is recommended for patients with loss of
response to tofacitinib** at a standard dose of
10 mg per day to optimize therapy to 20 mg per
day [107].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. The evidence basis on the possibility
of switching from tofacitinib to biological drugs is
insufficient.

The change of drugs is possible and remains at the
discretion of the attending physician. When sta-
ble clinical and endoscopic steroidal remission 1is
achieved, the duration of biological therapy is deter-
mined by the attending physician.

In most countries, treatment has been carried out
for many years. Early withdrawal of drugs, as a rule,
leads to a relapse of UC in a short time.

If prolonged use of GEBD and TIS is not possible,
maintenance therapy is carried out only with
immunosuppressants.

e It is recommended for patients with relapse
that occurred against the background of mainte-
nance therapy with thiopurines to prescribe GEBD
(infliximab**, adalimumab**, golimumab**, vedol-
izumab ** or ustekinumab **) or TIS tofacitinib
** upadacitinib** or ozanimod ** (with the can-
cellation of thiopurines according to the instruc-
tions for medical use) [91,92,93,95,96,101].

Grade of recommendations is A (Level of evi-
dence is 2)

Comment. Any of these drugs can be prescribed as a
first-line therapy (see section 3.1.5).

e Itis recommended for patients who have cyto-
megalovirus DNA detected in the colorectal mu-
cosa, ganciclovir therapy** at a dose of 5 mg/kg
2 times per 24 hours for 14-21 days to eliminate
the pathogen [26,73].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. For the period of treatment with gan-
ciclovir **, the cancellation of basic therapy is not
required.

3.1.6 Left-sided and Total Ulcerative Colitis.
Severe Attack

e Intravenous administration of GCS is recom-
mended for patients as the first line of therapy to
achieve remission [26,108].
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Grade of recommendations is A (Level of evi-
dence is 1)

Comment. The use of GCS is advisable at a dose
equivalent to prednisolone ** 2 mg/kg of body
weight intravenously (with a high body weight,
1.5 mg/kg may be prescribed) for 7 days or the use
of hydrocortisone ** at an equivalent dose.

The equivalence of doses and duration of action of
GCS is shown in Table 6. The response is estimated in
the range from 3 to 7 days. If the condition is stable
for three days, then therapy is continued for up to
7 days. If the patient’s condition worsens within
three days, the question of “rescue therapy” or col-
ectomy is raised.

If clinical improvement is noted after 7 days, then
GCS therapy can be continued until stable improve-
ment and then switch to oral medication and slowly
reduce the dose of 5 mg every 5-7 days.

If there is no significant clinical improvement af-
ter 7 days, the condition is regarded as steroid
resistance.

e Ttis recommended for patients to additionally
prescribe local therapy with enemas with mesala-
zine ** 4 g per 24 hours or a suspension of hydro-
cortisone acetate with lidocaine 250 mg x 1 time
per 24 hours in the form of enemas or rectal drip
to achieve remission [79,80].

Grade of recommendations is C (Level of evi-
dence is 4)

e Ttis recommended for patients with metabolic
disorders to carry out infusion therapy in order to
rehydrate, correct protein-electrolyte disorders
[59].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. Hypokalemia and hypomagnesemia in-
crease the risk of toxic dilation of the colon.

e Itis recommended for patients with hemoglo-
bin levels below 80 g/l to correct anemia in the
form of hemotransfusion (erythromass), with he-
moglobin levels from 80 to 100 g/l — parenteral
iron therapy: sucrose hydroxide complex ** iron
(III) dextran hydroxide, iron (III) hydroxide oli-
goisomaltosate, iron carboxymaltosate** [109].
Grade of recommendations is C (Level of evi-
dence is 5)

e Tt is recommended for patients to reduce the
risk of thrombosis to carry out preventive therapy
with low molecular weight heparins (ATC BO1AB),
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Table 6. Comparative characteristics of GCS

Drug Duration of action (t,,,) Equivalent dose (mg)
Cortisol (hydrocortisone) 8-12 hours 20
Prednisone 12-36 hours 5
Prednisolone 12-36 hrs 5
Methylprednisolone 12-36 hrs

unfractionated heparin**, fondaparinux sodium**
[204,205].

Grade of recommendations is B (Level of evi-
dence is 2)

e It is recommended for patients with a body
weight deficit (BMI less than 18) to prescribe ad-
ditional enteral nutrition, including tube feeding,
to improve the trophological status [110].

Grade of recommendations is C (Level of evi-
dence is 2)

Comment. Complete parenteral nutrition and/or
temporary restriction of oral nutrition is impractical.
e With the development of signs of systemic in-
flammation in patients, it is recommended to pre-
scribe antibiotics to prevent septic complications:
1 line — #metronidazole** + fluoroquinolones
(ciprofloxacin**, ofloxacin**) [111];

Line 2 — cephalosporins [112,113].

Grade of recommendations is A (Level of evi-
dence is 1)

e It is recommended for patients with a clini-
cal response to GCS after 7 days to change to oral
prednisolone ** followed by a reduction to com-
plete withdrawal of 5-10 mg of prednisolone ** in
5-7 days to maintain remission [59].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. The scheme of transition from intrave-
nous GCS to oral forms is considered individually by
the attending physician, depending on the speed of
achieving the effect and the severity of the thera-
peutic response.

With the development of steroid resistance, if there
is no immediate life-threatening or severe com-
plications requiring immediate surgery, “rescue
therapy” is indicated, against the background of
continuing treatment of GCS, i.e. strengthening
of conservative therapy, which is carried out with
infliximab (at a dose of 5 mg/kg as part of an in-
duction course at 0, 2 and 6 weeks) or cyclospo-
rine A i/v (2—-4 mg/kg for 7 days with monitoring
of renal function and determination of the con-
centration of the drug in the blood) or tofacitinib
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(20 mg/24-hr as part of an induction course for
8 weeks) [103,206,207,208]. The clinical result of
such therapy is evaluated after 7 days. Studies
have shown that the effectiveness of both regi-
mens (with infliximab and cyclosporine) on day 8
of treatment is identical, therefore, currently inf-
liximab is mainly used in foreign practice, as drug
is safer and does not require time-consuming and
expensive concentration determination. If there is
no effect after 7-8 days, surgical treatment op-
tions are considered. If it is impossible to prescribe
infliximab, it is permissible to prescribe tofacitinib
taking into account the speed of achieving the ef-
fect [207, 208] in accordance with the instructions
for use.(see section 3.1.5).

e [t is recommended that patients who achieve
remission on infliximab** continue supportive
anti-relapse therapy with the same drug accord-
ing to the standard scheme in combination with
AZA** 2-2.5 mg/kg (or #MP 1.5 mg/kg) or without
it [98,102,114].

Grade of recommendations is B (Level of evi-
dence is 3)

e Tt is recommended that patients with a posi-
tive response to i/v #cyclosporine ** after 7 days
switch to oral administration of the drug at a dose
of 2 mg/kg of body weight with the additional
administration of AZA ** 2 mg/kg (against the
background of a therapeutic dose of GCS) with
the gradual abolition of GCS for 12 weeks until
the therapeutic concentration is reached and the
beginning of the action of AZA** to increase the
duration of remission in the patient.

When remission is achieved, oral cyclosporine can
be canceled, leaving the patient on the main-
tenance therapy of AZA** for at least 2 years
[72,89,115,116].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. A significant drawback of such a treat-
ment regimen is due to the simultaneous use of
three immunosuppressive drugs at once with an in-
creased risk of adverse events.
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3.1.7 Extremely severe Ulcerative Colitis of
Any Extent

In this form, both the first attack of the UC and any
of the subsequent acute attacks can occur (for a
description, see the section “Classification of the
UC”). The patient must be hospitalized in a multi-
disciplinary (specialized) hospital for conservative
treatment, followed by mandatory supervision by a
gastroenterologist and a coloproctologist (surgeon)
to decide on the feasibility of performing surgery
within 24 hours.

e Ttisrecommended for patients with aextremely
severe attack of UC to prescribe intravenous corti-
costeroids at a dose equivalent to prednisolone **
2 mg/kg of body weight to achieve a therapeutic
effect [117].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. The effectiveness of conservative ther-
apy in extremely severe UC attack does not exceed
50%. At the same time, the clinical picture and labo-
ratory parameters are evaluated every 24 hours, and
more often if necessary. With the worsening of the
clinical picture and laboratory parameters, the only
way to save a patient’s life in anextremely severe
attack of UC is colectomy. With significant positive
changes on the part of the clinical picture and labo-
ratory parameters, with a sufficient degree of cau-
tion, it is possible to continue intravenous therapy
with GCS for up to 14 days. If there is no positive
changes within 3 days, then this condition is regard-
ed as steroid resistance.

¢ In the case of steroid resistance, if there is no
immediate threat to the patient’s life or the devel-
opment of severe complications requiring urgent
surgery, for this group of patients it is recom-
mended to prescribe “second-line” therapy (in
the English literature, “rescue therapy”), which
includes the following treatment options:
infliximab** 5 mg/kg (administered as part of an
induction course at 0, 2 and 6 weeks) [118,119] or
#cyclosporine** (preferably intravenous) 2—-4 mg/
kg for 7 days with monitoring of renal function
[120,121] ortofacitinib 20 mg/24-hr as part of an
induction course for 8 weeks [103,206,207,208].
Grade of recommendations is A (Level of evi-
dence is 2)

Comment. Other biological drugs are not used as
“rescue therapy”. Surgery is indicated for this group
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of patients with negative shifts or in the absence
of a response on day 7 of therapy with infliximab**,
cyclosporine** or tofacitinib** [122].

e It is recommended that patients who achieve
remission on infliximab** continue supportive
anti-relapse therapy with the same drug accord-
ing to the standard scheme in combination with
AZA** 2-2.5 mg/kg (or #MP 1.5 mg/kg) or without
it [98,102,114].

Grade of recommendations is B (Level of evi-
dence is 3)

e It is recommended that patients who achieve
remission on tofacitinib ** continue maintenance
therapy with the same drug 10 mg/24-hr. [103].
Grade of recommendations is C (Level of evi-
dence is 4)

e It is recommended that patients with a posi-
tive response to i/v #cyclosporine ** after 7 days
switch to oral administration of the drug at a dose
of 2 mg/kg of body weight with the additional ad-
ministration of AZA ** 2 mg/kg (against the back-
ground of a therapeutic dose of steroids) with the
gradual abolition of steroids for 12 weeks until
the therapeutic concentration is reached and the
beginning of the action of AZA** to increase the
duration of remission in the patient.

When remission is achieved, oral cyclosporine can
be canceled, leaving the patient on the mainte-
nance therapy of AZA** for at least 2 years [72,
89,115,116].

Grade of recommendations is C (Level of evi-
dence is 5)

3.1.8 Biosimilars (Bio-analogues)

Biosimilars are biological medicinal products
containing a version of the active substance al-
ready approved by the original biological medici-
nal product (reference drug) [213]. Currently, the
biosimilar market is constantly expanding. In rela-
tion to IBD, this still applies to biosimilars based
on monoclonal antibodies to TNF-alpha. In Europe
alone, 21 biosimilars have been registered in the
last decade, of which 14 are based on adalimumab
and 4 are based on infliximab [214]. Biosimilars
of infliximab and adalimumab have also been
registered in the Russia, analogues of tofacitinib
have recently appeared. The use of biosimilars
reduces the economic burden on the healthcare
system and, thereby, significantly expands the
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possibilities of using and accessibility of GEBD.
Now there is a sufficient evidence for the effec-
tiveness and safety of biosimilars, but among cli-
nicians there remains a prejudice against them as
drugs with lower efficacy [215].

The European Organization for the Study of IBD
(ECCO) in 2017 declared a position on the use of
biosimilars in IBD, which emphasizes that after
registration, a biosimilar is considered to be as ef-
fective a drug as the original product, and large
observational studies are required to assess its
long-term effectiveness and safety [216]. It is
from these positions that a systematic review of
90 studies in various immuno-inflammatory dis-
eases in 2018 showed that in the vast majority of
studies there were no differences in safety, effica-
cy or immunogenicity between biosimilars and the
corresponding original drugs, which indicates the
preservation of a good benefit-risk profile when
switching from the original drug to a biosimilar
[217]. Real clinical practice in European countries
and the USA demonstrates similar efficacy, safety
and immunogenicity when switching IBD patients
from the original infliximab to its biosimilars
[218-222]. Only in one study, in 9.9% of cases,
the need for reverse switching from a biosimilar
to a reference drug was recorded due to undesir-
able manifestations from the skin, gastrointesti-
nal tract or due to loss of response to the drug.
In the vast majority of patients, the response to
treatment after the reverse switch restored [220].
Comparison of adalimumab and its two analogues
in patients with IBD in Italy showed no significant
difference in efficacy, safety and immunogenicity
between the drugs after the induction course and
after 6 months of maintenance treatment [223].
The results of long-term post-marketing monitor-
ing of the efficacy and safety of biosimilars based
on monoclonal antibodies for 7 years did not re-
veal any side effects specific to biosimilars [224].
The ECCO consensus emphasizes that the decision
to switch from an original drug to a biosimilar for
non-medical reasons should be carried out in ac-
cordance with national clinical guidelines and all
information should be brought to the attention of
the patient and explained to him [216]. Despite
the clearly formulated statements about biosimi-
lars, there are certain contradictions in this mat-
ter, according to which the adopted provisions are
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based on studies with different methodological
approaches and an insufficient number of obser-
vations, which limits their reliability [227].
Russian publications indicate that frequency of
secondary loss of response and adverse events in
IBD patients when switching from the original in-
fliximab to its biosimilar is about 30%, which is
significantly higher than in patients who reqularly
receive the original drug. In addition, the frequen-
cy of adverse events is significantly higher in pa-
tients receiving the drug according to INN, which
leads to unjustified and unrequlated alternation
of the original drug and bioanlogs compared with
patients receiving drugs by trade name [228].

The provision on biosimilars is being introduced
for the first time in the Russian clinical guidelines
for UC. Because Russian biosimilars are not repre-
sented on the foreign market, international data
on successful switching experience will have lim-
ited applicability for Russia. Therefore, it is nec-
essary to extrapolate these data with caution to
domestic clinical practice.

e It is recommended to use both the original
drug and its biosimilars as equivalent medicines
when indications for the administration of a GEBD
class of TNF-alpha inhibitors (infliximab and adali-
mumab) [215,216].

Comment. This provision applies equally to the pri-
mary administration of anti-TNF drugs in bio-naive
patients, and switching from the original drug to a
biosimilar for non-medical indications. However, it
should be aware that frequent switching from the
original drug to a biosimilar or different biosimilars
and back according to INN can lead to a worsening
of course of the disease, a rapid loss of response and
adverse events [228].

Switching from one anti-TNF drug to another within
the same class with a loss of response to the first
drug is not recommended either for original drugs or
for biosimilars (see section 3.1.5). There is not yet a
sufficient evidence basis for the use of biosimilars of
drugs of other classes for the treatment of UC.

3.2 Surgical Treatment
3.2.1 Indications for Surgical Treatment of UC:
Ineffectiveness or Impossibility to Continue
Conservative Treatment
Indications for surgical treatment of UC are the in-
effectiveness of conservative treatment (steroid
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resistance, inefficiency of GEBD) or the impos-
sibility of their continuation (steroid addiction,
intolerance or contraindications for conservative
treatment), intestinal complications of UC (toxic
dilation, intestinal perforation, intestinal bleed-
ing), as well as colorectal cancer or a high risk of
its occurrence.

The ineffectiveness of conservative therapy is
evidenced (see section 1.5):

e Steroid resistance;

e Steroid addiction.

Steroid addiction can be effectively overcome
with the help of GEBD and/or immunosuppres-
sants (AZA**, MP**) in 40-55% of cases [78,116],
and with steroid resistance, the administration of
cyclosporine** or infliximab** allows to induce
remission in 43-80% of cases [118,119,120].
However, in some patients with a high risk of
complications and ineffectiveness of conser-
vative therapy with the development of ste-
roid resistance or addiction, surgical treatment
is possible without attempting to use GEBD or
immunosuppressants.

3.2.2 Indications for Surgical Treatment of UC:
Intestinal Complications of UC

e Patients with complications of UC (intestinal
bleeding, perforation of the large intestine, toxic
dilation on the background of adequate infusion
therapy) are recommended to undergo subtotal
colectomy or total colectomy or proctocolectomy
(with severe rectal activity) to increase the pa-
tient’s life expectancy [123,124,125].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. Toxic dilation of the colon (toxic mega-
colon) is an expansion of the colon 6 cm or more
unrelated to obstruction with intoxication phenom-
ena. Risk factors for toxic dilation include hypoka-
lemia, hypomagnesemia, bowel cleansing for colo-
noscopy using osmotic laxatives and antidiarrheal
medications. Indirectly, the development of toxic
dilatation is indicated by a sudden decrease in the
frequency of stools against the background of exist-
ing diarrhea, bloating, as well as a sudden decrease
or disappearance of pain syndrome and an increase
in symptoms of intoxication (an increase in tachy-
cardia, a decrease in blood pressure). Perforation of
the large intestine is the most dangerous complica-
tion of UC with almost 50% mortality.
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3.2.3 Indications for Surgical Treatment of UC:
Colorectal Cancer

In patients with a long history of UC, the risk of
colorectal cancer is significantly increased, which ne-
cessitates regular check-up to detect dysplasia in the
epithelium of the colorectal mucosa. The probability
of cancer is influenced by the following factors:

a) The duration of the history of UC: the risk
of colorectal cancer is 2% at 10-year-old, 8% at
20-year-old and 18% at 30-year-old history [126];
b) The onset of the disease in childhood and adoles-
cence, although this factor can only reflect the du-
ration of the anamnesis and is not an independent
predictor of colorectal cancer [127];

¢) The extent of the lesion: the risk is most elevat-
ed in patients with total UC, while in patients with
proctitis the risk does not differ from the average in
the population;

d) The presence of primary sclerosing cholangitis
[128];

e) Family history of colorectal cancer;

f) Severe attacks of UC in the anamnesis or continu-
ous course of UC. The consequence of high UC activ-
ity may be inflammatory polyposis, which is also a
risk factor for colorectal cancer [129].

A control colonoscopy should be performed in condi-
tions of good preparation of the intestine and, pref-
erably, during remission, since active inflammation
makes it difficult to detect dysplasia.

Clarifying endoscopic techniques are used for screen-
ing neoplastic changes in the mucous membrane:
video colonoscopy with chromoscopy in combina-
tion with dye or virtual (optical) chromoscopy with
targeted biopsy [130, 131, 132]. When using clari-
fving endoscopic techniques, a search biopsy is not
required.

The results of the screening biopsy affect the ap-
proach for further treatment and follow-up.

e Surgical treatment in the scope of total col-
ectomy is recommended for patients with UC
when a high degree of dysplasia is detected in
the biopsy from a macroscopically unchanged
mucosa [126].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. It is possible to perform a proctocolec-
tomy with permanent terminal ileostomy or a proc-
tocolectomy with the simultaneous ileal pouch with
protective loop ileostomy.
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The presence of dysplasia in the epithelium of the
colorectal mucosa should be confirmed by a second
independent pathologist. The type of surgery is dis-
cussed together with the patient, thereby taking
into account his/her desire for the preservation of
anal defecation or the permanent ileostomy.

e It is recommended, when mild dysplasia is de-
tected in the epithelium of a macroscopically un-
changed mucosa, to discuss individually with the
patient two options for surgical treatment — to-
tal colectomy (or proctocolectomy) with the per-
manent terminal ileostomy and proctocolectomy
with the simultaneous formation of ileal pouch
under the guise of a loop ileostomy to improve the
patient’s quality of life or continuation of regu-
lar endoscopic screening with a reduction in the
interval between studies in the period from 6 to
12 months [126].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. The type of surgery should be discussed
with the patient, thereby taking into account his de-
sire for the preservation of anal defecation or the
formation of a permanent ileostomy.

The patient has the right to refrain from surgical
treatment, in which case endoscopic screening is
offered.

e It is recommended for patients with UC remis-
sion, upon confirmation of the presence of an ad-
enomatous polyp (endoscopically and according
to the results of a pathomorphology), to perform
a standard polypectomy for secondary cancer pre-
vention [128].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. In patients with remission of UC in the
presence of large neoplastic lesions of the large in-
testine and the absence of dysplasia in the epithe-
lium of the mucosa outside of these lesions, it is pos-
sible to perform mucosectomy or dissection in the
submucosal layer [133,134].

® Colectomy is not recommended for patients
with UC in the presence of an adenomatous polyp
with severe dysplasia, if there is no dysplasia in
the epithelium of the mucosa in other parts of the
large intestine or corresponds to a mild degree
[128].

Grade of recommendations is C (Level of evi-
dence is 4)
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e Itis recommended for patients with ulcerative
colitis in the presence of a narrowing area in the
large intestine to conduct an endoscopic exami-
nation with a biopsy from the narrowing area to
exclude colorectal cancer [129].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. Dysplasia in the epithelium of the
mucous membrane should be confirmed by a sec-
ond pathologist, and then the treatment program
should be discussed by a multidisciplinary medical
consultation.

If the colonoscopy is not total due to the presence
of narrowing, CT with intravenous and intraluminal
contrast is necessary to assess the nature of changes
in the large intestine wall proximal to the narrowing
[135].

All patients with colorectal cancer on the back-
ground of ulcerative colitis, after an oncological
consultation, are shown surgical treatment in the
scope of total colectomy with abdominal-anal resec-
tion of the rectum to eliminate the risk of malignant
transformation in the remaining parts of the large
intestine.

3.2.4 Surgery Types

In most patients with UC, modern conservative
treatment allows controlling the inflammatory
process. However, in 10-30% of patients, due to
the ineffectiveness of drug treatment, it is neces-
sary to resort to surgery aimed at removing the
large intestine [123,124]. Until the early 1980s,
the standard of surgical treatment was procto-
colectomy with terminal ileostomy, despite the
episodic formation of ileorectal anastomosis.
Over the past 20 years, reconstructive surgery has
become the new gold standard — total colectomy
with pouch (proctocolectomy with IPAA) [136,137]
(Table 7). In the absence of complications, this
surgery provides the possibility of controlled def-
ecation through the anus with a satisfactory qual-
ity of life [136]: the frequency of defecation after
the formation of IPAA is 4-8 times per 24 hours
[138-140], and the average 24-hour volume of
semi-formed/liquid stools is about 700 ml per 24
hours (compared with 200 ml/24-hr in a healthy
person).

All patients who are going to undergo surgery (to-
tal or subtotal colectomy or colectomy with in-
tersphincter resection of the rectum) due to the
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Table 7. Methods of surgical treatment of UC

With the formation of
a permanent ileostomy

With the restoration of defecation through the anus

With the formation of
IPAA, in 2 stages:

Colectomy with
abdominal-anal

With the formation of IPAA, in 3 stages:

Subtotal colorectal
resection with

resection of the rectum
and the formation of

1. Colectomy with rectal
resection, IPAA, loop

1. Subtotal colorectal resection (subtotal
colectomy), terminal ileostomy;
2. Proctectomy, IPAA formation, loop

a permanent terminal | ileostomy;
ileostomy 2. Closure of the loop  |ileostomy;
ileostomy

3. Closure of the loop ileostomy

ileorectal anastomosis
(in exceptional cases)

ineffectiveness of conservative treatment, with the
exception of intestinal complications, it is prefer-
able to use laparoscopic technologies to reduce the
rate of intraoperative and postoperative morbidity,
faster recovery, reduce the risk of adhesions in the
abdominal cavity, reducing the risk of fertility de-
cline and improving the cosmetic result [141-146].
3.2.5 Choosing the Type of Surgery
Reconstructive surgery with IPAA, despite its obvi-
ous attractiveness to the patient, is not possible in
all cases, since a number of factors worsen the func-
tional outcome of the surgery and increase the risk
of complications, leading to the need to remove the
pouch in 3.5-10% of patients [147-149].

In patients of older age groups with UC, despite the
higher incidence of concomitant diseases, the sur-
gery itself with ileal pouch is safe [150]. The anal
sphincter function, which plays a key role for the
normal functioning of IPAA, as a rule, worsens in
older age groups [151].

In addition, patients over 60 years old are more like-
ly to develop complications, in particular, pouch and
anastomotic stricture [152, 153]. At the same time,
no specific age threshold for refusing to form IPAA
has been determined.

The IPAA by 30-70% increases the risk of infertility
in women of childbearing age with UC [154-158].
The risk of infertility is associated with the adhesive
process involving the fallopian tubes. Planned preg-
nancy and the young age of a woman are not contra-
indications to the IPAA. However, the patient should
be warned about the potential risk of infertility. In
some cases, it is possible to consider the formation
of an ileorectal anastomosis as an intermediate
stage of surgical treatment (see below).

In all patients with UC, when indications for surgery
arise, the use of laparoscopic technologies reduces
the risk of infertility by 90% [158].

In approximately 10% of patients, even with a
pathomorphological study of the surgical specimen
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after colectomy, it is not possible to make a differen-
tial diagnosis between CD and UC, and therefore they
are diagnosed with unspecified colitis. The decision
on the formation of IPAA in such cases is made indi-
vidually, while the patient should be warned about
the risks of ineffectiveness of reconstructive plastic
surgery and other complications associated with CD.
In patients with UC in the presence of concomitant
diseases such as rectal cancer and severe anal in-
continence of the 2nd or 3rd degrees, the IPAA is
impractical.

e It is recommended that patients with severe
UC attack who did not respond to conservative
treatment, as well as patients with UC who, by the
time indications for surgery were established, had
hormone therapy with prednisolone for more than
6 weeks** at a dose of at least 20 mg per 24 hours
for more than 6 weeks, undergo three-stage sur-
gical treatment (colectomy with ileostomy at the
first stage, the ileal pouch and a loop ileostomy
at the second stage, and the closure of a loop il-
eostomy at the third stage) to reduce the risk of
postoperative complications [159-161].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. In all patients with severe or extreme-
ly severe attack of ulcerative colitis, if indications
for surgery arise, surgical intervention should be at
least colectomy with end ileostomy, which allows to
improve the general condition of the patient, elimi-
nate metabolic disorders, and pathomorphology of
the removed specimen excludes CD. Colectomy is a
relatively safe surgery even in patients in critical
condition [159-161]. With sufficient qualification of
the surgeon, it is safe to use laparoscopic technolo-
gies [162, 163].

The ileorectal anastomosis does not lead to a cure
of the patient and does not exclude the possibility
of recurrence of inflammation in the rectum and the
development of cancer [164-166]. This surgery in UC
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can be performed only in exceptional cases in women
planning pregnancy. A prerequisite is the presence
of remission in the rectum and the patient’s consent
to a regular rectal examination with a mucosal bi-
opsy [165, 167].

3.2.6 Surgery Features in the Formation of
Ileal Pouch

In patients with UC who have undergone colectomy,
reconstructive plastic surgery with IPAA is per-
formed in specialized hospitals, since the morbidity
rate and the functional outcome of such procedures
significantly depends on the personal experience of
the surgeon [165].

The Length of the Preserved Rectum and/or
Sigmoid Colon

For patients with UC, when performing colectomy for
urgent indications, which are planned for ileal pouch
in the future, it is advisable to preserve the entire
rectum and low mesenteric vessels to improve the
quality of life. It is advisable to cross the rectum at
the level of promontorium or additionally preserve
the distal sigmoid colon (the decision is made by
the operating surgeon). While maintaining the distal
part of the sigmoid colon, it is displayed on the ante-
rior abdominal wall in the form of aendsigmostomy.
The latter option is the safest, since at the same
time there is no stump of the intestine in the ab-
dominal cavity. When crossing the rectum at the lev-
el of promontoriumfor several days, drainage of the
stump through the anus is recommended to prevent
the leakage due to the collection of mucus. In case
of preservation of the diverted rectum or rectum and
sigmoid colon, the development of secondary inflam-
matory changes of the mucosa (diversion colitis) is
possible. Controlled trials of drugs in patients after
colectomy have not been done yet. Empirical treat-
ment consists in topical application of mesalazine
[168], steroids, washing of the diverted rectum with
antiseptic solutions.

The IPAA

For patients with UC who are planning surgical treat-
ment with ileal pouch, in order to improve functional
results, it is advisable to keep the distal rectum no
longer than 2 cm above the dentate line. The preser-
vation of an extended rectal stump (more than 2 cm
above the dentate line) may cause chronic inflam-
mation in it with pouch dysfunction, and also con-
tributes to the preservation of the risk of dysplasia
and (very rarely) cancer [164]. If it is impossible to
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form a pouch-rectal anastomosis using a stitching
device, abdominal-anal resection of the rectum
should be performed and a manual ileoanal anasto-
mosis should be applied.

Morphological changes in the epithelium of the
pouch usually develop 12-18 months after the clo-
sure of the ileostomy and are characterized by flat-
tening and reduction of the number of villi, and are
often accompanied by the development of colorectal
metaplasia [169,170], which is potentially associ-
ated with the risk of malignant transformation of
the mucosa of the pouch. In addition, when apply-
ing stapler IPAA, a small area of the rectal mucosa
(“cuff”) is preserved. The risk of developing pouch
cancer is increased in patients operated for cancer or
dysplasia against the background of UC (and when
dysplasia is detected in removed specimen), as well
as in patients with primary sclerosing cholangitis
(PSC). Scientific substantiation of the frequency of
control check-up of patients with IPAA has not been
performed; however, in patients with the presence
of the above risk factors, it is advisable to conduct
control pouch endoscopy with a mucosal biopsy at
least once every 2 years.

3.2.7 Medications during Surgical Treatment
The effect of drug therapy on the risk of operation.
e Tt is recommended to carry out drug therapy
(hormonal, immunosuppressive, GEBT) with cau-
tion during surgical treatment to reduce the risk
of postoperative complications [171-176].

Grade of recommendations is C (Level of evi-
dence is 4)

Comment. Taking prednisolone** at a dose of
more than 20 mg for more than 6 weeks increases
the rate of postoperative complications [171, 172].
Preoperative administration of AZA and MP does
not worsen the outcome of surgical treatment [173],
while the administration of infliximab** and cyclo-
sporine**# shortly before surgery may increase the
frequency of postoperative complications [174, 175],
although data on infliximab** remain contradic-
tory [176]. Abrupt discontinuation of GCS therapy
can cause withdrawal syndrome (acute adrenal in-
sufficiency, the so-called Addison crisis), which ne-
cessitates the temporary continuation of hormone
therapy after surgery until complete withdrawal.
At the moment, there is no reliable scientific basis
to substantiate any scheme for stopping hormone
therapy after colectomy for UC. The dose of GCS for
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further oral administration during the withdrawal of
hormone therapy is determined by the duration of
previous therapy and the value of doses used.
According to the recommendations of the European
Society for the Study of UC and CD (ECCO) [26], if hor-
mone therapy was carried out no more than a month
before surgery, it is possible to stop taking GCS im-
mediately after surgery.If the patient received GCS
for more than a month before surgery, after surgery
it is advisable to switch from the above-described
high parenteral dose to oral administration of GCS at
a dose not lower than the upper limit of the 24-hour
stress production of cortisol, that is, not lower than
20 mg of prednisolone **.

3.2.8 Pouchitis and Other Complications of
Surgical Treatment in the Formation of a Small
Intestine Pouch

Pouchitis is a nonspecific inflammation of the ileal
pouch and the most common complication of IPAA.
Its incidence varies in a wide range from 15% to
50% within 10 years after the IPAA in large special-
ized centers [177-179]. Such differences may be
due to a significantly higher risk of pouchitis in UC,
exceeding the rate of this complication in IPAA for
other diseases (in particular, familial adenomatous
polyposis) [180-181].

In patients with picture of pouchitis, intestinoscopy
(pouch endoscopy) should be performed to assess
the degree of inflammatory changes in the pouch
mucosa with biopsy.

Pouchitis is accompanied by abscesses, fistulas, ste-
nosis of the IPAA and the risk of developing cancer
in the pouch. The latter complication is extremely
rare and almost always occurs when severe dysplasia
or cancer is detected in the removed specimen after
colectomy.

Differential diagnosis of suspected pouchitisis per-
formed with irritable pouch syndrome (IPS), isch-
emic lesions, CD and other rare causes of pouch
dysfunction, such as collagenose, cytomegalovirus
and Clostridioides difficile-associated pouchitis.
The possibility of the development of nonspecific
ileitis caused by taking NSAIDs and the syndrome
of excessive bacterial growth should be taken into
account.

The main drugs used for the treatment of pouchitis
remain antibiotics, which makes it possible to clas-
sify pouchitis as antibiotic-sensitive, antibiotic-de-
pendent and antibiotic-resistant.
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e For patients with pouchitis, first-line therapy,
including a 14-day course of oral metronida-
zole** (15-20 mg/kg/24-hr) or ciprofloxacin**
(1,000 mg/24-hr) is recommended to achieve a
therapeutic effect [182].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. Adverse events are much more common
when taking metronidazole.

In cases of antibiotic-resistant pouchitis, oral
budesonide (9 mg) may be prescribed for 8 weeks.

e Tt is recommended for patients with pouchitis
in the absence of an effect or with the develop-
ment of dependence on taking these drugs, to pre-
scribe reserve drugs — rifaximin (2,000 mg/24-hr)
and tinidazole (1,000-1,500 mg/24-hr), including
in combination with ciprofloxacin (1,000 mg/24-
hr), rectal corticosteroids, rectal drugs mesalazine
** azathioprine** to achieve a therapeutic effect
[182].

Grade of recommendations is C (Level of evi-
dence is 5)

e It is recommended for patients with chronic
therapy-resistant pouchitis in case of ineffective-
ness of first-line therapy and reserve medications,
to prescribe #TNF-a blockers [183], #vedolizumab
[184] or #ustekinumab [185] for induction and
maintenance of remission.

Grade of recommendations is C (Level of evi-
dence is 5)

Inflammation of the Mucosa of the Preserved
Area of the Rectum

Another potential complication of IPAA is inflam-
mation of the mucosa of the rectum, preserved
during the application of a stapler anastomosis.

¢ Tt is recommended for patients with proctitis
after ileal pouch, to conduct treatment with me-
salazinesuppositories ** 500 mg 2 times per 24
hours and/or rectal corticosteroids to achieve a
therapeutic effect [68].

Grade of recommendations is A (Level of evi-
dence is 1)

3.2.9 Ileostomy Dysfunction after Surgical
Treatment of UC

Ileostomy dysfunction refers to an increase in the
volume of intestinal discharge through the ileostomy
of more than 1,000 ml per 24 hours. This condition is
also accompanied by rapidly progressing metabolic
and water-electrolyte disorders [186, 187].
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e Itis recommended for patients with ileostomy
dysfunction to use an algorithm for laboratory
diagnosis of Clostridioides difficile —associated di-
arrhea, including molecular biological fecal test
for the pathogen Cl. difficile or immunochromato-
graphic rapid fecal test for toxins A, B and binary
toxin Cl. difficile [186,188].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. In addition to abundant liquid discharge
through the stoma, the clinical picture also shows
an increase in body temperature to 39°C, flatulence,
rarely complaints of nausea, vomiting, abdominal
spastic pain. In laboratory tests: anemia, hypopro-
teinemia, hypoalbuminemia, hypokalemia, an in-
crease in the level of CRP, rarely an increase in cre-
atinine concentration.

e It is recommended for patients with mild il-
eostomy dysfunction to prescribe a diet therapy,
antispasmodics and drugs that slow down the pas-
sage through the gastrointestinal tract to achieve
a therapeutic effect and improve the patient’s
quality of life [186-188].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. The mild form of the disease is charac-
terized by an increase in the volume of intestinal
discharge by ileostomy, without signs of systemic
inflammation.

e It is recommended for patients with a moder-
ate form of ileostomy dysfunction, when confirm-
ing the diagnosis of clostridial infection, to pre-
scribe metronidazole at a dose of 500 mg orally
three times a day for 10 days. In the absence of
a clinical effect from metronidazole ** after
5-7 days, the drug is changed to vancomycin **
at a dose of 1,000 mg per day per os for 10 days
to achieve a therapeutic effect and improve the
patient’s quality of life [186,187,189,190].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. The moderate form is characterized by
an increase in the volume of intestinal discharge
by ileostomy, an increase in body temperature and
changes in laboratory parameters: with an increase
in the level of leukocytes in the blood more than
15 x 10°/l, serum creatinine above 115 mmol/l, a
rise in body temperature above 38°C and a decrease
in albumin less than 25 g/|, patients should receive
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treatment in a 24h hospital. In case of confirmation
of clostridial infection, the administration of vanco-
mycin ** at a dose of 1,000 mg orally per day for
10 days is indicated.

e It is recommended for patients with severe
ileostomy dysfunction when confirming the diag-
nosis of clostridial infection, along with infusion
therapy, to prescribe vancomycin orally at a dose
of 500 mg 4 times a day in combination with met-
ronidazole ** at a dose of 500 mg 3 times a day
intravenously [187,191].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. A severe form of ileostomy dysfunction,
in addition to an increase in the volume of intestinal
discharge through the ileostomy, is manifested by
abdominal pain of a spastic nature, the development
of fever up to hectic values, leukocytosis, hypoalbu-
minemia. If it is impossible to administer the drug
through the mouth, vancomycin ** is prescribed in-
tramuscularly — while the drug at a dose of 500 mg
is diluted in 500 ml of 0.9% sodium chloride solu-
tion and injected into the intestinal lumen four
times a day. Deterioration of the patient’s condition
with the occurrence of hypotension, hyperthermia
above 38.5° (, stools retention, pronounced bloat-
ing, change of consciousness, leukocytosis above
15 x 10° or leukopenia below 2 x 10°, increased se-
rum lactate levels above 2.2 mmol/L, the develop-
ment of multiple organ failure syndrome requires
his/her transfer to the intensive care unit for further
treatment.

4. MEDICAL REHABILITATION, MEDICAL
INDICATIONS AND CONTRAINDICATIONS TO THE
USE OF REHABILITATION METHODS

There are no specific rehabilitation measures for
patients with UC.

Since in some cases UC therapy is associated with
the use of immunosuppressants, the main method
of rehabilitation of patients is the prevention of
opportunistic infections described in section 5.
In patients who required surgical treatment of ul-
cerative colitis, rehabilitation is possible in three
stages.

The 1st stage is early rehabilitation, carried out
immediately after surgical treatment from the 2nd
to the 14th day. The main task of the 1st stage of
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rehabilitation is to restore the normal functioning
of the gastrointestinal tract after surgery.

Itis at this stage that urination disorders are most
often detected and should be corrected. An impor-
tant role is also assigned to the control of homeo-
stasis, measures aimed at healing postoperative
wounds, relief of postoperative pain syndrome,
activation of the patient. During this period, lab-
oratory parameters are monitored by prescribing
a general blood test, a biochemical blood test, a
blood coagulogram, and a general urine test.

The 2nd stage of rehabilitation begins after
15 days and continues as necessary in the future.
It is aimed at the final healing of postoperative
wounds with control over the activity of the gas-
trointestinal tract and other body systems. This
stage can be carried out both on an outpatient
basis and in a day- or 24h hospital.

The 3rd stage of rehabilitation is carried out in
the late rehabilitation period in patients with
both permanent ileostomy and before reconstruc-
tive and restorative surgery. The main task at this
stage is to normalize the function of the gastroin-
testinal tract, measures aimed at identifying and
correcting violations of the function of the rectal
occlusion apparatus.

Anal Sphincter Incontinence

Rehabilitation is possible in stages 2 and 3. In a
number of patients whose surgery for UC resulted in
ileal pouch, there is a decrease in the anal function.
In patients with UCwith anal sphincter incontinence,
before reconstructive and restorative treatment, it
is advisable to study the function of the rectal oc-
clusion apparatus (sphincterometry, profilometry,
sacral nerve latency), followed by consultations with
a physiotherapist for treatment aimed at improving
the function of holding [192].

In patients with UC, when detecting anal sphincter
incontinence of the 2nd-3rd degrees, it is advisable
to conduct a 10-day cycle of electrostimulation, BFB
therapy and tibial neuromodulation in a daytime or
24h hospital, aimed at improving the contractility
of the muscles of the external sphincter and pelvic
floor by increasing both the strength and duration
of voluntary contraction [192,193].

BFB therapy is a non-invasive method involving the
body’s own resources in the rehabilitation process
with the development of the right skills at the level
of creating new conditioned reflex connections. The
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method of tibial neuromodulation is also effective.
Neuromodulation is a process in which an electric
current through one nerve pathway modulates pre-
existing activity in other nerve pathways or centers.
Percutaneous electrical stimulation of the posterior
tibial nerve is used in functional diseases of the
pelvic organs, since fibers from the II and III sacral
segments of the spinal cord pass through the poste-
rior tibial nerve, which play a significant role in the
innervation of the rectum, bladder and their sphinc-
ters. It has been proved that the muscle structures of
the disabled anal sphincter can respond to the right
therapy, increasing both the tone and the strength
of volitional contractions [192,193]. Stimulation
of the tibial nerve is carried out using a cutaneous
stimulating electrode, which allows the patient to
continue the course of treatment independently at
home after a course of preliminary training. In this
case, the course of treatment with daily stimulation
sessions can be extended up to 1-3 months. The ef-
fectiveness of BFB therapy is monitored before and
at the end of each course of procedures by a compre-
hensive physiological test of the function of the anal
sphincter. With the improvement of the tone and
contractility of the anal sphincters, it is possible to
raise the question of performing reconstructive and
restorative surgery aimed at resuming the natural
passage through the gastrointestinal tract.

5. PREVENTION AND DISPENSARY
SURVEILLANCE, MEDICAL INDICATIONS
AND CONTRAINDICATIONS TO THE USE OF
PREVENTION METHODS

Ulcerative colitis is characterized by a chronic recur-
rent course. Dispensary surveillance for UC is car-
ried out for life. The purpose of dispensary follow
up is, first of all, the prevention of colorectal cancer.
In most patients in clinical remission, colonoscopy
should be performed at least every 3 years. In some
patients, the frequency of dispensary follow-up with
colonoscopy may be different. The specifics of moni-
toring patients receiving immunosuppressants and/
or biological drugs include the prevention of oppor-
tunistic infections. Risk factors for the development
of opportunistic infections include: taking prednis-
olone ** 20 mg per 24 hours or more for 2 weeks,
taking immunosuppressants (AZA**, MP**, MT**)
and biological drugs, age over 50 years, concomitant
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diseases (chronic lung diseases, alcoholism, organic
brain diseases, diabetes mellitus).

Patients should be explained the need for constant
medication, since compliance with the prescrip-
tions for therapy significantly (2-2.5 times) reduc-
es the frequency of exacerbations, and the therapy
itself is a method of chemoprophylaxis of colorectal
cancer.

® Mandatory vaccination is recommended for
all patients in accordance with the European
Consensus on the Prevention, Diagnosis and
Treatment of opportunistic infections in IBD for
their prevention. The necessary minimum of vac-
cination is [194]:

e Recombinant vaccine against HBV;

e Polyvalent inactivated pneumococcal vaccine;
e Trivalent inactivated influenza virus vaccine;

e For women under 26 years old, if there is no vi-
rus at the time of screening, vaccination against
human papillomavirus is recommended.

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. Patients during the period of GCS ther-
apy need to monitor the level of glycemia (study of
blood glucose levels) to prevent the side effects of
glucocorticoids.

Patients also need monthly monitoring of leukocyte
levels (general blood test) and liver enzymes (ALT,
AST, bilirubin, alkaline phosphatase, GGT) at the
beginning of treatment once every two weeks, then
once a month during the first 6 months of therapy,
then once every three months to prevent side effects
from therapy.

¢ It is recommended for patients, before taking
GEBD or TIS and further every 6 months, to consult
a phthisiatrician and do screening for tubercu-
losis (quantiferon test, and if it is impossible, an
intradermal test with a tuberculosis allergen —
Mantoux test, diaskin test) for the diagnosis of
tuberculosis [195].

Grade of recommendations is C (Level of evi-
dence is 5)

Comment. Female patients with UC need an annual
consultation with a gynecologist and screening of
cervical cancer (Papanicolau cytology) to diagnose
intraepithelial neoplasia of the cervix [209].

e It is recommended that patients before the
administration of immunosuppressive therapy, in-
cluding GEBD or TIS, and against the background
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of treatment, make a screening for the diagnosis

of comorbidities in accordance with professional

clinical recommendations:

1) Forthemarkersofviralhepatitis (Determination
of antibodies to hepatitis C virus in the blood;
Determination of antibodies to the surface an-
tigen (HBsAg) of hepatitis B virus in the blood)
[194].

2) For human immunodeficiency (Determination
of antibodies of classes M, G (IgM, IgG) to the
human immunodeficiency virus HIV-1 in the
blood; Determination of antibodies of classes
M, G (IgM, IgG) to the human immunodeficien-
cy virus HIV-2 in the blood) [194].

3) For syphilis (Determination of antibodies to
pale treponema in non-treponema tests (RPR,
RMP) (qualitative and semi-quantitative study)
in blood serum).

Grade of recommendations is C (Level of evi-

dence is 5)

e It is recommended for all patients to perform

a stools test for calprotectin level and/or proctos-

copy every 6 months in order to evaluate the ef-

fectiveness of the therapy [197-202].

Grade of recommendations is C (Level of evi-

dence is 4)

Comment. From the point of view of the long-term

prognosis of the course of UG, it is advisable to reg-

ularly assess the presence of endoscopic remission

(healing of the mucous membrane).

6. ORGANIZATION OF MEDICAL CARE

Medical care, with the exception of medical care
within the framework of clinical testing, in accor-
dance with Federal Law No. 323-FL of 21.11.2011
(ed. of 25.05.2019) “On the basics of protecting
the health of citizens in the Russian Federation”,
Decree of the Government of the Russian
Federation No. 1968 of 17.11.2021 “On approval
of the rules for the phased transition of medical
organizations to medical care based on clinical
recommendations developed and approved in ac-
cordance with parts 3, 4, 6-9 and 11 of article 37
of the Federal Law “On the basics of protecting
the health of citizens in the Russian Federation”
is organized and provided:
1) In accordance with the regulations on the or-
ganization of medical care by type of medical
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care, which is approved by the authorized fed-
eral executive authority;

2) In accordance with the procedures for provid-
ing assistance in the profiles “gastroenterolo-
gy”, “coloproctology”, mandatory for execution
on the territory of the Russian Federation by
all medical organizations;

3) Basedonthepresentclinicalrecommendations;

4) Taking into account the standards of medical
care approved by the authorized federal execu-
tive authority.

Primary specialized medical and sanitary care for
patients with UC is provided by a gastroenterolo-
gist, a coloproctologist and other specialist doc-
tors in medical organizations licensed to provide
appropriate types of medical activities.
In case of suspicion or detection of ulcerative
colitis in a patient, internists, district internists,
general practitioners (family doctors), specialist
doctors, secondary medical workers, in accordance
with the established procedure, refer the patient
for consultation to a medical organization that
has an office of a gastroenterologist, a coloproc-
tologist, and/or an outpatient gastroenterology
center (unit), and/or outpatient coloproctology
center (unit), and/or center for the diagnosis and
treatment of inflammatory bowel diseases (if pres-
ent in the subject, organized on a functional ba-
sis) to provide him/her with primary specialized
health care. Consultation in the specified struc-
tural divisions of the medical organization should
be carried out no later than 15 working days from
the date of issuance of the referral for consulta-
tion, and in cases of severe ulcerative colitis no
later than 3 working days from the date of issu-
ance of the referral for consultation.
A gastroenterologist, a coloproctologist of a
medical organization that includes an office
of a gastroenterologist, a coloproctologist, an
outpatient gastroenterology center (unit), an
outpatient coloproctology center (unit), a cen-
ter for the diagnosis and treatment of inflam-
matory bowel diseases, organizes timely quali-
fied examination and treatment of the patient,
including determining the severity of the in-
flammatory process, the extent of the lesion,
the presence of intestinal and extra-intestinal
manifestations, including the taking of biopsy
material.
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If treatment and in-depth examination in in-
patient conditions are necessary, the patient is
referred by the attending physician to the gas-
troenterology unit, coloproctology unit, the cen-
ter for diagnosis and treatment of inflammatory
bowel diseases or another medical organization
that provides medical care in inpatient condi-
tions to patients in the profile “gastroenterology”,
“coloproctology”.

If ulcerative colitis is suspected and (or) detected
in a patient during the provision of emergency
medical care, such patients are transferred or re-
ferred to medical organizations providing medical
care in the profile of “gastroenterology”, “colo-
proctology” to determine the tactics of manage-
ment and the need to additionally use other meth-
ods of specialized treatment, including targeted
biological therapy.

A gastroenterologist, a coloproctologist of a med-
ical organization that includes an office of a gas-
troenterologist, a coloproctologist, an outpatient
gastroenterology center (unit), an outpatient
coloproctology center (unit), a center for the di-
agnosis and treatment of inflammatory bowel dis-
eases directs the patient to medical organizations
that have inpatient medical care in their as part of
the gastroenterology unit and/or coloproctology
unit, and/or a center for the diagnosis and treat-
ment of inflammatory bowel diseases to clarify
the diagnosis (in case it is impossible to establish
a diagnosis in the provision of primary specialized
medical care) and the provision of specialized, in-
cluding high-tech, medical care.

The deadline for the start of specialized, with the
exception of high-tech, medical care is deter-
mined by the decision of the commission for the
selection of patients for hospitalization, depend-
ing on the severity of ulcerative colitis, the nature
of the course, the prevalence of the inflammatory
process, should not exceed 30 calendar days from
the date of the referral for hospitalization.
Specialized, including high-tech, medical care for
ulcerative colitis is provided by gastroenterolo-
gists, coloproctologists in medical organizations
that have a gastroenterology unit and/or a colo-
proctology unit, and/or a center for the diagnosis
and treatment of inflammatory bowel diseases, li-
censed, the necessary material and technical base,
certified specialists, in inpatient and daytime
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hospital conditions and includes prevention, diag-
nosis, treatment of ulcerative colitis, requiring the
use of special methods and complex unique medi-
caltechnologies, as well as medical rehabilitation.
Indications for hospitalization in a 24h or day-
time hospital of a medical organization providing
specialized, including high-tech medical care for
ulcerative colitis are determined by a gastroenter-
ologist and/or a coloproctologist with a multidis-
ciplinary consultation, if necessary.

The indication for hospitalization to a medical

organization in an emergency or urgent form is:

1) The presence of complications of ulcerative
colitis that require specialized medical care in
an emergency and urgent form;

2) The presence of complications of treatment
(surgery, biological therapy, hormonal and cy-
tostatic therapy, etc.) of ulcerative colitis.

The indication for elective hospitalization to a

medical organization:

1) The need to perform complex interventional
diagnostic medical interventions that require
follow-up in a 24-hour or daytime hospital;

2) The presence of indications for specialized
treatment of ulcerative colitis (surgery, hor-
monal and cytostatic therapy, biological and
targeted therapy), requiring observation in a
24h or daytime hospital.

The indication for the patient’s discharge from

the medical organization is:

1) Completion of a course of treatment, or one of
the stages of providing specialized, including
high-tech medical care, in a 24h or daytime
hospital, provided there are no complications
of treatment requiring medical correction and/
or medical interventions in a hospital setting;

2) Refusal of the patient or his/her legal repre-
sentative from specialized, including high-
tech medical care in a 24h or daytime hospital,
established by the council of a medical organi-
zation providing treatment for ulcerative coli-
tis, provided there are no complications of the
underlying disease and/or treatment requiring
medical correction and/or medical interven-
tions in inpatient conditions;

3) The need to transfer the patient to another
medical organization according to the appro-
priate profile of medical care. The conclusion
on the expediency of transferring the patient
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to a specialized medical organization is carried
out after a preliminary consultation on the pro-
vided medical documents and/or a preliminary
examination of the patient by doctors-special-
ists of the medical organization to which the
transfer is planned.

7. ADDITIONAL INFORMATION AFFECTING
THE COURSE AND OUTCOME OF THE DISEASE

The risk of severe attack of UC during life is 15%,
while the probability of a severe attackis higherin
patients with total affected large intestine. If ad-
equate anti-relapse therapy is carried out within
5 years, attacks can be avoided in half of patients,
and within 10 years — in 20% of patients. During
the first year after diagnosis, the probability of
colectomy is 4-9% (with a severe attack — about
50%), in the future, with each year of the disease,
the risk of colectomy increases by 1%. Risk factors
for the aggressive course of UC are the progres-
sion of the lesion from distal (proctitis) to total,
primary sclerosing cholangitis, as well as child-
hood and adolescence at the time of the onset of
the disease. Pregnancy planning should be car-
ried out during the period of IBD remission, which
makes it possible to improve pregnancy outcomes.
The use of most drugs for the treatment of IBD by
pregnant women is associated with a low risk of
adverse effects on the fetus, with the exception
of methotrexate and 5-ASA preparations contain-
ing dibutyl phthalate. The abolition of anti-TNF
or the transition to monotherapy is possible only
in a limited number of patients with a low risk
of IBD reactivation. Treatment with genetically
engineered biological drugs that are not contra-
indicated during pregnancy (see the instructions
for use) can be continued if the benefits to the
mother exceed the potential risks to the fetus.
Reducing the risks associated with the adminis-
tration of GCS is achieved by strict adherence to
the principles of hormone therapy. GCS cannot be
used as a maintenance therapy.

When prescribing hormone therapy, the following
should be taken into account:

e Gradual reduction of the dose of steroids until
complete withdrawal is strictly mandatory;

e The total duration of hormone therapy should
not exceed 12 weeks;
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e Concomitant intake of calcium and vitamin D
preparations is mandatory;

e During the treatment period, regular monitor-
ing of blood glucose levels is necessary.

Patients who have had an intestinal stoma formed
as a result of surgical treatment may require con-
sultation and supervision by a specialist in the re-
habilitation of stomatized patients.

CRITERIA FOR ASSESSING THE QUALITY OF MEDICAL CARE

Criteria for assessing the quality of primary health care for adults with ulcerative colitis

topical use has been prescribed

Ne n/n Quality assessment criteria Performance
assessment
1. |Anadministration (examination, consultation) of a gastroenterologist and/or a coloproctologist Yes/No
with mandatory transrectal digital examination (at diagnosis) was performed
Colonoscopy or rectosigmoidoscopy was performed (upon diagnosis) Yes/No
Ultrasound examination of abdominal organs (complex) was performed (at diagnosis) Yes/No
Fecal examination for the presence of the toxin Clostridioides difficile or immunochromatographic Yes/No
rapid examination of feces for toxins A and B of Clostridioides difficile or determination of the DNA
of the pathogen Clostridioides difficile in fecal samples by PCR (in acute ulcerative colitis and/or
suspected of this pathology) was performed
5. | Therapy with drugs of the aminosalicylic acid group and similar drugs or glucocorticosteroids for Yes/No

Criteria for assessing the quality of specialized medical care for adults with ulcerative colitis

medical contraindications)

Ne n/n Quality assessment criteria Performance
assessment
1. | Anadministration (examination, consultation) of a gastroenterologist and/or a coloproctologist Yes/No
with mandatory transrectal digital examination (at diagnosis) was performed
2. | Colonoscopy was performed (if it was not performed on an outpatient basis earlier during the Yes/No
previous 12 months)
3. | Ultrasound examination of the abdominal cavity organs (complex) was performed (at diagnosis, if Yes/No
it was not performed on an outpatient basis)
4. | A biopsy of the colorectal mucosa in the affected area was performed (upon diagnosis, if it was not Yes/No
performed on an outpatient basis or if the previously established diagnosis is doubtful, except for
the stage of very high activity of the disease)
5. | Therapy was performed with drugs of the 5-aminosalicylic acid group and similar drugs and/ Yes/No

or systemic glucocorticosteroids and/or other immunosuppressants and/or inhibitors of tumor
necrosis factor alpha (TNF-alpha) or ustekinumab or vedolizumab or tofacitinib or upadacitinib or
ozanimodomi / or surgical intervention (depending on medical indications and in the absence of

Clinical recommendations on the diagnosis and
treatment of ulcerative colitis were discussed at
a meeting of the profile commission on the spe-
cialty “Coloproctology” on October 8, 2022 with-
in the framework of the All-Russian Scientific
and Practical conference with international
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Results of multicenter observational study «predictors of
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AIM: to improve the results of treatment of “extremely severe” ulcerative colitis (UC).
PATIENTS AND METHODS: a multicenter observational prospective “case-control” study was conducted. The study
included 71 patients with “extremely severe” UC from June 2019 to October 2021. All patients underwent conserva-
tive treatment in accordance with current clinical guidelines. Evaluation of the effectiveness of treatment was car-
ried out on the 3rd and 7th days of therapy, a “response” or “no response” to steroid therapy was stated.
RESULTS: a total of 48 (68%) patients underwent surgery during hospital stay. Twenty-three (32%) patients
“responded” to conservative treatment and were discharged without colectomy. A reliable independent predictor
of colectomy at the time of hospital stay was the level of albumin less than 29 g/l (OR = 8.6; 95% (I: 2.5-39.9;
p = 0.002). On day 3, the reliable predictors were the level of C-reactive protein over 40 mg/l (OR = 9; 95% (I:
2.4-46.1; p = 0.003) and the Mayo index above 7 points (OR = 13.3; 95% (I: 3.3-75.7; p = 0.0009).
CONCLUSION: the study demonstrated that the only reliable and independent predictor of colectomy at admission to
the clinic is the level of albumin less than 29 g/!|. Reliable factors that make it possible to evaluate and predict the
effectiveness of therapy are the level of C-reactive protein more than 40 mg/| and the Mayo index above 7 points on
the 3rd day of therapy, as well as the level of C-reactive protein above 30 mg/| on the 7th day.
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INTRODUCTION

According to a systematic review of the literature
by Zhao M. et al., in 2021, the incidence of ulcer-
ative colitis (UC) continued to grow and reached
44 cases per 100 000 people in developed coun-
tries. The authors of the review also note that ap-
proximately 30% of patients with the onset of the
disease have a severe attack and develop a total
lesion of the mucosal layer of the large intestine
[1]. During the first year after the manifestation,
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35% of patients are admitted for potentially life-
threatening severe UC attack [2]. At the same
time, up to 23% of such patients undergo radical
surgery — colectomy within the first two years af-
ter the onset of the disease [2].

Surgery for patients with severe UC attack, ac-
cording to a cohort study by Leeds L., et al., is as-
sociated with a high rate of postoperative com-
plications, reaching 60% [3]. This is largely due to
metabolic disorders, and, above all, to hypoalbu-
minemia [4]. Thus, with an albumin level of less
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than 30 g/, postoperative mortality can reach 6%
[5]. Due to the high risk of adverse outcomes in
patients with severe UC attack, it is advisable to
select a group of patients whose surgery should
be performed earlier than provided for by clinical
guidelines.

In this regard, in 2017, the Russian Association
of Coloproctology and the Russian Association of
Gastroenterology proposed to distinguish out an
“extremely severe” UC attack [6].

As a retrospective study conducted earlier in our
center showed, the presence of a characteristic
endoscopic picture of extensive ulcers with “is-
lands” of mucosal layer of the large intestine, the
level of albumin less than 31 g/l and hemoglobin
less than 107 g/l can be objective criteria for an
“acute severe” UC attack. With the combination
of these predictors, the risk of colectomy was
100% [7].

AIM

The purpose of this study is to improve the results
of treatment of patients with “extremely severe”
UC attack.

PATIENTS AND METHODS

A multicenter observational prospective case-
control study was initiated at the Ryzhikh National
Medical Research Center of Coloproctology.

Two regional centers participated: the
Coloproctology Unit of Samara State Medical Clinic
at Samara Medical University and Alexandro-
Mariinsky Regional Clinical Hospital (Astrakhan).
The incidence of colectomy and acute intestinal
complications of UC, and total mortality were
studied. It was also planned to identify predictors
of colectomy.

From June 2019 to October 2021, 71 patients over
the age of 18 were included in the study in the
presence of acute severe UC attack diagnosed at
the prehospital stage (Table 1). To this end, all
patients with a clinical picture of severe UC at-
tack at the time of admission underwent sigmos-
copy without bowel cleansing. Upon detection of
extensive, merging ulcerative defects with the
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formation of “islands” of the mucosal layer, at

least in one anatomical part of the large intestine,

a diagnosis of “acute severe” UC attack was con-

cluded. The criteria for non-inclusion were:

1) Acute intestinal complications of UC (toxic di-
lation, perforation of the colon, profuse intes-
tinal bleeding);

2) Ineffectiveness of conservative treatment
(hormonal resistance and dependence, loss of
the effect of biological therapy).

Among all the patients included in the study, pa-

tients with total colitis were mainly registered —

65 (91.0%). At the same time, 30 (42.0%) patients

had the onset of the disease, and the median du-

ration of the history of UC was 12 (2.5) months.

Treatment with systemic steroids previously re-

ceived 45 (63.0%) patients, thiopurines — 23

(32.0%) patients, and biological therapy was per-

formed in 11 (16.0%) cases.

Association of ulcerative colitis with cytomegalo-

virus infection (CMV) verified in 23 (35.0%) cases.

The presence of CMV infection was detected by

PCR in biopsies of the mucosa of the large intes-

tine taken during the first sigmoscopy. The medi-

an of the UC severity Mayo index at the admission
to the clinic was the maximum value of 9 points

(9.9). It is worth noting that the Mayo severity

index was calculated in an abbreviated version,

without taking into account the endoscopic pic-
ture. The medians and mean values of laboratory
parameters estimated at the admission of patients
to the clinic and at different stages of treatment
are presented in Table 1.

Statistical Analysis

Descriptive variables are presented as absolute
values for categorical data. Numerical variables
with the correct distribution are presented as
an arithmetic mean with the standard deviation
(£ SD). In cases of incorrect distribution, the val-
ues are represented by medians indicating inter-
quartile intervals (25%, 75%).

After dividing the patients into 2 groups: surgi-
cal (case) and conservative (control), a compara-
tive analysis of all variables was performed using
t-test, nonparametric Mann-Whitney test and the
Fisher exact test. Before factor analysis, a ROC
analysis was performed for numerical variables,
as a result of which critical diagnostic values of

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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Table 1. Descriptive statistics

Variables Value
Male 43 (61%)
Female 28 (39%)
Me of age, years 35 (29, 48)
Me of Body Mass Index, kg/m? 21 (19, 25)
The nature of the lesion of the mucosal layerof the large intestine:
Total colitis 65 (91%)
Left-sided colitis 6 (9%)
The nature of the UC course:
Acute 30 (42%)
Chronic (continuous and recurrent) 41 (58%)
Me of duration of anamnesis of UC, months 12 (2, 50)
Drug therapy in the anamnesis:
Systemic glucocorticosteroids 45 (63%)
Thiopurines 23 (32%)
Inhibitor of tumor necrosis factor a 9 (13%)
Integrin a4R3 inhibitor 2 (3%)
Association of colitis with cytomegalovirus infection 25 (35%)
Me of the number of copies of PCR CMV infection 0 (0, 8300)
Me of the Mayo index at admission, points 9(9,9)
Average hemoglobin level at admission, g/l 104 (+ 22)
Me of albumin level at admission, g/l 30 (26, 31)
Me of level of C-reactive protein upon admission, mg/( 100 (48, 142)
The average value of the Mayo index on the 3rd day of therapy, points 6 (+1.5)
Me of albumin level on the 3rd day of therapy, g/l 29 (25, 31)
Me of hemoglobin level on the 3rd day of therapy, g/l 99 (88, 115)
Me of C-reactive protein level on the 3rd day of therapy, mg/l 34 (12, 62)
Me of stool frequency on the 7th day of therapy 2(0,5)
Average albumin level on the 7th day of therapy, g/l 29 (+4.3)
Average hemoglobin level on the 7th day of therapy, g/l 107 (£ 17)
Me of C-reactive protein level on day 7 of therapy, mg/L 11 (6, 35)

*Me — Median

predictors were obtained, and the data were con-
verted to binary (yes/no).

Predictors were selected for a factor analysis
based on the results of comparative and ROC
analyses: age, albumin and C-reactive protein
levels at admission; albumin, C-reactive pro-
tein levels and the value of the Mayo index on
day 3 of the therapy; stool with blood, albu-
min, hemoglobin and C-reactive protein levels
on day 7 of prednisolone treatment. A univari-
ate analysis was performed, the values of the
odds ratio for all predictors were obtained. A
multivariate analysis was performed using the
logistic regression for the identified predictors
at the time of admission. Also, a multivariate
analysis was carried out separately for predic-
tors on the 3rd and 7th days of steroid therapy.
Statistical significance was assumed at p < 0.05.
Given the observational nature of the study, no
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preliminary calculation of the sample size was
made. Statistical analysis was performed using
the software “GraphPadPrism 9.2.0".

RESULTS

To all patients (n = 71) included in the study was
initiated the steroid therapy with prednisolone at
a dosage of 2 mg/kg per 24 hours in accordance
with clinical recommendations. To assess the ef-
fectiveness of the steroid therapy, a reduced Mayo
index of UC activity was used, without taking into
account the endoscopic picture. Prior to evaluat-
ing the effect of the prednisolone treatment, 2
(3.0%) patients were operated on urgently on day
3 due to the development of acute intestinal com-
plications (toxic dilation and perforation of the
colon).

Results of multicenter observational study «predictors of colectomy
in patients with «extremely severe» ulcerative colitis
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Table 2. Results of comparative analysis of variables in groups

Variables Surgical Treatment | Conservative Therapy Value p
n=438 n=23

Male gender 29 (60%) 14 (61%) 0,9
Female gender 19 (40%) 9 (39%) 0.9
Me of age, years 37 (29, 51) 30 (25, 38) 0.02*
Me of body mass index, kg/m? 21,5 (18, 26) 21 (20, 24) 0.9
Total lesion of UC 44 (92%) 21 (91%) 0.9
Acute course of UC 23 (48%) 7 (30%) 0.3
Me of duration of anamnesis, months 8 (2, 46) 13 (3, 50) 0.3
Therapy in anamnesis:
Systemic steroids 30 (62%) 15 (65%) 0.9
Thiopurines 13 (27%) 10 (43%) 0.2
Biological therapy 6 (12%) 3 (13%) 0.9
Me of PCR CMV infection, copies x 10° 0 (0-9500) 0 (0-0) 0.05*
Me of the Mayo index at admission, 9 points 9(9,9) 9(8,9) 0.05*
Average hemoglobin level at admission, g/l 103 (£ 22) 105 (£ 22) 0.7
Me of albumin level at admission, g/l 28 (25, 31) 31 (30, 34) 0.0002*
Me of level of C-reactive protein at admission, mg/l 95 (51, 139) 106 (16, 160) 0.8
“Response” on day 3 8 (17%) 14 (61%) 0.0007*
The average value of the Mayo index on day 3, 9 points 7(x1) 5(x1) 0.0001*
Me of albumin level on day 3, g/l 28 (23, 30) 30 (27, 32) 0.009*
Average hemoglobin level on day 3, g/l 100 (+ 19) 103 (+ 18) 0.5
Me of C-reactive protein level on day 3, mg/l 36 (19, 67) 13 (7, 61) 0.03*
Meof incidence of stool with blood on day 7 4(1,5) 0(0,2) 0.0001*
Average albumin level on day 7, g/!| 28 (x 4) 32 (x3) 0.0002*
Average hemoglobin level on day 7, g/l 102 (+ 19) 112 (+ 13) 0.03*
Me of C-reactive protein level on day 7, mg/l 22 (9, 49) 8 (2,11) 0.0003*
2" line therapy:
Infliximab 1(2%) 4 (17%) 0.03*
Tofacitinib 1 (2%) 11 (48%) 0.0001*

*Me —p < 0.005

In this regard, the effectiveness of the treatment
on day 3 was evaluated in 69 patients. A decrease
in the Mayo index by 30% or more, indicating the
effectiveness of prednisolone on the 3rd day of
the treatment, was registered in 22/69 (32%) pa-
tients and they all continued therapy at the same
dosage. A decrease in the Mayo index by less than
30% from the initial one, or its retention at the
same level or increase, was interpreted as a “lack
of response” to the prednisolone and was noted in
47/69 (68%) patients.

Among 47 patients who were found to have “no
response” to the steroid therapy on day 3, 35/47
(75%) patients continued treatment with prednis-
olone in the previous dosages, and in the remain-
ing 12/47 (25%) cases, colectomy was performed
urgently due to the worse of the patients’ status.

Further, in the interval between the 3rd and 7th
days, 9 more patients were subjected to colectomy

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

for urgentindications, also due to the aggravation
of clinical manifestations. In total,in 21/71 (30%)
cases, the revaluation on day 7 was not carried
out due to surgical treatment before the specified
period.

Thus, among all the patients, the effectiveness of
the therapy was evaluated on day 7 in 50 (70%)
patients based on the calculation of the frequen-
cy of stool with blood, as well as a reassessment
of the endoscopic picture and laboratory param-
eters. The positive effect of the treatment on day
7 was registered in 28/50 (56%) patients, and the
absence of effect was observed in 22/50 (44%)
cases.

It is worth noting that 8/50 (16%) patients were
discharged after reducing the dose of predniso-
lone on maintenance therapy with salicylates,
thiopurines. Line 2 therapy was initiated in
17/50 (34%) patients: infliximab in 5 (10.0%)

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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Table 3. ROC analysis for continuous variables

. AUC Value Sensitivit Specificit i
Predictor (95% CI) D (95% CI)y (pgs% CI)y Critical level

Age 0.66 (0.53-0.79) | 0.03 31 (20-45) 87 (68-95) | >47 years
PCR of CMV (copies) 0.62 (0.49-0.75)| 0.09 - - -
Albumin level at admission 0.76 (0.64-0.83) | 0.0004 56 (42-60) 87 (68-95) <29g/l
Hemoglobin level at admission 0.53 (0.39-0.68) | 0.63 - - -
The level of C-reactive protein at admission 0.52 (0.36-0.67) 0.8 - - -
Mayo Index at admission 0.6 (0.46-0.75) 0.1 - - -
Albumin level on day 3 0.69 (0.56-0.82) | 0.001 26 (16-40) 95 (79-99) <249/l
Hemoglobin level on day 3 0.55 (0.4-0.69) 0.5 - - -
The level of CRP on day 3 0.66 (0.5-0.81) 0.03 83 (69-91) 61 (41-78) > 40 mg/l
Mayo index on day 3 0.78 (0.67-0.88) | 0.0002 | 43.5(30-58) | 100 (86-100) | > 7 points
Incidence of stool with blood on day 7 0.8 (0.68-0.92) | 0.0002 46 (29-64) | 100 (86-100) | >4 times
Albumin level on day 7 0.78 (0.66-0.9) | 0.0006 37 (21-56) | 100 (86-100) | <2649/l
Hemoglobin level on day 7 0.68 (0.53-0.84) | 0.02 41 (24-59) 95 (79-99) <9 g/l
CRP level on day 7 0.79 (0.66-0.92) | 0.0004 44 (28-63) 95 (79-99) >30 mg/l

cases, and tofacitinib in 12 (24.0%) patients.
After 7 days of therapy, surgery was carried out
in another 27/50 (54%) cases due to “loss of re-
sponse”, futility of further drug therapy or the
worse patient status.

Among all the patients, acute intestinal compli-
cations developed in 7 (10%) cases, steroid resis-
tance in 39 (55.0%) patients, and ineffectiveness
of the 2"line therapyin 2 (3.0%) patients. In total,
48 (68.0%) patients underwent surgery. The fatal
outcome occurred in 2 (3.0%) cases: one patient
developed pulmonary embolism after colectomy,
the other — postoperative secondary peritonitis
and sepsis.

A comparative analysis of categorical and nu-
merical data was carried out between the group
of surgical (48 patients) and conservative treat-
ment (23 patients). By gender, extent of the le-
sion, the nature of the course of UC, body mass
index — the groups did not differ statistically sig-
nificantly (Table 2). The “response” on the 3dday
of the therapy was significantly less in the surgi-
cal group — 17%, compared with the conservative
group — 61% (p = 0.0007), respectively. Also, on
the 7th day of the therapy, the effect of the ther-
apy in the colectomy group was observed in 30%,
compared with the conservative treatment group
in 87% (p = 0.0001), respectively. The biological
therapy was significantly more often prescribed in
the conservative treatment group: tofacitinib —
2% in the colectomy group, compared with the
drug therapy group — 48%, p = 0.0001 and inf-
liximab — 2% in the surgical group, compared
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with the drug treatment group — 17%, p = 0.03,
respectively.

When comparing laboratory parameters, the me-
dian albumin level at the time of admission was
significantly lower in the surgical group — 28 g/l
than in the conservative therapy group — 31 g/l
(p =0.002). On the 3rd day of the steroid therapy,
the median albumin level was also lower in the sur-
gical group — 28 g/l compared with the conserva-
tive group — 30 g/l (p = 0.009). The median level
of C-reactive protein was significantly higher in
the surgical group — 36 mg/l than in the conser-
vative group — 13 mg/L (p = 0.03), respectively.
On day 7, the same trend persisted as on day 3 of
the therapy. Thus, the average albumin level was
significantly lower in the surgical group — 28 g/,
compared with 32 g/l in the conservative group
(p = 0.0002). The average hemoglobin level was
significantly lower in the surgical group — 102
g/l than in the conservative group — 112 g/l
(p=0.03). The median of C-reactive protein, as well
as on day 3, was significantly higherin the surgical
group — 22 mg/l, compared with patients from
the conservative group — 8 mg/l (p = 0.0003),
respectively.

For the subsequent factor analysis, ROC curves are
constructed and the critical values of the selected
numerical variables are determined (Table 3).

The following variables had significant diagnostic
value in predicting colectomy: the age of patients
older than 47 years (p = 0.03) and the level of al-
bumin at admission less than 29 g/l (p = 0.0004).
On the 3rd day of the therapy: the level of albumin

Results of multicenter observational study «predictors of colectomy
in patients with «extremely severe» ulcerative colitis
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Table 4. Univariate and multivariate analyses for predictors of colectomy during steroid therapy

. Univariate Analysis Multivariate Analysis
Predictor

OR(95%CI) |  p-value OR(95%CI) |  p-value
At admission
Age > 47years 3(0.8-10.7) 0.1 - -
Albumin less than 29 g/l 8.6 (2.4-29.3) 0.0007 8.6 (2.5-39.9) 0.002*
On the 3rd day of steroid therapy:
Albumin less than 24 g/l 7.7 (1.2-86) 0.05 5.4 (0.6-134.8) 0.2
C-reactive protein more than 40 mg/L 7.4 (2.5-22) 0.0007 9 (2.4-46.1) 0.003*
The Mayo index more than 7 points 4.9 (1.8-13.2) 0.003 13.3 (3.3-75.7) 0.0009*
On the 7th day of steroid therapy:
Stool with blood more than 4 times 6.6 (1.5-23.9) 0.007 3.4 (0.6-21.1) 0.1
Albumin less than 26 g/l 5.7 (1.4-28.2) 0.04 1.2 (0.1-11.9) 0.8
Hemoglobin less than 94 g/l 7.6 (1.6-36.5) 0.01 19 (2.5-120.6) 0.01*
C-reactive protein more than 30 mg/l 9.5 (2.1-45.4) 0.005 8.3 (1.5-68.5) 0.02*

less than 24 g/l (p = 0.001) and C-reactive protein
above 40 mg/l (p = 0.03), as well as the value of
the Mayo index above 7 points (p = 0.0002).

On the 7th day of the therapy, significant diag-
nostic value was demonstrated: the incidence
of stool with blood more than 4 times per 24
hours (p = 0.0002), albumin level less than 26 g/l
(p = 0.0006), hemoglobin level less than 94 g/l
(p = 0.02), C-reactive protein level more than 30
mg/Ll (p = 0.0004). The presented variables were
converted to a binary data type depending on the
critical values obtained (yes/no), after which a
univariate analysis was performed.

As a result of the univariate analysis aimed at
identifying possible predictors of colectomy, a re-
liable predictor at admission was an albumin level
of less than 29 g/l (OR — 8.6 95% CI: 2.4-29.4,
p = 0.0007).

On the 3rd day of the therapy, the following were
determined as predictors of colectomy: the Mayo
index above 8 points (OR — 4.9 95% (I: 1.8-13.2,
p = 0.003), albumin level less than 24 g/l (OR —
7.8 95% CI: 1.2-86.6, p = 0.05), C-reactive protein
level above 40 mg/l (OR — 7.4 95% CI: 2.5-22.1,
p =0.0007).

For 7t day of the therapy, the following predic-
tors of colectomy were revealed: stool with blood
more often than 4 times per 24 hours (OR — 6.6
95% CI: 1.5-23.9, p = 0.007), albumin level less
than 25 g/l (OR — 5.7 95% CI: 1.2-28.2, p = 0.04),
the level of C-reactive protein above 30 mg/l
(OR — 9.5 95% CI: 2.1-45.4, p = 0.005), hemo-
globin level less than 94 g/l (OR — 7.6 95% CI:
1.6-36.5, p = 0.01).

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

Reliable predictors of colectomy determined in
the univariate analysis were included in the mul-
tivariate analysis, and logistic regression was per-
formed. It is important to note that the logistic
regression formula is compiled separately for pre-
dictors of colectomy at admission, on the 3rd and
7th days of the therapy (Table 4).

The multivariate analysis revealed that a reliable
independent predictor of colectomy at admission
was the level of albumin less than 29 g/l (OR —
8.6 95% CI: 2.5-39.9, p = 0.002).

On day 3, independent predictors of colectomy
were: the level of C-reactive protein more than
40 mg/L (OR — 9,95% CI: 2.4—46.1, p = 0.003) and
the Mayo index value is above 7 points (OR — 13.3
95% CI: 3.3-75.7, p = 0.0009).

On the 7th day of the therapy, independent predic-
tors of colectomy are the level of C-reactive pro-
tein more than 30 mg/l (OR — 8.3, 95% CI: 1.5-
68.5, p=0.02), as well as the hemoglobin level less
than 94 g/L (OR — 19, 95% CI: 2.4-120.6, p = 0.01).

DISCUSSION

This is the first Russian observational study of out-
comes of treatment in patients with acute severe
attack of UC. Since the isolation of “extremely se-
vere attack” of UC in 2017, the rate of colectomy
was determined for the first time for this group of
patients — 68%, which is significantly more than
described in the literature. In recent years, the
incidence of colectomy in patients with severe
UC attack in different studies varies from 10% to

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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46% [1,8,9,10]. This range of colectomy rate in the
papers is mainly due to the heterogeneity of pa-
tients in terms of severity of the disease, history
of drug therapy. Traditionally, all authors single
out severe UC attack based on the Truelove &Witts
criteria.

It is worth noting that according to the Russian
clinical guidelines for the treatment and diagnosis
of UC, “acute severe” attack is an extreme degree
of severity, significantly exceeding the Truelove &
Witts criteria [6]. However, in our opinion, such a
classification does not allow predicting the out-
comes in severe group of patients and, conse-
quently, has no practical significance. In this re-
gard, a combination of traditional the Truelove &
Witts criteria with predictors of colectomy could
solve the problem of stratification of a group of
high-risk patients at the time of initiation of ste-
roid therapy.

The study by Grant, R.C., et al. presents the ACE
scale (albumin, C-reactive protein, endoscopy)
as a way to objectify the selection of a group of
patients at high risk of drug therapy inefficiency.
As a result of the analysis, it was shown that with
the ACE scale value of 3 points (albumin less than
30 g/l, C-reactive protein more than 50 mg/l and
pronounced endoscopic activity), even without
taking into account the Truelove & Witts criteria,
the incidence of the absence of the effect of ste-
roid therapy is significantly higher and amounted
to 78%, compared with 47% (p > 0.001) under the
traditional classification [9].

The study included patients exclusively with an
“extremely severe” UC attack, established on the
basis of the Truelove & Witts criteria in combina-
tion with an endoscopic picture of extensive ul-
cerative defects with the formation of mucosal
layer “islands” and metabolic disorders. This is
due to a significant difference in the rate of col-
ectomy compared with the literature data, and a
high incidence of acute intestinal complications
of UC during therapy was recorded — 10% and to-
tal mortality — 3%.

The most discussed predictor of colectomy to-
day is the level of albumin. It is known that the
concentration of serum albumin decreases under
the action of pro-inflammatory cytokines, which
probably explains the development of adverse
outcomes in severe UC attack and, accordingly,

DakTOpbl PUCKA KONSKTOMUM Y BOMbHBIX
CBEPXTSXENOM aTaKoN S3BEHHOro KONUTA

allows them to be predicted. So, in a study by a
group of authors from Japan — Tanaka M., et al.,
the albumin level of less than 24.5 g/l was an in-
dependent predictor of colectomy (OR = 6.1, 95%
CI: 1.83-20.3). Particular interest in the level of
albumin is also due to the possibility of predict-
ing the effectiveness of “rescue therapy” with the
use of anti-TNF inhibitors. In the experiments by
Kevans D., et al., it was demonstrated that a low
serum albumin level leads to an acceleration of
the clearance of infliximab and shortens the half-
life of the drug from the blood, which causes the
absence or loss of the effectiveness of the treat-
ment [12]. Given the above, it becomes clear why
the level of albumin is a significant predictor in
predicting outcomes in patients with severe or
acute severe UC attack.

In addition to the albumin level, our study re-
vealed predictors of colectomy on the 3rd and 7th
days of steroid therapy. On the 3rd day of pred-
nisolone treatment, reliable predictors were the
value of the Mayo index above 7 points and the
level of C-reactive protein over 40 mg/l. These
factors are of key importance in assessing the
effectiveness of steroid therapy, on the basis of
which a decision can be made to continue or dis-
continue drug treatment. Previous prospective
studies have demonstrated that an increase in
C-reactive protein on the 3rd day of steroid ther-
apy is the most important independent predictor
of colectomy in patients with severe UC [13]. The
value of the Mayo index above 7 points corre-
sponds to the fact of the lack of effectiveness of
the therapy, which has also been repeatedly dem-
onstrated earlier in various studies. In particular,
the “Swedish Index” was previously presented,
which is essentially a combination of the absence
of a clinical response and a high level of C-reactive
protein. Our results clearly demonstrate the need
for stratification of patients with severe UC attack
at the time of initiation of drug therapy. In our
opinion, the allocation of a “acute severe attack”
is advisable based on a combination of traditional
criteria with an endoscopic picture and albumin
level. The evidence value of the results obtained
is certainly limited by its design. In order to ob-
tain more convincing and highly evidence-based
results, further work on this problem is necessary
with the conduct of a cohort prospective study.

Results of multicenter observational study «predictors of colectomy
in patients with «extremely severe» ulcerative colitis

51



52

CTATbS1 HOMEPA

LEADING ARTICLE

CONCLUSION

In the group of patients at high risk of adverse
outcomes of “extremely severe” UC attack, the
rate of colectomy was 68%, the incidence of
acute intestinal complications reached 10%,
and the overall mortality was much higher
than in the population of patients with UC,
and amounted to 3% when treated in a special-
ized institution. A reliable predictor of colec-
tomy, which allows predicting outcomes before
starting conservative treatment, is the level of
albumin less than 29 g/l at admission to the
clinic.

Reliable factors for evaluating the effective-
ness of the therapy and predicting its progno-
sis are the level of C-reactive protein more than
40 mg/l and the value of the Mayo index above
7 points on the 3d day of the therapy, as well as
the level of C-reactive protein above 30 mg/l on
the 7th day.
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Efficacy and safety of ustekinumab in Russian patients
with moderately to severely active ulcerative colitis:
a subanalysis of global phase 3 induction and maintenance
studies (UNIFI) up to 3 years
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AIM: to evaluate efficacy and safety of ustekinumab in Russian patients with ulcerative colitis in UNIFI study.
PATIENTS AND METHODS: the UNIFI program (CNT01275UC03001) consisted of two randomized placebo-controlled
trials: an 8-week induction study and a 44-week maintenance study and long-term period. This analysis included
patients from 14 Russian centers.

RESULTS: the induction study of the UNIFI program enrolled 74 patients from Russia, 89.2% patients (n = 66)
were bionaive. The paper presents the results of bionaive patients. Sixty-six are included in the induction
phase: 18 received ustekinumab 130 mg IV, 25 received ustekinumab 6 mg/kg IV, and 23 received a placebo. At
week 8 in the groups of patients treated with ustekinumab at doses of 6 mg/kg and 130 mg, clinical remission
was achieved in 24.0% and 16.7%, respectively, in the placebo group, the rate was 17.4%. The proportion of
patients with clinical responses at week 8 was 68.0%, 50.0% and 39.1% in the ustekinumab 6 mg/kg, 130 mg
and placebo groups, respectively. Mucosal healing at week 8 was achieved in 48.0% in the ustekinumab 6 mg/kg
group, in 33.3% of patients in the ustekinumab 130 mg group, and in 21.7% of patients in the placebo group.
Histoendoscopic mucosal healing at week 8 developed in 27.8% of patients in the ustekinumab 130 mg group,
in 24.0% of patients in the ustekinumab 6 mg/kg group, and in 21.7% of patients in the placebo group. Forty
bionaive patients were re-randomized for further participation in the maintenance phase: 13 patients received
ustekinumab 90 mg subcutaneously every 12 weeks, 12 received ustekinumab every 8 weeks, and 15 received
a placebo. At week 44, clinical remission was achieved in 46.2% of ustekinumab every 12 weeks, 75.0% of
ustekinumab every 8 weeks (p = 0.054 compared with placebo), and 33.3% of placebo. Mucosal healing
achieved in 46.2% of patients in the ustekinumab once every 12 weeks group, in 75.0% of patients in the
ustekinumab once every 8 weeks group (p = 0.054 compared with. placebo), and in 33.3% of patients in the
placebo group. Histoendoscopic mucosal healing achieved in 46.2% of patients in the ustekinumab once every
12 weeks group, while in the ustekinumab once every 8 weeks group, the percentage of such patients was 75.0%
(p = 0.021 compared with placebo) and in the placebo group — 26.7%. Symptomatic remission at week 152
developed in 83.3% in the ustekinumab every 12 weeks group, 81.8% in the ustekinumab every 8 weeks group.
In the induction phase decrease of CRP and FCP median levels detected in patients treated with ustekinumab,
in the maintenance phase, median levels of laboratory inflammatory markers after induction were sustained
by ustekinumab treatment. The rate of steroid-free symptomatic remission at week 152 was consistent with the
rate of symptomatic remission. The safety profile of ustekinumab was generally consistent with placebo during
all follow up period.

CONCLUSION: subanalysis confirmed short- and long-term efficacy and safety in Russian patients with moderate to
severe active ulcerative colitis. The results of subanalysis are consistent with previously obtained data in the popula-
tion of patients participating in the global UNIFI program.

KEYWORDS: ulcerative colitis, ustekinumab, biologic therapy, genetically engineered biological agents, steroid-free remission
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INTRODUCTION

Ulcerative colitis (UC) is a chronic disease af-
fecting the colon that is characterized by im-
mune inflammation of the intestinal mucosa
and usually requires life-long therapy due to its
chronic, continuous, or relapsing nature [1-3].
To date, data on the incidence of ulcerative coli-
tis in the Russian Federation are limited. Single
epidemiologic studies indicate that the inci-
dence of ulcerative colitis in Russia is 19.3-29.8
cases per 100,000 persons [4]. In real clinical
practice, Russian patients with IBD, particularly
ulcerative colitis, tend to have a late diagno-
sis (with the average time to diagnosis of 1.5
years) and initiate treatment, including bio-
logic agents, late in the course of the disease.
Moreover, Russian population demonstrates
the prevalence of moderately severe and severe
forms of ulcerative colitis as well as a high mor-
tality rate [5].

More severe course of ulcerative colitis in
Russian patients is evidenced by the data of
the international multicenter retrospective and
prospective non-interventional observational
study INTENT (NCT03532932), which had been
conducted in Russia, Belarus and Kazakhstan.
According to the study 27,1% of patients with
ulcerative colitis had a chronic, continuous dis-
ease (without periods of remission lasting for
more than 6 months),frequency of complicated
forms was 12.9%.[6,7].

Treatment of ulcerative colitis is aimed primarily
at achieving and sustaining remission after glu-
cocorticoid withdrawal, preventing UC compli-
cations, avoiding surgical intervention. Russian
and international guidelines recommend that
patients with active, moderate-to-severe ulcer-
ative colitis and inadequate response or intol-
erability to conventional treatments are pre-
scribed biologic agents [1,2].

When initiating biologic treatments for ul-
cerative colitis, possible treatment-related
risks should be considered, such as the lack of
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primary response or loss of effectiveness asso-
ciated with a possibility of disease progression
and complications, as well as adverse events
that comprise infections, including opportu-
nistic infections, and malignancies, which may
result in the withdrawal of a biologic agent
[1,8,9]. All these factors underline the impor-
tance of a thoughtful choice of the first-line
biologic agent.

Interleukins 12 and 23 (IL-12, 23) are two cy-
tokines that play a significant role in inflam-
matory bowel disease; both promote T-cell dif-
ferentiation and proliferation via Th-1, 2 and 17
pathways leading to the development of ulcer-
ative colitis and Crohn's disease [10,11].
Ustekinumab is a monoclonal IgGl antibody
with the target the p40 subunit common to the
Il-12/11-23 proteins [12] approved for use in pso-
riasis, psoriatic arthritis, and Crohn’s disease.
In 2019, results from the UNIFI study (Study to
Evaluate the Safety and Efficacy of Ustekinumab
Induction and Maintenance Therapy in
Participants With Moderately to Severely Active
Ulcerative Colitis CNT01275UC03001) were pub-
lished that demonstrated induction and mainte-
nance therapy with ustekinumab to be safe and
effective in patients with active, moderate-
to-severe ulcerative colitis, which resulted in
its approval for use in patients with ulcerative
colitis [13].

AIM

Considering the clinical and epidemio-
logical characteristics of Russian patients
with ulcerative colitis and limited data on
ustekinumab usage in early lines in ulcerative
colitis the aim of this analysis was to assess
the effectiveness and safety of ustekinumab
in the Russian patients who participated in
the UNIFI induction and maintenance studies
and were predominantly naive to treatment
with biologics.

Efficacy and safety of ustekinumab in Russian patients with moderately
to severely active ulcerative colitis: a subanalysis of global phase
3 induction and maintenance studies (UNIFI) up to 3 years
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PATIENTS AND METHODS

Study population

The Phase 3 UNIFI program (CNT01275UC03001)
consisted of two randomized, double-blind, pla-
cebo-controlled studies under the same proto-
col: an eight-week induction study and a forty-
four-week maintenance study. It was conducted
from August 2015 until August 2018 using the
same protocol in 244 study sites worldwide.
The program enrolled adult patients (aged = 18)
with moderately severe or severe ulcerative
colitis (defined as the total Mayo score of 6-12,
including an endosciopic subscore = 2 as deter-
mined using central analysis of video endosco-
py) that had been diagnosed at least 3 months
before screening.

Totally 74 patients from 14 study sites in Russia
participated in the UNIFI program, 66 (89.2%)
of them were bionaive. The analyses in this pa-
per focus on these bionaive patients.

At study entry, the patients showed inadequate
response or intolerability to conventional non-
biologic treatment (i.e., corticosteroids and/
or 6-mercaptopurine/azathioprine) or corti-
costeroid dependence. Key exclusion criteria
were imminent risk of colectomy, recent gas-
trointestinal or intrabdominal surgery or a his-
tory of extensive bowel resectionmalignancies,
and active infections (including tuberculosis).
Aminosalicylates and immunomodulators at
stable doses were allowed from induction base-
line through week 44 of the maintenance phase.
Oral corticosteroids at stable doses could be
used during induction.For subjects who were
receiving oral corticosteroids on entry into the
maintenance study, the investigator was to ta-
per the daily dose of corticosteroids beginning
at Week 0 of the maintenance study(For defi-
nitions and for more details on the patients,
randomization, assessments, and end points,
see the Supplementary Appendix, available at
NEJM.org.) [13].

Study design

A detailed description of the study design is
provided in the articles by Sands B. et al. and
Abreu M. et al. [13,14]. At week 0 of the induc-
tion study, the patients were randomized in a

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

1:1:1 ratio to receive a single intravenous (IV)
infusion of ustekinumab 130 mg, a weight-range
based dose that approxinmated 6 mg/kg of body
weight, or placebo. Patients were stratified by
previous biologic treatment results (treatment
failure — yes or no) and their region of resi-
dence (Eastern Europe, Asia, or other countries)
in randomization.

Patients who were in clinical response (defined
asa decrease from induction baseline in the
Mayo score by = 30% and = 3 points, with ei-
ther a decrease from induction baseline in the
rectal bleeding subscore = 1 or a rectal bleed-
ing subscore of 0 or 1) at Week 8 were eligible
to enter the maintenance study. Patients who
were not in clinical response at Week 8 received
either subcutaneous (SC) or IV ustekinumab in a
blinded manner as follows: 1) those who initial-
ly received ustekinumab IV induction received a
ustekinumab SC dose of 90 mg; and 2) those who
initially received IV placebo induction received
a ustekinumab IV dose of ~6 mg/kg. Patients
who were in clinical response at Week 16 were
also eligible to enter the maintenance study.
Patients who failed to respond to ustekinumab
treatment at week 16 were discontinued from
further participation.

Patients who achieved clinical response to as-
ingle IV induction dose of ustekinumab were
randomized in a 1:1:1 ratio in the maintenance
study, stratified by the induction treatment
received (ustekinumab 130 mg, ustekinumab 6
mg/kg or placebo with consequent ustekinum-
ab 6 mg/kg), clinical remission status (yes or
no, defined as the Mayo score < 2 without any
individual subscore of > 1) at baseline of the
maintenance study, and use of oral corticoste-
roids (yes or no) at baseline of the maintenance
study, to receive treatment with SC ustekinum-
ab 90 mg every 12 weeks (q12w), 90 mg every 8
weeks (q8w), or placebo.

Patients who demonstrated a clinical response
to placebo IV during the induction study re-
ceived SC placebo, while those who had shown
a delayed response to ustekinumab (at week 16)
received SC ustekinumab at the dose of 90 mg
g8w during the maintenance study. Patients
in these two groups were not randomized.
Subjects who completed the safety and efficacy

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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evaluations at Week 44 and who, in the opinion
of the investigator, might benefit from contin-
ued treatment had the opportunity to partici-
pate in the long-term extension (LTE). The LTE
began after the assessments listed for the main-
tenance Week 44 visit (M-44) were completed
and will continue through Week 220.

Study unblinding occurred after the Week 44
analyses were completed. After unblinding,
ustekinumab-treated patients continued in the
LTE, whereas patients remaining on placebo
were discontinued. Patients whose UC disease
activity worsened [in the clinical opinion of
the investigator] were eligible for a single dose
adjustment (starting at Week 56) as follows:
placebo SC to ustekinumab 90 mg SC g8w [prior
to unblinding]; ustekinumab 90 mg SC g12w to
ustekinumab 90 mg SC g8w; ustekinumab 90 mg
SC g8w continued on ustekinumab 90 mg SC g8w
[sham dose adjustment, prior to unblinding].
Efficacy assessments were conducted every 12
weeks until unblinding and then q8w or q12w at
dosing visits.

The duration of the study was approximately one
year of induction and maintenance therapy with
further follow-up for 3 years in LTE. Study pro-
tocols at each study site were approved by the
Independent Ethical Committee or the Review
Board. Prior to study enrollment, all patients
provided written informed consent.

Study endpoints

The primary endpoint in the induction study
was clinical remission at week 8. Secondary
endpoints at week 8 included mucosal healing
(defined as the endoscopy Mayo subscore of 0 or
1), clinical response. Other endpoints included
histologic healing (defined as < 5% neutrophils
in the epithelium, absence of crypts and no evi-
dence of erosions, ulcerations, or granulation
tissue), histo-endoscopic mucosal healing (de-
fined as the endoscopic and histologic healing
combined) and faecal calprotectin and CRP lev-
els during induction. [15].

The primary endpoint in the maintenance study
was clinical remission at week 44. Secondary
endpoints included sustained clinical response
at week 44, mucosalhealing at week 44, clinical
remission without corticosteroid use at week

S dekTmBHOCTL M Be30MACHOCTb YCTEKMHYMABa Y NAUMEHTOB €O
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44 (defined as clinical remission at week 44
without concomitant corticosteroid use at week
44). Other study endpoints included histo-en-
doscopic mucosal healing at week 44 and faecal
calprotectin and CRP levels through 44 weeks.
Symptomatic remission (Mayo stool frequency
subscore of 0 or 1 and a rectal bleeding subscore
of 0) and steroid-free symptomatic remission
(in symptomatic remission and not receiving
corticosteroid) were evaluated in LTE.

Safety assessments included adverse events
(AEs), serious AEs, infections and serious infec-
tions as assessed by the investigator, as well as
infusion/injection-site reactions.

Immunogenicity

Antibodies to UST were evaluated by means of a
drug-tolerant electrochemiluminescence assay
over time during the study at scheduled visits.

Statistical methods

All analyses for Russian patients were performed
as post hoc. Descriptive statistics were reported
for baseline characteristics. Dichotomous end-
points were compared between each ustekinumab
group and the placebo group using the Fisher ex-
act test. For continuous efficacy endpoints, last
observation carried forward was used for missing
data, and induction baseline observation was car-
ried forward from the time of first treatment fail-
ure (ie, a prohibited change of UC medication, a
rescue medication for clinical flare, an ostomy or
colectomy, discontinuation of study agent due to
lack of efficacy or an AE of worsening of UC dis-
ease) onward. For dichotomous endpoints, nonre-
sponder imputation were applied for patients who
met treatment failure criteria or had missing data.
Dose adjustment in LTE was not considered as a
treatment failure. Safety was analyzed according
to the period of reporting, ie, induction, mainte-
nance Week 0 though Week 44, maintenance Week
0 through Week 156.

RESULTS

Patients
The induction study of the UNIFI program enrolled
74 patients from Russia: 22 patients received

Efficacy and safety of ustekinumab in Russian patients with moderately
to severely active ulcerative colitis: a subanalysis of global phase
3 induction and maintenance studies (UNIFI) up to 3 years
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Table 1. Baseline characteristics of the Russian population of bionaive patients who were randomized during the induction study

Placebo IV U;‘tler;rcl)u'rnn:b l:‘s;tgl::‘l;l;r;f Combined Total
Number of bionaive patients enrolled in the 23 18 25 43 66
study (n)
UC duration (years)
Mean (SD) 4,62 (5,26) 4,92 (3,45) 4,71 (4,50) 4,80 (4,045) 4,74 (4,47)
UC anatomy
Left-sided 20 (87.0%) | 11(61.1%) | 19 (76.0%) | 30 (69.8%) | 50 (75.8%)
Total 3(13.0%) | 7(38.9%) | 6(24.0%) | 13(30.2%) | 16 (24.2%)
UC severity

Moderate disease (6 < Mayo score < 10)

22 (95.7%)

16 (88.9%)

21 (84.0%)

37 (86.0%)

59 (89.4%)

Severe disease (Mayo score > 10) 1 (4.3%) 2 (11.1%) 4 (16.0%) 6 (14.0%) 7 (10.6%)

Mayo Scale (0-12)

Mean (SD) 8,3 (1,39) 8,7 (1,74) 9,0 (1,43) 8,9 (1,56) 8,7 (1,52)

C-reactive protein (mg/L)

Mean (SD) 3,56 (5,04) | 4,65 (4,66) | 634 (10,15) | 564 (829) | 489 (7,31)

Fecal calprotectin (mg/kg)

Mean (SD) 2428,95 2637,53 2176,08 2367,41 2388,26
(4863,88) (3726,70) (3191,23) (3385,86) (3908,30)

clinical remission

% of patients

clinical response

endoscopic remission  histo-endoscopic
mucosal healing

0 5 10 156 20 25 0 10 20 30 40 50 60 7O 0 10 20 30 40 30 0 10 20 30
placebo (N=23) 17 4% 39.1% 21.7% 21.7%
UST 30 mg (N-18) | 168.7% j 50.0% %j 33.3% : 27 8%
i 1 i i
UST 6 mg (n=25) JE 24 0% Ti 68.0% :_\'% 48.0% l 24 0%
. H 1 il 1 H ™
—_ X

Figure 1. Effectiveness measures at week 8 of the induction study in bionaive patients
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ustekinumab 130 mg intravenously, 26 patients
received ustekinumab 6 mg/kg intravenously, and
26 patients received placebo at Week 0.

Among the study participants, 89.2% patients
(n=166) were bionaive, meaning that they had no
history of previous biologic treatment: of these,
18 patients were allocated to the ustekinumab
130 mg group, 25 to the ustekinumab 6 mg/kg
group, and 23 patients to the placebo group.
Disease characteristics of bionaive patients who
were randomized during the induction study are
provided in Table 1. At induction baseline, the
mean age of patients was 38.9 years, 59.1% male,
disease duration — 4.74 years. Most patients
presented with left-sided ulcerative colitis —
75.8% (n = 50), moderately active disease (Mayo
index 6-10 points) — 89.4% (n = 59) patients, the
mean Mayo score was 8.7, CRP — 4.89 mg/L, fae-
cal calprotectin — 2388.26 mg/kg. Demographics
and disease characteristics were generally similar
across treatment group in the induction study.

Induction study results

In ustekinumab 6 mg/kg and 130 mg groups
clinical remission was observed in 24.0% and
16.7% of patients, respectively, while in the
placebo group this outcome was reached by
17.4% of patients (Figure 1).

The proportion of patients with clinical re-
sponse was 68.0%, 50.0%, and 39.1% for the
ustekinumab 6 mg/kg, ustekinumab 130 mg and
the placebo groups, respectively.

Mucosal healing was achieved by 48.0% of pa-
tientsin the ustekinumab 6 mg/kg group, 33.3%
of patients in the ustekinumab 130 mg, and
21.7% of patients in the placebo group.

Histo-endoscopic mucosal healing was observed
in 27.8% of patients in the ustekinumab 130 mg
group, 24.0% of patients in the ustekinumab
6 mg/kg group, and 21.7% of patients in the pla-
cebo group. Among Russian bionaive patients, the
proportion of subjects in the ustekinumab 6 mg/
kg group who achieved clinical remission, clinical
response and mucosal healing at week 8 was nu-
merically greater compared to both the placebo
group and the ustekinumab 130 mg group.

MAINTENANCE STUDY RESULTS

Out of a total of 66 Russian bionaive patients
who participated in the induction study, 40 pa-
tients were re-randomized in the maintenance
study: 13 patients received 90 mg ustekinumab
via subcutaneous injections every 12 weeks,
12 patients received ustekinumab every
8 weeks, and 15 patients were given placebo.
At week 44 of the maintenance study, clinical re-
mission was achieved by 46.2% of patients who
received ustekinumab every 12 weeks, 75.0%
of patients who received ustekinumab every
8 weeks (p = 0.054 compared to placebo), and
33.3% of patients who received placebo (Figure
2). All patients who achieved clinical remission
did not require treatment with corticosteroids.
Clinical response was observed in 84.6% and
83.3% of patients treated with ustekinumab ev-
ery 12 and 8 weeks, respectively, and in 66.7%
of patients in the placebo group.

Mucosal healing was observed in 46.2% in
the ustekinumab ql12w group, 75.0% in the
ustekinumab q8w group (p = 0.054 compared to

% of paticnts
0 10 20 30 40 50 60 70 80 0 10 20 30 40 50 60 70 80 90
Placebo (N=15 33.3% 66.7%
+12.9 :
' i
UST kl2n (N=13 ! 46 2% ; 84 6%
i . '
UST k8n (N=12) | 75.0% i 83.3%
| | g

0 10 20 30 40 50 60 70 80

0 10 20 30 40 50 60 70 80

33.3%
;+12_9)
1_ 46.2%

i 75.0%
: |
—F17

Figure 2. Effectiveness measures at week 44 of the maintenance study in bionaive patients
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placebo), and in 33.3% of patients in the pla-
cebo group.

Histo-endoscopic mucosal healing was seen in
46% of patientsin the ustekinumab q12w group,
while in the ustekinumab q8w group the per-
centage of these patients was 75.0% (p = 0.021
compared to placebo), and in the placebo
group — 26.7%.

The proportion of randomized patients in the
ustekinumab q8w group who achieved clinical
remission, clinical response, mucosal healing
and histo-endoscopic mucosal healing at week
44 was numerically greater compared to both
the placebo group and ustekinumab g12w [13].

C-reactive protein, mg/l

Laboratory inflammatory markers over time

In the induction study decrease of median lev-
els of CRP was demonstrated in patients treated
with ustekinumab IV Median baseline CRP levels
at the beginning of the maintenance study were
1.75 mg/L (IQ range 0.86; 2.62) for patients who
received ustekinumab every 12 weeks, 0.68 mg/L
(IQ range 0.34; 2.27) for patients who received it
every 8 weeks, and 1.61(IQ range 0.86; 2.75) mg/L
in the placebo group. In the maintenance phase
median level of CRP after induction was sustained
by ustekinumab SC treatments (Figure 3).

In the induction study decrease of median lev-
els of faecal calprotectin was demonstrated in

= = placebo (N=15)
UST week 8 (N=12)
UST week 12 (N=13)

3 268
2,16

2,01 1.75 101 e
2 BtV _____,_,._-———-'-';'m 1.45
; 1.66 1,61 1.56 '
0.68 0.93 we e
0+ T : : : T : : v -
-8 0 4 8 12 16 20 24 28 32 36 40 44
the beginning aweek
of induction

Figure 3. Changes of median CRP levels over time during the maintenance study in bionaive patients through week 44

%’ 2,800 - — — placebo (N=15)
E 2,600 |- UST week 8 (N=12)
£ 2400} UST week 12 (N=13)
o
£ 2200 |- 14870 1246.0
5 1200
L]
& 1.000 | \ 10515
800 725.0
\ 660
600 |- 737.0 \ s
1 08.0
400 ¥ 2688
180.0y3 7414 e 205.0
. ¥ r :
200 150.0 2% 276.0 595
D - i i i i i i A A i A i i '
-8 0 4 8 12 16 20 24 28 32 3/ 40 44

the beginning of induction

a week

Figure 4. Changes of median faecal calprotectin levels over time during the maintenance study in bionaive patients by treatment

week 44
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patients treated with ustekinumab IV Median
baseline faecal calprotectin levels at the begin-
ning of the maintenance phase were 737.0 mg/
kg (IQ range 142.5; 1464.5) in patients who re-
ceived ustekinumab every 12 weeks, 1487.0 (IQ
range 496.0; 4736.0) in those receiving it every
8 weeks, and 1051.5 (IQ range 600.0; 1553.0) in
the placebo group. At week 8 of the maintenance
phase, no meaningful differencesin change from
baseline values were noted between ustekinum-
ab group and placebo, however, by weeks 24 and
44, faecal calprotectin levels were sustained in
all ustekinumab groups as compared to placebo,
where level increased(p < 0.004 at week 24 and
p < 0.001 at week 44) (Figure 4). Patients in the
ustekinumab groups demonstrated persistent
decreases in fecal calprotectin levels, while in
the placebo groups these values appeared to in-
crease over time from week 24 through 44.

Safety

Through the end of induction study the per-
centage of patients who reported at least one
adverse eventin the 130 mg ustekinumab group,
6 mg/kg ustekinumab group, and the placebo
group was 22.2%, 40.0%, and 26.1%, respective-
ly. No serious adverse events were reported in
the ustekinumab groups; in the placebo group,
1 patient reported a serious adverse event. The
proportion of patients with infections in the
130 mg and 6 mg/kg ustekinumab and the pla-
cebo groups was 5.6% (1 patients), 8.0% (2 pa-
tients) and 4.3% (1 patients) respectively.

The rate of adverse events from maintenance
Week 0 through week 44 was comparable in the
ustekinumab groups and the placebo group:
200.0, 164.9and 173.1 events per 100 patient-
years in the ustekinumab q12w, ustekinumab
q8w, and the placebo groups, respectively.
The rate of serious adverse events reported in
patients who received ustekinumab every 12
weeks was 0.0 events per 100 patient-years, 5.3
for patients who received ustekinumab every 8
weeks, and 19.2 in the placebo group.

The rates of infections as identified by the in-
vestigator through week 44 were: 0.0, 58.5,
and 19.2 events per 100 patient-years in the
ustekinumab gq12w group, the ustekinumab q8w
group, and the placebo group, respectively. In

S dekTmBHOCTL M Be30MACHOCTb YCTEKMHYMABa Y NAUMEHTOB €O
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the ustekinumab gq8w group, serious infections
were reported at a rate of 5.3 (0.1, 29.6) events
per 100 patient-years; no serious infections
were reported in the ustekinumab q12w or pla-
cebo groups.

The rate of treatment discontinuation due to
adverse events was 0.0 per 100 patient-years
in the ustekinumab ql2w group, 5.3 in the
ustekinumab q8w group, and 19.2 in the placebo
group.

No serious infections (including tuberculosis),
malignancies or deaths were reported during
the induction and maintenance studies.

Results from Long-term extension phase
through 156 weeks

34 randomized bionaive patients from Russia
were enrolled and treated in the long-term ex-
tension, 11 of whom received placebo, 12 re-
ceived ustekinumab every 12 weeks, and 11 re-
ceived ustekinumab every 8 weeks.
Symptomatic remission at week 152 was re-
ported in 83.3% of patients in the ustekinum-
ab q12w group, 81.8% in the ustekinumab q8w
group. The proportion of patients in symptom-
atic remission and not receiving corticosteroids
at week 152 was consistent with that of symp-
tomatic remission.

Among all bionaive patients who were treated in
LTE, from Week 0 of maintenance through Week
156, the rate of any adverse event was 142.00
in the ustekinumab q12w group, 125.35 in the
ustekinumab q8w group, and 133.33 events
per 100 patient-years in the placebo group.
Infections were reported at a rate of 23.67 and
46.11 events per 100 patient-years for the q12w
and q8w groups, respectively, and 40.74 events
per 100 patient-years in the placebo group.
Safety profile of ustekinumab was consistent
with what was observed from Week 0 through
Week 44, with the data reported for the Russian
subpopulation through one year of exposure, in-
cluding the induction and maintenance studies.

Immunogenicity

This study additionally evaluated the incidence
of subjects who were positive for antibodies to
ustekinumab. Among ustekinumab treated pa-
tients the majority were negative for antibodies

Efficacy and safety of ustekinumab in Russian patients with moderately
to severely active ulcerative colitis: a subanalysis of global phase
3 induction and maintenance studies (UNIFI) up to 3 years
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to ustekinumab. Among the 50 patients who
entered the maintenance study. 8.0% (4 pa-
tients) were positive antibodies to ustekinumab
through Week 44. Among 36 bionaive patients
who were treated with ustekinumab during the
LTE, from their first ustekinumab dose through
Week 156, anti-ustekinumab antibodies were
detected in 4 patients.

DISCUSSION

The additional analyses of the Russian patient
population from the UNIFI study demonstrat-
ed that the patients with active, moderate-
to-severe ulcerative colitis who were bionaive
benefited from treatment with ustekinumab.
Benefit was observed both during the induction
and the maintenance studies as well as through
the LTE. Patients who responded to induction
therapy with intravenous ustekinumab, under-
went a second randomization, q8w regimen of
subcutaneous ustekinumab, achieved a clinical
remission after 44 weeks of the maintenance
period more often than those re-randomized to
receive placebo treatment and gq12w ustekinum-
ab group.

It should be noted that all Russian patients who
achieved clinical remission at week 44 of the
maintenance period were notreceiving glucocor-
ticoids at Week 44, indicating that ustekinumab
could be used to reduce patient’s dependence
on steroid agents. The majority of Russian bion-
aive patients treated with ustekinumab in the
maintenance study achieved mucosal and histo-
endoscopic mucosal healing at Week 44.

In the induction phase decrease of CRP and fae-
cal calprotectin median levels was demonstrat-
ed in patients treated with ustekinumab IV, in
the maintenance phasemedian levels of labora-
tory inflammatory markers after induction were
sustained by ustekinumab SC treatments.
Ustekinumab demonstrated a favourable safety
profile in Russian patients. Rate of any adverse
event among patients who received at least one
dose of ustekinumab in the induction study or
during 156 weeks of follow-up of the mainte-
nance study was generally similar to that in the
placebo group. Malignancy, active tuberculosis

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

and death were not observed among these
patients.

CONCLUSION

Taking into account limited global clinical prac-
tice data on the use of ustekinumab in early-
line therapy for ulcerative colitis, this analysis
was essential for choosing a biologic agent. The
results of this analysis have allowed to confirm
both the short- and the long-term effective-
ness and safety of ustekinumab treatment in a
Russian population of bionaive patients with
active moderate-to-severe ulcerative colitis.
Overall, the results from the analysis of Russian
patient population are consistent with earlier
evidence from the overall patient population
participating in the UNIFI program and allow us
to consider ustekinumab asoptimal therapeutic
option for early intervention in bionaive pa-
tients with ulcerative colitis.
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The National Register of Patients with Inflammatory Bowel Disease (IBD) in the Russian Federation (RF) was
established to study the epidemiological and clinical features and to evaluate the common conservative and surgi-
cal practice.

AIM: to analyze the database of patients with IBD in the Russia including clinical and demographic features, medi-
cal status, the incidence of use of various classes of drugs and response to treatment, the survival rates of advanced
therapy and the reasons for their cancellation.

METHODS: from May 2017 to August 2021, depersonalized data of 3,827 adult patients with IBD (ulcerative colitis
(UC) — 2,358 pts, Crohn’s disease ((D) — 1,469 pts) from 80 regions of the Russia were included in the register,
both with previously and newly diagnosed UC or CD, who are in inpatient or outpatient care.

RESULTS: in Russian population, the ratio of UC:CD was 1.6:1. The distribution of patients by gender was the same.
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The average age of patients in the register was 40.6 + 13.1 (13-83 years) for UC and 38.5 + 14.3 (15-75 years)
for (D, the half of patients were in the age range of 21-40 years for both diseases. The average age of disease
onset did not differ for UC and CD and was 35.3 years (12-75 years) and 31.2 years (14-72 years), respectively.
The duration between the onset of symptoms and the establishment of a diagnosis was 13.2 months in UC, and
significantly longer in CD — 34.8 months (P < 0.01). The proportion of smokers in CD was significantly higher
than in UC (14.6% vs. 9.6%, respectively, P < 0.001). The incidence of disability was also significantly higher in
CD than in UC patients (41.7% vs. 29.8%, P < 0.01). The diagnosis of mild UC was established in 36% of cases,
moderate UC occurred in 48.9% of patients, severe UC in 14.2% of patients. For the first time, the incidence of
acute severe UC (1%) was estimated. The majority of patients had total UC (56.8%), 33.0 had left-sided colitis,
and 9.4% had proctitis. In CD ileocolitisoccurred in 55.9%, terminal ileitis — in 23.9%, colitis — in 20.2%,
perianal lesions — in 32.5% of cases. The morbidity rate in CD was 46% (681 patients), the most common were
strictures (48.0%) and fistulas (25.1%). The rate of extraintestinal manifestations did not differ in UC and
CD was 20.1% (473 patients) and 24.5% (360 patients), respectively. Of these, musculoskeletal lesions were
more common (41.6% in UC, 42% in CD), lesions of the skin, eyes, mucous membranes, liver, anemia were also
noted. In the treatment of IBD, steroids were used most often (79.3% and 65% in UC and CD, respectively), fol-
lowed by 5-ASA — 47% in UC, 32.4% in CD. Immunosuppressors in CD were prescribed significantly more often
(28.4%) than in UC (11%) (p < 0.05). GEBDs (biotherapy) were used in 20.6% of UC patients and in 30% of CD
patients. The highest 2-year survival of advanced therapy was noted for ustekinumab in CD (96%), tofacitinib
in UC (89.3%), and vedolizumab in both UC and CD (92.5% and 88.4%, respectively). The survival rates of all
TNF-c inhibitors were approximately the same and varied within 58.1-72.4% in UC and 60-70% in CD. The most
common reasons for cancel of advanced treatment were lack of efficacy/loss of response in both UC and CD. The
second common reason was achieving remission. Certolizumab pegol in CD was canceled for this reason most often
(22.7%). A small number of cancelled treatment due to adverse events: for UC — 1 patient each on adalimumab,
golimumab, and tofacitinib, and 7 patients on infliximab, for CD- 5 patients on infliximab and adalimumab (9.6%
and 7.5%, respectively) and 2 patients (4.6%) on certolizumab. Unfortunately, the proportion of cancel for non-
medical reasons was significant and varied from 7% to 50% for different agents. In some patients, the reason for
therapy cancel remained unknown.

CONCLUSION: the difficulties of differential, often untimely diagnosis of CD and UG, the predominance of complicated
and severe forms against the background of an increase in incidence and prevalence, and at the same time the lack
of adequate statistical accounting of CD and UC, make it necessary to create a unified clinical register for patients
with IBD. The register of IBD patients will provide a holistic picture of the IBD situation in the country, including
optimizing the budget funds for the treatment of patients with CD and UG, ensuring their rational planning.

KEYWORDS: Inflammatory bowel disease, ulcerative colitis, Crohn’s disease, epidemiology, treatment options, biologics persistence (survival),
national registry
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INTRODUCTION

of patients is of young, able-bodied, reproduc-
tive age, belonging to the category of “long-

The study of inflammatory bowel diseases (IBD),
which include ulcerative colitis (UC) and Crohn'’s
disease (CD), has remained relevant for several
decades. This is due to the steady increase in
morbidity, the expansion of the geography of
IBD, the lack of knowledge about their ethology
and pathogenesis and the imperfection of treat-
ment approaches, despite the constant increase
in therapeutic capabilities. Both diseases have
a clear social significance, since the main cohort

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

term disease”, requiring often hospitalizations
and having disabilities [1-3]. In all countries,
IBD imposes a significant economic burden on
national health systems due to the progressive
course, expensive drugs, severe intestinal com-
plications, hospitalizations and intestinal sur-
geries [4—6]. The maximum prevalence of IBD
in Europe is 505/100,000 of the population for
UC and 322/100,000 for CD. In North America,
the prevalence of CD is higher than UC: 319 and

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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249 per 100 thousand, respectively. The high-
est incidence of UC 24.3/100,000 was noted in
Europe, 19.2/100,000 in North America. For CD,
these figures are 12.7/100,000 in Europe and
20.2/100,000 in North America. The incidence
is increasing in Asia, the Middle East and China
[7-11]. The number of epidemiological studies
is increasing every year, of which 75% of stud-
ies on CD and 60% on UC demonstrate a con-
stant increase in the incidence of IBD [3]. There
are significant differences in the incidence and
prevalence of IBD between northern and south-
ern countries and between western and eastern
countries in Europe with the predominance of
the highest rates in the northern and western
territories, but with their constant growth in
the eastern direction [12,13]. Since Russia occu-
pies a geographical position between the West
and the East, it is extremely important to know
the true basic epidemiological indicators for the
country; however, at present information on the
prevalence and incidence of IBD in the Russia
is extremely limited, presented by partial data
from Oblastal registers and largely differ from
each other [14,15]. Thus, in the Moscow Oblast,
the incidence of IBD is 5.1/1,000,000, and the
prevalence is 60.7/100,000 [13,14]. In Irkutsk,
the prevalence of IBD is 74.9/100,000, and in the
Republic of Tatarstan 40/100,000 of the popula-
tion [14,15]. A comprehensive study of Russian
epidemiological indicators can be available
within the framework of the permanent national
Register of IBD.

Socio-demographic and clinical characteris-
tics of IBD, as well as therapeutic approaches
have already been studied in a number of large
Russian studies, such as ESCApe, ESCApe-2,
INTENT [16,17]. These were well-organized, mul-
ticenter, observational studies with a sufficient
sample of patients that demonstrated a number
of trends that coincide with global trends and a
number of epidemiological features that differ
from general patterns. Despite the convincing
results, these studies do not reflect a detailed
picture of the IBD in the country as a whole, be-
cause they were cross-sectional and were done
on the basis of the leading specialized centers
of the IBD only in some Oblasts. Thus, 17 Oblasts
participated in the ESCApe study, ESCApe-2 and

KnunHuko-paemorpadmuyeckme xapakTepucTUkm U nevebHslie
NoAXoAbl Y NALMEHTOB C BOCNANMTENbHBIMU 3a601€BAHMAMM
KuweyHuKa (6onesHb KpoHa, sa3eeHHbiit konut) B PO,
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INTENT-7 Oblasts each. This, of course, is not
enough to fully characterize the state of af-
fairs and the problem of IBD on a national scale.
Patient registers can provide a more complete
picture of the state of any medical and social
problem.

The register is an organized system for col-
lecting, recording and storing unified informa-
tion about patients, which makes it possible to
evaluate real long-term data on the effective-
ness and safety of therapy, late outcomes of the
disease and treatment, cost-effectiveness and
other parameters. Randomized and cohort clini-
cal trials cannot provide a complete answer to
these questions, as they are limited by design
and endpoints, strict inclusion/exclusion crite-
ria, and the target cohort of patients. This ar-
ticle presents the first results of the national
Register of IBD in Russia.

AIM

Analysis of data from the national Register of pa-
tients with IBD in the territory of the Russia with
the study of clinical and demographic character-
istics, the medical status of patients, the inci-
dence of use of various classes of drugs and the
nature of the response to treatment, assessment
of the survival of GEBD and the reasons for their
cancellation.

PATIENTS AND METHODS

The Register included patients with IBD, both
with a previously established diagnosis, and
with newly diagnosed UC or CD, who are on inpa-
tient or outpatient treatment.

To fill out the Register, a special patient reg-
istration form was developed with a list of key
issues related to demographic and social char-
acteristics, features of the course of diseases,
complications and treatment options for UC and
CD. Data collection and analysis was carried out
in the period from May 2017 to August 2021 in-
clusive. The data of 3,827 patients (UC 2,358,
BC 1,469) from 78 Oblasts of the Russia were en-
tered into the Register.

Clinical and Demographic Features and Treatment Approaches for
Inflammatory Bowel Diseases (Crohn’s Disease, Ulcerative Colitis)
in the Russia. The Primery Results of the Analysis of the National Register
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Table 1. Participants of the project “National Register of IBD in the Russia”

Ter-rito.rial Region NumPer of
District Patients
Central Moscow 1196
Belgorod region 93
Bryansk region 10
Vladimir region 43
Voronezh region 21
Ivanovo region 8
Kaluga region 17
Kostroma region 8
Kursk region 7
Lipetsk region 61
Moscow region 406
Orlov region 9
Ryazan region 10
Smolensk region 25
Tambov region 15
Tver region 28
Tula region 26
Yaroslavl region 17
North-west Arkhangelsk region 6
Vologda region 15
Kaliningrad region 20
Leningrad region 23
Murmansk region 9
Novgorod region 11
Pskov region 12
Republic of Karelia 6
Komi Republic 11
St. Petersburg 653
South Astrakhan region 10
Volgograd region 26
Krasnodarskiy Territory 14
Rostov region 48
Republic of Adygea 2
Republic of Kalmykia 5
Republic of Crimea 8
Sevastopol 1

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

Ter'rito.rial Region NumPer of
District Patients
Siberian Altai Territory 2
Irkutsk region 3
Kemerovo region 197
Krasnoyarsk Territory 4
Omsk region 5
Republic of Tyva 2
Republic of Khakassia 1
Tomsk region 2
Uralsky Kurgan region 7
Sverdlovsk region 9
Tyumen region 9
Khanty-Mansi Autonomous 5
District — Yugra
Chelyabinsk region 60
Yamalo-Nenets Autonomous 10
District
Far-Eastern Amur region 9
Trans — Baikal Territory 1
Kamchatka Territory 9
Magadan region 1
Primorsky Territory 1
Republic of Buryatia 1
Republic of Sakha (Yakutia) 2
Sakhalin region 3
Privolzhsky Kirov region 6
Nizhny Novgorod region 188
Orenburg region 4
Penza region 9
Perm Territory 4
Republic of Bashkortostan 7
Republic of Mari El 2
Republic of Mordovia 17
Republic of Tatarstan 24
Udmurt Republic 5
Republic of Chuvashia 62
Saratov region 9
Ulyanovsk region 6
North- Kabardino-Balkarian Republic 10
Caucasian Karachay-Cherkess Republic 3
Republic of Dagestan 49
Republic of Ingushetia 3
Republic of North Ossetia-Alania 18
Stavropol Territory 154
Chechen Republic 8

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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Statistical Processing

Statistical data processing was performed in
the IBM SPSS Statistics program. Methods of
descriptive statistics were used to general-
ize and evaluate demographic continuous and
discrete variables. Quantitative variables were
described using averages, standard deviation,
minimum, maximum and median. Qualitative
variables were characterized by absolute and
relative (%) incidence. Absolute figures and
percentages were calculated for patients within
each class of diseases. Comparison of qualita-
tive variables in two independent groups was
carried out using the x? criterion.

All IBD patients signed an informed con-
sent to include their depersonalized data in
the national Register Technical support of the
Register platform: The United System of Medical
Informatization (POCME/.NH®O).
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Figure 1. The ratio of males and females with UC and CD accord-
ing to the National Register
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Figure 2. Age of patients with IBD in the Russian Federation at
the time of inclusion in the National Register
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Table 2. Age characteristics of IBD patients (years)

Indicator uc cD
Number of patients 2358 1469
Average age of patients 40.6 38.5
Standard deviation 13.1 14.3
Minimum 13 15
Maximum 83 75
Median 38 36

RESULTS AND DISCUSSION

Demographic and Socio-economic Characteristics

Incidence of IBD on Gender and Age

The Register included 2,358 patients with
UC and 1,469 patients with CD (the ratio of
UC:CD = 1.6:1). The distribution of patients by
gender, shown in Figure 1, demonstrated an
equal proportion of males and females in both
diseases without the predominance of one of
the genders, which corresponds to the data of
previous studies in Russia [16,17,20] and epide-
miological trends in the world [3,18,19].

The age of patients with UC and CD included
in the Register are shown in Table 2 and Figure
2. It ranged significantly from 13-15 to 75-
83 years in both UC and CD. The average age was
40.6 years with UC and 38.5 years with CD. The
vast majority of IBD patients are represented
by young people in the age of 21-30 and 31-
40 years for both diseases, which is 48.5% in the
UC group and 55.4% in the CD group.

There were no significant age differences be-
tween UC and CD in any age group.

Age of Disease Onset

It is this characteristic that determines the so-
cial component of the disease, because all over
the world, the main contingent of patients is
young people aged 20-40 years. This trend has
been repeatedly confirmed in the countries of
Europe, Asia and America, as well as in Russia
in earlier studies [3,16-18,20]. The age of the

Clinical and Demographic Features and Treatment Approaches for
Inflammatory Bowel Diseases (Crohn’s Disease, Ulcerative Colitis)
in the Russia. The Primery Results of the Analysis of the National Register
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Table 3. Age of the onset of IBD in Russia (years) in 2014 and 2021

Ulcerative Colitis Crohn’s Disease
Indicator
Register (2021) | ESCApe-2 (2014) | Register (2021) | ESCApe-2 (2014)
Number of patients 2358 666 1469 333
Average age of onset of the disease 35.3 36.4 31.2 32.6
Minimum 12 2 14 10
Maximum 75 75 72 75
Median 33 32 29 34

onset of the disease predominantly determines
the phenotype and prognosis of the disease,
which is especially pronounced in CD, in which
the early age of the onset of the disease is one
of the factors for complications and negative
prognosis [21-25].

In our national Register, the average age at
the beginning of IBD was almost the same
(34.2 years for CD and 36.1 years for UC) and
corresponded to this general trend (Table 3).
We compared the average age of the onset of IBD
according to the Register (2021) and accord-
ing to the ESCApe-2 study (2014). Convincing
data on age-related shifts in the onset of dis-
eases over the past 7 years were not observed
in either UC or CD (Table 3). Currently, in some
countries, there is an increase in the incidence
of IBD over the age of 60 years [3,9]. This is an
important factor for the poor prognosis of UC,

because this category of patients has an in-
creased likelihood of early colectomies and the
risk of colorectal cancer [21,24-26]. The data
from our Register does not yet indicate such
a trend in Russia.

Timing and Age of Diagnosis

According to the Register, the average age of
diagnosis of UC and CD (36.1 and 34.2 years, re-
spectively) did not differ from the age of onset
of the disease (35.3 and 31.2 years, respective-
ly) (Fig. 3).

These data suggest that the diagnosis of IBD is
quite fast, i.e. a short time after the onset of
symptoms.

At the same time, the analysis of the Register
shows that the average time of IBD from the on-
set of symptoms to diagnosis in the whole coun-
try remains quite long and amounts to 2.9 years
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Figure 3. Age of disease onset and age of diagnosis in IBD according to the National Registry
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Figure 4. Duration of the disease from the first symptoms to diagnosis (months)

(34.8 months) in CD and 1.1 years (13.2 months)
in UC (Fig. 4).

Apparently, this contradiction of indicators re-
quires clarification as the number of patients
in the Register increases. When comparing the
timing of diagnosis in the ESCApe study and in
the Register, it was shown that this period de-
creased from 44.4 months to 34.8 months with
CD and from 18 months to 13.2 months with UC
(Fig. 4). Apparently, the decrease in the time of
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diagnosis was influenced by the improvement
of doctors” awareness of IBD and the increase
in diagnostic options. It is also likely that the
diagnosis is made more quickly with a bright,
manifest picture of IBD, which is not always the
case. Thus, in the Register, the average time of
diagnosis in the acute IBD, the same for UC and
CD, was 1.6 years (19.2 months), which is unac-
ceptably long for an acute attack, but less than
in continuous and recurrent forms of diseases
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Figure 5. Smoking status in IBD. The proportion of patients who smoke in UC and CD
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Figure 6. Rate and cause of disability of IBD according to the National Register (%)

(Fig. 4). There are still patients whose diagnosis
is delayed for a long period. According to the
Register, the maximum duration of the diagnos-
tic period was 72 months (6 years) both with
CD and with UC. It should be noted, however,
that this period has also decreased in compari-
son with the 2012-2014 data. (Fig. 4) [16]. The
task of evaluation of causes of late diagnosis of
IBD in the analysis of the Register was not set.
It can be assumed that this is due, on the one
hand, insufficient knowledge of a wide range
of doctors with an unusual clinical picture of

2012 ESCApe

moderate
31%

severe
16%

moderate-severe
53%

M severe B moderate-severe - /moderate

Figure 7. The severity of the UC in Russia
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IBD, and on the other hand, insufficient com-
pliance of patients and their late access to a
doctor with mild symptoms of the disease. In
any case, late diagnosis can lead to of severe
complications and surgery. It is interesting to
note that a significant difference was revealed
between the time of verification of CD and UC.
The duration of the diagnostic period in CD is
more than 2 times longer than in UC, and this
trend continues to the present (Fig. 4). Similar
data were obtained in a vast European study,
where it was shown that 20% of CD patients do

2021 National Register

extra-severe

moderale 1% SEVere
14% 36%

moderale-severe
49%

W severe Mmoderate-severe . moderate M extra-severe
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Figure 8. The extent of UC according to the National Register
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Figure 9. Localization of Crohn’s disease according to the Na-

tional Register

not have a diagnosis more than a year after the
onset of symptoms, while only 9% of such UC
patients [27].
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Risk Factors for IBD (Smoking)

The effect of nicotine on the development of
IBD has been well known for a long time, and
this is a multidirectional effect in CD and UC.
In CD, smoking is considered one of the most
important risk factors for the development and
poor prognosis of the disease. It was found that
smoking increases the risk of CD formation by
more than two times, and the number of smok-
ers in the cohort of CD patients is significantly
higher than in the general population [28-31].
In UC, nicotine not only does not have a nega-
tive effect on the disease, but on the contrary,
it is a protective factor. The incidence of UC
among smokers is lower than in the population,
and the proportion of smokers among UC pa-
tients is less than in the population of patients
without UC [28-31]. The Register data showed a
similar trend among Russian patients: the pro-
portion of smokers in CD was statistically sig-
nificantly higher than in UC (14.6% vs. 9.6%,
respectively) (Fig. 5). Similar data obtained in
the ESCApe study [16] are also shown for com-
parison in Figure 5. The same results were ob-
tained in the INTENT study [17]. Thus, the data
of the Russian national Register on the status of
smoking in patients and the effect of smoking
on IBD generally correspond to international
trends. The average smoking experience in our
patients with UC and CD was the same: 16.5 and
17 years, respectively.

48

strictures

Figure 10. The incidence and nature of complications in Crohn’s disease
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Employment Status (Disability)

The rate of disability of IBD patients in Russia
should be assessed not only for the Registration
of severe complicated forms of the disease that
require revision of the treatment, but also from
the standpoint of the possibility of preferential
drug provision, especially expensive genetically
engineered biological drugs (GEBD). Among pa-
tients with CD, the proportion of disabled people
was significantly higher — 44.1% (648 people)
than in UC — 32.2% (759 people) (P < 0.001).
However, some of these patients had disabili-
ties due to other diseases unrelated or indirect-
ly related to IBD (5.1% and 7.1%, respectively)
(Fig. 6). Most often these were rheumatic and
skin diseases, in some cases cardiovascular dis-
eases and diabetes mellitus. There was no in-
formation on 0.15 and 0.7% of patients. Thus,
41.7% had a disability directly for CD, 29.8% for
UC. It was these patients who could have a drug
benefit.

Clinical Parameters of IBD

Severity of the IBD

To assess the severity (activity) of UC, the
Mayo scale or the Truelove-Witts severity cri-
teria recommended in Russia were used [32].
According to the Register, the severity assess-
ment was available only for UC. The ratio of
different forms of UC in severity is shown in
Fig. 7. In accordance with the Russian National
Guidelines and the Montreal Classification
[33], mild UC (36%), moderate UC (48.9%), se-
vere UC (14.2%) were distinguished. For the
first time, the incidence of extra-severe UC
(1%) was statistically estimated, which was in-
cluded in National Guidelines only in 2020 [32].
It should be noted that the ratio of groups of
patients with varying degrees of severity in
the national Register and in the ESCApe study
[16] was different: mild UC in the Register was
36% versus 16% in the ESCApe, the proportion
of severe UC, on the contrary, was lower-14.2%
versus 31%. The proportion of moderate UC
was the same (Fig. 7). From our point of view,
such a difference in the assessment of severity
in the Register and in the ESCApe is interest-
ing from two points: firstly, the diagnosis of
mild forms of UC has improved over a 9-year

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

period; secondly, we believe that these differ-
ences in data demonstrate the advantages of
evaluating indicators for the Register with a
significantly larger coverage of territories and
populations compared to cohort studies. Our
data coincide with the European data on the
ratio of different forms of UC in severity [6].
Unfortunately, data on the severity of CD in the
Register were not available.

The Extent of Inflammation in UC

The extent of inflammation in UC, estimated in
accordance with the Montreal Classification,
according to which distal colitis (proctitis),
left-sided colitis and total colitis (pancolitis)
are distinguished, is shown in Figure 8 [33].
The vast majority of patients had pancolitis
(56.8%), left-sided colitis was diagnosed in
more than a third of patients, proctitis oc-
curred in only 9.4% of patients. Such a small
proportion of patients with distal lesions indi-
cates their insufficient diagnosis. For various
reasons, these patients do not come to the at-
tention of doctors, which can negatively affect
the prognosis and outcomes of the disease, be-
cause it has been shown that over time, UC can
progress with an increase in length [34]. Thus,
in 15% of patients, after 9 years, the length of
the lesion may increase, and proctitis passes
into common forms of UC [35]. Statistical dif-
ferences between total and left-sided colitis
are significant, as well as differences between
left-sided and distal colitis (p < 0.001). Thus,
the results of processing the Register data
showed that UC with a widespread nature of
inflammation (left-sided and total) currently
prevails in the Russia. The European popula-
tion shows significantly higher rates of distal
colitis, varying in different countries and dif-
ferent time intervals from 27% to 60% [6,36].

Lesion Site in CD

CD lesion site was also evaluated according to
the Montreal Classification [33]. More than half
of the patients (55.9%) were diagnosed with
a combined lesion (ileocolitis) (Fig. 9). There
were significantly more such patients (p < 0.05)
than patients with terminal ileitis (23.9%) and
colitis (20.2%). Other sites (jejunum, upper

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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Table 4. Rate and nature of extraintestinal manifestations in IBD in the National Register (%)

Type of EIM n =l;c358 n =CID469
AlL EIMs 20.1 (n=473) 24.5 (n = 360)
Joints and spine 41.6 42.0
Skin and mucosa 16.1 17.3
Liver 17.0 13.3
Eyes 5.2 3.6
Blood 15.6 12.0

*In the table, the incidence of individual types of EIM is given in relation to the total number of EIMs.

gastrointestinal tract) in the Register were not
distinguished independently, but were found in
combination with the three main ones. Perianal
lesions were noted in 32.5% of CD patients, usu-
ally in combination with another locations, only
in 8% of patients as the single lesion, which was
included in the group of patients with colitis.
In general, the results of the Register coincide
with earlier data for the Russia [16,17].

Complications and Phenotype of CD
The overall incidence of complications in CD
in the Register was registered in 676 (46.0%)

‘};m%; 2012 ESCApe

myUC ECp

0_

5-ASA  STEROIDS IS

patients, there were no complications in 793
(54.0%) patients in whom CD can be character-
ized as luminal (luminal, inflammatory). The
fistulous form of CD (external and internal fis-
tulas, of different location) was diagnosed in
25.1% of patients. Strictures showed 48% of
patients, but it is not possible to establish the
exact incidence of the stricturing phenotype of
CD according to the Register, because in some
patients both fistulas and strictures were reg-
istered simultaneously or sequentially (Fig. 10).
The rate and nature of UC complications are not
reflected in the Register.

:: | 2021 National Register
70

60 - = UC ECD
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* P < 0.05 between UC and CD
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Figure 11. The incidence of different types of IBD therapy with a difference of 9 years

KnunHuko-paemorpadmuyeckme xapakTepucTUkm U nevebHslie
NoAXoAbl Y MALMEHTOB C BOCNANUTENbHbIMM 3a601€BaHUIMM
KuweyHuKa (6onesHb KpoHa, sa3eeHHbiit konut) B PO,
Mepebie pesynbtarsl aHanmsa HauponansHoro Peructpa

Clinical and Demographic Features and Treatment Approaches for
Inflammatory Bowel Diseases (Crohn’s Disease, Ulcerative Colitis)
in the Russia. The Primery Results of the Analysis of the National Register

75



76

OPUTMHAIJIbHBIE CTATBU

ORIGINAL ARTICLES

Table 5. Survival of Biologics (GEBD) and tofacitinib therapy after 2 years of follow-up

uc cD

g | resiben | PP | OIS | g | Spped | Comtinue i

N N N % N N N %

Infliximab 191 79 112 58.6 169 52 117 69.2
Adalimumab 86 36 50 58.1 223 67 156 70.0
Golimumab 105 29 76 72.4 - - - -
Certolizumab pegol - - - - 110 44 66 60.0
Vedolizumab 93 7 86 92.5 86 10 76 88.4
Tofacitinib 178 19 159 89.3 - - - -
Ustekinumab 5 2 3 60.0 25 1 24 96.0

Extraintestinal Manifestations

Extraintestinal manifestations (EIM) most often
reflect an autoimmune component in the patho-
genesis of IBD [37] and are usually observed in
severe cases [34-36]. The European consensus
provides data on a significantly higher rate of
EIM in CD compared to UC and notes that at
least one EIM occurs in 50% of IBD patients
[37]. In contrast to Western countries, the in-
cidence of EIM among patients in our national
Register did not differ significantly in UC and
CD and amounted to 20.1% (473 patients) and
24.5% (360 patients), respectively (Table 4).
This is lower than the previous results for the
Russia [16,17] and lower than the data of most
foreign publications [38-41]. As in most stud-
ies, musculoskeletal lesions, including periph-
eral arthritis, ankylosing spondylitis, psoriatic
arthritis (Table 4), were the most often among
all EIMs, which completely coincides with data
from foreign sources [37]. There were no signifi-
cant differences in the rate of individual EIM in
UC and CD.

Skin lesions in our population were typical (ery-
thema nodosum, gangrenous pyoderma, psoria-
sis, atopic dermatitis) [42,43]. Involvement of
the mucosa was represented by aphthous sto-
matitis, and the lesion was represented by ocu-
lar uveitis and iridocyclitis. Primary sclerosing
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cholangitis in UC, autoimmune hepatitis and
cross syndrome were among the liver lesions.
EIM of the blood system included anemia of
various genesis. Knowledge of the nature of EIM
is of great importance for the early diagnosis of
IBD, when intestinal symptoms of the disease
may be absent or subclinically occur, and the
disease manifests EIM [37].

Treatment Characteristics

The incidence of use of different groups of
drugs, including 5-ASAs, glucocorticosteroids
(steroids), immunosuppressors (IS) and GEBD,
was evaluated. In addition, the survival of GEBD
therapy, the rate and causes of GEBD withdrawal
were evaluated. The main results are shown in
Fig. 11, where you can see how the actual prac-
tice of therapeutic approaches in the Russia has
changed over 9 years, i.e. how the Register data
differ from the results of the first ESCApe study
of 2012 [16].

First of all, attention is drawn to the reduction
in 5-ASA by almost half from 2012 to the pres-
ent (from 88.7% to 47% in UC, from 69.7% to
32.4% in CD). Such shift is important to note for
UC, since it is well known that 5-ASA are recom-
mended for mild and moderate disease, but are
not effective for severe one [32,44,45]. The pro-
portion of patients with mild UC in the Register

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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Table 6. Reasons for discontinuation of Biologics therapy

Reasons for discontinuation of therapy (abs. and % of those who stopped treatment)
Medical Reasons
Drug Inefficiency/Loss Achieving . Nol;‘e-a“;?)ilsc " Unknown Reason

of Response Remission Side Effects

uc cD uc cD uc cD uc cD uc cD
Infliximab 25/31.6 | 10/19.2 | 3/3.8 | 1/1.9 | 7/8.9 | 5/9.6 | 13/16.5 | 5/9.6 |31/39.2|31/59.7
Adalimumab 8/22.2 | 19/28.4 0 5/7.5 | 1/2.8 | 5/71.5 3/8.3 | 17/25.4 | 24/66.7 | 21/31.2
Golimumab 5/17.2 - 0 - 1/3.4 - 2/7.0 - 21/72.4 -
Certolizumab pegol - 22/50 - 10/22.7 - 2/4.6 - 10/22.7 - 0
Vedolizumab 3/42.8 | 4/40.0 0 0 0 0 1/14.3 | 1/10.0 | 3/42.8 | 5/50.0
Tofacitinib 15/78.9 - 0 - 1/5.3 - 3/15.8 - 0 -
Ustekinumab 1/50.0 0 0 0 0 0 1/50.0 |1 patient 0 0
was 36%, and with moderate — about 49% increases the cost of treatment. It is possible

(Fig. 7). From the comparison of these figures,
it can be assumed that mesalazines were mainly
received by patients with mild UC and a small
part of patients with moderate UC. The formula
is simple: 47% of administrationsis 5-ASA, of
which 36% is mild UC and the remaining 11%
was for moderate UC. Of course, it is categorical
to say that the distribution was exactly like this
is not entirely correct, but given the provisions
of the National Guidelines, this is most likely.
In any case, the differences in comparison with
2012 are clear and it can be stated that 5-ASA
for UC began to be prescribed more correctly.
Unfortunately, this cannot be said about CD.
Although the incidence of prescribing 5-ASA in
CD has decreased more than twice in 9 years, the
factitself suggests that doctors still do not take
into account the part of National Guidelines that
clearly reflect the low effectiveness of 5-ASA in
CD [45-49].

It is unknown whether 5-ASA was prescribed in-
dependently orin combination with other class-
es of drugs, in particular with steroids. This
is also an important point, because patients
who need steroids, as a rule, do not respond to
5-ASA. Such a combination is not advisable and

KnunHuko-paemorpadmuyeckme xapakTepucTUkm U nevebHslie
NoAXoAbl Y NALMEHTOB C BOCNANMTENbHBIMU 3a601€BAHMAMM
KuweyHuKa (6onesHb KpoHa, sa3eeHHbiit konut) B PO,
Mepebie pesynbtarsl aHanmsa HauponansHoro Peructpa

that patients received a combination of 5-ASA
and steroids, 5-ASA and IS, and even a combi-
nation of 5-ASA and GEBD. Such variants are
often found in Russian clinical practice, which
was shown in the INTENT study [17], although
such combinations do not comply with National
Guidelines [46-48]. In the future, it is advisable
to include data on the practice of combination
therapy in the Register.

With regard to steroids, we can only say that
the rate of their use in IBD has not changed
in 9 years, but has even increased somewhat
(Fig. 11). It is not yet known from the Register
data whether steroids were prescribed in re-
peated courses and for how long. In the INTENT
study [17], it was demonstrated that patients
in Russia received from 2 to 7 repeated courses
of steroids, which also does not comply with
Russian and international guidelines. It is also
advisable toinclude this section in the Register.
Attention is drawn to the almost identical inci-
dence of use of IS (mainly thiopurines) in 2012
and 2021 and significant differences in the in-
cidence of use of IS in UC and CD, and this trend
has not changed over 9 years (Fig. 11).The rea-
son for such differences is not clear, because

Clinical and Demographic Features and Treatment Approaches for
Inflammatory Bowel Diseases (Crohn’s Disease, Ulcerative Colitis)
in the Russia. The Primery Results of the Analysis of the National Register
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indications for the use of IS in UC and CD are
the same: maintenance therapy after achieving
remission on steroids. It will be important to
understand why thiopurines are so rarely used
in UC, in only 11% of cases.

As for GEBD, the incidence of their administra-
tion has increased significantly over 9 years (4
times for UC and 3 times for CD) (Fig. 11), which
is quite natural, since the availability of GEBD
has increased significantly throughout the
country during this time. The positive changes
is also explained by the increase in the educa-
tional level of gastroenterologists.

As part of the Register analysis, the “survival
of therapy” with GEBD and selective immuno-
suppressants (tofacitinib) was evaluated. The
survival rate of GEBD is an important parameter
reflecting long-term therapeutic efficacy, safe-
ty and adherence to therapy in common clini-
cal practice. The survival of therapy is a new
term defined as the time from the moment of
administration of GEBD to the moment of dis-
continuation of the drug or to the moment of
switching to another drug [50]. In our analysis,
the survival of GEBD was assessed by repeated
visits of patients, the proportion of patients
who continued to take biologics for 2 years
from the date of administration was determined
(Table 5). The highest 2-year survival was noted
for ustekinumab in CD (96%), for tofacitinib in
UC (89.3%) and for vedolizumab in both UC and
CD (92.5% and 88.4%, respectively). It is not yet
possible to assess the survival of ustekinumab
in UC due to the small number of patients —
only 5 people.

The survival rate of all TNF-a inhibitors was
approximately the same and somewhat lower
than other classes of drugs, and ranged from
58.1-72.4% in UC and 60-70% in CD (Table 5).
There were no significant differences in the sur-
vival rate of different drugs in either UC or CD,
as well as there were no significant differences
between UC and CD for any of the drugs.

The data we have obtained on survival are gen-
erally comparable with the results given in the
literature, although there are very few studies
on this topic so far. So, in a Korean study, the
2-year survival rate of infliximab and adalimum-
ab therapy for CD was the same and amounted
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to about 80% (in our Register, about 70%), and
in UC for both drugs 54% (in our Register, 58%)
[50]. An Australian study demonstrated a higher
survival rate of ustekinumab in CD (more than
70%) and vedolizumab in UC (more than 60%)
compared to other drugs [51].

In the Khan systematic review, the reasons for
discontinuation of GEBD therapy in IBD were
assessed by three main parameters: loss of re-
sponse/insufficient response, side effects, and
insufficient adherence to treatment [52]. It
should also be borne in mind that the reasons
for the drug cancel may not be medical, related
to organizational and financial issues, violation
of the auction schedule, etc. We analyzed the
reasons for the cancel of GEBD and janus kinase
inhibitors, focusing on the data entered in the
Register. An additional reason for the cancella-
tion/refusal of treatment was the achievement
of remission and improvement of the patient’s
status. Refuse of therapy for this reason can
be regarded as a violation of treatment com-
pliance. However, there is no information in
the Register about whether the withdrawal of
the drug was the initiative of the doctor or the
patient. The reasons for the withdrawal of all
drugs in patients of our population are indicat-
ed in Table 6. The most common reasons were
insufficient efficacy or secondary loss of re-
sponse. However, it should be noted that there
were few such patients compared to those who
continued therapy (Tables 5,6). For an unclear
reason, cancel due to the achievement of remis-
sion in a high percentage of cases was noted
during treatment with certolizumab pegol in CD
(22.7%). Due to the side effects of the drugs,
only a small number of patients stopped treat-
ment. Unfortunately, non-medical reasons for
withdrawal accounted for a significant propor-
tion, this is especially noticeable for infliximab
and adalimumab. In a large number of patients,
the reason for discontinuation of therapy re-
mained unknown. This section of the Register
should be given more attention in the future.
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CONCLUSION

The difficulties of differential, often untimely
diagnosis of CD and UC, the predominance of
complicated and severe forms against the back-
ground of an increase in morbidity and preva-
lence, and at the same time the lack of adequate
statistical accounting of CD and UC, make it
necessary to create a unified clinical register of
patients with IBD. The National Register of IBD
Patients will provide a holistic picture of the
IBD situation in the country, including optimiz-
ing the use of budget funds for the treatment of
patients with CD and UC, ensuring their rational
planning.
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Does the type of anastomosis affect the risk of recurrence in
Crohn disease?

Armen V. Vardanyan, Ivan S. Anosov, Vera A. Michalchenko, Bella A. Nanaeva
Ryzhikh National Medical Research Center of Coloproctology (Salyama Adilya st., 2, Moscow, 123423, Russia)

AIM: to evaluate the effect of intestinal anastomosis type on risk of Crohn’s disease (CD) recurrence.
PATIENTS AND METHODS: the retrospective cohort study included 130 patients with CD who underwent surgery for a
complicated (D in 2012-2017. Ileocecal resection with anastomosis was performed in 112/130 (86.2%) patients.
Resection of the terminal ileum with resection of the right side of the colon with the formation of an ileo-transverse
anastomosis. In 18/130 (13.2%) cases. Stapled “side-to-side” anastomosis was formed in 57/130 (43.8%)
patients, while hand sewn “end-to-end” — in 73/130 (56.2%) patients. Post-op complications occurred in 21/130
(16.2%) cases. After surgery, most patients were treated by azathioprine as an anti-recurrence therapy — 112/130
(86.2%) patients, while in 31/112 (23.8%) cases, additional biological therapy was done. In 14/130 (10.7%)
patients, anti-recurrence therapy was carried out in mono mode with a biological drug.
RESULTS: mean follow-up was 28.5 (1.9-95.4) months. Recurrence occurred in 54/130 (41.5%) patients on average
18 + 5 (12-41) months after surgery. Thus, the operative time exceeding 200 minutes was significantly associated
with an increase in the recurrence rate (p = 0.03). It was found that the type of anastomosis does not affect the
recurrence risk. Moreover, among the significant factors was the operative time. It increases the chance of recurrence
by 2.9 times in the univariate model (p < 0.05), and in the multivariate model — by 6.3 times, when exceeding
155 minutes.
CONCLUSION: the type of anastomosis does not affect the recurrence risk. The operation time exceeding 155 minutes
increases the chance of recurrence by 6 times (p < 0.01).
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INTRODUCTION

Crohn’s disease is a chronic inflammatory dis-
ease of the gastrointestinal tract that requires
surgery in 80% of cases, regardless of the type
of conservative treatment [1]. At the same time,
the surgery does not completely cure patients
and therecurrence rate remains high: a year after
the surgery, endoscopic recurrence develops in
35-85% of patients, and clinical recurrence —
in 10-38% of cases. By the third year of follow-
up, the recurrence rate increases to 85-100%
and 34-86%, respectively [2]. According to the
literature, the CD recurrence detected during
endoscopy develops either in the “neoterminal”
ileum, or directly in the anastomosis [3,4]. This
fact has caused concern among surgeons as to

Bnusiet v TMn popmMpoBaHMsS aHacTomo3a
Ha puck peunamsa npu 6onesnn Kpona?

which type of anastomosis is accompanied by a
low risk of ischemia, minimizes reflux of intes-
tinal contents into the small intestine and pre-
vents excessive bacterial growth in the ileum
[5,6]. A number of studies have been published
in which itis claimed that stapled “side-to-side”
anastomosis is associated with a low incidence
of postoperative recurrence [7-9]. In a retro-
spective study by Scarpa M., et al., 141 patients
with CD were presented. No significant differ-
ences in recurrence rate was detected between
the stapled and hand sewn method of anasto-
mosis [10]. The results obtained were confirmed
in a randomized controlled trial of McLeod R.S.
Among 139 patients after 12 months, endoscop-
ic recurrence occurred in 42.5% of patients af-
ter hand sewn anastomosis and in 37.9% after
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Table 1. Clinical criteria in patients with remission and recurrence

Recurrence (n = 54) Remission (n = 76) P
Stapled anastomosis 25 (46.3%) 32 (42.1%) 0.2
Hand sewn anastomosis 29 (53.7%) 44 (57.9%) 0.3
Gender (male) 31 (57.4%) 41 (53.9%) 0.18
Age, years (median, min-max) 28.5 (18-68) 28 (18-70) 0.5
coIc 10 (18.5%) 8 (10.5%) 0.2
Anamnesis, months (median, min-max) 48 (4-168) 33 (3-360) 0.11
Previous treatment 26 (48.1%) 33 (43.4%) 0.2
H-B? index (average point, min-max) 5 (3-10) 5 (2-14) 0.5
Laparoscopy 21 (38.8%) 25 (32.9%) 0.2
Operation time, minutes (median, min-max) 200 (120-390) 190 (90-450) 0.03
Lesion extent, cm (median, min-max) 20 (5-100) 20 (8-150) 0.3
Lesion of the jejunum 9 (16.6%) 6 (7.9%) 0.2
Abdominal mass 39 (72.2%) 60 (78.9%) 0.1
Abscess 8 (14.8%) 23 (30.2%) =0.059
Post-opcomplication 8 (14.8%) 13 (17.1%) 0.2
AZA 44 (81.5%) 68 (89.5%) 0.1
BIO* 18 (33.3%) 27 (35.5%) 0.2

(CDIC* — Crohn’s disease in the form of ileocolitis; H-B?~ Harvey-Bradshaw index; AZA* — Azathioprine; BIO* — Biological therapy)

stapled anastomosis (p = 0.55) [11]. However, an
earlier work by Mufioz-Judrez M., et al., based
on an analysis of 138 patients operated on for
CD, clearly indicates a significant decrease in
the recurrence rate after a stapled anastomosis
[12].

Taking into account these disagreements, we
analyzed results in 130 patients with CD.

PATIENTS AND METHODS

The retrospective cohort study included 130
patients with CD who underwent surgery for
a complicated CD in 2012-2017. Males were
72/130 (55.3%), females — 58/130 (44.7%). The
median age was 28 (18-70) years. In 112/130
(86.2%) cases there was CD in the form of ter-
minal ileitis, in the remaining 18/130 (13.2%)
cases — in the form of ileocolitis. In 7 (5.4%)
cases, there was an additional lesion of the
jejunum.

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

Abdominal mass before surgery was detected in
99/130 (76.2%) cases, and intra-abdominal ab-
scess — in 31/130 (23.8%) patients. The me-
dian disease history was 36 (3-360) months. In
112/130 (86.2%) cases, ileocecal resection with
anastomosis was performed, in 18/130 (13.8%)
cases — resection of the terminal ileum with
the right colon and ileo-transverse anastomo-
sis. The extent of the surgery volume was asso-
ciated with the involvement of the colon in the
inflammation. The extent of the lesion averaged
25 + 1.6 (5-150) cm. 59/130 (45.4%) patients
had previous prolonged conservative treatment
for Me = 3 (1-7) months, including antibiotics
(in 55/59 (93.2%) cases) and steroids (in 26/59
(44.1%) cases). In the remaining 71/130 (54.6%)
patients, preoperative treatment, including an-
tibacterial and steroid therapy, was carried out
for Me = 7 (1-14) days. The Harvey-Bradshaw
disease activity index, immediately before sur-
gery, was Me = 5 (2-14) points. Laparoscopic
procedures were performed in 46/130 (35.4%)

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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cases. The average operation time was 200
(90-450) minutes. Stapled “side-to-side” anas-
tomosis was done in 57/130 (43.8%) patients,
while hand sewn “end-to-end” anastomosis —
in 73/130 (56.2%).

Post-op complications occurred in 21/130
(16.2%) cases. After surgery, azathioprine —
112/130 (86.2%) was used as anti-recurrence
therapy for most patients, while biological ther-
apy — in 31/112 (23.8%) patients. In 14/130
(10.7%) patients, anti-recurrence therapy was
carried out in a single mode with a biological
drug.

RESULTS

Follow-up had a median of 28.5 (1.9-95.4)
months. Recurrence developed in 54/130
(41.5%) patients in 18.5 (12-41) months after
surgery.

It should be noted that the groups were compa-
rable by the type of the anastomosis (p = 0.08).
Initially, we compared various clinical criteriain
patients with recurrence and remission. The fol-
lowing signs were assessed: type of anastomosis,
gender, age, presence of ileocolitis, duration of
the disease, the fact of conservative treatment
before the first surgery, Harvey-Bradshaw index,
laparoscopic procedures, operation time, extent
of lesion before primary surgery, presence of je-
junum lesion in the anamnesis, abdominal mass
or abscess before surgery in abdominal cavity,
early postoperative complications, anti-recur-
rence therapy with azathioprine or biological
drugs (Table 1).

It is interesting to note that in the group of
patients with remission, cases with diagnosed
abdominal abscess prevail, while there is a bor-
derline reliability of the results (p = 0.05). This
fact will be separately verified with further
multivariate analysis. Moreover, unexpected
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Figure 1. ROC curve for determining the cut-off point for the duration of operations
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Table 2. Odds ratio and confidence interval for risk factors for CD recurrence

Predictors

Column A

Column B

Column C

Univariate models (each

variable is included

Multivariate model (all

variables are included

Multivariate model (some
variables are excluded)

(0.601-2.438)

separately) simultaneously)
OR (C1) OR (C1) OR (CD)
Stapled anastomosis (0.587-2.393) 1.468
(0.576-3.744)
Gender 1.151 1.955
(0.570-2.324) (0.791-4.835)
Age, years 1.000 1.005
(0.969-1.032) (0.965-1.046)
cpIct 1.932 3.102*
(0.708-5.273) (0.842-11.43)
Anamnesis, months 1.001 1.000
(0.994-1.007) (0.991-1.008)
Previous treatment 1.210 1.592 1.168

(0.644-3.937)

(0.541-2.521)

(0.646-2.776)

H-B?index 1.033 1.041 1.055
(0.872-1.224) (0.841-1.290) (0.881-1.264)
Laparoscopy 1.339 1.135

(0.412-3.128)

Operation time, minutes

1.005*
(1.000-1.010)

Surgery duration over average (200
minutes)

1.371
(0.674-2.792)

Operation time over 155 minutes

2.914**
(1.146-7.405)

6.278%**
(1.799-21.91)

Lesion extent, cm

0.990
(0.970-1.011)

0.994
(0.969-1.019)

Lesion of the jejunum

2.333
(0.778-7.001)

1.938
(0.514-7.312)

Abdominal mass

0.693
(0.308-1.561)

0.501
(0.155-1.615)

0.872
(0.360-2.112)

Abscess

0.401**
(0.164-0.982)

0.293**
(0.0945-0.909)

0.415*
(0.156-1.108)

Post-opcomplication

0.862
(0.330-2.251)

1.126
(0.351-3.619)

1.206
(0.424-3.435)

(0.435-1.893)

AZA? 0.518 0.504 0.428
(0.190-1.413) (0.138-1.838) (0.137-1.341)
BIO* 0.907 0.524 0.674

(0.192-1.433)

(0.289-1.573)

(CDIC* — Crohn’s disease in the form of ileocolitis; H-B*~ Harvey-Bradshaw index; AZA* — Azathioprine; BIO* — Biological therapy)

(*p>0.05; ** p<0.05; ***p < 0.01)
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results were obtained when comparing the op-
erative. Thus, the surgery duration exceeding
200 minutes was significantly associated with
anincrease in the recurrence rate of the disease
(p =0.03). Since the difference between the two
groups is 10 minutes, we made additional analy-
sis to identify the cut-off point using the ROC
curve and the Yuden index (Fig. 1). As a result,
the value of the point < 155 minutes was ob-
tained, which will be used in further analysis.
To identify the predictors of recurrence, univar-
iate and multivariate analysis was carried out.
The first step was to consider each of the above
factors separately in univariate models, then all
the factors in one model.

The odds ratio and coincidence intervals with
confidence can be seen in Table 2. Figure 2
shows the results of univariate (each coef-
ficient is included in turn) and multivari-
ate (coefficients are included all together)
models.

As a result of this analysis, it was revealed that
the type of anastomosis does not affect the risk

stapled anastomosis
gender (male) E

age -

of the disease recurrence. Moreover, among the
significant factors is the operation time.

Its exceeding 155 minutes in the univariate
model increases the chance of recurrence by 2.9
times (p < 0.05), and in the multivariate mod-
el — by 6.3 times. In addition, in the univari-
ate model (Table 2, column A), the presence of
an abscess reduces the chances of recurrence
by about 2.5 times (1/0R = 1/0.4), and in the
multivariate model (Table 2, column B) — by
about 3.4 times (1/0R = 1/0.29). On the con-
jugacy table, the presence of an abscess is less
common in patients with recurrence (p = 0.05).
We assumed that due to the inclusion of a large
number of signs, this factor is most likely asso-
ciated with other characteristics and therefore
gives a contradictory result. In this regard, we
conducted another multivariate analysis (opti-
mized), in which we excluded several variables
and left only the fact of previous therapy and
other characteristics of the patient indicated in
Table 2 in column B (Fig. 3). At the same time,
the significance of the presence of an abscess

CDIC . =

anamnesis o
previous conservative
treatment ]

H-B points

laparoscopy

Time >155 b o
lesion extent b
lesion of the jejunun

abdominal mass 3

abscess =
complication o |
AZA 4 13—

BIO |

0 2 4 6

8 10

B univariate

¢ multivariate

Figure 2. Univariate and multivariate model for analyzing risk factors for the likelihood of CD recurrence
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stapled anastomosis
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age E
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abdominal mass o
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# Multivariate “a number of factors”

Figure 3. Optimized univariate and multivariate model for analyzing risk factors for the likelihood of CD recurrence

decreases (p > 0.05). This conclusion proves the
connection of this criterion with other charac-
teristics, which leads to a false increase in the
probability of recurrence.

DISCUSSION

In 2014, a team of authors from China published
a meta-analysis on the comparison of two types
of anastomosis in ileocecal resection. The work
included 8 studies summarizing the results of
treatment in 821 patients, among whom in 396
(48.2%) cases the stapled anastomosis was per-
formed and in 425 (51.8%)-hand sewn anasto-
mosis. It is interesting to note that 3 out of 8
studies were randomized. A 5-fold reduction in
the risk of the disease recurrence after “side-to-
side” stapled anastomosis was found. It is ex-
tremely important to emphasize that after ana-
lyzing the isolated results of three randomized

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

trials, our colleagues did not reveal any signifi-
cant differences in the incidence of CD recur-
rences (p = 0.2) and re-operations for CD recur-
rence (p = 0.12) in the groups of patients with
hand sewn or stapled anastomoses [13]. Another
meta-analysis was done by Simillis C., et al. in
2007, which included 8 papers analyzing the
effect of the type of anastomosis on the late
results of CD treatment [14]. A total of 661 pa-
tients who underwent 712 intestinal resections
were analyzed. In 383 (53.8%) cases, hand sewn
anastomosis was formed, and in 329 (46.2%) —
stapled anastomosis. When analyzing the late
results, no correlation was found between the
CD recurrence rate and the anastomosis type.
It should be emphasized that the meta-analysis
included 5 retrospective studies. McLeod R.S.,
et al., in their multicenter randomized study,
analyzing the late results of surgery for CD for
12 months who had “end-to-end” and “side-to-
side” anastomoses, demonstrated an equal CD

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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recurrence rate as for endoscopic signs (42.5%
vs. 37.9%; p = 0.55), and by clinical manifesta-
tions (21.9% vs. 22.7%; p = 0.92) [11].

In a meta-analysis published in 2018, Feng J.S.,
et al. cautiously concluded that a stapled “side-
to-side” anastomosis is preferable to hand sewn
one [15]. However, the authors themselves noted
in conclusion that the number of selected con-
trolled studies was small, more than half of the
studies were retrospective, and the follow-up
time between the groups was different, which
indicates the heterogeneity.

It turned out to be very interesting that on the
issue of comparing different types of anastomo-
ses in CD, a total of 4 meta-analyses were pub-
lished from 2007 to 2018 [13-16]. In almost all
works, the implementation of stapled “side-to-
side” anastomosis is promoted, accompanied by
both a lower postoperative complications rate
and a CD recurrence.

However, many studies were not comparable, the
groups of patients were heterogeneous, which
has a negative impact on the reliability of the
conclusions.

In this study, despite the retrospective nature,
the lack of advantages of the stapled anastomo-
sis in relation to the probability of postopera-
tive recurrence was also demonstrated. It is in-
teresting to note that the operation time, as an
independent risk factor for the CD recurrence,
has not been found in the available literature.
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Clinical and laboratory markers of the pre-test probability
of inflammatory bowel diseases

Irina A. Rasmagina’, Igor G. Bakulin', Venera Sh. Stamboltsyan’,
Gleb A. Mashevskiy?, Natalya M. Shelyakina

'North-Western State Medical University named after I.I. Mechnikov, department of the propaedeutic of internal
diseases, gastroenterology and dietetics n.a. S.M. Riss (Kirochnaya st., 41, Saint-Petersburg, 191015, Russia)
2St. Petersburg State Electrotechnical University “LETI”, department of the biotechnical systems (Professor

Popov st., 5, Saint-Petersburg, 197022, Russia)

AIM: to distinguish clinical and laboratory markers that could help to diagnose irritable bowel syndrome (IBS) and
forms of inflammatory bowel diseases (IBD) — Crohn s disease (CD) and ulcerative colitis (UC), before colonoscopy.
PATIENTS AND METHODS: the retrospective study included 712 patients (CD — 39.2%, UC — 37.8%, IBS — 23%).
Clinical (complaints, anamnesis) and laboratory data from medical histories of patients with confirmed flare of IBD
and IBS analyzed.

RESULTS: Patients with IBS had significant direct correlations with female gender, constipation, abdominal pain,
presence of concomitant functional pathology, absence of extra-intestinal (EIM) and perianal (PAM) manifestations,
weight loss due to food restriction (p < 0.001), hemoglobin (p < 0.001) and total protein levels (p = 0.002), and
inverse correlations with levels of leukocytes, fecal calprotectin (FC) and C-reactive protein (CRP) (p < 0.0001).
Patients with IBD had significant direct correlations with night symptoms (p = 0.045 for (D, p = 0.023 for UC) and
diarrhea (up to 2 times per 24 hours in (D, p = 0.018; = 5 times per 24 hours in UC, p < 0.001) and FC (p < 0.001).
CD was categorized by the presence of PAMs and EIMs, young age, fever, surgery in anamnesis (p < 0.001), weight
loss (p = 0.032), elevated CRP levels, anemia (p < 0.001) and hypoproteinemia (p = 0.032). Patients with UC had
direct correlations with male gender (p = 0.008), stool with blood and leukocytosis (p < 0.001) and had inverse
correlation with abdominal pain (p < 0.001).

CONCLUSION: the identified clinical and laboratory markers can be used as criteria to distinguish IBD from IBS in
routine clinical practice. However, further prospective studies are required for validation.
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INTRODUCTION management of patients as irritable bowel
syndrome (IBS) [8].
At the same time, patients with IBS and IBD may

have a similar clinical manifestation, which cre-

Inflammatory bowel diseases (IBD) are chron-
ic progressive diseases that represent two

main nosologies — ulcerative colitis (UC) and
Crohn’s disease (CD) [1,2]. All over the world,
including Russia, there is an increase in new
cases and the prevalence of these diseases
[3,4]. Diagnosis of IBD often takes months
from the onset of the first symptoms of the
disease [5-7] due to insufficient data for
diagnosis verification and often long-term

KnunHuko-nabopatopHsie Mapkepbl NPeATECTOBON BEPOSTHOCTH
BOCMAAUTENbHBIX 3060M1€BAHMMA KMLIEYHHMKA

ates difficulties in diagnosing these nosologies
[9]. Up to 50% of patients with IBD have symp-
toms that are criteria for the diagnosis of IBS [9],
which leads to untimely verification of the correct
diagnosis.

The clinical assessment of disease activ-
ity using indices is not always objective and
does not allow to distinguish between the

Clinical and laboratory markers of the pre-test
probability of inflammatory bowel diseases
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Table 1. Assessed clinical and laboratory characteristics

Clinical indicators
Gender Age
Il?ac!ence of The presence of Blon impurity Abdominal pain Nocturnal Weight loss
liquid stool constipation in stool symptoms
Extra-intestinal manifestations (EIM)
Arthropathy Ankylosing Skin lesion Mucosal lesion Eyes lesion Involvement of the
spondylitis gastrointestinal
tract
The presence of Perianal Strictures Fistulas Abscess Abdominal mass
fever manifestations
(PAM)
Surgery on the small/large intestine
Comorbidities
Primarysclerosingc | Primary biliary Autoimmune Rheumatoid arthritis Other Functional
holangitis cholangitis hepatitis rheumatological pathologies
diseases
Family history of IBD, autoimmune diseases
Laboratory indicators
Hemoglobin Leukocytes Total protein | C-reactive protein (CRP) Fecal calprotectin (FC)

symptoms of IBD and IBS [10]. In a study by
Lahiff et al., when comparing Best’s indices
(Crohn’s Disease Activity Index (CDAI)) in in-
dividuals with CD and IBS, 62% of patients
from the group with functional diseases had a
CDAI level of more than 150 points [10], which
indicates the presence of activity. Moreover,
serological studies in patients with typical
IBS symptoms without the presence of “red
flags” have low diagnostic accuracy [11].
Due to the common presence of nonspecific
complaints in IBD [1,2,12] and the absence of
increased markers of systemic inflammation
in the mild disease [1,2] before performing
colonoscopy, it is necessary to search for new
clinical and laboratory markers for the differ-
entiation of IBD and IBS.

THE AIM OF THE STUDY

Determination of the clinical and laboratory
symptoms that will allow to differentiate IBS and
nosological forms of IBD before the videocolonos-
copy is performed.

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

PATIENTS AND METHODS

We retrospectively analyzed the medical histories
of 840 patients with UC, CD and IBS. The study
included patients over 18 years of age with clini-
cal exacerbation: 2 or more points on the Mayo
index without evaluation of the endoscopic part
for UC and more than 150 points on the Best in-
dex (CDAI) for CD [8,13], as well as patients with
typical IBS complaints (abdominal pain associ-
ated with defecation, frequency change and/
or forms of stool = 1 time per week for the last
3 months with a total duration of symptoms of
more than six months) [14]. The study excluded
patients with identified intestinal infections,
comorbidities that could lead to gastrointestinal
complaints (diverticular disease, adhesive dis-
ease), as well as in the presence of endoscopic
remission in IBD.

The analysis evaluated patient complaints, an-
amnesis data and laboratory parameters (Table
1). The presence of strictures, fistulas, inflam-
matory infiltrates and abscesses was assessed
both at the initial visit and in the anamnesis.
Stool disorders (= 25% of type 1-2 defecations

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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Table 2. Characteristics of patients included in the study

Characteristic CD (n=278) UC (n=270) IBS (n = 164)
Male gender — number (%) 124 (44.6%) 137 (50.7%) 53 (32.3%)
Age — years
Median 33 36 43
IR 26-44 29-49 33-60
Hemoglobin — g/l
Median 125 126 Arithmetic mean 133.42 + 13.618
(n=273) (n=255) (n=121)
IR 112-134 109.5-140 95% (I 130.96-135.88
Leukocytes — 109/1
Median 6.9 (n=271) 7.3 (n=255) 5.4 (n=120)
IOR 5.25-9.35 5.7-10.2 4.7-6.7
Total protein — g/L
Median 70 (n =208) 72 (n=194) 75 (n = 86)
IQR 67-76 67-76 69-77
C-reactive protein — mg/L
Median, (min, max) 5.93 (n =250) 3.4 (n=237) 1 (n=110)
IQR 2.16-16.5 1.38-9.43 0.5-2.4
Fecal calprotectin — mcg/g
Median 600 (n = 158) 800 (n = 109) 26.18 (n=77)
IR 221-1000 362-1800 25.0-64.16

IQR — Interquartile range; CI — coincidence interval.

according to the Bristol Scale (BS) for constipa-
tion and = 25% of type 6-7 defecations according
to BS for diarrhea), the presence of blood impuri-
ties, abdominal pain syndrome, weight loss (= 5%
of the original body weight), the presence of a
temperature increase of more than 37.0°C were
evaluated for 3 months prior to seeking medical
help. Body weight loss was assessed in two vari-
ants: unintentional and against the background
of compliance with dietary restrictions by the
patient.

All patients subsequently underwent a video colo-
noscopy and other studies, if necessary, to confirm
the main diagnosis.

The study was approved by the local Ethics
Committee and was a part of a PhD thesis on
the development of a program for the diagnosis
and differential diagnosis of IBD using artificial
intelligence.

KnunHuko-nabopatopHsie Mapkepbl NPeATECTOBON BEPOSTHOCTH
BOCMAAUTENbHBIX 3060M1€BAHMMA KMLIEYHHMKA

Statistical processing was carried out with the
StatSoft Statistica 12 program. Spearman’s
rank correlation coefficient was used as a
measure to assess the relationship between
variables. The choice of the criterion was de-
termined by the fact that the analyzed data ar-
ray contained both quantitative and categori-
cal variables.

RESULTS

At the initial screening, the study included 840
patients, out of whom 128 patients were excluded
due to the detection of comorbidities leading to
similar clinical and laboratory picture, and endo-
scopic remission in patients with IBD. The charac-
teristics of 712 patients included in the study are
presented in Table 2.

Clinical and laboratory markers of the pre-test
probability of inflammatory bowel diseases
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Table 3. Correlation analysis of clinical and laboratory parameters

Number Crohn’s disease Ulcerative colitis Irritable bowel syndrome
Indicators ?f Spearman’s Spearman’s Spearman’s

patients Coefficient t(N-2) p-level Coefficient t(N-2) p-level Coefficient t(N-2) p-level
Gender 712 -0.010099 -0.2691 0.787928 | -0.099975 | -2.6773 | 0.00759* 0.12683 3.407 <0.001*
Age 712 -0.197422 | -5.36608 | <0.001* 0.021571 0.57491 0.56554 0.204052 5.554 <0.001*
Constipation 712 -0.143552 | -3.86509 | <0.001* | -0.237563 | -6.5166 | <0.001* 0.439989 13.0555 <0.001*
Liquid stool 712 0.088808 2.37576 | 0.017777* | -0.125662 | -3.3751 <0.001* 0.041736 1.1131 0.266063
1-2 times/24hr
Liquid stool3-4ts/24hr 712 0.071478 1.90947 0.056604 | 0.001176 0.03132 0.97502 —0.08423 -2.2523 0.024611*
Liquid stool = 5 ts/24hr 712 —0.022625 | -0.60302 | 0.546691 0.250339 6.88987 | <0.001* —0.26204 -7.2349 <0.001*
Blood impurity in stool 712 -0.152077 -4.09991 | <0.001* 0.560594 18.0385 <0.001* -0.46921 -14.1576 <0.001*
Abdominal pain 711 0.007158 0.19061 0.848886 | -0.200639 | -5.4533 | <0.001* 0.22252 6.0774 <0.001*
Nocturnal symptoms 711 0.0752 2.00804 | 0.045018* | 0.085475 2.28431 | 0.02265* —-0.18551 -5.0269 <0.001*
Weight loss 712 0.091214 2.44064 | 0.014905* | 0.029321 0.78161 0.43471 -0.13952 -3.7542 <0.001*
Weight loss on a diet 712 -0.110161 | -2.95331 | 0.003248* | -0.091083 | -2.4371 | 0.01505* 0.232604 6.3727 <0.001*
background
Absence of EIM 712 -0.272905 -7.5587 <0.001* 0.020189 0.53806 0.5907 0.293158 8.17042 <0.001*
Fever 712 0.156293 4.2164 <0.001* 0.01085 0.28911 0.77258 -0.1937 -5.26093 <0.001*
Absence of PAM 712 -0.403901 | -11.7646 | <0.001* 0.280978 7.80116 | <0.001* 0.144737 3.89767 <0.001*
Surgical treatment 712 0.328751 9.2754 <0.001* | -0.199131 | -5.4144 | <0.001* -0.15185 -4.09376 <0.001*
Functional pathology 712 -0.131001 | -3.52097 | <0.001* | -0.103511 -2.773 0.0057* 0.271076 7.50402 <0.001*
Family history of 710 0,015435 0.41075 0.681378 | 0.062023 1.65351 0.09867 -0.08925 —-2.38437 | 0.017371*
autoimmune diseases
Hemoglobin 649 -0.149972 -3.85834 | <0.001* | -0.022671 | -0.5768 0.56427 0.219322 5.7179 <0.001*
Leukocytes 646 0.035479 0.90092 0.367965 0.188648 4.87489 | <0.001* -0.28198 —7.4584 <0.001*
Total protein 488 -0.097088 | -2.15051 | 0.032007* | -0.009991 | -0.2203 0.82576 0.138778 3.0893 0.002121*
CRP 597 0.275101 6.97974 <0.001* 0.007887 0.19238 0.84751 -0.3615 -9.4576 <0.001*
FC 344 0.217022 4.11143 <0.001* 0.337025 6.61999 | <0.001* -0.63566 -15.2279 <0.001*

* Changes in indicators are statistically significant (p < 0.05)

IBS revealed a significant direct correlation
with female sex, constipation, abdominal pain
syndrome, the presence of concomitant func-
tional pathology, absence of extra-intestinal
and perianal manifestations, family history
of autoimmune diseases (p < 0.001), and this
category of patients tended to lose weight
against the background of dietary restriction
(p < 0.001) (Table 3). When analyzing labora-
tory parameters, there was an inverse correla-
tion with the level of leukocytes, FC and CRP
(p < 0.001), and a positive correlation with the
level of hemoglobin (p < 0.001) and total pro-
tein (p = 0.002).
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For the group of patients with IBD, significant
positive correlations were found with nocturnal
symptoms (p = 0.045 in CD, p = 0.023 in UC), FC
(p < 0.001), as well as diarrheal syndrome (up to 2
times/24-hrwithCD, p=0.018; =5 times/24-hr with
UC, p<0.001). CD was characterized by: young age,
the presence of perianal and extra-intestinal man-
ifestations, fever, a history of surgery (p < 0.001),
weight loss (p = 0.015), increased CRP, anemia
(p < 0.001), and hypoproteinemia (p = 0.032). UC
is characterized by: male sex (p = 0.008), the pres-
ence of blood in the stool (p < 0.001) and leukocy-
tosis (p < 0.001), as well as an inverse correlation
with abdominal pain (p < 0.001).

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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DISCUSSION

According to global statistics, IBS symptoms are
detected in almost 50% of patients seeking help
from a gastroenterologist [15]. Even if there are
clear diagnostic criteria for IBS [14], some pa-
tients do not have a typical clinical picture, and
functional disorders are regarded as unclassified
IBS [16]. At the same time, the increasing inci-
dence of IBD [5-7] requires careful identification
of “red flags” in all patients with symptoms of in-
testinal dyspepsia.

Due to the fact that IBD can manifest itself with
various clinical symptoms, we tried to include in
the assessed signs the most frequent and charac-
teristic complaints of patients according to clini-
cal guidelines [1,2,14].

According to the results of our study, significant
correlations with clinical and laboratory indica-
tors were revealed, which, after further studies,
can be used in routine clinical practice for effec-
tive differential diagnosis between UC, CD and IBS
until the endoscopic examination. So, to distin-
guish between functional and organic pathology,
there were significant correlations with such indi-
cators as female sex, constipation, abdominal pain
syndrome, weight loss against the background
of predominant dietary restriction, concomitant
functional pathology, absence of autoimmune
diseases in relatives of the 1st line for IBS, and
increased FC, nocturnal symptoms, diarrheal syn-
drome for IBD. Abdominal pain was predominantly
a characteristic symptom for IBS, more likely due
to the fact that this sign is a mandatory diagnos-
tic criterion [14].

In turn, for further differentiation between types
of IBD, age, the presence of perianal and extra-in-
testinal manifestations, fever, surgical treatment,
weight loss, anemia, increased CRP and a decrease
in total protein characteristic of CD, and blood im-
purities in the stool, male sex and the presence
of a more pronounced diarrheal syndrome for UC
should be taken into account.

The search for simple and affordable markers
has been going on for a long time all over the
world. Thus, Danese et al. developed and vali-
dated a questionnaire of the pre-test probabil-
ity of Crohn’s Disease (Red flag score), including
21 questions, for its differential diagnosis with
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IBS [17]. By multivariate analysis, 8 independent
signs were identified that significantly correlate
with CD and were included in this questionnaire:
non-healing or complex perianal fistula, abscess
or perianal lesions; a 1st-line relative with con-
firmed IBD; weight loss over the last 3 months (5%
of body weight); chronic abdominal pain (for over
3 months); nocturnal diarrhea; subfebrility for 3
months; absence of abdominal pain for 30-45 min-
utes after eating, especially vegetables; absence
of imperative urges [17]. Patients who scored 8 or
more points as per the questionnaire had the high-
est probability of detecting CD compared to the
population (OR 290, 95% CI 77-1086), sensitivity
and specificity were 0.94 (95% CI 0.88-0.99) and
0.94 (95% CI 0.90-0.97), respectively [17]. The
data obtained by us are similar to the results by
Danese et al. However, according to the results of
our study, there was no correlation with the pres-
ence of a burdened hereditary history for CD and
abdominal pain syndrome.

Serological markers also have their place in the
differentiation between functional disorders of
the gastrointestinal tract and IBD. The CRP and
erythrocyte sedimentation rate (ESR) used in
routine practice are indicators of the presence
and severity of systemic inflammation, but they
are not specific to IBD and in many cases do not
reflect histological inflammation [18]. Fecal cal-
protectin (FC) is an accurate marker of inflamma-
tion of the intestinal mucosal layer and one of the
most convenient due to its noninvasiveness [19].

The FC level, which should be used to distinguish
functional and organic pathology of the gastro-
intestinal tract, is still being discussed: many
studies indicate that its values characteristic of
IBS can range from 45 [20] to 188 mcg/g [21].
However, there are studies that reveal a range of
FCin IBS of 16-294 mcg/g [22], which once again
indicates the need for a comprehensive assess-
ment of the clinical and laboratory parameters
of the patient. The international consensus on
standardization of FC measurements has not come
to a consensus on the threshold value of FC, but
at the same time it is emphasized that its level
correlates with endoscopic and histological activ-
ity in IBD [19]. In our study, an increase in the FC
level was considered to be a reference laboratory
value of more than 50 mcg/g, and its increase had

Clinical and laboratory markers of the pre-test
probability of inflammatory bowel diseases
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a positive correlation with the presence of CD or
UCin the patient.

When conducting a correlation analysis between
laboratory parameters, data were obtained on a
negative correlation for the levels of hemoglobin
and total protein in CD, and on a positive correla-
tion with the levels of CRP and FC. At the same
time, the highest correlation values were noted
for CRP and FC (0.275 and 0.217, respectively). In
UC, a significant correlation was found only for
leukocytes and FC (correlation coefficient 0.189
and 0.337, respectively, p < 0.001). The values of
hemoglobin and total protein had an inverse cor-
relation at values p > 0.05, which shows the lack
of reliability of the results obtained. The increase
in the level of CRP also showed no significant cor-
relation (p = 0.84).

It should be noted that the diagnosis of IBD re-
quires a lot of experience and knowledge of a
number of details when collecting and evaluating
the patient’s anamnesis and laboratory param-
eters. A doctor who has had little experience in
the management of patients with IBD may not fo-
cus on mucosal lesions or joint syndrome, which,
in our opinion, should be attributed to differen-
tial diagnostic tools when verifying IBD. However,
despite this, at the same time there is a tendency
to increase the number of “falsely” diagnosed IBD,
which increases the burden on the healthcare sys-
tem due to increased visits to various specialists
and repeated endoscopic interventions.

All of the above shows that it is necessary to de-
velop questionnaires or programs that will already
contain targeted questions and will help doctors
identify a focus group of patients for further ex-
amination, which will allow timely diagnosis of
these diseases.

Our research has a number of features and limita-
tions that should be taken into account when us-
ing the results in practical work. Firstly, patients’
complaints were evaluated retrospectively, and
the quality of anamnesis collection depended on
the qualifications and communication skills of the
doctor. Secondly, there are difficulties in calculat-
ing the sample of patients. Thus, the estimated
number of patients in St. Petersburg for UC is 293
people, for CD — 126 people [3,23,24]. However, it
is not possible to calculate the IBS sample for St.
Petersburg, given the limited data on morbidity,
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which makes it possible to use only a “global” sam-
ple. Thirdly, we did not conduct correlation stud-
ies depending on the extent of the pathological
process (in UC and CD), the nature of the disease
course in CD (stricturing, penetrating, inflamma-
tory) and IBS (with a predominance of constipa-
tion, diarrheal syndrome and a mixed variant), as
well as the severity of exacerbation of IBD. Fourth,
a prospective study is required to validate the
data obtained.

CONCLUSION

The identification of IBD among gastroenterologi-
cal patients is a difficult task for many doctors
due to the low prevalence and polymorphism of
their manifestations, which leads to the diagnosis
at a late stage against the background of the de-
velopment of extra-intestinal manifestations and
complications.

In the course of the study, clinical and laboratory
indicators were identified that were more charac-
teristic of IBD and IBS, which can help clinicians to
pay attention to such patients in a timely manner
and send them for a deep check-up. In our opinion,
it is advisable to create and introduce question-
naires into the practice of primary care physicians
to identify focus groups of patients suspicious of
IBD, which will allow them to further conduct tar-
geted follow-up tests and ensure the diagnosis of
IBD at early stages.

It seems that the creation of questionnaires for
early diagnosis of IBD will be possible during a
prospective study.
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Predictors of steroid dependence and resistance in patients
with ulcerative colitis
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AIM: to detect predictors of steroid dependence (SD) and steroid resistance (SR) in ulcerative colitis (UC).
PATIENTS AND METHODS: a retrospective study was done. The medical documentation of 1,105 patients, who under-
went inpatient treatment from 2018 to 2021, were analyzed. Sixty-nine percent of patients (n = 762) received
systemic steroid therapy for UC. In accordance with inclusion and non-inclusion criteria, the medical documentation
of 170 patients was selected for statistical analysis. Depending on the steroid status of patients, three groups were
identified: group 1 (n = 56) with steroid dependence, group 2 (n = 56) with steroid resistance and group 3 — con-
trols (n = 58), who got systemic GCS without the further SD and SR.

RESULTS: the incidence of SD was 33.9% (259/762), and SR was 22.04% (168/762). We identified the follow-
ing predictors and SD risk factors: age of the disease onset < 30 years old (AOR = 0.960; 95% (I = 0.928-0.993;
p =0.019), start dose of prednisolone < 60 mg (AOR = 2.369; 95% (I = 1.030-5.441; p = 0.042), prescription of
systemic GCS = 2 courses per year (AOR = 2.988, 95% (I = 1.349-6.619, p = 0.007), Mayo Index Score < 10 points
(AOR = 0.631; 95% (I = 0.492-0.809; p < 0.001). The risk of SR statistically significant when Mayo Index
Score = 10 points (AOR = 2.573, 95% (I = 1.094-6.050, p = 0.030), albumin level < 37.1 g/l (AOR = 4.571; 95%
(I=1.567-13.330; p = 0.005), CRP = 47.1 mg/! (AOR = 2.641; 95% (I = 1.102-6.328; p = 0.029).

CONCLUSION: it is rational to predict an individual response to GCS in patients with UC. With a high risk of SD and
SR, it is advisable to consider early administration of biological and target therapy, avoiding re-prescription of GCS.
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LIST OF ABBREVIATIONS

IBD — inflammatory bowel diseases
GCS — glucocorticosteroids

SR — steroid resistance

SD — steroid dependence

CRP — C-reactive protein

UC — ulcerative colitis

OCED — optimal clinical effective dose

INTRODUCTION

Systemic glucocorticosteroids (GCS) have been
widely used in the treatment of ulcerative coli-
tis (UC) since the middle of the XX century [1].
Nowadays, despite the emergence of new classes

MpennkTOopbl rOPMOHANLHOM 3ABUCMMOCTH
M PE3UCTEHTHOCTU Yy BOMbHBIX S3BEHHBIM KONMTOM

of drugs for the treatment of inflammatory bowel
diseases (IBD), systemic corticosteroids remain
the basic therapy for the induction of remission
in moderate, severe and acute severe forms of UC.
More than 50% of patients with UC have at least
one course of systemic therapy of GCS during their
lifetime [2]. Having a wide range of pharmacologi-
cal effects, GCS inevitably have an undesirable
effects, and therefore their use as maintenance
therapy is unacceptable. According to Russian and
foreign guidelines for UC, achieving steroidal re-
mission is one of the fundamental goals of con-
servative approach, and the duration of systemic
steroid therapy should not exceed 12 weeks [3-5].
Nevertheless, according to real clinical practice,
the duration of GCS courses in IBD is on average

Predictors of steroid dependence and resistance
in patients with ulcerative colitis
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13-30 weeks, which significantly exceeds the
recommended duration [6]. And in 34% of pa-
tients, there is a need to re-prescribe GCS within
ayear [7].

In assessing the effectiveness of UC treatment,

the main aspect is the clinical, laboratory and en-

doscopic response to systemic steroid therapy.

When describing the hormonal status, the con-

cepts are distinguished:

e Steroid resistance (SR) — the absence of posi-
tive shifts in clinical and laboratory indicators
in severe UC attack against the background of
the use of systemic GCS at a dose equivalent to
2 mg/kg of prednisolone per 24 hours for more
than 7 days; or in the case of a moderate at-
tack — the preservation of the activity of the
disease with oral administration of GCS at a
dose equivalent to 1 mg/kg of prednisolone, for
14 days.

e Steroid dependence (SD) — an increase in the
activity of the disease with a decrease in the
dose of GCS against the background of achiev-
ing initial improvement within 3 months from
the start of treatment; or the occurrence of the
disease recurrence within 3 months after the
end of systemic steroid therapy [5].

According to a large epidemiological study of

ESCApe in Russia in 2011, the incidence of SR in

UC was 23%, and SD — 21%, i.e. almost half of

the patients had an absence or loss of response

to GCS [8].

Currently, the use of immunosuppressors (aza-

thioprine, mercaptopurine, cyclosporine), ge-

netically engineered biological and targeted
therapy is available for the treatment of steroid-
dependent and steroid-resistant forms of ulcer-
ative colitis [5]. According to the mechanism
of action, the following groups of drugs for the
treatment of UC are distinguished: blockers of
tumor necrosis factor alpha (infliximab, adalim-
umab and golimumab), a selective antagonist of
integrin receptors (vedolizumab), an inhibitor of

IL12/23 (ustekinumab), a modulator of sphingo-

sine-1-phosphate receptors (ozanimod), as well

as small molecules — inhibitors of JAK kinases

(tofacitinib and upadacitinib).

Over the past three decades, foreign and Russian

researchers have been trying to identify fac-

tors and develop criteria that could predict the
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effectiveness of conservative therapy and the
risks of colectomy in UC. At the same time, the
authors study clinical, laboratory, endoscopic
and radiological parameters [9]. The Oxford
Index [10], the Swedish Index [11], the ACE
(Albumin, CRP and Endoscopy) index [12], which
mainly assess the risks of colectomy against the
background of systemic steroid therapy in acute
severe UC, received the greatest prevalence in
clinical practice.

It is noteworthy that many indices and criteria
[10,11,13] were developed in the era of pre-bio-
logical therapy, and the dosages of GCS in these
studies differ from those prescribed today. It is
also worth noting that there is limited data in
the literature on predictors of the SD formation.
For example, Skrzypczak-Zielinska M. [14] and
colleagues studied the genetic predictors of the
response to steroid therapy, and the association
of polymorphism of the FKBP5 gene and dele-
tion of the MAPK14 gene with the development
of SD in patients with UC was revealed. In some
studies, it was found that the positivity of the
serological marker p-ANCA is associated with a
high risk of developing SD [15,16]. However, the
use of genetic and serological markers is dif-
ficult in real clinical practice due to their high
cost and low availability. A work on clinical pre-
dictors of the SD formation has been published
in the Russian literature. According to Koinova,
I.A. and co-authors, SD in UC is combined with
frequent recurrences, a high score as per the
Mayo index and the presence of extra-intestinal
manifestations [17].

Some Russian experts in IBD associate the lack
of response to systemic steroid therapy with
the prescribed doses of the drug. According to
Kharitonov A.G., one of the reasons for SR is the
administration of low doses of GCS, insufficient
to relieve inflammation with high activity of
UC [18]. Alekseeva 0.P. and co-authors studied
construction dose-effect relationship in the
first and repeated courses of systemic steroid
therapy in patients with moderate and severe
attacks of IBD. The optimal clinical effective
dose (OCED) of prednisolone with statistical
parameters of 50.70 + 0.65 mg (p = 0.05) dur-
ing the first course of therapy was determined.
For repeated courses of prednisolone, the OCED
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Table 1.Characteristics of the patients

Factors )] SR Control
(n = 56) (n = 56) (n=58) P

Gender, abs. (%)
- Male 38 (67.9%) 32 (57.1%) 36 (62.1%) 0.504
- Female 18 (32.1%) 24 (42.9%) 22 (37.9%) 0.504
Age, years, Me (01-Q3) 35 (30-43) 36 (30-44) 39 (34-50) 0.03
Course of the disease, abs.(%)
- Acute 2 (3.6%) 10 (17.9%) 11 (19%) 0.029
- Chronic recurrent 5 (8.9%) 14 (25%) 20 (34.5%) <0.001
— Chronic permanent 49 (87.5%) 32 (57.1%) 27 (46.5%) 0.005
Extent of lesion, abs.(%)
— Left-sided 10 (17.9%) 8 (14.3%) 8 (13.8%) 0.807
- Total 46 (82.1%) 48 (85.7%) 50 (86.2%) 0.807
Previous therapy, abs. (%)
- 5-ASA 27 (27.3%) 31 (31.3%) 41 (41.4%) 0.045
- immunosuppressors 23 (41.1%) 8 (14.3%) 9 (15.5%) <0.001
- cyclosporine 0 (0%) 1(1.8%) 0 (0%) 0.359
- biological + immunosuppressors 6 (10.7%) 10 (17.9%) 5 (8.6%) 0.423
- without specific therapy 0 (0%) 6 (10.7%) 3 (5.2%) 0.040
Body Mass, kg, M + SD 69 + 16 64 + 15 70+ 14 0.122

was 51.43 + 1.55 (48.24-54.61) mg (p = 0.05),
but the effectiveness of the therapy was 42%
lower, which, according to the authors, indi-
cates an insufficient effect of repeated courses
of systemic steroid therapy for a period of 3 to
12 months [19].

So, we started our own study, the purpose of which
was to identify predictors of SD and SR in patients
with UC.

PATIENTS AND METHODS

A retrospective single-center study included
1,105 patients with UC in 2018-2021. Of these,
69% of patients (n = 762) underwent systemic
steroid therapy for UC during their lifetime, in-
cluding repeated courses of GCS in history. When
analyzing medical documents, in most cases
there was no comprehensive information about
the duration and doses of systemic steroids,
which were previously prescribed to patients
in other medical institutions. In accordance
with the inclusion criteria (established diagno-
sis of UC and administration of systemic steroid
therapy in anamnesis) and non-inclusion crite-
ria (age < 18 years, absence in primary medical

MpennkTOopbl rOPMOHANLHOM 3ABUCMMOCTH
M PE3UCTEHTHOCTU Yy BOMbHBIX S3BEHHBIM KONMTOM

documentation of data on the number and du-
ration of courses of systemic steroid therapy,
prescribed doses of GCS, absence of clinical lab-
oratory and endoscopic data at the time of ad-
ministration of systemic steroid therapy, and
also, the transformation of the main diagnosis
in the anamnesis), we selected the medical docu-
mentation of 170 patients for further statistical
processing. Depending on the steroid status of

patients, three groups were identified: group 1

(n = 56) with SD, group 2 (n = 56) with SR, and

group 3 — control (n = 58), who were prescribed

systemic therapy of GCS without further devel-
opment of SD and SR. The following factors were
analyzed as possible predictors of SD and SR:

e Clinical and demographic (gender, age of the
patient, including at the time of the onset of
the disease, heredity, smoking status, extent of
lesion, presence of extra-intestinal manifesta-
tions, Mayo index);

e Laboratory (erythrocytes, hemoglobin, plate-
lets, leukocytes, neutrophils, rod-shaped and
segmented, lymphocytes, monocytes, ESR, total
protein, albumin, globulins, albumin/globulin
ratio, CRP, fibrinogen);

e Schemes of systemic steroid therapy (adminis-
tration of topical corticosteroids in anamnesis,

Predictors of steroid dependence and resistance
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Table 2. Regression analysis to identify predictors and risk factors for steroid dependence

Indicators SD (i: 2':65; nt S?;ialbfz; t HR 95% (I p
Males, abs. (%) 38 (67.9%) 68 (59.6%) | 1.428 | 0.728-2.804 0.3
Females, abs. (%) 18 (32.1%) 46 (40.4%) 0.7 | 0.357-1.324 0.3
Age of patient, years, Me (Q1-Q3) 35(30.00-43.25) | 37 (31.25-48.00) | 0.971 | 0.943-0.999 | 0.044
Disease debut age, years, Me (Q1-Q3) 26 (21.00-32.00) | 31 (23.00-41.75) | 0.959 | 0.931-0.989 | 0.007
Heredity, abs. (%) 3(5.7%) 5 (5.1%) 1.094 | 0.281-4.764 | 0.905
Smoking, abs. (%) 12 (22.0%) 11 (12.4%) | 2.026 | 0.824-4.983 | 0.124
Lesion extent, abs. (%)
- Left-sided 10 (17.9%) 16 (14.0%) | 1.331| 0.561-3.161 | 0.516
- Total 46 (82.1%) 98 (86%) 0.751| 0.316-1.782 0.516
Acute course, abs.(%) 2 (3.6%) 21 (18.4%) 0.164 | 0.037-0.727 | 0.017
Extra-intestinal manifestations, abs. (%) 13 (23.2%) 21 (18.4%) 1.339 | 0.613-2.921 0.464
Starting dose of prednisolone < 60 mg, abs. (%) 23 (42.6%) 19 (18.4%) 3.280 | 1.575-6.835 | 0.002
Total number of GCS courses, Me (Q1-Q3) 2 (2-4) 1(1-2) 1.537 | 1.204-1.962 | 0.001
> 2 courses of GCS per year, abs. (%) 30 (53.6%) 29 (25.4%) 3.382 | 1.725-6.633 |<0.001
Prednisolone administration < 1 mg/kg, abs. (%) 22 (39.3%) 23 (20.4%) 2.532 | 1.251-5.124 0.01
Prednisolone administration > 2 mg/kg, abs. (%) 4 (7.1%) 12 (10.6%) 0.647 | 0.199-2.106 | 0.470
The course of GCS < 4 weeks, abs. (%) 13 (23.2%) 28 (29.8%) 0.713 | 0.333-1.527 | 0.383
The course of GCS > 12 weeks, abs. (%) 15 (26.8%) 10 (8.8%) 3.768 | 1.565-9.070 | 0.003
Escalation of the dose of GCS, abs. (%) 23 (41.1%) 23 (20.2%) 2.758 | 1.366-5.562 | 0.005
Administration of topical GCS (budesonide MMX), 10 (17.9%) 16 (14%) 1.331| 0.561-3.161 | 0.516
abs. (%)
Mayo Index, points, Me (Q1-Q3) 9(7-9) 10 (8-11) 0.648 | 0.524-0.802 |<0.001

the starting dose of the first course of cortico-
steroids in terms of prednisolone, the number of
courses of systemic steroid therapy during the
year, the duration and dose of systemic steroid
therapy during the year, escalation of the dose
of corticosteroids).

Statistical Processing

Statistical analysis was carried out using the
StatTech v.2.8.4. program.

Quantitative indicators were evaluated for com-
pliance with the normal distribution using the
Shapiro-Wilk and Kolmogorov-Smirnov criteria.
Indicators of descriptive statistics included:
number of cases (n), mean (M), standard devia-
tion (SD), 95% coincidence interval limits (95%
CI), median (Me), lower and upper quartiles

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

(Q1-Q3). Absolute values with percentages
were used to describe categorical data. To
compare groups by quantitative indicator,
Student’s t-test, Tukey’s test, Mann-Whitney’s
U-test, Kraskel-Wallis” test, and Dann’s test with
Holme’s correction were used. The comparison
of percentages in the analysis of multipole con-
jugacy tables was performed using Pearson’s x2
criterion. The search for significant differences
was carried out, the critical value of the level
of which (p) was assumed to be 0.05. To assess
the diagnostic significance of quantitative signs
in predicting a certain outcome, the method of
analysis of ROC curves was used. The separating
value of the quantitative feature at the cut-off
point was determined by the highest value of
Youden’s index.

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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Table 3. Regression analysis to identify predictors and risk factors for steroid resistance

Indicators SR (ir"s zr: ;;nt S?:ialbfz;' t HR 95% (I p
Males, abs. (%) 32 (57.1%) 74 (64.9%) 0.721 | 0.375-1.387 | 0.327
Females, abs. ((%) 24 (42.9%) 40 (35.1%) 1.387 | 0.721-2.670 | 0.327
Age of patient, years, Me (Q1-Q3) 36 (30.00-44.00) | 37 (32.00-47.75) |0.993 |0.966-1.019 | 0.585
Disease debut age, Me (Q1-Q3) 27 (22.75-35.25) | 28.5 (22.25-41.75) | 0.995 | 0.969-1.021 | 0.689
Heredity, abs. (%) 2 (4.1%) 6 (5.8%) 0.688 | 0.134-3.540 | 0.654
Smoker status, abs. (%) 5 (11.4%) 18 (20.5%) 0.499 | 0.172-1.446 0.2
Lesion extent, abs. (%)
— Left-sided 8 (14.3%) 8 (15.8%) 0.889 | 0.361-2.190 | 0.798
— Total 48 (85.7%) 96 (84.2%) 1.125 | 0.457-2.773 | 0.798
Acute course, abs.(%) 10 (17.9%) 13 (11.4%) 1.698 | 0.690-4.133 | 0.251
Extra-intestinal manifestations, abs. (%) 9 (16.1%) 25 (21.9%) 0.682 | 0.294-1.579 | 0.371
Starting dose of prednisolone < 60 mg, abs. (%) 9 (18.8%) 33 (30.3%) 0.531|0.231-1.221| 0.136
Total number of GCS courses, Me (Q1-Q3) 2 (1-3) 2 (1-3) 0.928 | 0.780-1.105 | 0.401
2 = GCS courses per year, abs. (%) 17 (30.4%) 42 (36.8%) 0.747 | 0.377-1.483 | 0.405
Prednisolone administration < 1 mg/kg, abs. (%) 10 (18.2%) 45 (39.5%) 0.502 | 0.227-1.107 | 0.088
Prednisolone administration > 2 mg/kg, abs. (%) 6 (10.9%) 10 (8.8%) 1.273 | 0.438-3.702 | 0.657
The course of GCS < 4 weeks, abs. (%) 25 (45.5%) 16 (16.8%) 4.114 | 1.933-8.758 | < 0.001
The course of GCS > 12 weeks, abs. (%) 5(9.1%) 20 (17.5%) 0.470 | 0.166-1.327 | 0.154
Escalation of the dose of GCS, abs. (%) 20 (35.7%) 26 (22.8%) 1.880 | 0.933-3.789 | 0.077
Administration of topical GCS (budesonide MMX), 5 (8.9%) 21 (18.4%) 0.434 | 0.154-1.220 | 0.114
abs. (%)
Mayo Index, points, Me (Q1-Q3) 10 (9-11) 9 (8-10) 1.717 | 1.339-2.201 | < 0.001

RESULTS

According to data obtained, the incidence of SD
among 762 patients receiving systemic steroid
therapy was 33.9% (259/762), and SR- 22.04%
(168/762). When comparing the groups by gen-
der, lesion extent and body weight, they were
homogenous (Table 1). Among patients with SD
and SR, younger people prevailed compared to
the control group (p = 0.03). Chronic continuous
course of the disease was characteristic for pa-
tients with SD (p = 0.005), and acute disease was
significantly more common in patients with SR
and in the control group (p = 0.029). When com-
paring the groups, depending on previous thera-
py, it was revealed that 5-ASA were significantly
more often used in patients of the control group

npeAMKTOPbI rOpMOHGHbHOﬁ 3ABUCUMOCTH
U PE3UCTEHTHOCTU Y 6OJ1I:HI:IX A3B€HHbIM KOJIUTOM

(p = 0.045), immunosuppressants — in patients
with SD (p < 0.001), and patients with SR were
significantly more often without specific therapy
(p = 0.04), which occurred mainly in the acute
disease.

Regression analysis was carried out to identify
predictors and risk factors for SD and SR.

Reliable risk factors for the SD (Table 2), accord-
ing to our data, are: the age of the patient < 52
years, the age of the disease onset < 30 years, the
starting dose of prednisolone < 60 mg, the total
number of courses of systemic steroid therapy = 2
during life, as well as the administration of = 2
courses of systemic steroid therapy during year,
Mayo index < 10 points. The threshold values of
the indicators were obtained by sequentially con-
structing the ROC curve at the cut-off point, which

Predictors of steroid dependence and resistance
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Table 4. Regression analysis to identify laboratory predictors and risk factors for steroid dependence and steroid resistance

Indicator SD SR Control p
(n=56) (n=56) (n=58)
Erythrocytes, x 102/l 4.42 +0.76 3.98+0.77 4.33+0.60 0.012
Hemoglobin, g/l 111.92 £ 24.92 108.19 + 23.71 116.87 £ 22.91 0.197
Platelets, x 10°/L 339.00 (275.20-416.50) | 382.00 (303.00-507.65) | 378.50 (298.35-450.93) | 0.164
Leukocytes, x 10%/1 9.00 (6.84-12.50) 9.26 (6.83-12.50) 9.90 (7.51-12.80) 0.636
Rod-shaped neutrophils, x 10°/L 0.18 (0.10-0.41) 0.19 (0.08-0.40) 0.23 (0.11-0.36) 0.859
Segmented neutrophils, x 10°/L 5.66 (4.22-9.14) 6.50 (4.73-9.15) 6.73 (4.56-8.63) 0.532
Lymphocytes, x 10%/1 1.73 (1.18-2.38) 1.41 (1.12-2.04) 1.97 (1.34-2.55) 0.182
Monocytes, x 10%/1 0.60 (0.42-0.69) 0.47 (0.34-0.80) 0.65 (0.36-0.91) 0.718
ESR, mm/hour 22.00 (11.50-32.00) 23.00 (14.00-43.00) 23.00 (14.00-32.00) | 0.463
Total protein, g/l 65.43 +7.96 63.25+7.53 65.61+7.17 0.243
Albumin, g/1 37.00 (34.00-40.00) 34.00 (30.00-36.00) 36.00 (32.00-41.00) | 0.005
Globulins, g/L 30.44 +£5.99 30.83 £ 4.68 29.28 £6.13 0.607
Albumin/globulinratio 1.24 (0.98-1.39) 1.11 (0.95-1.26) 1.25 (1.06-1.48) 0.133
CRP, mg/!L 11.75 (4.83-31.98) 51.30 (11.60-89.00) 14.90 (5.00-40.30) | 0.014
Fibrinogen, g/l 3.10 (2.70-4.00) 3.81(3.25-4.60) 3.5 (3.00-4.10) 0.019

corresponded to the highest value of Youden's in-
dex. Prescribing prednisolone at a dose of <1 mg/
kg and duration of over 12 weeks significantly in-
fluenced the SD development. It was also found
that the escalation of the dose of GCS in the
anamnesis demonstrates significance in the SD
formation.

During the multivariate analysis, the follow-

ing predictors and risk factors for the SD were

identified:

- age of onset < 30 years (COR = 0.960, 95%
(I =0.931-0.990, p = 0.010, AOR = 0.960, 95%
CI=0.928-0.993, p = 0.019);

- starting dose of prednisolone < 60 mg
(COR = 2.924, 95% CI = 1.387-6.160, p = 0.005,
AOR =2.369, 95% (I = 1.030-5.441, p = 0.042);

— administration of = 2 courses of GCS during
the year (COR = 3.663, 95% CI = 1.790-7.493,
p < 0.001 AOR = 2.988, 95% (I = 1.349-6.619,
p =0.007);

- Mayo index < 10 points (COR = 0.645, 95%
CI = 0.517-0.804, p < 0.001 AOR = 0.631, 95%
CI=0.492-0.809, p < 0.001).

It was revealed that gender, the lesion ex-

tent, heredity, smoking status, extra-intestinal

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

manifestations, the administration of topical
GCS in the anamnesis are not associated with
the SD.

When assessing the risk of SR(Table3), we have
found significance with Mayo’s index of = 10
points. The threshold value of the indicator was
obtained by constructing the ROC curve at the
cut-off point, which corresponded to the high-
est value of Youden’s index. It was revealed that
the duration of systemic steroid therapy was < 4
weeks. It is a risk factor for the SR develop-
ment. However, this is due to the fact that 48.2%
(n = 27) of patients with SR were operated on,
and therefore the therapy of GCS was terminated
prematurely.

Other clinical and demographic factors, as well as
the schemes of systemic steroid therapy, did not
significantly affect the SR development.

In the regression analysis of laboratory param-
eters (Table 4) it was found that the level of albu-
min, as well as the level of inflammatory markers
(CRP and fibrinogen) significantly affect the SR
development.

Using the construction of ROC curves, threshold
values of laboratory parameters were identified:

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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albumin (< 37.1 g/l), CRP (= 47.1 mg/l), fibrinogen

(=3.49g/1).

During the multivariate analysis, the follow-

ing predictors and risk factors for the SR were

identified:

- Mayo’s index = 10 points (COR = 3.391, 95%
CI = 1.556-7.389, p = 0.002 AOR = 2.573, 95%
CI=1.094-6.050, p = 0.030);

- albumin<37.1 g/l (COR=5.320, 95% CI=1.904-
14.865, p = 0.001 AOR = 4.571, 95% CI = 1.567-
13.330, p = 0.005);

— CRP = 47.1 mg/L (COR = 4.014, 95% CI = 1.800—
8.953, p = 0.001 AOR = 2.641, 95% CI = 1.102-
6.328, p = 0.029).

DISCUSSION

Predictors of aggressive UC and risk of colectomy
are actively discussed by Russian and foreign au-
thors [5,20-24]. In our work, we did not aim to
evaluate the predictors of colectomy in UC, fo-
cusing on the predictors and risk factors for SD
and SR.

The data we obtained on the risks of SD at the on-
set of the disease at the age of < 30 years correlate
with the results of Reinisch W., who demonstrated
that the age of < 40 years at the time of diagnosis
is associated with a more severe disease and short
periods of remission [20].

Inadequate courses of systemicsteroid therapy sig-
nificantly affect the SD development. The Russian
clinical guidelines for the diagnosis and treatment
of UC [5] strictly regulate the doses of predniso-
lone and the duration of courses of systemic ste-
roid therapy. In case of UC recurrence, requiring
repeated administration of GCS for a year or less, it
is recommended to prescribe immunosuppressants
(azathioprine or mercaptopurine) simultaneously
with GCS. According to our data, conducting = 2
courses of GCS during the year with high reliabil-
ity affects the SD development, which confirms
the need for immunosuppressive therapy during
the second course of GCS during the year. In case
of UC exacerbation after two or more courses of
systemic GCS carried out during the year, it is nec-
essary to consider the administration of biological
or targeted therapy. The initial administration of
low doses of prednisolone (< 60 mg), as well as the

MpennkTOopbl rOPMOHANLHOM 3ABUCMMOCTH
M PE3UCTEHTHOCTU Yy BOMbHBIX S3BEHHBIM KONMTOM

subsequent escalation of the dose, contribute to
the SD formation, and therefore it is advisable to
recommend hospitalization to patients not only
with a severe attack of UC, but also with a moder-
ate attack to a hospital for the administration of
an adequate dose of prednisolone in accordance
with clinical recommendations.

Laboratory indicators (albumin and CRP levels), as
well as the clinical and endoscopic Mayo's index
can be routinely used in clinical practice to as-
sess the risk of SR, allowing the doctor to be wary
of the ineffectiveness of steroid therapy from the
first days of treatment. It is advisable for this cat-
egory of patients from the first days of admission
to do a specific tests (Diaskin’s — test, quantif-
eron test, T-SPOT) to exclude tuberculosis infec-
tion in order to timely prescribe genetically engi-
neered biological and targeted therapy for the SR
development.

CONCLUSION

In the era of personalized medicine, itis rational to
predict an individual response to GCS. Predictors
of a high risk of SD and SR in patients with ulcer-
ative colitis have been identified, which can be
used in clinical work. In this category of patients,
itis advisable to consider the early administration
of genetically engineered biological and targeted
therapy, avoiding repeated use of GCS.
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AIM: to study sociodemographic, clinical and epidemiological features in patients with ulcerative colitis in the
Irkutsk region (Russia).
PATIENTS AND METHODS: the database of the Irkutsk IBD Center included 1,122 patients with ulcerative colitis
(UC) registered from 01.01.2006 to 31.12.2019. The study is retrospective with a focus on the results of follow-up,
check up and treatment in different periods of their disease (acute attack, chronic course, remission). Statistical
analysis was performed according to the principles of the International Committee of Medical Journal Editors
(ICMJE).
RESULTS: the incidence of inflammatory bowel disease in the Irkutsk Oblast over the previous 14 years has increased
by 2.7 times, of ulcerative colitis — by 3.1 times and was 3.91 person-years per 100,000 population. The prevalence
of UC was 68.5 per 100,000 population. The annual increase in new UC cases was 46.6 + 8.2. Most patients had total
lesion (68.4%) and moderate-to-severe disease (46.9%). Extra-intestinal manifestations (13.6%) were represented
by skin lesions (40.7%). Body weight deficiency occurred in 9.9% in females and in 5.1% in males. The probability
of colectomy was 1.4/100 patient-years (follow-up period was 7049.5 patient-years; n=1122). Patients underwent
urgent operations in 76.3%. Postoperative mortality was 1.03/100 patient-years (exposition time — 291.6 years,
n = 3). Total mortality for the entire follow-up period was 1.8% — 0.34/100 patient-years (exposition time —
4440.8 years).
CONCLUSION: objective epidemiological data, clinical features and treatment options for patients with ulcerative
colitis in long-term follow-up in the Irkutsk Oblast are presented. The results of such studies on a national scale can
serve as a platform for further scientific research and planning of socio-economic programs.
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In the XXI century, the incidence of UCin devel-

INTRODUCTION

Ulcerative colitis (UC) refers to chronic inflam-
matory bowel diseases of unclear etiology, with
lesions of the large intestine and suspected mul-
tifactorial trigger components with inadequate
immune response in genetically predisposed in-
dividuals [1]. The annual incidence of UC var-
ies and is observed in the range of 8.8-23.1
per 100,000 patient-years in North America;
0.6-44.0 in Europe and 7.3-17.4 in Oceania [2].

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

oped Western countries has stabilized. At the
same time, since the nineties of the XX century,
according to an annual analysis, there has been
an increase in the incidence in Asia, Africa,
South America and Brazil by 14.9% [10.4-19.6],
in Taiwan — by 4.8% [1.8-8.0]) [1,2]. In China,
in the year of 2000, the diagnosis of UC was de-
tected in 10,000 patients, and in 2010, the di-
agnosis of inflammatory bowel diseases (IBD)
was already recorded in 266,394 [3]. In general,
the first peak of morbidity occurs in the age
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group of 20-40 years, and the second — after
60 years, with the same gender distribution [2].
It is noted that in developing countries, UC is
a more common disease than Crohn’s disease
(CD). In India, the incidence of UC is 6.02 per
100,000 population, which is much lower than
in the USA (8.8 per 100,000) and Sweden (20.0
per 100,000). Numerous studies have shown the
predominance of the urban population among
patients with UC [4,5]. Attention is drawn to the
existing worldwide spread of data on morbid-
ity (0.4-44.5 per 100,000 population) and the
prevalence of UC (from 1.5 to 505.0 per 100,000
population) within and between geographical
regions, reaching maximum values in the coun-
tries of Scandinavia, North America, Canada,
Israel. The prevalence of IBD is expected to
continue to increase in high-income countries,
and is also likely to accelerate in developing
countries. This is partly due to the growing
number of cases of UC in old age and the aging
of patients, as well as a decrease in mortality
due to the introduction of genetically engi-
neered biological therapy (GEBT) into practice
and a change in the paradigm of both conserva-
tive and surgical treatment [6-8].

The indicators of mortality in UC are in a wide
range of values and depend on the socio-eco-
nomic level of the reporting country. According
to a meta-analysis published in 2007 by Jess,
T. et al., among patients with UC, the average
percentage of deaths was 17% (11; 30). In this
subgroup of patients, the most common causes
of death were colorectal cancer (CRC) 37% (24;
44) and surgical or postoperative complications
44% (17; 100).

Other causes indicated by the authors were as-
sociated with a severe course of the disease
(toxic megacolon, bowel perforation, mesen-
teric thrombosis, secondary myocardial infarc-
tion on the background of anemia and decom-
pensated liver disease due to primary sclerosing
cholangitis) [9].

The number of population-based studies of
UC in Eastern Europe, including in the Russian
Federation, is limited. The prevalence of UC in
Russia consists of the results of individual epi-
demiological studies and data from the regis-
ters of individual healthcare institutions [10].

KnuHuko-anugemmonoruyeckue acnektbl
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According to the Ministry of Health of Russia,
the increase in UC from 2012 to 2015 was 31.7%.
According to published data from the lead-
ing centers of IBD, the prevalence of UC in the
Moscow region is 19.3 per 100,000 population;
40.0 in the Republic of Tatarstan; 49.0 — in
the Novosibirsk region; 22.0 per 100,000 adult
population in the Chelyabinsk region [11,12,13].

AIM

The purpose of this study is to evaluate the
clinical and epidemiological indicators and
sociodemographic characteristics of patients
suffering from ulcerative colitis living in the
Irkutsk region and Irkutsk city.

PATIENTS AND METHODS

The Irkutsk region is located in the southeast-
ern part of the Siberian Federal District; the
area of the territory is 774.8 thousand square
kilometers. In the west, the region borders with
the Krasnoyarsk Territory, in the northeast —
with the Republic of Sakha (Yakutia), in the
east — with the Trans-Baikal Territory, in the
east and south — with the Republic of Buryatia,
in the southwest — with the Republic of Tyva.
The population of the region as of 2021 was
2,375,640 people. 78.8% of the region’s popula-
tion lives in urban areas. The population den-
sity is low — 3.07 people/kmz2.

In connection with the data of Irkutsk Scientific
Center of Surgery and Traumatology (ISCST),
on the basis of the Irkutsk Regional Clinical
Hospital (IRCH), since 1996, all patients of the
city and region with an verified or suspected
diagnosis of inflammatory bowel disease were
sent to the outpatient unit for coloproctolo-
gist’s consultation. By the order of the chief
physician of the IRCH dated 01.03.2006, the IBD
office was established on a functional basis. By
that time, a separate registry for patients with
IBD had been created, internal documentation
had been developed, and an electronic unified
database of patients had been created. This
allowed the authors to analyze the incidence,

Clinical and epidemiological aspects of
ulcerative colitis in the Irkutsk region

109



OPUTMHAIJIbHBIE CTATBU

ORIGINAL ARTICLES

prevalence, and features of clinical manifesta-
tions of IBD in long-term follow-up. The present
study is based on a prospective and retrospec-
tive analysis of the results of follow-up, tests
and treatment of patients in different periods
of the disease (acute, chronic, remission), with
an established diagnosis of ulcerative colitis in
accordance with the diagnostic criteria of the
disease [14].

The unified database is constantly updated and
includes personal data, information about the
onset of the disease, severity of the course,
extra-intestinal manifestations, concomitant
pathology, medications received, surgical treat-
ment and other indicators, a total of 126 param-
eters [15]. All the patients signed an informed
consent to the use of depersonalized informa-
tion for scientific purposes.

In the period from 01.01.2006 to 31.12.2019 in
the database of the IBD center of Irkutsk city
1,122 patients suffering from UC were regis-
tered. The period of 2020-2021 was excluded
from the epidemiological analysis due to the
conversion of medical facilities to provide assis-
tance to the population with the new COVID-19

coronavirus infection and restrictions in work-
ing with profile patients.

To calculate the epidemiological characteris-
tics, the generally accepted indicators “preva-
lence” and “morbidity” per 100,000 inhabitants,
the indicator “person-years’/“patient-years”,
which most accurately reflects the real picture
of the phenomenon under study and directly in-
cludes in the denominator the time of observa-
tion of a specific object, were used [16].
Statistical processing of the results of the study
was carried out using the Statistica for Windows
10.0 program (StatSoft Inc., USA). The statis-
tical analysis was performed according to the
principles of the International Committee of
Medical Journal Editors (ICMJE). Quantitative
data are described using averages with the er-
ror of the mean, minimum, maximum and me-
dian with upper and lower quartiles, rate and
fractions were calculated (in %). Descriptive
statistics methods were used to generalize
and evaluate demographic continuous and dis-
crete variables. To describe qualitative indica-
tors, rate and fractions (in%), a two-way 95%
coincidence interval (95% CI) were calculated.

Age of patients at the time

of UC diagnosis
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Figure 1. Age of patients at diagnosis (years)
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Statistical hypotheses were tested at a critical
significance level of p < 0.05.

The study was approved by the local Ethics
Committee of ISCST within the framework of
research No. 01201280993 (0543-2018-0018)
State Registration, 2018.

RESULTS

Socio-Demographic Characteristics of
Patients

In the period from 01.01.2006 to 31.12.2019,
1,122 people suffering from UC were registered
in the database, of whom 619 (55.2%) were fe-
males, 503 (44.8%) were males; the ratio of
females to males was 1.2:1.0. The average age
of patients at the time of registration in the
database was 43.1 + 0.5 years (min-18.0; max-
91.0). The maximum number of patients n =532
(47.4%) was observed in the age group from 21
to 40 years, patients from 40 to 60 years were
32.7% (n = 367). The average age of the disease

onset (the time of onset of UC symptoms) was

a2 &2

3,7
3,5

2,54] |2,55] | 2,48

2:3

1,72

1,58 | | 1,55

2006 2007 2008 2009 2010 2011

2012 2013 2014 2015 2016 2017 2018

recorded at 37.1 + 0.5 years (min-3.0; max-87.0
years). The distribution of patients by age
groups at the time of diagnosis of UC is shown
in Figure 1 and falls on the young age from 20 to
30 years — 603 (54.4%) patients.

The median time from the appearance of the
first symptoms to the diagnosis of UC was 6.5
months (0.3-12.4); on average, the diagnosis
of UC was established after 1.2 + 0.1 years. The
minimum time from the onset of the disease to
the diagnosis was 3 days, in single cases (the
first super-severe or severe) acute attack of UC;
the maximum time from the appearance of in-
testinal symptoms to the diagnosis of UC in our
study was 38 years, when the patient was ob-
served and treated throughout life with various
diseases of the gastrointestinal tract. The me-
dian history of UC in the cohort of patients was
7.0 years (0.5-14.0). According to the survey,
patients associated the onset of the disease and
subsequent exacerbations with the following
causes: psychological trauma, stress — 21.8%;
viral infection — 18.2%; pregnancy — 16.4%;

for no apparent reason — 14.5%; harmful
6,37
564 563
51 4,83 493
3,9 4,0
3,6 3,65 | 3155
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Figure 2. Incidence of infammatory bowel disease and ulcerative colitis per 100,000 population in the Irkutsk region (01.01.2006-

31.12.2019)
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industries — 12.7%; climate change — 9.1%;
intestinal infections in history — 7.3%

About a quarter of patients gave up smoking
due to theirillness, 63.7% never smoked on av-
erage and 7% of patients continued to smoke.
Disability due to the underlying disease was
recorded in 24.2% (n = 269) of cases, and the
overwhelming majority (85%) of patients were
identified as group 3.

According to social status, patients were dis-
tributed as follows: most of them work — 61.5%,
22.6% do not work, pensioners — 11.8%, stu-
dents — 4.0%, the share of military personnel
is 0.1%. In the Irkutsk region, more than 38%
of patients with ulcerative colitis live in the re-
gional center, the incidence ratio “city/village”
was 1.6:1.0.

Incidence and Prevalence of Ulcerative Colitis
in Irkutsk city and Irkutsk region

Over a 14-year follow-up period, the average in-
cidence rate corresponds to 2.75 x 0.95 (min-
1.55; max-4.83) per 100,000 population (Fig. 2)
or 3.59 per 100,000 person-years. Every year we
register 46.6 + 8.2 new cases of the disease in
the IBD center.

The UC prevalence in the Irkutsk region is 46.9
per 100 thousand population, in the city of
Irkutsk — 68.5 (Fig. 3).

100

80

64,7

60

40

20

Irkutsk region

Phenotypic, Clinical Manifestations and
Course of Ulcerative Colitis

Burdened heredity for ulcerative colitis was
traced in our cohort of patientsin 3.0% of cases
(n=23).

At the time of inclusion of patients in the
database, acute UC attack/exacerbation was
detected in 22.7% of cases (n = 225), chronic
recurrent course during remission in 48.3%
(n = 795), continuous course of the disease —
29.0% (n = 325). The prevalence of patients
with total large intestine lesion (E3) was re-
vealed in 68.4% (n = 768); left-sided colitis
(E2) was recorded in 19.7% (n = 221); procti-
tis (E1) — in 11.9% (n = 133). The course of
the disease was dominated by patients with
moderate-severe UC — 46.9% (n = 526), a
third of patients were diagnosed with severe
course — 30.5% (n = 342), in 22.6% of cases
(n = 254) — mild.

Steroid resistance and steroid dependence were
detected in 10.4% (n = 115) and 18.1% (n = 201),
respectively.

Average Body Mass Index (BMI) in females was
24.95 + 0.19 (min-15.4; max-46.8); in 9.9% of
cases, the body mass index was less than 18.0.
The average BMI in males was 24.91 + 0.22
(min-15.6; max—40.0); in 5.1% of cases, the BMI
was less than 18.0.

93,2

Irkutsk city

O BD @ UC

Figure 3. Prevalence of inflammatory bowel disease and ulcerative colitis per 100,000 population in the Irkutsk region
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Extra-Intestinal Manifestations

Systemic extra-intestinal manifestations of IBD
in patients with ulcerative colitis were detected
in 13.6% (n = 152) of cases, which amounted to
2.1/100 patient-years (follow-up period 7,049.5
p/y, n =1,122). In 77.6% (n = 118) there was an
isolated lesion of one organ (skin, musculoskel-
etal system, eyes, oral mucosal layer and others),
and in 22.4% of cases (n = 34) there was a com-
bined lesion of 2 or more organs and systems.
In 40.7% of cases, skin lesions were noted (der-
matitis, erythema nodosum, gangrenous pyo-
derma); arthropathies/arthritis were observed
in 38.2% of cases; oral cavity lesions (aphthous
stomatitis, glossitis) in 4.6%; the proportion of
primary sclerosing cholangitis was 11.5%; eye
lesions (uveitis, iridocyclitis, conjunctivitis,
blepharitis) were observed in 5.3% of cases.
Over 14 years of follow-up, 5 cases of colorectal
cancer were detected, which amounted to 0.44%
in the observed cohort of patients.

In 11.4% of cases (n = 127), patients with ul-
cerative colitis were diagnosed with other im-
mune-mediated diseases: vasculitis, psoriasis,
systemic scleroderma, myositis, autoimmune
thyroiditis, rheumatoid arthritis, systemic lupus
erythematosus, bronchial asthma, demyelinat-
ing diseases of the nervous system. Porphyria
was observed in two patients. In 3.6% of cases
(n=40), oncological diseases of extra-intestinal
localization were observed in the studied cohort
of patients: cancer of the root of the tongue,
uterus, ovaries, pancreas, lungs, bladder, retro-
peritoneal sarcoma, lymphoma, melanoma.

Conservative Therapy

The total cumulative exposure of drug treatment
was 90.6% for 5-ASA drugs; 48.7% for systemic
corticosteroids; 33.8% for immunosuppressants
(azathioprine) and 10.0% for biological therapy
during the follow-up period.

Treatment with azathioprine was received in
the observed period by 374 patients (33.3%),
in the course of observation, the drug was can-
celed for various reasons in 95 patients (8.5%).
Biological therapy was received by 109 (9.71%)
patients with ulcerative colitis, which amount-
ed to 1.8/100 patient-years (follow-up period
7049.5 p/y, n = 1,122), in 27.9% of cases, GEBT

KnuHuko-anugemmonoruyeckue acnektbl
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(infliximab) was prescribed as a “rescue thera-
py”. The reasons for the cancellation of drugs of
the tumor necrosis factor alpha (TNFa) blocker
group were: loss of response in 21.2% of cases,
adverse events — 21.2% (infusion reactions,
urticaria, dermatitis, alopecia, opportunistic
infections, including tuberculosis, lymphoma,
leukemoid reaction); discontinuation of therapy
at the request of the patient occurred in 10.5%;
in two cases (1.9%), the ineffectiveness of the
initiated “rescue therapy” was found in super-
severe forms of ulcerative colitis, patients were
operated on.

Surgical Treatment

Total rate of colectomies by the end of the
follow-up period (within 14 years) was 8.7%
(n = 97). The need for surgical treatment was
1.4/100 patient-years (follow-up period 7049.5
p/y. n=1,122).

In 76.3% of cases, patients underwent emer-
gency and urgent surgery (complicated severe
and super-severe forms of ulcerative colitis),
in 23.7% surgery was elective (inefficiency of
all types of basic therapy, malignancy). Post-
op complications occurred in 10.6% of cases
(n = 7). Postoperative mortality was 2.9%
(n = 3) or, taking into account the time inter-
val (exposure 291.6) 1.03/100 patient-years. All
deceased patients were delivered from the dis-
trictsin a serious condition with colon necrosis,
peritonitis, multiple organ failure. In 2 cases,
the cause of death was infectious complications
(subtotal bilateral pneumonia, sepsis, DIC) and
in one case, the cause of death was massive PE,
on the background of sepsis.

Mortality

According to the summary data of the Irkutsk
city and Irkutsk region medical institutions, 20
patients with ulcerative colitis died within 14
years in the observed cohort of patients. The
following causes of death were determined: in
the early postoperative period — 3 patients
(52, 58, 84 years old); in 7 cases, death from ma-
lignant tumors of extra—intestinal localization
(retroperitoneal sarcoma, tongue cancer, ovar-
ian cancer — 2 cases, Klatsken tumor, pancre-
atic head cancer, lung cancer) of patients aged
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27, 28, 33, 50, 57, 66, 70 years old, respectively;
two patients died of colorectal cancer (27 and
62 years old); in two cases — cardiovascular
events (43 and 73 years old); 2 patients (23 and
27 years old) with primary sclerosing cholan-
gitis; (one patient died on the third day after
liver transplantation; the second — against
the background of progressive liver failure); in
1 case, the death of a 29-year-old patient oc-
curred from respiratory failure (post-tracheos-
tomy stricture trachea). Thus, the total mortal-
ity for the entire follow—up period was 1.8%;
when converted to the “patient-time” indicator,
the observation exposure was 4,440.8 years, the
total mortality was 0.34/100 patient-years.

DISCUSSION

The incidence of IBD in the Irkutsk region over
the previous 14 years has increased 2.7 times,
ulcerative colitis — 3.1 times and amounted
to 3.91 “person-years” per 100,000 population.
It should be noted that these figures are much
lower than the world data, but are comparable
with the incidence in the countries of Central,
Southern and Eastern Europe (Romania — 2.4,
Cyprus — 2.9, Croatia — 3.1, Belgium — 3.6,
Moldova — 3.9, Portugal — 4.4 person-years per
100,000 population) [17]. The prevalence of IBD
on a global scale increased from 79.5 to 84.3 per
100,000 population from 1990 to 2017, in the UK
itis 449.6, in Europe the prevalence of IBD varies
significantly; in particular in Eastern European
countries it is registered at 104.5 per 100,000
[18]. In the Irkutsk region, the UC prevalence
was 68.5 per 100,000 population, IBD — 93.2,
which is slightly higher than the values given in
the Russian Federation. The present study was
dominated by patients with total large intes-
tine lesion (68.4%), which is twice as much as
the data obtained both in foreign studies and in
the ESCApe2 study — 55% [10]. Moderate-severe
course of UC occurred in 46.9% of cases. The pa-
tients, both males and females, were of normal
weight, the body mass index averaged 24.9 (norm
18.50-24.99). Body weight deficiency (< 18)
was detected twice as often in females (9.9%).
The dominant extra-intestinal manifestations
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in the Irkutsk region were skin lesions (40.7%),
which in 22.4% of cases were combined with
rheumatological or other. The proportion of im-
munosuppressive therapy prescribing, including
GEBT, exceeded the indicators for Russia, due to
the predominance of medium-severe and severe
forms. The socio-demographic characteristics
obtained in the study are comparable to global
trends. The need for surgical treatment tends to
decrease. Based on the analysis of the database
of the unified IBD center of the Irkutsk region,
objective epidemiological characteristics, clini-
cal course features and treatment options for
patients with ulcerative colitis in a long-term
study were obtained.

CONCLUSION

The epidemic of immune-mediated diseases
predicted in the world, in particular IBD, high
treatment costs with extensive use of biological
agents and small molecules, dictates the need
to search for both etiopathogenetic mechanisms
and features of ethnic cohorts of patients with
a specific geographical reference. Filling infor-
mation niches in the Russian Federation is a
platform for further scientific research, with the
possibility of forecasting and planning socio-
economic programs.
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Granulomatous bowel disease: Crohn’s disease
and tuberculosis. Difficulties in differential diagnosis
(case report and review)
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Diagnosis of extrapulmonary forms of tuberculosis is still challenging. Abdominal tuberculosis has no
pathognomonic signs, so most patients had various diagnoses. In this clinical case, the diagnostic difficul-
ties are due to the absence of a history of tuberculosis and the manifestation of the isolated tuberculosis
process in the intestine. This forced us for a wide differential diagnostic search to exclude inflammatory
bowel diseases and neoplasms and required the multidisciplinary team. This approach, awareness and alert-
ness of specialists regarding extrapulmonary forms of tuberculosis made it possible to achieve success in
this patient.
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INTRODUCTION

Recently, despite the positive trends in the epi-
demic situation with tuberculosis worldwide,
the incidence of extrapulmonary tuberculosis
(EPT) is unstable [1]. Diagnosis of extrapulmo-
nary tuberculosis is difficult, the disease can
occur covertly, under the “mask” of other patho-
logical processes (infectious, gastroenterologi-
cal, surgical, oncological) [2].

Abdominal tuberculosis is an infectious disease
caused by mycobacterium tuberculosis, related
to extrapulmonary forms of tuberculosis and
characterized by the presence of a specific in-
flammatory process in the abdominal organs [3].
According to epidemiological data, of the extra-
pulmonary forms of tuberculosis, abdominal tu-
berculosis accounts for 4.4-8.3% to 17-21% of
cases, which does not allow it to be considered a
rare disease [4]. The official clinical classification
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of abdominal tuberculosis includes tuberculosis
of the intestine, peritoneum, mesenteric lymph
nodes and other forms [5]. The intestine is most
often involved in the pathological process,
namely the ileocecal zone (70-89.5% of cases),
distal forms are rare [6]. It is known that there
are no screening methods for the detection of
abdominal tuberculosis [7], and all laboratory
and instrumental examinations carried out do
not always allow to verify the diagnosis.

Clinical Case

Female patient K., 89 years old, with complaints
of periodic cramping pain in the lower abdomen,
weight loss, an increase in body temperature
in the evening to 37.3°C, vomiting once every
three days, a half-formed stool 1-2 times per 24
hours without pathological mixtures.

It is known from the anamnesis that in the sum-
mer of 2021, against the background of complete
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Figure 1. CT scan. The arrows indicate the thickening of the wall of the ileum and ascending colon, inflammatory infiltrated tissue

well-being, the patient began to notice episodes
of fever up to 40°C. She turned to a therapist
at her place of residence. An acute respiratory
viral infection was suspected. The analysis for
a new coronavirus viral infection was negative;
systemic antibacterial therapy was prescribed
(she could not specify the drugs) with a posi-
tive effect (no fever). Simultaneously she took
probiotics.

In November 2021, abdominal pain without a
definite site and episodes of unformed stool ap-
peared. She applied to the outpatient clinic at her
place of residence and was sent to one of the city
hospitals for check-up. A colonoscopy performed
in December 2021 revealed a circular narrowing
of the lumen of the ascending colon — a tumor
was suspected. Biopsies revealed no tumor.

She was sent to the RNMRC of Coloproctology of
the Health Ministry of Russia for further exami-
nation and verification of the diagnosis.

The initial consultant was oncologist.

Objectively: the general condition satisfac-
tory, somewhat asthenized. Height of 158 cm,
body weight of 50 kg (BMI = 20 kg/m?).

The skin colored pale, pasty of the lower limbs
was noted. No hemodynamic disorders were
detected. The tongue was moist, overlaid with
a white coating at the root. There was a post-
operative scar on the anterior abdominal wall
after cholecystectomy without signs of inflam-
mation. The abdomen was not swollen, soft on
palpation, painless in all parts. Digital examina-
tion of the rectum and proctoscopy were with-
out pathology. The lab tests dated January 17,
2022: total protein — 59.5 g/l, hemoglobin —
91 g/l, platelets — 454x10°/1.

According to compute tomography (CT) dated
January 21, 2022: pulmonary pattern with signs
of focal pneumosclerosis, no obvious focal and
infiltrative changes were found. The ascending
intestine to the area of the hepatic flexure and
the terminal part of the ileum were changed for 5
cm, the wall was thickened to 1.0-1.5 cm due to
all layers. The surrounding tissues were strong-
ly compacted. The infiltration extended to the
peritoneum of the right lateral canal. Along
the course of the mesentery vessels, the lymph
nodes were up to 0.6 cm. (Fig. 1). Conclusion:

Figure 2 (a,6,B). Endoscopic images of the ascending colon: a — distal edge of the circular ulcerative defect, 6 — fistulous open-

ings of the ascending colon, 8 — ulcerative defect 1.0 cm in diameter.
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The CT picture of infiltrative changes in the as-
cending colon and ileum may correspond to the
tumor process.

According to colonoscopy data dated
Februaryl, 2022: the device was carried out
in the middle third of the ascending intestine,
where the distal edge of the circular ulcerative
lesion, elastic consistency is determined, the
lumen is narrowed to 1.3 cm. The device was
carried out proximally by 5-6 cm, the lumen
narrowed to 0.6 cm and internal openings were
visualized, which did not exclude the system of
fistula tracks. The mucosa here was pale pink,
represented by a circular ulcerative lesion,
sometimes with a touch of fibrin, bleeding on
contact. Distal to the haustra there is an ulcer-
ative lesion occupying Y2 of the circumference,
bright red in color, with a touch of fibrin. In
the hepatic flexure, there was an ulcer1.0 cm,
bright red, with a touch of fibrin. In the dis-
tal third of the ascending colon — aphthae up
to 0.2 cm in diameter with a corolla of hyper-
emia and a coating of fibrin, a biopsy was per-
formed. The distal parts of the large intestine
are not changed (Fig. 2).

Conclusion: the endoscopic picture is difficult
to interpret, it is necessary to differentiate be-
tween the infiltrative tumor process, Crohn’s
disease in the stage of ulcers, lymphosarcoma
and tuberculosis. The result of histological ex-
amination dated February 3, 2022: in the areas
of the proper plate of the mucosal and submu-
cosal layer, groups of histiocytic granulomas are
determined, partially merging, with single giant
multinucleated cells of the Pirogov-Langhans
type (Fig. 3). Conclusion: signs of tumor growth
(including lymphoproliferative processes) were
not found, the morphological picture may corre-
spond to Crohn’s disease (differential diagnosis
with tuberculosis).

The patient was consulted by a gastroenterolo-
gist. Taking into account the patient’s age, an-
amnesis data, tests results, it was suggested that
there was a high probability of the infectious
nature of the disease. The diagnosis was estab-
lished: Crohn’s disease in the form of ileocolitis
(?), intestinal tuberculosis (?). A phthisiolo-
gist’s consultation was recommended, a study of
the level of fecal calprotectin was prescribed,

lpanynematosHele sabonesanus kuweyHuka: 6onesHb Kporna
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fecal analysis for toxins A and B Clostridium dif-
ficile, clinical infections. Prescribed treatment:
mesalazine 3 grams per 24 hours, metronidazole
1 gram per 24 hours, ciprofloxacin 1 gram per
24 hours, antispasmodics for abdominal pain, a
balanced mixture for enteral nutrition.

Against the background of the therapy, the con-
dition remained stable, but the patient’s initial
complaints persisted. Tests for intestinal in-
fections (yersiniosis, salmonellosis, shigello-
sis, giardiasis, amoebiasis) and toxins A and B
of Clostridium difficile are negative. Fecal cal-
protectin dated February 25, 2022: 538 mcg/g
(N = 0-150 mcg/qg). At the place of residence,
the patient was checked-up by a phthisiologist;
the results of the chest CT dated January 21,
2022 were revised, a Mantoux test and sputum
examination for the presence of acid-resistant
mycobacteria (ARM) were performed, data for
active tuberculosis were not received. Lab tests
dated March 1, 2022: hemoglobin — 84 g/l,
platelets — 574x10%/l, total protein — 62 g/L,
albumin — 30 g/L.

Taking into account ineffective treatment, neg-
ative laboratory changes (progression of ane-
mia, thrombocytosis, hypoalbuminemia), it is
recommended to perform magnetic resonance
imaging (MRI) of the intestine with contrast.
According to the MRI data dated March 24, 2022:
in the terminal part of the ileum for 4.8 cm, in
the cecum and ascending colon for 6.2 cm, there
is a circular thickening of the wall to 1.0 cm, the
lumen is circularly narrowed to 0.5 cm (Fig. 4). In
the distal third of the ileum there was a section
of circular thickening of the intestinal wall up to
0.9 cm for 4.9 cm, the lumen was narrowed to 0.3
cm. The ileum was proximal to the constriction
throughout expanded to 4.5 cm. In the middle
third of the ileum there was a section of circu-
lar thickening of the intestinal wall up to 0.9 cm
for 2.5 c¢m, the lumen was narrowed to 0.3 cm.
The changes accumulated contrast. Conclusion:
MR image of segmental lesions of the ileum and
ascending colon (it should be differentiated be-
tween inflammatory and neoplastic processes).
Expansion of the small intestine lumen.

The patient was consulted by a coloproctolo-
gist: taking into account the anamnesis, the
patient’s age, the results of tests, negative
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laboratory shifts (decrease in hemoglobin,
albumin), ineffectiveness of conservative
treatment, preservation of inflammatory nar-
rowing of the small and large bowel, preste-
notic dilation, indications for surgery were
set. The patient’s consent to the surgery was
obtained. The patient was admitted with a di-
agnosis of Crohn’s disease (?) in the form of il-
eocolitis, complicated by inflammatory stric-
tures of the ileum and right colon, with signs
of partial small bowel obstruction. Tumor (?)
in the right colon; intestinal tuberculosis (?);

B - e ; 3 . ; i
L o oy b s e T

Figure 3. A. The morphological picture in the biopsy from the edge of the ulcer: signs of chronic inflammation and granulation

chronic iron deficiency anemia of moderate
severity.

On April 6, 2022, laparoscopic surgery was
performed. Intraoperatively (Fig. 5), a de-
formed scar-altered ileocecal part of the in-
testine with severe inflammatory changes and
a dense endophytic component was found.
Seven inflammatory sites with narrowing of
the lumen were identified in the ileum, while
there was no inflammation in the mesentery
of the intestine. After the 3rd narrowing site,
there was a prestenotic expansion of the

tissue with foci of necrosis, a large number of histiocytes that form granulomas with the presence of giant multinucleated cells of
the Pirogov-Lankhgans type (magn. x10). b. Granulation tissue (detail, magn. x100). B. Granuloma of epithelioid and lymphoid
cells, Pirogov-Lankhgans cells and a necrosis focus in the center (detail, magn. x100). Arrows indicate Pirogov-Langhans cells.

A, b, B— staining with hematoxylin and eosin.
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ileum. The picture was difficult to interpret.
Visually, changes from the intestinal wall are
not characteristic of Crohn’s disease. Crohn’s
disease and tuberculosis should be placed in
the differential series. Considering the lesion
extent of the small intestine, taking into ac-
count the age of the patient, it was decided
to refrain from extensive resection and stric-
turoplasty. A decision was made to resect the
ileocecal part of the intestine (Fig. 6) with
the ileo-ascendoanastomosis and bypass
“side-to-side” ileo-ileoanastomosis between
unchanged parts of the ileum of 40 cm from
the proximal border of resection and the jeju-
num, thus “disabling” 3 areas of narrowing in
the ileum with irreversible changes from the
intestinal wall.

The result of a histology dated April 12, 2022:
multiple merging histiocytic granulomas with
a large number of giant multinucleated cells
of the Pirogov-Langhans type are detected in
all layers of the intestinal wall, in the adjacent
fiber and lymph nodes. Part of granulomas
was with fibrous changes in the center, isolat-
ed — with central small necrosis. Conclusion:
the morphological picture highly likely corre-
sponds to tuberculosis in the resected ileoce-
cal part.

Thus, according to the results of histology of
the removed specimen, the patient was veri-
fied with the final clinical diagnosis: Intestinal
tuberculosis with lesions of the small and large
bowel. Tuberculous mesadenitis.

The postoperative period was uneventful. The
patient discharged with the supervision of a
phthisiologist at the place of residence.

to 10 mm, and the compaction of the surrounding tissue
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Figure 4. MRI. The arrows indicate the circular narrowing of the ascending colon up to 5 mm, the circular thickening of the wall up

When trying to take combined anti-tubercu-
losis treatment, she noted the appearance of
nausea, vomiting, diarrhea, and therefore the
treatment stopped. Four months after surgery,
the patient’s condition was satisfactory, with-
out complains, the phthisiologist continued
follow-up.

DISCUSSION

Recently, despite various laboratory tests, the
progress in endoscopic and radiation diagnos-
tics, great difficulties arise in the differen-
tial diagnosis of two granulomatous intestinal
diseases with different etiologies, but similar
manifestations. These are intestinal tuberculo-
sis and Crohn’s disease, which is demonstrated
by this clinical case.

Clinical signs of both diseases include abdomi-
nal pain, fever, weight loss, chronic diarrhea, he-
matocheesia, recurrent intestinal obstruction,
extra-intestinal manifestations such as arthral-
gia, aphthous stomatitis, skin and eye lesions
[8]. Due to its non-specificity, none of these
signs alone or in combination, does not reliably
suggest a particular disease.

Among the immunological tests for detecting
a specific cellular immune response to myco-
bacterium antigens, the traditional Mantoux
test with 2 TE PPD-L, a skin test with a recom-
binant tuberculosis allergen (DIASKINTEST®),
as well as tests for the release of interferon-y
by T-lymphocytes (QuantiFERON® -TB Gold/
Gold Plus, T-SPOT°-TB). A positive result of
the Mantoux test is registered in 50-100%
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Figure 5(a,0). Intraoperative photo: a — deformed ileocecal zone with inflammatory, 6 — one of the ileumstrictures.

of patients with intestinal tuberculosis.
However, according to the literature on the
role of immunodiagnostics in the verifica-
tion of pathology, several meta-analyses
reported the sensitivity and specificity of
about 80% of the Mantoux test [12]. This is
due to the high percentage of false positive
results of the Mantoux test in vaccinated and
infected children [9-11], which makes this

method ineffective for detecting tuberculo-
sis infection.

Fecal mycobacteria test is not carried out due
to the almost complete absence of positive re-
sults [5].

As with any other infectious disease, the de-
tection of M. tuberculosis using microbiological
methods in samples can be a diagnostic sign of
tuberculosis, but since intestinal tuberculosis is

Figure 6. Ileocecal region. Thickening of the intestinal wall and narrowing of the lumen at the ileocecal junction
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a low-bacillary (low concentration of mycobac-
teria) disease, their detection is difficult, which
explains the low sensitivity of these tests [13].
In recent years, agar-based nutrient media with
various growth additives and the use of a gas
mixture have been proposed to accelerate the
growth of mycobacteria. To obtain the growth
of microorganisms on these media, an atmo-
sphere with a high content of carbon dioxide
(4%-7%) is created, special CO, incubators are
used for this. Automated systems have received
the greatest development: MGIT-BACTEC-960
and MB/Bact [5].

The sensitivity of this method varies from 19%
to 70% [14].

The use of polymerase chain reaction (PCR) in
the diagnosis of abdominal tuberculosis is as-
sociated with great difficulties. To perform PCR,
deoxyribonucleic acid (DNA) molecules of the
pathogen must be isolated from biopsies. For
biopsy lysis, an enzyme (proteinase K) is used at
a final concentration of 200-500 mg/l at a tem-
perature of 56°C overnight. An excess of non-
specific DNA in PCR analysis often causes inhi-
bition of the reaction, which requires repeated
DNA extraction [5]. In a recent meta-analysis
of nine studies, the combined sensitivity and
specificity of PCR with the release of ARM was
44% and 95%, respectively [15].

Endoscopic diagnostics occupies one of the key
places in the verification of diagnosis, but it is
also quite complex and ambiguous. The criteria
for the diagnosis of Crohn’s disease during colo-
noscopy are regional (intermittent) mucosal le-
sion, a symptom of “cobblestone pavement” (a
combination of deep longitudinally oriented
ulcers and transversely directed ulcers with is-
lands of edematous hyperemic mucosal layer),
linear ulcers (ulcers-fissures), aphthae, and in
some cases strictures and the mouth of fistulas
[16]. Macroscopic manifestations of the large
intestine tuberculosis are extremely diverse.
Any part of the large intestine can be involved
in the process, but changes are more often reg-
istered in the right sections with lesions of the
ileocecal valve and ileum. As a rule, there is a
loss of vascular pattern, straightening of mu-
cosal folds, less often “millet-like” rashes on
the intestinal mucosal layer are visualized. The
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characteristics of ulceration formed during the
development of caseous necrosis in tuberculous
granulomas, in most cases, depends on the tim-
ing of their occurrence. In the early stages of
formation, single lesions, as a rule, are located
against the background of a visually unchanged
mucosal layer, have a rounded shape, smooth
rounded edges, a smooth bottom covered with a
coating of fibrin. The size of ulcers in most cas-
es does not exceed 1 cm, their depth depends
on the level of lesion to the intestinal wall (for
the entire thickness of the mucosal layer or to
the submucosal base). Due to reactive hyper-
plasia of lymphoid tissue in the area of ulcer-
ative lesion formation, it always rises above the
level of the surrounding mucosal layer. There is
no contact bleeding. With the progression and
chronization of the process, ulcers increase in
size along the perimeter of the intestine, their
bottom deepens (they often penetrate into the
muscular layer of the intestinal wall), acquires a
rough, fine-grained appearance, which is due to
the formation of tuberculous granulomas. The
development of granulation tissue at the edges
of lesions gives them a bumpy appearance. The
spread of ulcers is in the transverse direction.
Large ulcers, as a rule, circularly cover the lu-
men of the intestine [17]. When the large in-
testine is affected, the inflammatory process
can manifest itself by the development of stric-
tures, hypertrophic lesions resembling polyps or
tumors, segmental ulcers [18].

CT or MRI are the preferred methods of differen-
tial diagnosis of lesions of the small and large
intestine [19]. In a meta-analysis by Kedia S.,
et al. a number of signs (crest symptom, lymph
node lesion, asymmetric thickening of the in-
testinal wall, proliferation of adipose tissue,
wall dissection, involvement of the ileocecal
region) and their role in the verification of pa-
thology were analyzed. The lymph node lesion
had the highest accuracy (sensitivity — 23%;
specificity — 100%) for the diagnosis of intes-
tinal tuberculosis, and the crest sign (sensitiv-
ity — 82%, specificity — 81%) — for Crohn’s
disease. When analyzing the sensitivity of other
signs, their diagnostic accuracy, with the excep-
tion of asymmetric thickening of the intestinal
wall, remained the same [20].

Granulomatous bowel disease: Crohn’s disease and tuberculosis.
Difficulties in differential diagnosis (case report and review)
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A decisive role in the diagnosis of abdominal
tuberculosis belongs to the detection of spe-
cific granulomas in the affected organs and tis-
sues during histological examination, which in
the classical version represent a site of cellular
detritus — caseous necrosis surrounded by so-
called epithelioid cells, giant Pirogov-Langhans
cells and lymphocytes along the periphery [3].
Tuberculous granulomas are usually large, prone
to fusion, dense, located in the submucosal
layer and characterized by central caseosis, and
granulomas in Crohn’s disease are small (micro-
granulomas), discrete, rare and poorly defined,
without areas of necrosis. The detection of ARM

in biopsy samples with Cyll-Nielsen staining, al-
though very specific, is infrequent [21].

If, after all, it is not possible to differentiate
Crohn’s disease and intestinal tuberculosis, and
it is necessary to start treatment, then the use
of glucocorticosteroids (GCS) in such a situa-
tion can contribute to the generalization of the
tuberculosis process and be fatal. This problem
can be circumvented with the help of empirical
prescription of anti-tuberculosis therapy (ATT).
The 2016 consensus of the Asia-Pacific Region
on the management of patients with Crohn’s dis-
ease mentions that in patients with the “IBD/ab-
dominal tuberculosis” dilemma, the diagnosis of
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Figure 7. Algorithm for the patients receiving empirical anti-tuberculosis therapy [13]
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Crohn’s disease should be considered only if there
is no response to ATT [22]. However, the time
frame through which it is necessary to evaluate
the effectiveness of therapy is still uncertain.
In a study by Kedia, S., et al. out of 358 patients
with Crohn’s disease, 135 (38.0%) received ATT
for at least 3 months before they were finally
diagnosed with Crohn’s disease. Their response
to the therapy was compared with 157 patients
with intestinal tuberculosis. After 3—-6 months,
more than 90% of patients with tuberculosis had
a positive effect of treatment compared to 38%
of patients with Crohn’s disease. During the year,
the response to the therapy was maintained with
abdominal tuberculosis, and in 80% of cases,
the condition of patients worsened with Crohn’s
disease. Moreover, repeated colonoscopy after
6 months of treatment showed mucosal layer
healing in 100% of patients with intestinal tu-
berculosis, whereas an endoscopic response was
observed in < 5% of patients with Crohn’s dis-
ease. Therefore, based on these results, the au-
thors proposed an algorithm for monitoring pa-
tients who underwent empirical ATT [12] (Fig. 7).
Indications for surgical treatment of abdominal
tuberculosis are defined as absolute: complica-
tions of tuberculosis of intra-abdominal lymph
nodes and other abdominal organs (abscesses,
peritonitis, intestinal fistulas, intestinal ob-
struction, perforation, bleeding), and indi-
vidual: the question of surgery depends on the
characteristics of clinical manifestations of the
disease in a particular patient [5]. About 20—
40% of patients with abdominal tuberculosis
have a clinical picture of an “acute abdomen”
and need surgical treatment [23]. In a prospec-
tive study by Barot M. et al., it was shown that
the most common indication for surgical treat-
ment was a lesion of the small intestine and il-
eocecal zone with the development of intestinal
obstruction [24]. Surgeries performed for intes-
tinal tuberculosis are mainly of three types [25].
The first type is surgeries that are performed to
bypass the involved segments of the intestine,
for example, enteroenterostomy or ileotransver-
zostomy. The second type is segmental resec-
tions, for example, limited ileocecal resection.
At the same time, asthenization of patients and
the prevalence of the lesion are often limiting
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factors. The third type is stricturoplasty. For
cases with multiple strictures, it is suggested as
a method that has advantages over multiple re-
sections and enteroanastomoses, since it avoids
the risk of short bowel syndrome or blind loops.
Extended strictures with active inflammation or
multiple strictures may require resection [26].

CONCLUSION

This clinical observation demonstrates the entire
complex differential diagnostic path from the mo-
ment of the first symptoms to the verification of
the diagnosis, which took the patient more than
six months. The nonspecific nature of the symp-
toms forced the patient to consult a therapist, a
general practitioner, a surgeon, an oncologist,
a gastroenterologist, a phthisiologist. Various
laboratory and instrumental examinations were
performed. Radiation imaging methods described
various pathological changes, but did not allow
them to be identified by belonging to a certain
nosological form. An endoscopic examination fol-
lowed by a morphological description of the biop-
sy material provided significantly more informa-
tion and helped clinicians to decide on a further
search. But, as indicated in the literature, only a
histological examination could finally confirm
the diagnosis of intestinal tuberculosis. Thus, the
awareness of specialists in relation to EPT, perse-
verance in the diagnostic search, the involvement
of doctors of various specialties contributed to a
favorable outcome.
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MepuaHanbHblie cBUwmM npu 6onesnn KpoHa
(0630p nuTepatypsi)

Anocos N.C., HaHaeea b.A., BappansaH A.B., 3axapos M.A.

@DrBY «<HMML, kononpoktonorun umenn A.H. Peknx» Munsgpasa Poccun (yn. Canama Aamns, a. 2, r. Mockea,
123423, Poccus)

JleyeHue npAMOKUWEYHbIX CBULWell KaK nepuaHanbHelx npossnexui 6onesHu Kpowa ([1116K) asnsemcsa saxHol
3a0avell, peweHrue Komopol 0o cux nop He HatideHo. B nepsyio 04epeds, 3Mo CBA3AHO C U3HYPUMENbHbIMU, CHU-
HAOUWUMU Ka4ecmBo XU3HU, CuMnmomamu. HenpasunbHas makmuka 8 nedeHuu 0GHHO20 3a60/1eBAHUS MOXem
npusooUMb K pazsumuio aHanbHO20 HEORPKAHUS, a 8 pAde Cy4aes u K yoaneHur npamoll KUWKU. Lessio 0aHHo20
0630pa 6bi710 U3y4eHue IGGHeKmUBHOCMU PA3AUYHbIX XUPYP2UYECKUX Memodos JeYeHus NepuaHabHbIX nopaxe-
Hull, ocobeHHocmell ux NpuMeHeHUs Npu pasnuyHbIX BUOAX CBULEl, a MAKKe OUeHKA BAUAHUS ONepamusHo20
NleyeHus Ha (yHKYUIO 3anupamesbHO20 annapama npamoll KUWKU. YcmanoseHo, 4mo 60/1bWUHCMBO ONUCAHHbIX
Memo008 NpUMEHANIOCh Y CMPO20 0MOGPAHHOU 02paHUYEHHOL 2pynnbl 60/IbHbIX U NO3BONANO NUlIb BPEMEHHO
NuKBuOUpoBamb KauHudeckue npossnerus [MI16K. HeydosnemsopumenbHbie pe3ynbmamsbl nedeHus, 0cobeHHo
8 0MOaNeHHOM NOCAeoNepayUoHHOM Nepuode, Masaoe YUCo KAUHUYECKUX Habo0eHul 8 0Ny6IUKOBAHHbIX HAYYHbIX
pabomax, NoCBsALEHHbIX SIedeHLI0 NepuaHanbHbiX npossneHull 6onesHu Kpoxa, a marxe Hu3Kas 00CmMOBEPHOCMb
pe3ynbmamos, OuKkmyom Heobxodumocms nposedeHus 0anbHelwux uccnedo8aHuUll ¢ BKI0YeHuUeM 60/1bLe20 Yucaa
nayuexmos.

KJIHOYEBBIE C/I0BA: 6onesHb Kpowa, cauwu npamoli kuwku npu 6one3Hu KpoHa, nepuaransHbie nposgieHus 6onesHu KpoHa, xupypeudeckoe
JleqeHue

KOH®JINKT UHTEPECOB: asmops! 3a58/1510m 06 0mcymcmauu KoHGIUKmMa uHmepecos.
A4 UNTUPOBAHUA: Anocos W.C., Hanaesa B.A., BapaaHsH A.B., 3axapos M.A. MepuaHanbHble cBuim npu 6onesHn Kpona (0630p
nutepatypsl). Kosnonpokmonoaua. 2023; 1. 22, N2 1, c. 128-137. https://doi.org/10.33878/2073-7556-2023-22-1-128-137

Perianal fistulas in Crohn’s disease (review)

Ivan S. Anosov, Bella A. Nanaeva, Armen V. Vardanyan, Mark A. Zakharov
Ryzhih National Medical Research Centreof Coloproctology (Salyama Adilya st., 2, Moscow, 123423, Russia)

Treatment of anal fistulas as perianal manifestations of Crohn’s disease is an important task, the solution of which
has not yet been found. First of all, this is due to debilitating symptoms that reduce the quality of life. Incorrect
tactics in the treatment of this disease can lead to the development of anal incontinence, and in some cases to the
removal of the rectum. The purpose of this review was to study the effectiveness of various surgical methods for the
treatment of perianal fistulas, the features of their use in various types of fistulas, as well as to assess the impact of
surgical treatment on the function of the anal sphincter. It was found that most of the described methods were used
in a strictly selected limited group of patients and allowed only temporary elimination of the clinical manifestations
of Crohn’s disease. Unsatisfactory results of treatment, especially in the late postoperative period, a small number of
clinical observations in published scientific papers on the treatment of perianal manifestations of Crohn’s disease,
as well as low reliability of the results, dictate the need for further studies involving more patients.
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BBEOEHWE

JleueHne NpAMOKMIIEYHBIX CBULLEH KaK nepuaHanbHbIX
nposeneHuit 6onestn Kpona (MMNBK) saBnseTcs BaxHOIA
3ajayen, peleHne KOTOpPOM O CUX MOP He HaifeHo.
B nepsyto o4epepp, 3TO CBA3AHO C M3HYPUTENbHbLIMK,
CHUKAIOWMMU  KAYyecTBO XKM3HU CcUMNTOMaMu: G60nb,
06UNbHBIE CNMU3UCTO-THOIHbIE BbIAENEHUS, Bbi3blBAIO-
WWe pa3apaxeHue, MOKHYTUE W Heob6X0AMMOCTb HO-
WeHWa NpoKNajoK. HenpasunbHas TakTUKa B NeYeHUu
AaHHOro 3ab0/eBaHNUs MOXET MPUBOAUTL K PasBUTUIO
aHanbHOro HeflepKaHus, a B pAAe CIy4aes U K yaaneHuio
NPAMON KULWKMK.

Haun6onee yacto MMNEK BcTpeyatoTcs y naymeHToB ¢ no-
paxeHuem 060404HON M npsamoil kKuwku [1]. Y 5-10%
[2,3] 60nbHBIX NepUaHanbHbie CBULM SBASIOTCS NEPBbIM
NposiB/eHWeM BOCNANUTENbHOTO 3ab0NeBaHUA KULeY-
HuKa. OQHAKO YCTaHOBNEHO, YTO COBOKYMHAs 4acToTa
BCTPEYAEMOCTU NMPAMOKMIWIEYHbIX CBULLENA Cpeau nauu-
eHTOB ¢ 6onesHblo KpoHa Bo3pacTaeT no mepe yBenu-
YeHUs NPOAOMXKUTENBHOCTU aHamHesa: yepe3 5 et —
15%, yepe3 10 neT — 18%, yepe3 20 net — 23% v Yepes
30 net — 24% [4,5]. Yawe Bcero NMNBK dukcupytotcs
B BO3PACTHOW KaTteropum ot 16—30 neT, a BTOPOM NUK OT-
MeyaeTcs B Bo3pacte oT 76 go 90 net. Y Myx4yuH nepua-
Ha/ibHble NPOABNEHNA BCTPEYAIOTCA HECKOLKO Yalle —
15,8%, yem y xeHwuH — 11,6% [6].

CnoxHble ceuwm npu bK BcTpevatoTcs npumepHo B 80%
HabntoaeHwit [7] u npepcTaBnstoT coboit Haubonee 3Ha-
yumyto npobiemy. ITo 06YCNIOBNEHO TEM, YTO NPU NOKa-
3aTefie NEPBUYHOrO 3axmBNeHUs B 65%, Tonbko y 37%
nauneHToB yaaetcs U3bexatb peunauea 3aboneBaHUs
no npowectsuu 10 nert.

Knaccudukaums

B HacToswee Bpems B Poccuitckoit ®efepauum ncnonb-
3YI0T TPAAWLMOHHYIO KNacCupUKaLumio CBULLEN 3afiHErO
NPOX0Aa, YTBEPKAEHHYIO B HALMOHANbHbBIX KNMHUYECKNX
pekomeHpaunsax [8]. OHa NMpUMeHUMA W K nepuaHanb-
HbIM NposiBieHUsM 6one3Hn KpoHa, Ho, B TOXE BpeMms, He
oTpaxaeT 0cobeHHOCTel faHHOro 3aboneBaHNs, a Bbi-
60p TAKTUKMN JIEYEHNS TONIbKO Ha e OCHOBAaHUM 3aTpyf-
HUTeNeH. 3a pybexxom Hanbonee pacnpocTpaHeHa Knac-
cudukauma, npuHaTas AMepUKaHCKOW accouuauuen
ractpoaHteposoros B 2003 rogy, pasfensiolas CBULLM
Ha npocTble U cnoxHele [9]. K npocTbiM cBUIWAM OTHO-
CAT MHTPACHUHKTEPHbIE U TPAHCCHUHKTEPHbIE DUCTYbI,
BOB/IEKalOLMe NOAKOKHYIO NOPLMIO HAPYKHOTO CHUHK-
Tepa. B cBOW oyepeab, K CNOXHLIM CBMILAM OTHOCAT
TPaHCCHUHKTEPHbIE, 3axBaTbiBalOLWME MOBEPXHOCTHYIO
1 rNyBOKYI0 MOPLUMN HAPYIKHOTO CUHKTEPA, PEKTOBATU-
Ha/bHblE U 3KCTPAcUHKTEPHbIE CBULLM 060N CTeneHN
CNOXHOCTW, @ TaKXKe CBULLEBbIE XOAbl, UMeLMe 3a-
Teku noboit nokanusauuu. Kpome Toro, cBuweBoit xon
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CYMTAETCA CNOXKHBIMU MPU TakUX Cheunduyecknx pns
6ones3Hn KpoHa nposBReHUAX KaK Haauume CTPUKTYPHI
WY BbIPAXEHHOTO BOCMANNTENBbHOMO NpOLecca B aHab-
HOM KaHane 160 NpsMON KUlKe. BbilensnoxeHHole
takTopbl, 6€3yCNOBHO, 0Ka3blBalOT HEMOCPEACTBEHHOE
BAUsHME HA BbIGOP TAaKTUKW XUPYPrUYECKOTo IeYeHus.

[AnarHocTuka

MarHuTHO-pe3oHaHCHas Tomorpadusa

MauueHTam co cnoxHbiMu cauwamu bK BeinonHsoT mar-
HUTHO-pe30oHaHcHylo Tomorpacuto (MPT) opraHos mano-
o Ta3a C KOHTPACTHbIM YCUIEHWEM B KayecTBe OCHOB-
HOro MeTOAa WHCTPYMEHTANIbHON [MArHOCTUKK, a TaKXKe
C LeNblo LUHAMUYEeCKOoro HabofeHUs 1 nocneonepauu-
OHHOro KoHTpons [10]. MPT opraHoB manoro Tasa no-
3BOJIAET NOJYYUTb MHAOPMALMIO O CTENEHW aKTUBHOCTY
bK B npsAMoii KMLWKe, OLEHUTL BbIPAXXEHHOCTb NPOKTUTA,
hUOPO3HbIX M3MeHeHU cTeHKM kuwku [11], a Takxe
NONY4YnUTb TOYHble [JaHHble O Tomorpacun CBULLEBOTO
xopa [12]. IcbdeKTMBHOCTb BU3yanu3aLmn CBULA W ero
pacnonoXeHUs OTHOCUTENIbHO MbIWEYHBIX CTPYKTYp
Ta3a, JloKanu3auuMm M pacnpoCTPaHEHHOCTU TFHOMHbIX
nosocTten U 3atekoB pocturaet 76-100% [13]. Kpome
TOr0, MarHUTHO-pe30HaHCHas Tomorpadus no3BosiseT
BbIABNATL KAMHUYECKU «HEMblE» abCLecchl U cTeneHb
nepudoKanbHOro MHGUALTPATUBHOMO BoCnaneHus [14].
T2-B3BeleHHOE N306pAXEHNE C KMPONOJABNEHUEM SAB-
nfaeTca onTMManbHON meTogukon ana MP-susyanusauum
cBulei. T1-B3BeleHHOe U306paXKeHue C BHYTPUBEH-
HbIM KOHTPACTUPOBAHWEM WUCMOAbL3YIOT ANa auddepeH-
LManbHON ANArHOCTUKN COLEPKUMOTO 3aTEKOB/THOMHBIX
NoNOCTeN MEXAY XNUAKOCTbIO/THOEM W FPaHYNALUOHHOIA
TKaHblo. HapyHble KaTylKu, UMetolme bonbluee none
0030pa, NPUMEHAIOT AN BU3yanu3aLuu 3IKCTPachuH-
KTEPHbIX CBULEN W CBULLEN BbICOKOrO ypoBHA [16].
B nutepartype umetoTcs AaHHble 06 3hdheKTMBHOM Npu-
MeHeHUW 3HA0aHANbHbIX KaTYLEK, JaLWNX Npenmylle-
CTBO B MAEHTU(DMKALUM BHYTPEHHUX OTBEPCTUN, @ TaKxkKe
B [IMarHOCTMKE peKToBaruHanbHelx puctyn [16].

JHpOpeKTanbHOe YNnbTPa3sBYKOBOE UCC/eAO0BaHuUe
(3y3u)

Mpu oTCyTCTBUM pyOLOBO-BOCNANMUTENBHBIX CTPUKTYP
aHaNbHOrO KaHana M HWXHEeaMnyaspHOro otaena npa-
Mol Kuwkn naumentam c MMBK BeinonHsoT IY3N Kak
B B-pexxume, TaK U C TpeXMepHOW peKOHCTpyKL el n3o-
OpaxeHus [15]. Mpu Hanuuum oCTPOro rHOMHO-BOC-
NaaUTENbHOTO MPOLECCa U NPU BbIPAXKEHHbBIX BONEBbIX
oulylieHusX LenecoobpasHo BbINOSHEHUE UCCleoBa-
HUA nofa ob6e3bonueaHueM. B kayecTse AONONHUTENb-
HOro MeTofa NpU HEBO3MOXHOCTM BBEAEHMA [aTyMKa
B MPOCBET KULKM, BO3MOXHO NPUMEHEHUE TpaHCnepu-
HeanbHoro Y3W, ofHaKo ero TOYHOCTb B AMArHOCTUKE
rnybokux abcLeccoB foBONALHO HU3KaA (47,1%) B CBA3N
C OrpaHWYyeHHbIM noneM 3peHus [16].
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JY3MU (c yacToToit 5-16 ML) no3BonseT feTanbHO BU3Y-
aNM3K1POBaTh CBULLEBOM XO[ U €ro pacnoioXXeHune 0THO-
CUTE/IbHO MbILEYHBIX CTPYKTYP B 86—95% HabniofeHuii,
MAEHTU(HULNPOBATL BHYTPEHHWE CBULLEBbIE OTBEPCTUSA
B 62-94% cnyyaes. [pn HanW4mMU HapyXHbLIX CBULLeE-
BbIX OTBEPCTUIi, BBEEHMWE B HUX MEPEKUCU BOLOPOAA
3HAUYUTENbHO YAYHLWAET BU3yann3aLmuio CBULLEBOTO X0Aa
[16]. OpHako 3HauMTENbHBIM HEAOCTATKOM IAHHOFO UC-
CNefoBaHNs sABAsETCs onepaTopo3aBucumocTb [17].
BHeppeHue Y3U ¢ TpexmepHON PeKOHCTpYKLMel M30-
GpaXkeHns No3BOAMNO PeWUTb NpobaeMy 3aBUCUMOCTU
0T KBaNMduKauum Bpayeir Y3-guardoctuku. Metopn 06-
nafaeT BbICOKOM AMArHOCTMYECKOM TOYHOCTbIO, MPOCT
B MCNoJHeHUN, 6e3607e3HEHEH U He TpebyeT NofroTos-
Kn naumenta. 3D-Y3U takxe LenecoobpasHo BbINOIHATL
npu AMHAMUYECKOM HabnAeHUM B MocneonepalmoH-
HOM nepuofe, YTO MeHee 3aTpaTHO B oTauyue ot MPT-
nccnepoBaHus [18].

Cnegyet OTMETUTb, YTO, MO MHEHWUIO MHOTUX aBTOPOB,
Haunydwmue pesynbtatel B guarHoctuke MMBK poctun-
ralTcs Npu BbINOAHEHMWU 0BOMX METOLOB UCCNefoBa-
HMA — Kak MPT, Tak n 3Y3W, TaK Kak oHW LOMONHAIT
apyr apyra [19]. C nomoublo Y3 uenecoobpasHo npo-
BOAWUTb AWMATHOCTUKY NauLMeHTaM C HU3KUMU WHTpac-
(DUHKTEPHBIMU U TPAHCCHUHKTEPHBIMU CBULLAMM, B TOXKE
Bpemss MPT nossonser 6Gofee TOYHO AMATHOCTUPOBATH
BbICOKME CBULLM M 3aTEKU, PACMONOXKEHHbIE Bbille Ny6o-
pekTanbHoi netnu [18].

B HacTosAwee Bpema gna guarHoctuku MNMBK He BbinON-
HAIOT ducTynorpacuio 1 KOMNbIOTEPHYD ToMorpaduio,
4To 06YCNOBNEHO MX XYALEN [MArHOCTUYECKOI LeHHO-
CTbi0 B CPaBHEHUU C OMUCAHHBIMU BbILE METOAUKAMMY,
a TaKXXe JONONHUTENbHbIM HEFAaTUBHLIM BAUAHUEM PEHT-
reH-usnyyexus [16].

Xupypruyeckoe neyeHue

Mo aaHHbIM 6OMbIWMHCTBA ABTOPOB, HAWYULIUX Pe3ynbTa-
ToB neyenus NMBK BO3MOXHO BOCTMYb NyTEM NPOBEAEHMA
0nepaTWBHOrO0 BMeLaTenbCTBa B COYETAHUW C MefMKa-
MeHTO3HOW Tepanueit [20,21]. MynbTMANCLUNANHAPHBI
NoAxof B IEYEHUN NepuaHanbHbiX NPOSBAEHNI 6oNe3HU
KpoHa cnocoGCcTBYeT NOBLILEHUIO YACTOThI 3aXKMUBAEHUS
CBULLEI, CHUKEHUIO PUCKA PeLnanBa U YBENNYEHUIO Bpe-
MeHM BO3HUKHOBEHWS peLnamnea [22—-24]. Xupypruyeckoe
neyenue MMBK fomxHo 6bITb MHAMBUAYANbHbIM A5 KaX-
[Or0 KOHKpeTHOro nauueHta. Heo6xogumo yuuTbiBaTh
cocTosiHue 6onbHOro, Tonorpaduio ceuwa (pacnonoxe-
HUe OTBEPCTWIA, TPAEKTOPUIO XOAA U CTENEeHb ero CNOoX-
HOCTU), BbIPQXKEHHOCTb NPOKTUTA U HaNMuMe AMbO OTCyT-
cTBMe py6LOBOro cTeHo3a [25].

Xupypruyeckoe neyeHue npocTbix CBULLE
Ucceuenmne (pacceyeHue) cBULLA B NPOCBET KULIKU
WcceueHne cBUWA B NPOCBET KUWKW WMAM  pac-
ceyeHne  ceuwa  (bUCTyNOTOMUA)  BBIMONHAOT
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nauMeHTam ¢ npocteiMu cuwamu [26—29]. Mpu BbI-
MONHEHUM ONMEPATUBHOTO BMeLIATENbCTBA HEOOXOAMMO
TaKKe pacceyeHne BCex BO3MOXHbIX OTBETBEHUI X0Aa.
Llenecoobpa3sHo BbINONHUTL 06pabOTKY CBULLEBOTO X042
noxkoi ®onbKMaHa uAKM 3nekTpokoarynsumeir. B 3a-
BMCMMOCTM OT pa3mepoB AedeKTa Ha nepuaHanbHoW
KOXXe onepawumio MOXHO [ONOMHWTb NOAWKUBAHUEM Kpa-
€B paHbl KO AHY. 3aXWBNeHWe B CPOK A0 3-X MecAleB
y nauuentos c MNMNBK Habnoaaetcs B 72-100% cnyyaes
[30-33]. MpoTuBONOKa3aHMeM K BbIMOJAHEHWIO QUCTY-
NIOTOMUM ABASIOTCA: MHAEKC aKTUBHOCTU 6one3Hn KpoHa
(CDAI) Bbiwe 150 [27] v BblpaxeHHble BOCNANUTENbHbIE
M3MEHEHUs nepuaHanbHOM 06MacT M NPOMEXKHOCTU
[26].

WNcceveHne ceuwa B npocseT KuwwKku y nauneHtos ¢ NMMBK
COMPAXeHO C BbICOKMM PUCKOM Pa3BUTUA aHaNbHOTO He-
AepxaHua. BO3HUKHOBEHUIO KNMHUYECKUX NPOSBAEHNI
HAC cnoco6CTBYIOT yyalleHHbIiA CTy U py6LoBble M3Me-
HEHWs CTPYKTYP aHaNnbHOro KaHana. Mo HeKoTopbIM fiaH-
HbIM, 4ACTOTa KaNOMa3aHuA Nocne Takux BMellaTenbCTB
pocturaet 61% [33]. Takum obpasom, ductynotomus
V LAHHOW rpynnbl NALUEHTOB LOMKHA BbINOAHATLCS OT-
HOCUTENbHO PefiKO 1 C OCTOPOXHOCTBIO.

Cnepyet 0TMETUTB, YTO CYLLECTBYIOT UCCNE0BAHNS, OMK-
CbiBalOWMe [BYX3TanHOe JeyeHue NPOCTbIX CBULLE,
MpW KOTOPOM NepBbIM 3TanoM NPOBOAAT APEHUPYIOLLYIO
NaTeKCHYI0 Nuratypy, a ucceyeHue CBULLA BbIMONHAIOT
no3xe, Ha hOHe OTCYTCTBUSA BbIPaXE€HHbIX BOCNANMUTENb-
HbIX U3MEHEHUH B NnepuaHanbHoit obnactu [26].

Xupypruueckoe neyeHue CNOXHbIX CBULLEH
BcKpbiTHe U fpeHMpoBaHue abcuecca

BckpbiTie n gpeHnpoBaHue abclecca B KauecTse nepeo-
ro 3Tana JeYyeHus BbINONHAT NALMEHTAM C THOMHBIMM
MONOCTAMM M 3aTeKaMu HE3aBUCMMO OT MX Pacnoso-
XeHus n pasmepos [28,29]. MonHoueHHOe BCKpbITUE
FHOWMHMKA NO3BOIAET NPOBOAUTb UMMYHOCYNPECCUBHYIO
Tepanuio no nosogy bK 6e3 pucka passutus abcuecca
B NepuaHanbHoi 06MacTu Uau reHepanusauuu UHdek-
umun. Mpu ToYHOM OGHAPYKEHWUM BHYTPEHHEro CBUILE-
BOr0 OTBEPCTUS BO3MOXHO NpOBEefeHUE APeHUpyloLLe
NaTeKCHOM AnraTypbl B OAWUH 3Tan CO BCKPLITUEM THOM-
HuKa [28].

NlpeHupyiowas natekcHasa nuratypa (Seton)
MauneHTam co cnoxHbiMM cBuwamm npu BK B kaue-
CTBE NMEPBOro 3Tana XUPYpPruyeckoro jeyeHus BbINO-
HAIOT NpoBefeHNe LpeHupylolen NaTeKCHOW auratypsbl
(Seton) [34,35]. MokasaHMAMKU K NPOBELEHMIO [BYX-
3TanHoro leyeHus ABAKIOTCSA:

— Hannuue abCLeccoB UMM THOMHbIX NONOCTEN, 3aTEKOB;
— NPOKTUT CpeAHelt 1 Taxenoi cteneHn [36].
[peHupytolLyio NaTeKCHY0 UraTypy OBbIYHO MCMONb-
3yl0T B KauecTBe AONOJHEHNUS K MeAUKAMEHTO3HOW Te-
panun BK kak cpepncTBo obecnedyeHWs afeKBAaTHOMO
APEHUPOBAHMA CBULLEBOTO XOAA AJs NPeAoTBpalleHUs
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Table 1. Results of long-term use of draining latex ligature

Konuyectso CpoKu YCTaHOBKW NUraTypbl, Bo3Bpart KNMHMYECKUX
AsTop Topn -
nayueHToB mec. (AnanasoH) npossaenuit (%)
William et al. 1991 55 54 (6-120) 0
Thornton et al. 2005 28 13 (2-81) 21
Takesue et al. 2002 32 62 (25-133) 3(33)
Galis-Rozen et al. 2010 17 8 (6-9) 40

NOBTOPHOTO 00pa3oBaHMA abCLECCOB M JMKBMAALUM
MEeCTHOI BOCNANUTENbHOM peakLunu B OKpYXatowWwmx TKka-
HAX. 3a4acTylo YCTAHOBKA APEHUPYIOWEN NnUraTypbl AB-
NAETCA MOArOTOBMTENbHBIM 3TanoM K BbIMOJNHEHUIO pa-
OVMKanbHOW onepauuu no nukeupauum ceuwa. OgHako
nposefeHune seton MOXeT ABAATLCA U CAMOCTOATENbHBIM
METOAOM JleyeHus, MO03BONAOWMM MUHUMU3UPOBATH
KnuHuyeckne npossneHus MIMBK. Mpeumyuwectsamm
3TOr0 MeTofa ABAANTCA: HWU3KAA CTOMMOCTb, BO3MOX-
HOCTb MpefoTBpalleHWs (QOPMUPOBAHUA HOBbLIX CBU-
[LleBbIX XO[0B U FHOWHBIX MONOCTEN, CHUKEHME NOTPED-
HOCTM BO BPEMEHHOI MM NOCTOAHHON CTOME, a TaKxe
HM3Kas 4acToTa MNOBTOPHbIX BMewaTenscts (o1 10%
Lo 20%) [35]. Tak, npumeHeHue seton c ero nocnegy-
lOWMM yfaneHuem ObiI0 ONUCAHO B WECTU PeTpocnek-
TUBHbIX KOTOPTHBIX UCCNE[0BAHMSAX, BK/IHOYAIOWMX, B 00-
weit cnoxuoctun, 329 nauyuentoB c MMNBK [31,37-41].
Mo 3TMM JaHHbIM KPaTKOCPOUYHOE 3aXMBJIEHWE CBULLEi
O0TMeYyanu B J,OCTaTOYHO WMPOKOM fnanasoHe 14-81%.
KoHKpeTHble CPOKW, HEOOXOAMMbIE ANs YAANEeHUs ape-
HUpyIOLWeN uraTypel, He onpeaeneHsl. CornacHo obuye-
My MHEHUWIO, NMKBMJALMIO seton peKOMeHAyeTCs Bbl-
NONHATL MOCAe 3aBepleHus WHAYKLMOHHOMO Kypca
6MONOrMYECKOil TEPANUKU UK NOCE CTUXaHUA SBNEHNI
npokTtuta (Tabn. 1) [90].

Mpu cnMWKOM paHHEM yaaneHun Auratypbl BEAUK pUCK
pasBuUTUs peuLuauBa abclecca, B TOXe BpeMs, Npu eé
ANUTENbHOM HaxoxpeHuu (Gonee 34 Hefenb) NPoOUCXO-
VT 3NUTeNn3aumnsa Xo4a U CHUXAeTCAa BEPOATHOCTb WK
WaHC CaMONpPOM3BOIbHOTO 3AXUBNEHUsA CBUlA [42,43].
B uccneposanuu ACCENT 2 Bce ceTOHbI OblAN NUKBUAK-
pOBaHbl Ha 2-i Hepene nocne UX NpoBefeHuUsA, Mpu 3TOM
4acToTa peuupauMBa OCTPOro NapanpoKTUTa COCTaBUNa
15%. B 98% cnyyaeB yaaneHue gpeHupylollei auraty-
pbl BbIMOJHAIOT B CPOK OT 4 A0 33 Hefenb Npu ycnoBuu
npoBefeHuns 3hHeKTUBHOW MeJMKaMEHTO3HOW Tepanuu
[44,45].

B TOXe Bpems, ApeHupylowWwas naTekcHaa nuratypa Mmo-
eT ObITb YCTaHOBNEHA U Ha Gonee ANUTENbHBINA CPOK.
Kotze P.G. u coaBT. [46] coobwmnn, 4To cpeaHee Bpe-
Ms Jo ynaneHusa seton y nauyuentos ¢ MMBK cocrasns-
eT 7,3 mecsAua, npu 3TOM MaKCMManbHas AAUTENbHOCTb
pocturaet 36 mecsaues [35]. Tem He MeHee, N0 [AHHbIM
peTpocneKkTUBHOro nccnenosaHus Bouguen G. u coasT.,
Npyu YCTAHOBKe MraTypbl Ha Gofiee OAUTENbHbIA CPOK
(cpemHsAs NpofoMKUTENbHOCTb — 33 Hepenn) yactoTa
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BO3HUKHOBEHMsA peluanBa abcliecca no-npexHeMy co-
cTaBnset 22% [44].

Mauyunentam c¢ MNMBK He pekomeHpyeTcs ucnonab3oBa-
HWe npopesbiBatowWwmx auratyp. Mo pesynbratam cuc-
TemaTuyeckoro o63opa 20 uccnegosanuit (n = 520),
YCTaHOBAEHO, YTO CpeAHAA 4acToTa aHalbHOW WH-
KOHTUHEHLUWN NOCie NeYeHUs CBULLEA pexylum ce-
TOHOM cocTaBuna 32% [47], npu 3TOM HeKoTopble
“ccnepoBatenn cooOWMNM 0 pasBUTUM HepepiKaHUs
B 57% cnyyaes [48]. CnefyeT oTMeTUTb, YTO HEAO-
CTaTOYHOCTb aHaNIbHOrO CHUHKTepa 2-i cTeneHm Gbina
3acmKkcupoBaHa y 22% nauueHtos, a 3-i — B 6%
HabnopeHnn [47].

B HacToswWee BpeMA nauneHTam CO CIOXHBIMU CBULLA-
MU pEKOMEHAYeTCA UCMOb30BaHME ApeHupyloLWwein na-
TeKcHol nuraTypsl (Seton) B coyetanun ¢ aHTu-®HO
npenapatamu. Ha OoCHOBaHUU paH[OMU3UPOBAHHOIO
uccnepgosanns Wasmann K. u coaBT. yCTaHOBAEHO,
YTO 3aXKMBNEHWE CBMWA B rpynne ceToH + aHTM-OHO
cocTaBnser 64% npotus 42% — B rpynne ¢ U3o0nu-
poBaHHON ycTaHoBKOW nuratypsl [49]. Mo AaHHbIM
MeTaaHann3a 4eTbipex KOFOPTHbIX WCCAeA0BaHUN,
BKAtovatowmx 132 nauuenta c¢ MNMNBK, B KoTOpbIX NpO-
BOAMIOCL CPaBHEHMe [BYX rpynn — C YCTAHOBKOW
JUWb CETOHA, U C YCTAHOBKOW CeTOHa, CONPOBOXAA-
foleiica BBegeHMeM OGUONOrMYECKOW Tepanuu, ycTa-
HOBMIEHO, YTO coyeTaHue nuratypsl U aHTu-®HO npe-
napaToB CONPOBOXAaeTcs 60/iee BbICOKUM NPOLEHTOM
3axusneHus [50].

WUcceueHne cBuIlA C HU3BEAEHUEM JIOCKYTA CTEHKM
NpAMON KULIKK

B kauecTBe papguKanbHOro NevyeHus nauueHTam co
cnoxHbimu ceuwamu MNMBK, B ToM yucne co ceulamm
BbICOKOrO YPOBHA U PEKTOBAruMHasbHbIMU QucTynamm,
BO3MOXHO BbINOJIHEHWE UCCEYEHUA CBULLA C HU3Befe-
HUEM JIOCKYTa CTEHKW NpsAMoil Kuwku [51,52]. Mpu 3Tom
NIOCKYT MOXET OblTb KaK CAWU3UCTO-NOACAM3UCTbIA, TaK
W CAM3UCTO-MblWEeYHbIA. [peuMmylecTBaMm MeTofuKu
ABAAIOTCA OTCYTCTBME BO3AENACTBUA HA CTPYKTYPbI 3anu-
patenbHoro annapata npsamoit kuwku (3ANK) n muHu-
MU3aLMsA paHeBbIX AedeKToB.

Cnepyet OTMETUTb, YTO ANA BbINONHEHUS LAHHO onepa-
UMM HeobxoaMMo cobniofieHne CeayLmnx YyCoBU:

— OTCYTCTBME THOMHBIX NONIOCTEN U 3aTEKOB;

— OTCYTCTBUE IBNIEHUII MPOKTUTA;
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Tabnuua 2. Pe3ybmamsl npuMeHeHUs NAGCMUKU BHYMpPeHHe20 0M8epcmus CBULYA TIOCKYMOM CMeHKU NPAMOU KULWKU
Table 2. Results of the application of plastic surgery of the internal opening of the fistula with a flap of the rectal wall

AsTop Foa Konuuecteo 3axusnenue (%) Peunpue (P) unu nepepxkanue (HAC) (%)
Van Koperen et al. 2009 9 45 55 (P)
Soltani et al. 2010 91 64 9,4 (HAC)
Roper et al. 2019 39 92,6 19,5 (P)
Stellingwerf et al. 2019 64 61 7,8 (HAC)
Praag et al. 2019 21 60 19 (P) 15,8 (HAC)

Ta6nuua 3. Pesyasmame! LIFT y nayuenmos ¢ bK
Table 3. LIFT results in patients with CD

AgTop Fop Konuyectso 3axusnenue (%) Peuupus (P) unu nepepxanue (HAC) (%)
Gingold et al. 2014 15 60 40 (P)
Kaminski et al. 2017 23 48 52 (P)
Praag et al. 2019 19 89,5 21,1 (P) 21,4 (HAC)
Stellingwerf et al. 2019 64 53 1,6 (HAC)

— OTCyTCTBME TrpybbiX pPYyOLOBbIX M3MEHEHWi CTEHKM
aHanbHOro KaHana v NpaMoi KWLWKKW, NpenaTcTBYIO-
wux mobunuszauum nockyta [53].

B obuweit nonynsauum y nayMeHToB ¢ KpUnTornaHaynsap-

HbIMKU CBULWAMMN 3D HEKTUBHOCTb METOAUKN COCTaBASET,

B cpeaHeM, 80% (oT 24 o 100%) npu YacToTe pa3BUTUSA

aHanbHoro Hepepxanus 13% (0-35%) [54]. Y naumen-

ToB ¢ [MBK cpepHsas yacToTa 3aXuBNeHUs coctaBnser

64% (33-92%) npu YacToTe Pa3BUTUA UHKOHTUHEHLMUH

B 9.5% HabnogeHuin (0-29%) (Tabn. 2.) [53-57].

MpoBeneHne MMMYHONOTMYECKOW Tepanum Kak fo ucce-

YeHMA CBULWA C HM3BELEHWEM JIOCKYTa NMPAMOI KUILKK,

Tak M B NocneonepauMoHHOM nepuofe yayylaer pe-

3ynbTaThl NeYeHMs NaLWeHTOB C NepuaHanbHbIMU Mpo-

aBneHuamu Gonesnn Kpoua [55]. Mo paHHbIM Gonee

PaHHWUX UCCNe0BaHNIA, BbINONHEHHBIX B 1990-2000 rr.

[0 LWPOKOro PacnpoCTPaHEHWUs WMMYHONOTMYECKON

Tepanuu, yactota peuupauea ceuwa npu MMNBK yepes

24 mecaua nocne nnacTUKM NOCKyTom coctasuna 50%

[58]. B Toxe Bpems ucciefoBaHus, ONKUCbIBAOWMUE NpU-

MeHeHne MMyHOTepanuu B cpok 531-550 gHen go one-

pauuu n B nocneonepaLMoHHOM nepuofe, LEMOHCTPU-

pYIOT YacTOTY NMEPBUYHOTO 3aXKMBNEHUSA, COCTABNAIOLLYIO

83,9% npu yactote peunansa — 37,5% 4yepes gpa roga

nocne xupypruyeckoro nevenus (p = 0.03) [59-62].

CnepyeT 0TMETUTB, YTO, MO HEKOTOPbIM JAHHbIM, HaNn4Ke

NPEBEHTUBHON CTOMbI YyYlIaeT pe3yibTaTbl NleyeHus

NMNBK c HM3BeaeHMEM NIOCKYTA CTEHKU NPAMONA KULIKK,

0JHAKO CTAaTUCTUYECKM 3HAYMMbIX pe3ynbTaToB Nnoayye-

HO He GblI0 B BUAY MANOro YMCia NaLUeHTOB B UCCNEO-

BaHUsAX [63].

MepeBAska cBUWEBOro XxoAa B MeXCHUHKTEDPHOM
npocrpanctee (LIFT)

MeTop nepeBsi3KM CBMLIEBOTO XOAa MOXeT OblTb Mpu-
MEHEH npu TpaHCCCbI/IHKTeprIX CBULWAX y NaLNEHTOB
c bK, 3a ucknoyennem ductyn, npoxoaamx Yepes ray-
OOKyI0 NOPLMI0 HAaPYXHOTO chuHKTepa. PekomeHayeTcs
NPUMEHATb MpoLeAypy MepeBs3KM CBUILEBOrO XOAa

KOJIONPOKTOJIOTUS, Tom 22, N2 1, 2023

B KauecTBe BTOPOro 3Tana leyeHuns nocne yfaneHus ce-
TOHA Y NaLMeHTOB C HU3KOI YacToToit cTyna [64] u npu
OTCYTCTBUM ABIEHWI BbIPAXEHHOTO NPOKTUTA [65].

Mpn nevyeHWW KPUNTOreHHbIX CBULLEHA NPAMON KULWKW
addektnBHocTb LIFT coctaBnset ot 53,9% po 84,3%
npu YacToTe Pas3BUTUA peuuanBa 3aboneBaHus, Bapbu-
pytowei ot 14,8% po 29%. lpu 3ToM AaBneHus nocne-
OnepaLyMoHHOI aHabHON MHKOHTUHEHLUM HabnoaaloT-
ca B 0,4—-2,8% cnyyaes [56].

Y nauwnenTos c NMNBK npu KpaTkocpoyHoM HabnoaeHUM
B TEYEHME OJHOrO roAa, no faHHbiM Gingold D.S. v co-
aBT. (n=15), nepeBA3Ka CBMLLEBOrO XOAa B MEXCHUHK-
TEPHOM NPOCTPaHCTBE NO03BOAMNA [O6OUTbCA ycnexa
B 67% cnyyaes [66]. Npu Gonee AAuTeNbLHOM CPOKE Ha-
ononenus (23 mecaua) addektusHocts LIFT cHuKaeTcs
B0 48%, 0f[HaKo 0TMeYeHo, YTo 75% peuunanBoB CBULLEN
npu 6one3Hn KpoHa BO3HMKAIOT B TeYEHWE NEPBOTO roaa
nocne onepauuu [67]. Mo paHHBIM CUCTEMATMYECKOTO
0630opa Stellingwerf M. u coasT., yxyaweHue dyHKLUM
AepXaHus oTMeyeHo nuuwb Yy 1 13 64 (1,6%) nauueHToB,
nepeHecllX NepeBA3Ky CBULLEBOrO XOAa B MEKCHUHK-
TepHoM npocTpaHctae (Tabn. 3.) [56].

BuaeoaccMCTUPOBAHHbIN METOA JieYeHUs CBULLed
(VAAFT — videoassisted anal fistula treatment)
MauneHTam co cnoxHbiMu ceuwamm npu BK onpasgaHo
npuMeHeH1e BUAE0ACCUCTUPOBAHHOIO METOAA KaK B Ka-
yecTBe CHUHKTEPOCOXPAHSIOWEr0 pafUKaabHOro MeTo-
[a NleveHus, TaK U ans Gonee TOYHOW AMArHoCTUKY [68]
BbICOKMX MONOCTEN U 3aTEKOB Y NALMEHTOB CO CBUILAMU
BbICOKOTO YPOBHS.

Mo pe3ynbTaTaMm cuCTEMaTUYeCcKoro ob3opa nuTeparty-
pbl M meTaaHanu3a Emile S.H. u coasT., BKAoYawowWwero
11 uccnegoBaHuii 1 788 nauuMeHTOB CO CBULLAMMW Nps-
MOl KUMKW, CPeAHEB3BELIEHHAA YaCcTOTa peLUauBOB CO-
cTaBuna 14,2% (7,5%-33%) ¢ meamaHoit HabnoaeHUs
B 9 mMecsAueB, a 4acToTa OCNOXHeHUN 4,8% npu oTCyT-
CTBUMW fIBNIEHWIH NOCNEONEPaLMOHHOM HeJOCTaTOYHOCTH
aHanbHoro cuHkTepa [69].

KOLOPROKTOLOGIA, vol. 22, N2 1, 2023
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0 neyenun cauwen c npumeHeHnem VAAFT y naumeHToB
¢ 6onesHbio KpoHa B HacTosiliee Bpems ony6anKoBaHsl
pe3ynbTaTbl €AMHWYHBIX HEPaHAOMU3NPOBAHHBIX WC-
cnepgoBaHuit. Tak, Schwander 0. onucan pesynbTaTthbl
neyeHns 11 naumeHToB ¢ 6onesHblo KpoHa 1 cauwamu
NpAMOIi KMNWKKM, OAHAKO NPUMeHEeHWe BULE0acCUCTupo-
BaHHOrO MeTOAa [OMNONMHANAN 3aKpbITUEM BHYTPEHHEro
OTBEPCTUS JIOCKYTOM NPAMON KULIKW NPWU Hanuuum npe-
BEHTUBHOW CTOMbl. TakuM 06pa3oM, noayyeHHble B 82%
CNy4yaeB NONOXMUTENbHbIE Pe3yNbTaThl NIEYEHUA Henb3s
0OBbACHUTb TONBKO NUWbL NpuMeHeHueMm metoaa VAAFT
[70]. No panHbiM Adegbola S.0. n coasT., 84% nayueH-
T0B (n = 21) CO CBUWAMU NPAMOI KUIWKKU U 6ONE3HbIO
KpoHa nocne npumeneHus VAAFT oTMeTUNU CHUXKeHME
WHTEHCUBHOCTM GONEBBIX OLYLIEHUA U THOHOTO OTAe-
JI5eMOro U3 CBULeBbIX X008 [71].CTOMT OTMETUTL, YTO
WKMPOKOMY BHEJJpEHUI0 METOAA NPENATCTBYIOT HE TONbKO
CKyAHble AaHHble 06 3(hEKTUBHOCTU €ro NpuMeHeHus,
HO M BbICOKAas CTOMMOCTb 060PYLOBAHUS.

JlazepHas o6nutepauua csuwesoro xopa (FiLaC —
Fistula Laser Closure)

JlasepHas ob6nuTepauus CBUILEBOrO XOfa — MasouH-
Ba3UBHbIA U cUHKTepocHeperaowmii METOA NedYeHns
CBUWEN npsMoil Kuwku. Hambonee wuenecoobpasHo
NPUMEHATb [AHHYID METOLMKY Npu CHOPMUPOBAHHOM
CBULWEBOM XO[le, B YAaCTHOCTM — B KayecTBe BTOPOro
JTana nevyeHus nocne yaaneHus ApeHupylollei natexc-
HOW nuratypel.

B o6weii nonynauum npu ucnonb3osaHuu FiLaC B co-
YeTaHUW C Pa3UYHLIMKU BapUAHTAMU 3AKPLITUA BHYT-
PEHHEro CBHULLEBOr0 OTBEPCTUSA OTCYTCTBYET BAMAHUE
Ha YHKLMIO aHANbHOTO AiepKaHud, a 4acToTa 3axusne-
HUs cBULLEN BapbupyeT oT 40 [0 83,5% B CPoK Habto-
OeHus 3a nauueHtamu ot 15 po 20 mecsueB [72-74].
Mo paHHbiM meTaaHanu3a Elfeki H. u coasT., BKIOYA-
OWMM pe3ynbTatbl nevyeHusa 454 nauneHTOB METOAOM
FiLaC B 7 peTpocneKTUBHbIX UCCNEA0BAHUAX, NPU MEAH-
aHe HabnoaeHus 23,7 Mecsaua cpefHeB3BelleHHas Ya-
CTOTa 3aXuBNeHus ceuuien coctasuna 67,3%, a 4actota
aHaNbHOM UHKOHTUHEHUMU — 1% [75].

Pe3ynbTaThl NpUMEHEHMA Na3epHbIX TEXHONOTUIA y na-
UMEHTOB C MepuaHanbHbIMW NPOSBAEHUAMU 6ONE3HM
KpoHa TaKkxe oOrpaHuWyYeHbl eAMHUYHBLIMU PeTpoCnekK-
TUBHBIMU UccnefoBaHusmMn [72,76-78]. Tem He meHee,
B aBrycte 2022 roga Cao D. v coaBT. 6bin ony6aMKOBaH
nepeblil cucTeMATUYECKMiA 0630p NUTepaTypbl U MeTa-
aHanu3, NoCBsALEHHbIR 3DPEKTUBHOCTU M 6E30MaACHOCTY
FiLaC npu cBuwax npsamoii kuwku npu 6onesHu KpoHa,
BKJIIOYAIOLW M aHaNN3 pe3ynbTaToB neveHuna 50 nauueH-
TOB B 6 uUccnefoBaHusx. JlasepHas TepMoobnuTepaLus
CBULLEBOr0 X043 NpuBena K nofoXM1TeIbHOMY pe3y/bTa-
Ty NneyeHus B 68% cnyyaes 1 He NOBAMANA Ha QYHKLUIO
3anupaTenbHOro annaparta NpPAMON KWUWKW HU Yy OAHO-
ro nauuenTa [79]. OgHaKo AaHHbI MeTaaHanu3 umeet

Mepuananshbie cenm npu 6onesnn Kpona (o63op nutepartypsi)

CYLECTBEHHbIE OrPaHUYEHUs B CBA3M C MANbIM KOAUYe-
CTBOM MaLMeHTOB BO BKJIOYEHHBIX B HEro WccnepoBa-
HUAX W PETPOCMEKTUBHLIM UX XapaKTepoM, 4TO rOBOPUT
0 He06X0[MMOCTU NPOBEAEHNS KAaUeCTBEHHbIX PAHLOMU-
3MPOBAHHBIX UCCNEA0BAHWUI U aHANU3e OTAANEHHbIX pe-
3yNbTaTOB NIeYEHUs, NPEXAe YeM 3TOT MaJOUHBA3UBHbI
METO/, 3aiiMET CBOI0 KHULLY» B XUPYPrUYECKOM NleYeHUH
CBULLEN NPAMON KMLWKK y NauueHToB ¢ 6one3Hbio KpoHa.

buonnactuyeckue marepuansi

K Guonnactuyeckum matepuanam MOXHO OTHeCTU Gu-
OpWHOBBI KNeid, KOTOPbIi BBOAUTCA HEMOCPEACTBEHHO
B cBMWeBON xop, u «fistula plug» — Tak Ha3biBaemble
repmeTesvpylolMe TaMMnoHbI, KOTOpPble YCTaHaBIMBAIOT
B 06/1aCTM BHYTPEHHEr0 CBUILEBOrO OTBEPCTHUA. [laHHble
METOAMKM MOryT ObiTb MPUMEHEHbl Y MALUEHTOB CO
CNOXHbBIMU CBULLAMM B KAYeCTBe BTOPOTO 3Tana e4yeHus
nocne yaaneHus SpeHupylolLei NUratypsl, B TOM Yyucne
My NALMEHTOB C PEKTOBArMHaNbHbIMU CBULAMM C LiENbio
MUHMMMW3ALMN ONepaTUBHOTO BO3AENCTBUSA Ha MbllIeY-
Hble cTpyKTypbl 3ATMK. BaxHbIM ycnoBmem ncnonb3osa-
HUA GUMOMaTepuanoB ABAAETCA OTCYTCTBUE AKTUBHOIO
BOCMaNEHNs B aHaNbHOM KaHane 1 NpsAAMON KULLKe.

Mpu cpaBHeHUU 3SPGHEKTUBHOCTU TEPMETU3NPYIOLLNX
TaMnoHOB B 06wWeil nonynauum 1 y naumentos ¢ MMNBK
AOCTOBEPHbIX Pa3nnyunii no yactoTe 3axusnenus (B 55%
C/ly4aeB) U KOJIMYECTBY OCI0XKHEHWII NOyYeHO He GbIN0
[80, 81]. OaHako, N0 AaHHBIM MHOTOLEHTPOBOrO PaHAo0-
MU3MPOBAHHOIO UCCNe0BaHNS, NPOBEAEHHOTO FpyNnow
GETAID B 2016 roay (n = 54, cpok HabnogeHus 12 He-
fenb), 3bHeKTUBHOCT NPUMEHEHUS «NPOBOK» BTOPbIM
3Tanom Gblna Heckonbko Boilwe (31,5%), Yem y nayueH-
TOB, KOTOPbIM BbINONHANMN TONBKO YAANEHWe ApeHUpYio-
weit nuratypel (23,1%) (p = 0,19) [82].

Mo maHHbIM cucTeMaTuyeckoro o63opa Lee M.J. 1 coasT.
(n=219), npumeHeHue GnuBPUHOBOTO Knes 3bHeKTUBHO
y 40-67% nauueHToB B 06weil nonynsuum [30].

B 2010 rogy Grimaud J. 1 coasT. ony6anKoBanu pesyb-
TaTbl MHOTOLLEHTPOBOr0 paHAOMU3MPOBAHHOIO NCCNERO-
BaHWs, NOCBALEHHOrO NPUMeHeHUI0 hUOGPUHOBOTO Kies
y nauuenTos ¢ MMNBK (n = 77). Yepes 2 mecsua nocne
onepauuu 3deKTUBHOCTb NpoLeaypbl cocTaBuna 38%,
npotue 16% — B KoHTponbHoi rpynne (OW 3,2, AN
1,1-9,8, p = 0,04). CnefyeT 0TMETUTb, YTO HaubONbLIAS
4acToTa 3aXMBEHUSA BCE Xe Habofanach y naLuneHTos
c npocTtbiMu cBuWamu bK [83].

Takum 00pa3omM, BbilleyKa3aHHble OrpaHUYeHHble pe-
3yNbTaThl NPUMEHEHWUs OMONNACTUYECKUX MaTepuanos
y nauuentoB ¢ MMNBK He no3BonslOT peKomeHLoBaTb
AaHHble METOANKU K PYTUHHOMY NPUMEHEHWIO Y JAHHO
KaTeropuu 6onbHbix (Tabn. 4) [84].

(DOPMVIpOBaHMe CTOMbI
MNaynentam ¢ 06LUI/IprIMVI nepuaHanbHbIMU
KeHnamu, conpoBoxparwmnmucs

nopa-
BbIPaXXeHHbIMMU
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Tabnuua 4. Pesynbmamsl npumeHeHus 6GUONNAACMUYECKUX
mamepuanos
Table 4. Results of application of bioplastic materials

ABTOp Fop Konuuecrso | 3axusnenue (%)
Champagne et al. 2006 20 80
Schwandner et al. 2009 9 77
Ellis et al. 2010 12 66
Cintron et al. 2013 8 50
Herold et al. 2016 4 25

KTMHUYECKUMK NPOABNEHUAMM, HECMOTPA Ha YCTAHOB-
JIeHHble paHee ipeHNpytoLMe NUraTypsl U Npu Headdek-
TUBHOCTU MELMKAMEHTO3HOTO JleYeHus, LenecoobpasHo
thopMMpoBaHME CTOMbI /TN BbIMOIHEHWE MPOKTIKTOMUU.
Mpu 3TOM OTK/IOYEHWE Naccaxa NpefnoyTUTeNbHee, Tak
KaKk MONMHOLEHHAsA pe3eKuMs 3a4acTylo OCIOKHAETCS
thopMMpoBaHMEM MONOCTEN B JIOXKE YAANEHHOW KULIKK
W BAWTENbHO He3aXMBAIOWMX OOWMPHbLIX PaH MPOMEX-
HocTK [85]. Y nauueHTOB Co cnoxHbiMU cBUIWamMu npu BK
yacToTa (OPMUPOBAHUA OTKNIOYAIOLEN CTOMbI Bapbupy-
eT B npefenax 31-49%. Mo gaHHbIM MeTaaHanu3a Singh
S. 1 coaBT., BKoyalowero 15 uccnegosanuii (n = 556),
63,8% (95% OW: 54,1-72,5%) nauneHToB OTMETUN AB-
HOe cTuxaHue KnuHuyeckux npoasnennit MMNBK B kopoT-
KWe CpPOKW mocne BbiBefieHUs CcToMbl. BocctaHoBneHue
HEeNpPEepbIBHOCTU KMLWEYHIMKA ObI0 NPeAnpUHATO Y 34,5%
(95% [WN: 27,0-42,8%) nauueHToB, ogHako B 26,5%
(95% [W: 14,1-44,2%) cnyyvaes peuuaus MNMNBK nocny-
XU NPUYMHON ANA NOBTOPHOMO OTKIKOYEHNA KMLWEYHO-
ro naccaxa. Kpome toro, 41,6% (95% [IN: 32,6-51,2%)
60/bHbIM Ha (hOHE NPOAOJKAIOLEroCs BOCNANNUTENbHO-
ro npouecca notpeboBanoch yaaneHue KWUWKK, HECMO-
TP Ha HaNM4Me OTKIIOYaloLLEel CTOMbI. Takum obpasom,
amwb y 16,6% (95% OWN: 11,8-22,9%) nauneHToB cTOMY
MOXHO cyuTaTb BpeMeHHoit [86]. Lnpokoe BHeapeHune
B KJMHWUYeCKYI0 NPaKTUKY GUoNornyeckoit Tepanuu no-
3BOJIMNO CHU3WTb 4acTOTy (OPMUPOBAHUSA MOCTOAHHbIX
cToM ¢ 60,8% 10 19,2% (p < 0,05) [87]. EcTb MHeHMe, u4TO
thopmupoBaHmue oTKMoYatoLeid cTombl 6onee yem B 60%
Clly4aeB He MO3BOJAET [OOMTLCA 3aXWBIEHUA nepua-
HaNIbHbIX MOPAXEHMWIA, YTO B KOHEYHOM UTOre MPUBOAUT
K yAaneHuio npsamoit kuiwku [91].

YnaneHnue npAmMoi KMWKKU (NPOKTIKTOMUA)

YnaneHue npsAMoii KMLWKM ABNAETCA OKOHYATeNbHbIM Ba-
puanToM neuenus Tsxenoi MNMBK npu HeaddekTMBHO-
CTU LpYruX METOAMK, @ HE0OXOAMMOCTb B MPOKTIKTOMUM
BO3HUMKaeT B 8—40% cnyyaes [1,88]. MMoka3aHUAMM K Bbl-
MOMHEHWIO TPAaBMATUYHOW Onepauumn ABAAIOTCA: KINUHU-
Yecku BbIPAXXEHHOE aHaNbHOE HefepaHue, Hanuuue
pybLOBOro CTEHO3a NPAMOI KULWKM U aHANBHOTO KaHa-
113, a TaKXKe COMyTCTBYIOLLee NOpPaXKeHne ApYriux 0TAeN0B
TOJCTON KUWKK. CnefyeT OTMETUTD, YTO B PAde CyYaes,
HecMoTps Ha CHOPMUPOBAHHYIO PaHee CTOMY, BblpaXeH-
Hbli BOCMANUTENbHbLIN NPOLECC B OTKIIOYEHHON KULIKe
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cnocobcteyet nporpeccuposanuto MMNEK, yto B KoHeu-
HOM UTOTe TaKXKe NPUBOANT K HE06X04MMOCTY BbINOJIHE-
HUA NPOKTIKTOMUM [84]. 0CO6EHHOCTbIO B METOLMKE Bbl-
NOHEHMA NPOKTIKTOMUM y nauueHTos ¢ Taxenoii MMNBK
ABNAETCA HE0OXOAMMOCTb BbIMONHEHWUS ME30PEKTYMIK-
TOMUM, TaK KaK COXpaHAlOWMECs B OKONONPAMOKMLIEY-
HOM KNeTyaTKe BOCMANUTESNbHbIE FPaHYNEMbl CMOCOGHSI
noAAepKMBaTb BOCNANMUTENbHbI NPOLECC B MPOMEXKHO-
CTU Jaxe nocie ypaneHus npsamoi kuwku [89].

3AKITKOYEHME

Unpokoe BHeApeHWe B KAMHUYECKYID MPaKTUKY 6Guo-
NOTUYECKUX npenapaTtos, 6e3yCNOBHO, ynyylWwnao pe-
3yAbTaThl XMPYPru4ecKoro feYeHus nauueHToB C ne-
puaHanbHeiMu ceuwamm npu bK, yto nuwHuii pa3
[OKa3bIBAET HeOOXOAUMOCTb MYNbTUAUCLUMIMHAPHOTO
noaxofia C yyacTUeM KaK XWpypros, Tak W racTposHTe-
ponoros. [lpn 3TOM NOKa3aHMA K Pas/iMyHbIM MeTofaM
0nepaTUBHOTO NIeYEHUS CBUILEN Y NaLMeHTOB C bones-
Hbto KpoHa no-npexHemy He onpegeneHsi.

Takum 06pa3om, HECMOTPA Ha 3HAYUTENbHOE YUCIIO
Pa3INYHbIX METOAUK XUPYPruYecKoro NevyeHus, Ao Cux
nop He cylecTByeT eAWHON KOHLENuWu B anroputme
NleyeHns AAHHOM KaTeropuu nauymeHToB. bonbWUHCTBO
OMUCAHHbIX METOA0B MPUMEHANOCH Y CTPOTO OTOOpaH-
HOI1 OrpaHUYEHHO rpyNnbl 6ONbHbLIX U NO3BOAANO0 NN
BPEMEHHO NWKBUAMPOBATb KAWHWYECKME MpOsABAEHUA
MMNBK. HeypoBneTBoputenbHble pe3ynbTaTel NeyeHus,
0COGEHHO B OTAANEHHOM MOCNEONepaLuoHHOM nepuo-
i€, Manoe YUCNO KIMHWUYECKUX HabnaeHi B onybnu-
KOBaHHbIX HayuYHbIX paboTax, MOCBALWEHHbIX JIEYEHUIO
nepuaHanbHbix nposBneHuit 6onesHn KpoHa, a Takxke
HW3Kas [OCTOBEPHOCTb PE3yNbTaToB, AMKTYIOT Heob-
XOAMMOCTb NPOBEAEHUA AaNbHENWNX WCCaefoBaHUI
C BKNlOYEHMEM BONbLIEro YNCNa NaLMeHTOB.
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Ulcerative colitis (UC) is an inflammatory bowel disease that mainly affects young people. Colorectal cancer (CRC) is
one of the UC complications. This review considers the epidemiology, risk factors, diagnosis and screening, and drug
prevention of CRC in UC. Various treatment options for dysplasia and CRC associated with UC are described. Taking
into account the lack of literature to standardize colorectal cancer treatment approaches (especially rectal cancer)
for UG, further studies are warranted to evaluate both oncological and functional treatment outcomes.
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INTRODUCTION

According to the WHO, in 2020, colorectal cancer
(CRC) ranks 3rd among all registered oncological
diseases after breast cancer and lung cancer, while
1,931,590 people were diagnosed with it during
the year [1].

Ulcerative colitis (UC) is a chronic disease of the
large intestine characterized by immune inflam-
mation of its mucosal layer. The UC incidence
ranges from 0.6 to 24.3 per 100,000 people; the
prevalence reaches 505 per 100,000 people. The
peak of morbidity is between 20 and 30 years of
life, and the second peak of morbidity is described
at the age of 60-70 years [2,3].

Chronic inflammation of the large intestine in
ulcerative colitis can become a substrate for the
development of dysplasia, carcinoma in situ and
even invasive adenocarcinoma [4]. According to
Triantafillidis J.K., et al., IBD-associated large in-
testine cancer accounts for less than 2% of the
total CRC [5], and is the third most common after
cancer associated with familial large intestine ad-
enomatosis and Lynch syndrome [6].

To date, there are conflicting data on the rate of
the CRC against the UC background. Perhaps these
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changes are related to the accumulation of expe-
rience and improvement of technical methods for
the diagnosis of IBD [7]. Approaches to the treat-
ment of UC-associated colorectal cancer are also
ambiguous, in comparison with sporadic cancer,
due to the peculiarities of its pathogenesis and
the prevalence of inflammatory changes in the
large intestine mucosa [8].

EPIDEMIOLOGY OF
BACKGROUND OF UC
IBD-associated cancer has epidemiological, clini-
cal and morphological differences from sporadic
CRC.

The cancer site in UC can equally be both in the
rectum and in the right and left colon; tumors are
more likely to be synchronous and have a higher
degree of histological differentiation. Mucinous
carcinomas are more common in UC. Recently,
there has been an increase in the detection rate
of IBD-related cancer in the early stages (stages
I-IT), which reaches 60%. Delaunoit T., et al. as-
sociate this with an increased level of awareness
about this disease, early start of screening and im-
proved diagnosis [9].

Recent population studies have shown a reduc-
tion in the risk of CRC in IBD. So, Jess T., et al.

CRC  AGAINST THE
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have shown that the risk ratio of the CRC in IBD
is comparable to the general population — 1.07
(95% (I, 0.95-1.21). At the same time, correcting
that the risk ratio of the CRC decreased from 1.34
(95% CI, 1.13-1.58) in 1979-1988 to 0.57 (95% (I,
0.41-0.80) in 1999-2008. The authors attribute
this to an improvement in the results of anti-in-
flammatory therapy in IBD [4]. Similar results were
obtained in the study by Rutter M., et al. from St.
Mark’s Hospital, who reported the results of the
30-year follow-up of patients with dysplasia and
cancer on the UC background. The cumulative risk
of CRC morbidity in this group was 2.5% after 20
years, 7.6% after 30 years and 10.8% after 40 years
from the UC disease onset [10].

RISK FACTORS FOR CRC AGAINST THE UC
BACKGROUND

The early age of the disease onset, the prevalence
of inflammatory changes, duration and severity of
the disease, family history of CRC and the presence
of primary sclerosing cholangitis (PSC) were rec-
ognized as factors that increase the risk of CRC in
patients with UC [11].

The most important risk factor is the duration of
the disease, while the CRC occurs relatively rarely
during the first 8 years after diagnosis [12].

In a large meta-analysis involving 116 studies and
54,478 patients, by Eaden J., et al., it was shown
that the risk of UC-associated CRC s 0.3% per year.
The cumulative CRC incidence in patients with UC
was 2% after 10 years, 8% after 20 years and 18%
after 30 years from the disease onset. The average
duration from the diagnosis of UC to the develop-
ment of CRC was 16.3 years [13].

Soderlund S., et al. revealed the dependence of
the lesion extent (according to the Montreal clas-
sification) of colitis and the risk of CRC. Thus, the
relative risk of developing CRC for all patients
with UC was 2.7, while for proctitis — 1.7, and for
total colitis — 5.6 [14]. At the same time, patients
without severe inflammation of the large intestine
are not at increased risk of CRC [15].
Inflammation in UCis a pathogenetic factor in the
CRC, and the degree of inflammation activity is di-
rectly related to the risk of its development [16].
The presence of post-inflammatory polyps and
strictures is also associated with an increased risk
of a malignant process. At the same time, the large
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intestine strictures is an important marker of the
disease severity.

It is noteworthy that almost 3.5% of large intes-
tine strictures were diagnosed with dysplasia or
CRC during biopsy. Predictors of the malignancy of
strictures are their development after 20 years of
illness, the location proximal to the splenic flex-
ure and the clinical picture of bowel obstruction
[10].

Patients with PSC have a higher risk of CRC. Thus,
in patients with a 20-year history of UC with PSC,
CRC was found in 33% of cases [17].

DIAGNOSIS AND SCREENING OF CRC IN UC

The aim of screening is to detect any dysplasia be-
fore the development of CRC, or cancer at an ear-
lier stage, in order to improve outcomes, patient
quality of life and survival [18].

Cochrane Review edited by Collins, P. et al. dem-
onstrates that screening is effective in reducing
mortality from CRC in UC by detecting cancer at
an earlier stage [19]. Similar data were obtained in
the study by Lutgens M., et al., which included 149
patients with CRC on the UC background. Thus,
the 5-year survival rate in the screening group
was 100%, while in the non-screening group it was
74%, and in the screening group colorectal cancer
was detected at an earlier stage [20].

Most guidelines for UC emphasize that screen-
ing colonoscopy should be performed in patients
with clinical remission, since active inflammation
makes it difficult to detect dysplasia. According to
the European Clinical Guidelines for the IBD treat-
ment (ECCO), screening colonoscopies in patients
with UC should be started 8-10 years after the
onset of the disease for patients with left-sided
or total colitis [21]. According to the Russian na-
tional clinical guidelines, screening should begin
in 6-8 years [2].

The American Cancer Society (ACS) recommends
screening colonoscopy in 8 years after the onset
of total colitis and in 12-15 years after the onset
of left-sided colitis [12].

Traditionally, screening programs recommend en-
doscopy in white light (WLE) with random four
biopsies every 10 cm of the large intestine to de-
tect dysplasia, which results in about 33 biopsies
[2,21]. However, with a random biopsy, less than
1% of the total area of the large intestine mucosa
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is examined, and the incidence of detection of
dysplasia is < 2 per 1,000 biopsies [22].

The use of high-resolution endoscopic equip-
ment leads to better visualization of the mucosal
layer, which significantly increases the diagnostic
value when dysplasia is detected against the UC
background.

A retrospective study by Pulusu S., et al. with
participation of 357 patients with IBD, has shown
that high-resolution colonoscopy revealed twice
as many dysplastic lesions compared to standard
WLE. Moreover, it was demonstrated that dyspla-
sia detected by random biopsy during WLE was
detected in 90%-94% of cases when using high-
resolution endoscopic equipment [23].

Currently, the focus is on targeted biopsies per-
formed using chromoendoscopy (CE), or other
new endoscopic methods, such as endoscopy with
narrow-beam imaging (NBI) technology [22]. The
sensitivity of CE in the detection of dysplasia
reaches 97%, and the specificity is 93%. A pro-
spective randomized trial by Kiesslich, R. and co-
authors demonstrated the superiority of CE using
methylene blue over the random biopsy technique
in WLE [24].

DYSPLASIA IN UC

Most cases of CRC on the UC background develop
from dysplastic lesions which can be polypoid,
flat, localized or multifocal. Dysplasia is defined
as a neoplastic change in the intestinal epitheli-
um which remains confined to the basal membrane
without invasion into its own plate [25].

In 1983, Riddell R., et al. developed a classifica-
tion of dysplasia in IBD, which still remains rel-
evant and includes four main categories: absence
of dysplasia, indefinite dysplasia, low-grade dys-
plasia (LGD) and high-grade dysplasia (HGD) [26].
The pathogenesis of CRC in IBD can follow a stan-
dard path of development from the absence of
dysplasia to LGD and HGD and, ultimately, lead to
large intestine cancer. And also, it can develop
from any dysplastic lesion (indefinite, LGD or HGD),
without following the standard path. According to
Navaneethan U., et al., the rate of progression of
LGD to HGD or CRC over 3 years was 4.9%.

At the same time, the risk of malignant transfor-
mation is higher in flat dysplasia and dysplasia
located in the distal parts of the large intestine
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[27]. The most important predictor for HGD and
CRC from LGD is the non-polypoid (not raised
above the mucosal surface). Other predictors are
macroscopically invisible dysplasia, lesion size > 1
cm, and previously identified indefinite dysplasia.
The greater the number of these prognostic fac-
tors, the higher the risk of LGD transformation into
HGD or CRC [28].

In the presence of visible foci of dysplasia in the
large intestine segments, without endoscopic
signs of active inflammation, standard polypecto-
my should be resorted to, and further monitoring
should be continued depending on the individual
risk [2,12].

For visible foci of dysplasia located in polypoid le-
sions, endoscopic mucosal resection (EMR) is pos-
sible, but only if complete removal is achievable
[29]. Currently, the standard of endoscopic resec-
tion includes taking additional biopsies from the
flat mucosal layer around the site of polypectomy
in order to exclude dysplasia in the surrounding
tissues [30].

Follow-up of patients with fully resected dysplas-
tic polypoid lesion depends on the lesiontype.

If there is visible dysplasia in the polypoid le-
sion, careful control with colonoscopy is recom-
mended after 6-12 months. Patients with large,
broad-based lesions removed by EMR or non-rad-
ical resection should repeat colonoscopy after
3-6 months, followed by annual monitoring, if
initial observation revealed no signs of residual
polyp growth [31]. In cases where the lesion is not
subject to endoscopic resection, or there is evi-
dence of endoscopically invisible multifocal dys-
plasia of low grade, or invisible dysplasia of high
grade, total proctocolectomy (PCE) should be rec-
ommended [30].

Non-polypoid visible lesions should be evaluated
for the safety and effectiveness of endoscopic re-
section [12]. In the case of endoscopic resection,
a biopsy should be taken near the removal site
and endoscopic tattooing should be performed
in this area to facilitate future observation [32].
According to the SCENIC study, it is recommended
to perform a control colonoscopy in 3-6 months
after resection of non-polypoid dysplastic lesions
[31]. In the case when non-polypoid formations
with confirmed dysplasia cannot be removed en-
doscopically, the possibility of performing PCE
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regardless of the dysplasia grade should be con-
sidered [12,33].

Endoscopically invisible dysplasia detected by
random biopsies should be confirmed by a second
independent pathologist with experience in the
IBD diagnosis [2,21,34,35].

Invisible dysplasia is associated with the pres-
ence of synchronous CRC. In fact, synchronous CRC
is diagnosed in 22% of patients with invisible LGD,
while the CRC rate with invisible HGD ranges from
45% to 67% [10].

It is recommended to refer such patients to ref-
erence centers that treat patients with IBD and
have the ability to perform high-resolution chro-
moendoscopy and endoscopy with repeated biop-
sies [31]. If dysplastic lesions are detected during
chromoendoscopy, then it should be recommended
to perform PCE.

In astudy by Ullman, T. et al., it was demonstrated
that 15.2% of patients observed with LGD devel-
oped CRC, while 23.5% of patients who underwent
colectomy for LGD were also found to have HGD or
CRC during histological examination [36].

This condition is an indication for performing a
proctocolectomy due to the high risk of develop-
ing CRC or the presence of a synchronous lesion.
According to a number of studies, when HGD was
detected, a connection with synchronous CRC was
revealed in 25%-67% of cases [10,36,37]. Thus,
HGD is an absolute indication for PCE in most clini-
cal guidelines [33].

To date, there is insufficient data to assess the
risks and benefits of PCE with LGD in non-elevated
lesions. The decision to remove the large intes-
tine or continue follow-up should be made indi-
vidually for each patient after discussion. At the
same time, if the approachis chosen in favor of
screening, the incidence of colonoscopy should be
at least 1 time per year [2,38].

TREATMENT OF CRC IN UC

Treatment of colorectal adenocarcinoma in UC is
largely based on the same principles as sporadic
adenocarcinoma, with one exception — in these
patients, removal of the entire colon and rectum
is needed. In some cases, it is possible to restore
anal defecation by J-pouch [2,39,40]. The main
reason for these recommendations is the high risk
of metachronous (and latent synchronous) cancer
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due to the UC lesion of the mucosal layer of the
entire large intestine [8]. In recent reports, a
number of patients have been offered more adapt-
ed treatment, including segmental resection or
subtotal colectomy. In particular, the authors em-
phasize the importance of the specific features of
the patient and the disease, such as the duration
of the anamnesis, the prevalence of inflammation,
clinical and endoscopic activity, the results of the
biopsy and the patient’s age, the state of health
and his personal priorities [41,42]. In any case,
the decision on the surgeryscope should be made
with a consultation by coloproctologist, oncolo-
gist, gastroenterologist, and endoscopist and be
discussed together with the patient.

So, the study by Khan, N. et al., included 59 pa-
tients with CRC in UC, who underwent surgery.
Segmental resections were performed in 40.7%,
such as low anterior rectal resection, sigmoid re-
section, left-sided and right-sided hemicolecto-
my, as well as subtotal colectomy [42]. Patients in
the segmental resection group were significantly
older and had less severity and prevalence of large
intestine inflammation.

None of those patients developed metachronous
CRC at a median follow-up of 7 years, and the re-
sults of overall survival were comparable with the
results of patients from the PCE group.

In patients with a preoperative diagnosis of dys-
plasia or CRC, proctocolectomy should be per-
formed according to oncological principles with
high vascular ligation. Restoration of anal defeca-
tion with J-pouchis possible for most patients,
whereas abdomino-perineal excision or inter-
sphincter resection with end ileostomy should be
performed in patients with low rectal cancer, in
whom it is impossible to achieve adequate distal
clearance, or who have anal incontinence [37].

In case of rectal cancer (RC) in ulcerative colitis,
it is mandatory to conduct a multidisciplinary
consultation, taking into account many available
treatment options, in order to achieve optimal
oncological and functional results. In addition, it
was found that patients with UC have an increased
risk of mortality from rectal cancer — 3.69 (95%
(I, 1.66-8.22), while for colon cancer this indi-
cator is comparable to the general population,
which emphasizes need for improving the results
of treatment of this particular group of patients
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[44]. Treatment of RC includes radiation therapy,
chemotherapy, their combination (both neoadju-
vant and adjuvant), and various procedures (tak-
ing into account the radicality and functional
state) [8].

In general, total mesorectumectomy (TME) is the
standard treatment for early rectal cancer, while
neoadjuvant chemoradiotherapy is recommended
for cancers with an invasion depth greater than T2
or with lesions of regional lymph nodes [45].

In some patients, as an intermediate stage before
J-pouch, colectomy with the ileo-rectal anastomo-
sis (IRA) can be considered as a method of choice.
Most often, this surgery is offered to young fe-
males who have not given birth and have no signs
of inflammation or dysplasia in the rectum, in or-
der to reduce the risk of infertility [21,43].

In cases where total proctocolectomy is per-
formed, the only possible option to avoid perma-
nent ileostomy and preservation of anal defeca-
tion is J-pouch [46].

Currently, the national clinical guidelines of the
Russian Association of Gastroenterology and the
Russian Association of Coloproctology for the di-
agnosis and treatment of ulcerative colitis do not
recommend J-pouch in patients with rectal cancer
in UC [2]. However, a number of researchers con-
tinue to look for the possibility of preserving anal
defecation in this group of patients.

So,in the study by Remzi F,, et al., 26 patients with
RC on the UC background who underwent PCE with
J-pouch are presented [47]. At the same time, the
mean distance from the edge of the anal canal to
the distal border of the tumor was not presented.
With a follow-up period of up to 17 years, satisfac-
tory functional results were obtained in most pa-
tients, with two deaths with the RC progression.
Thus, the authors argue that patients with RC in
UC may be susceptible to TME with J-pouch if on-
cological principles are followed.

Merchea A., et al. described the results of treat-
ment of 41 patients with RC on the UC background
[48]. In most cases, the tumor was diagnosed at
stage I or II, and was in the middle ampullary rec-
tum. Eleven patients underwent J-pouch, while
none of them underwent neoadjuvant radiation
therapy. After the J-pouch, one patient developed
a leakage of the ilealpouch-analanastomosis, and
another, who had undergone adjuvant radiation
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therapy, developed radiation enteritis which re-
quired the J-pouch removal.

The overall and disease-free 5-year survival rate
in this group was the same and amounted to 62%.
At the same time, 89% of recurrences were in pa-
tients with stages III and IV. Thus, the authors
conclude that the J-pouch in early RC on the back-
ground of UC is a justified approach.

Radiation therapy (RT) is currently the standard
treatment for sporadic rectal cancer with an in-
vasion depth greater than T2 or the presence of
affected regional lymph nodes, especially in the
neoadjuvant mode [45,49]. Radiation therapy for
rectal cancer against the UC background has the
same indications as for sporadic cancer, although
its administration requires consideration of addi-
tional risk factors. There is evidence of a higher
risk of severe acute toxicity in patients with IBD
[50,51]. The role of RT in relation to the results
of the J-pouch is not clear, since the experience
is limited to a small number of clinical cases. A
very high incidence of pouch anastomosis leakage
during adjuvant therapy has been reported due to
the effect of radiation therapy on the small intes-
tine used in its formation [48,52,53]. In addition,
pouch anastomosis leakage rate is higher, even
when radiation therapy is performed in a neoadju-
vant mode. But, in general, if RT is planned and the
possibility of J-pouch is not excluded, neoadju-
vant radiation therapy should always be preferred,
as indicated in the guidelines of the European
Organization for the Treatment of Crohn’s Disease
and Ulcerative Colitis [21,39,52,53].

Low rectal cancer is defined as rectal cancer that
occurs at a distance of less than 5 cm from the
edge of the anal canal during rigid proctoscopy
[45]. The complexity of surgical treatment of
these tumors is due to the desire to preserve the
anal sphincter. For tumors located in the meso-
rectal margin or below, an indentation of 1 cm is
considered safe enough [49]. Sporadic cancer lo-
cated distal than 1 cm from the dentate line, as
a rule, requires abdomino-perineal excision of the
rectum (APE), although in some cases it is possible
to perform intersphincter resection with ultralow
anastomosis. The safe clearance along the distal
edge of resection of 1 cm is based on the results
of studies that have shown that distal intramural
spread > 1 cm occurs only in 4%-10% of cases [54].
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In addition, in a later study by Guillem J., et al. it
was found that the positive distal edge of resec-
tion due to intramural growth with low sporadic RC
was detected only in 1.8% of cases, and amounted
to < 0.95 cm [55].

While a large number of studies for sporadic RC
aimed not only at improving oncological results,
but also at improving functional results, the lit-
erature data on the RC treatment against the UC
background remain rather scarce do not allow to
standardize the approach to its treatment. In ad-
dition, it is often difficult to specify the exact
rectal lesions sites in UC during endoscopy due to
their growth in a flat (not elevated) mucosa.
Hotta S., et al. analyzed the results of treat-
ment of 11 patients with very low rectal cancer
in UC [56]. In 9 cases, PCE was performed with
J-pouch and pouch-anal anastomosis, and in 2
cases — APE. At the same time, the authors em-
phasized that in 89% of 9 cases, the cancer was
in a flat (not elevated) mucosal layer surrounded
by chronic inflammation, which confirms the dif-
ficulties in determining the safe distal edge of
resection. As a result, neither in the PCE group
with J-pouch (9 patients) nor in the APE group
(2 patients) did any patient receive neoadjuvant
or adjuvant radiation therapy. At the same time,
the authors reported 100% overall 5-year survival
in both groups. Thus, reconstructive surgery with
the pouch-anal anastomosis is possible with low
RC with good oncological results. However, the
available literature data are insufficient for a fi-
nal judgment.

The presence of ultralow RC in patients with UC
causes additional concerns, because compared
with colo-anal anastomosis, the J-pouch with
inter-sphincter resection after PCE exposes the
patient to a greater risk of unsatisfactory func-
tional results. In patients with J-pouch after PCE,
the number of daily defecations ranges from 1 to
30 (7 on average), about 5% of pouches are even-
tually removed due to poor functional results and
unsatisfactory quality of life [57]. Therefore, with
ultralow RC against the UC background, due to the
high risks of unsatisfactory functional results and
concerns about oncological safety, J-pouch sur-
gery is often not offered.

In the literature, only a few successful cases
of RC treatment against the UC background at
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a distance of less than 2 cm from the dentate
line have been described, in which PCE with the
J-pouch formation was performed [53,56]. And
despite the success of these clinical cases, we
cannot recommend this method of treatment for
all patients. Neoadjuvant RT makes it possible to
reduce the size and depth of tumor invasion, in-
creasing the likelihood of reconstructive surgery
[58,59]. On the other hand, it can negatively af-
fect the function of the anal sphincter, especial-
ly in combination with low anastomosis. There
is evidence that collagen deposition and nerve
plexus lesion occur in the irradiated sphincter
[60] and, apparently, is the main factor of poor
anal function [61]. It should be emphasized that
for the final decision on reconstructive surgery,
along with oncological safety, it is extremely
important to motivate the patient and his/her
willingness to adapt and rehabilitate in the post-
operative period.

PROGNOSIS FOR CRC AGAINST THE UC
BACKGROUND

In a meta-analysis by Reynolds, I. et al., survival
data of 243,186 patients with IBD and their risk
of developing CRC in comparison with general
population risks were reported. As a result, the
overall 5-year survival rate of patients with IBD-
associated CRC did not differ from patients with
sporadic CRC — OR — 1.11 (95% CI, 0.41-2.95;
p = 0.842). However, patients with IBD had higher
risks of synchronous tumors — OR — 4.4 (95%
(I, 2.32-8.36; p < 0.001), and the risks of rectal
tumors, on the contrary, are lower — OR — 0.83
(95% CI, 0.74—0.93; p = 0.002) [62].

Similar data were demonstrated in the study by
Thicoipé A., et al., in which the results of treat-
ment of two groups of patients were compared: a
group with IBD-associated CRC and a group with
sporadic CRC. Both groups were comparable in
gender, stage and localization of the tumor.

The study showed that the cancer-specific and
overall survival rates were the same in the groups
of patients with CRC against the UC background
and patients with sporadic CRC, 71% and 69%
(p =0.801), and 81% and 78% (p = 0.845), respec-
tively, despite the older age in the group of spo-
radic CRC and a high rate of primary multiple syn-
chronous cancer in the IBD group [63].

Colorectal cancer in ulcerative colitis (review)

143



144

OB3OP JINTEPATYPbI

REVIEW

Summing up, it can be concluded that the prog-
nosis for CRC associated with IBD is similar to the
prognosis for sporadic CRC.

CONCLUSION

In the XXI century, the CRC incidence in 30 years
after the UC diagnosis decreased from 18% to
7.6%, which is most likely due to improved results
of anti-inflammatory therapy in UC. However, of-
ten, when long-term clinical remission is achieved
in the treatment of UC, patients neglect to under-
go screening colonoscopy, as a result of which the
development of epithelial dysplasia and even CRC
may be missed.

The treatment of colorectal cancer developing in
patients suffering from ulcerative colitis is largely
based on the same principles as in sporadic can-
cer, with one exception — in these patients, re-
moval of the entire colon and rectum is indicated.
In some cases, itis possible to restore anal defeca-
tion by forming a pelvic small intestine pouch.

In some patients, colectomy with the formation
of ileo-rectal anastomosis can be considered as
a method of choice. Patients with low localiza-
tion of rectal cancer, anal sphincter incontinence
should undergo colectomy with abdominal-per-
ineal extirpation or abdominal-anal resection
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Conservative treatment of inflammatory bowel
diseases during pregnancy. Review of current safety
and efficacy data
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The incidence of ulcerative colitis (UC) and Crohn’s disease (CD) worldwide falls on the childbearing age. High
activity of inflammatory bowel diseases (IBD) during pregnancy is a risk factor for the development of obstetric
complications, and therefore it is necessary to control the course of diseases. Due to the lack of safety information,
drug therapy is often unreasonably canceled during pregnancy. The publication provides up-to-date on the safety of
basic and targeted therapy of UC and (D in pregnant.
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LIST OF ABBREVIATIONS
IBD — inflammatory bowel diseases
5-ASA — 5-aminosalicylic acid

GEBT — genetically engineered biological therapy
Inthe XXI century, the prevalence of IBD is becom-
ing global, affecting ethnic groups and regions
that were previously not susceptible to these dis-
eases. The prevalence of UC and CD is highest in
industrially developed and developing countries
[1]. According to experts, the peak prevalence of
IBD has not yet been reached. The most vulnerable
to IBD is the age group of 20-39 years, i.e. persons
of childbearing, socially active age. Approximately
half of them are women. Modern IBD therapy has
significantly expanded the possibilities of the dis-
ease control and, in many cases, allows patients to
achieve reliable remission and to lead a normal so-
cially active life, one of the components of which
is childbirth. In this regard, reproductive health
issues in patients with IBD are becoming increas-
ingly relevant. The prevalence of IBD in Western
countries is 0.5% [2]. In the USA, IBD affects
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about 800,000 women [3]. In Russia, data on the
prevalence of IBD are scattered and limited to only
some individual regions.

Pregnancy in women with IBD, as in many chronic
immuno-inflammatory diseases, is associated with
an increased risk of obstetric complications [4-7].
These complications include spontaneous miscar-
riage, premature birth and low weight of the fetus
relative to the gestational age. However, it should
be noted that the risk of these complications is
directly related to the activity of inflammation in
the intestine. The outcomes of pregnancies occur-
ring against the background of persistent remis-
sion of UC and CD, in general, do not differ from a
healthy population [8].The UC and CD during preg-
nancy is largely determined by the inflammatory
status of diseases at the time of conception. Thus,
the activity of the inflammatory process in the
intestine at conception in two-thirds of cases is
a predictor of the persistence of inflammation or
itsintensification [9-11]. Prolonged persistent re-
mission at the onset of pregnancy correlates with
its preservation in 80% of cases throughout the
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gestation period. Factors that additionally con-
tribute to the recurrence of IBD during pregnancy
include the cancel of supportive drug therapy, ex-
acerbation of the disease in previous pregnancy,
the presence of UC, prolonged or complicated CD,
requiring the immunosuppressive therapy [3,12].
These data became the basis for guidelines on op-
timal pregnancy planning for the period of reliable
controlled remission of UC and CD [9,10].
Conservative treatment of IBD during pregnancy
is aimed not only at controlling the activity of in-
flammation in the bowel, but also indirectly plays
an essential role in maintaining the normal preg-
nancy and preventing perinatal complications.

It is known from practice that only half of wom-
en previously committed to drug treatment con-
tinue therapy during pregnancy [13]. The expla-
nation for this may be a lack of awareness about
the safety of IBD conservative treatment dur-
ing pregnancy. Published in 2021 by a group of
German researchers, the results of a survey of 533
women with IBD confirmed the insufficient level
of knowledge among women with UC and CD about
pregnancy planning with their disease. Of the to-
tal number of survey participants, 36% of women
expressed concern about the possible adverse ef-
fects of taking medications for the fetus, among
which the most often were the fear of congenital
malformations, miscarriage, as well as the possi-
bility of offspring inheriting the mother’s disease
[14].

In recent years, the data on the safety of IBD drug
therapy in pregnant women has been continuous-
ly updated. The present paper discusses modern
pharmacotherapy of UC and BC during pregnancy
and breastfeeding.

5-ASA and Sulfasalazine Drugs

Mesalazines or 5-aminosalicylic acid agents (5-
ASA) overcome the placental barrier and are
detected in the fetal bloodstream in minimal
amounts due to their rapid metabolism and renal
clearance. According to meta-analysis data, the
use of this group of agents is not associated with
an increase in the risks of fetal abnormalities,
miscarriage and premature birth [15]. Oral drugs
containing dibutylphthalate in the shell have a
restriction for use. In the experiment, cases of
impaired development of the genitourinary sys-
tem and skeleton were demonstrated in animals,
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as well as in humans — disorders of thyroid func-
tion and the formation of the reproductive system
[16-18].

Sulfasalazine, in addition to the mesalazine mole-
cule, contains sulfapyridine, which penetrates the
placenta and is found in umbilical cord blood. An
undesirable property of sulfasalazine in pregnant
women is its ability to disrupt folic acid metab-
olism, and although no cases of teratogenic and
embryotoxic effects have been reported, it should
be used in combination with folic acid at a dose of
2 mg/24-hr, or be replaced with mesalazinedrugs
[9,19].

Steroids

Systemic steroids are used to induce remission of
moderate and severe IBD. The drug penetrates the
placental barrier, but, due to the rapid conversion
of placental enzymes into less active metabolites,
it appears in umbilical cord blood in low concen-
trations [20]. In early studies, concerns were ex-
pressed about the relationship of the use of ste-
roids in the first trimester of pregnancy with the
risk of facial malformations, namely cleft palate.
In a later large population study [21], which in-
cluded 51,973 pregnancies in women who received
steroids in the first trimester, these data were not
confirmed.

At the same time, in a number of studies, steroids
in high doses over long courses was associated
with an increased risk of gestational diabetes mel-
litus, premature birth, low body weight and adre-
nal suppression in a newborn [22-24]. Taking into
account that steroids are prescribed with high ac-
tivity of diseases, in most cases it is difficult to
differentiate the true cause of complications.
Budesonide is a topical steroid, significantly, up
to 80-90% metabolized during the first passage
through the liver. In recommended doses (3-9
mg per 24 hours), the drug has significantly fewer
systemic side effects characteristic of systemic
steroids. It can be assumed that due to these
metabolic features, budesonide penetrates less
into the fetal blood in comparison with systemic
steroids [25]. Published data on the budesonide
during pregnancy in patients with IBD are limited
to a small case series. Thus, in one of the pub-
lished studies [26] with cohort of 6 patients with
CD who took budesonide during pregnancy, there
was no increase in the risk of gestational diabetes
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mellitus, congenital malformations of the fetus,
hypertonia or adrenal suppression. Also, accord-
ing to a recently published study [27], taking
budesonide during pregnancy in 5 patients with
autoimmune hepatitis was not associated with
the adverse side effects from the fetus and preg-
nancy outcomes.

Despite the fact that limited data indicate pos-
sible undesirable effects of steroids during preg-
nancy, it should be taken into account that the
high activity of inflammation in the intestine it-
self represents a more significant risk of compli-
cations. In this regard, if indicated, steroids may
be prescribed with caution regarding the develop-
ment of gestational diabetes mellitus, preeclamp-
sia in the mother and adrenal insufficiency in the
newborn [9,28,29].

Thiopurines

Thiopurines have a low risk of adverse effects on
pregnancy and fetus [30,31]. Azathioprine and its
metabolites are able to be transported through
the placenta into the fetal blood, while the con-
centrations of these substances in umbilical cord
blood are significantly less than in maternal [32].
In addition, it has been shown that the activity
of some enzymes involved in drug metabolism,
including azathioprine, increases significantly
during pregnancy. As a result, the balance of thio-
purine metabolites shifts from the 6-thioguanine
nucleotide towards the less toxic and pharmaco-
logically inactive 6-methylmercaptopurine [33].
The enzyme inosinate phosphorylase, which con-
verts azathioprine into its active metabolites,
is not expressed in the neonatal liver, which can
be regarded as another factor of fetal protection
from the clinical effects of the drug [34].

The effect of azathioprine on anemia/cytope-
nia in newborns demonstrated in early studies
has not been confirmed in later studies [33]. Two
meta-analyses in 2013 demonstrated minimal risk
of taking azathioprine during pregnancy. In the
first of them, there were no differences in the in-
cidence of congenital malformations of the fetus,
the small weight of the newborn (< 2,500 gr) in
comparison with pregnant women with thiopu-
rines intake[31]. Significant differences were
noted in the rate of congenital malformations in
comparison with the general population, which
were not significant when compared with patients
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with IBD. In the second meta-analysis, these risks
for the fetus were not confirmed [35]. At the same
time, both meta-analyses revealed an increase in
the rate of premature birth (earlier than 37 weeks
of pregnancy), which was associated with high ac-
tivity of IBD during pregnancy.

In a prospective cohort study involving 309 preg-
nant patients with IBD, 35% of whom got thio-
purines, there was no increase in miscarriage,
adverse pregnancy outcomes and morbidity in
children in the first year of life [36]. These data are
confirmed in the meta-analysis published in 2021
[37]. The authors analyzed pregnancy outcomes in
1,201 patients with IBD who received thiopurines
during gestation compared with 4,189 women who
received other therapy for UC and CD. The rate of
congenital malformations in the fetus, low birth
weight and low body weight for gestational age
were comparable in the two groups.

The American Gastroenterological Association,
the Toronto Consensus on the Management of
Pregnancy in Women with IBD and the European
Organization for the Study of UC and CD (ECCO)
recommend the continuation of taking thiopu-
rines during pregnancy [29,30,38]. A similar opin-
ion is shared by the European Anti-Rheumatic
League (EULAR), which does not note sufficient
basis for stopping thiopurines during pregnancy,
and recommends continuing their intake at a dose
not exceeding 2 mg/kg of body weight [39]. The
Russian clinical guidelines of the Association of
Rheumatologists also classify thiopurines as safe
drugs during pregnancy [40, 41]. However, thio-
purines are not recommended for the first time
during pregnancy due to the risks of pancreatitis,
leukopenia and delayed response to therapy [9].
Also, due to the increased risk of infections in
a child in the first year of life, as shown in some
studies [30, 42], combination therapy with tumor
necrosis factor inhibitors o and thiopurines is
not recommended. Nevertheless, the decision to
cancel thiopurines should be made individually,
taking into account the indications for combina-
tion therapy and the severity of the course of the
disease [9].

Methotrexate and cyclosporine are not recom-
mended during pregnancy due to the high risk of
teratogenicity. Patients with IBD who are taking
methotrexate and planning pregnancy are advised
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to stop taking it at least 3 months before trying
to get pregnant in order to minimize the risk of
teratogenicity [29,38].

Rifaximin

The drug is used in the treatment of IBD, including
the treatment of chronic pouchitis [43]. According
to the manufacturer’s instructions, in an experi-
ment, the administration of rifaximin to animals
during pregnancy at doses many times higher
than therapeutic ones led to the development
of teratogenic effects [44]. Rifaximin is a broad-
spectrum antibiotic with a low ability to intes-
tinal absorption, and presumably does not reach
clinically significant concentrations in maternal
blood or breast milk [45,46]. Due to the fact that
the number of publications on the use of rifaximin
in humans during pregnancy is extremely small,
the issue of its administration should be decided
individually with discussion by a multidisciplinary
medical team.

Genetic Engineering Biological Therapy

Drugs of genetically engineered biological thera-
py (GEBD) are monoclonal IgG antibodies that are
able to overcome the placenta, starting from the
middle of the second trimester. Active transport
of GEBD is carried out using a neonatal Fc-receptor
located in the placenta. In the first trimester of
pregnancy, the Fc-receptor is not expressed by
syncytiotrophoblast cells, and from the middle of
the second trimester of pregnancy, its expression
increases linearly [47]. From this moment, dur-
ing pregnancy and until the moment of delivery,
the transplacental transport and the concentra-
tion of GEBD in the fetal blood increases in par-
allel. The IgG structure has infliximab, adalim-
umab, golimumab, vedolizumab and ustekinumab.
Certolizumab pegol does not have in its molecule
the Fc-fragment necessary for active transfer
through the placenta, and overcomes it in minimal
quantities due to passive transport [48].
Inhibitors of Tumor Necrosis Factor a

The levels of tumor necrosis factor a (anti-TNF)
inhibitors in umbilical cord blood correlate with
the duration of pregnancy and exceed the mater-
nal serum concentration at the time of birth [48,
49]. Clearance of anti-TNF in children in the first
months of life is slower than in adults, which is
associated with immaturity of the reticulo-endo-
thelial system. Monoclonal antibody molecules
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are in the bloodstream of a child up to six months
old. Some cases are described when infliximab was
determined in a child up to one year old [48,49].
Certolizumab pegol, due to its reduced antibody
structure, practically does not overcome the pla-
centa, and its ratio in the blood of a newborn to
the maternal concentration is 0.0009. These mini-
mal clinically insignificant concentrations are an
argument in favor for pregnant women to continue
taking certolizumab pegol until delivery [50].

To date, significant data have been accumulated
on the safety of taking anti-TNF drugs by pregnant
women. Thus, in a meta-analysis and systematic
review [51] with an analysis of more than 1,500
pregnancies against the background of anti-TNF,
the risks associated with pregnancy complica-
tions, miscarriages, premature birth, congenital
malformations and intrauterine fetal growth re-
tardation were not confirmed.

In the prospective American PIANO-register
(Pregnancy and Neonatal Outcomes in Women
with IBD) [52], which includes data on the course
of pregnancy in more than 1,000 patients with IBD
followed by four-year follow-up of the health of
children who received intrauterine anti-TNF, there
was no increase in the frequency of infections
and developmental delay. In a large multicenter
prospective observational study by Mahadevan U.
et al., the outcomes of 1,490 pregnancies in pa-
tients with IBD were evaluated by five parameters
(congenital malformations, spontaneous miscar-
riages, premature birth, low fetal body weight
and the incidence of infections in the child) when
the mother used thiopurines, biological drugs or
a combination thereof during pregnancy [53]. In
the same study, the health status, including the
frequency of infections and psychomotor develop-
ment, was monitored in 1,010 children throughout
the year.

In general, in terms of the fetal malformations
rate, spontaneous miscarriages, low fetal weight,
infections in the first year of the child’s life and
premature birth, the group did not differ from the
general population. At the same time, the activ-
ity of the disease in the mother directly correlated
with the rate of spontaneous miscarriages, prema-
ture births and infections in the first year of the
child’s life. When analyzing IBD during pregnancy,
it was found that patients with UC had anincrease
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in disease activity more often than women with
CD. At the same time, the probability of an exac-
erbation during pregnancy was higher in patients
who did not receive immunosuppressive therapy
with thiopurines or anti-TNF.

There was also no relationship between the inci-
dence of pregnancy complications and the class of
GEBD.

Similarly, there was no correlation between con-
genital malformations and medications taken or
the nosological type of the disease (UC or CD).
These results indicate both the role of control-
ling the activity of the disease during pregnancy
and the safety of the use of biological therapy and
thiopurines during this period [53]. The European
retrospective multicenter study TEDDY [54] com-
pared pregnancy outcomes and health status in
388 children whose mothers received anti-TNF
therapy during pregnancy with 453 children whose
mothers did not receive this therapy. The inci-
dence of infections in the two groups of children
did not differ during 4 years of follow-up. At the
same time, premature birth was associated with
severe infections (1.6% vs. 2.8%, HR = 1.2 [95%
CI0.8-1.8]). In the comparison groups, there were
no differences in the incidence of obstetric com-
plications, including premature discharge of am-
niotic fluid, placenta previa, chorioamnionitis, ec-
lampsia and intrauterine fetal growth retardation.
It is worth noting that previously there was a
strong belief about the need to stop the use of
anti-TNF therapy in the II-III trimester due to the
fear of potential risks of neonatal immunosup-
pression and the impact on the subsequent forma-
tion of the fetal immune system as the transport
of drugs through the placenta increases in the
second half of pregnancy.

This is reflected in the consensus of the British
Society of Rheumatology (BSR), ECCO, EULAR, the
American College of Rheumatology and Russian
clinical guidelines for the treatment of ankylosing
spondylitis and rheumatoid arthritis, published in
2018 and 2020, respectively [28,39,40,41,55]. At
the same time, studies of the last few years have
questioned the validity of the fear of the risks of
a prolonged biological therapy during pregnancy.
The results of a long-term 5-year follow-up of
the health status of 1,000 children from mothers
with IBD, 20% of whom received anti-TNF during
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pregnancy, demonstrated associations of the use
of GEBD by the mother with an increase in the risk
of infectious diseases, adverse reactions to vac-
cination, developmental delays, autoimmune and
oncological diseases in children [56]. Similar data
were obtained in another retrospective study [53]
involving 869 women with IBD, in which the risks
to the fetus and pregnancy complications were
not confirmed with the continuation of anti-TNF
monotherapy or in combination with thiopurines
inthe second and third trimesters of pregnancy. In
a retrospective analysis of the National Database
of the French Healthcare System, the use of anti-
TNF during pregnancy in 1,457 patients did not
correlate with an increase in perinatal risks and
infectious morbidity in the first year of a child’s
life [57]. Another argument in favor of the expe-
diency of continuing biological therapy during
pregnancy turned out to be data on an increase in
the incidence of exacerbations in late pregnancy
after its cancellation [57]. These data are con-
firmed in two recently published studies by Truta
B. et al., which evaluated pregnancy outcomes in
patients with IBD with “early” (more than 90 days)
and “late” (less than 90 days before the expected
date of delivery) withdrawal of infliximab or adali-
mumab [58,59].

With the “early” discontinuation of anti-TNF, there
was an increase in the incidence of IBD reactiva-
tion in late pregnancy or an increase in the ac-
tivity of inflammation in the initial absence of
remission, requiring steroids. Reactivation of the
disease in the group of patients with early suspen-
sion of drug intake significantly correlated with an
increase in the incidence of premature birth. It is
important to note that in the group of patients
with late withdrawal of GEBD, the rate of pregnan-
cy complications, miscarriage, intrauterine fetal
growth retardation, congenital malformations of
the fetus did not differ from the general popula-
tion. The data obtained in the studies, according
to the authors, indicate the absence of positive ef-
fects on the fetus with early withdrawal of inflix-
imab and adalimumab. In contrast, the continua-
tion of therapy in the third trimester of pregnancy
contributes to maintaining remission of IBD and
minimizes the risk of their exacerbations [58].
The given data on the safety of anti-TNF were
the basis for the guidelines of the American
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Gastroenterological Association on the continua-
tion of therapy with GEBD throughout pregnancy
with their last administration before childbirth
at a time equal to the interval of planned admin-
istration of the drug [9]. The British Society of
Gastroenterologists and ECCO advise discussing
with pregnant women the possible risks and ben-
efits of continuing anti-TNF therapy, but at the
same time recommend continuing this therapy
throughout pregnancy to patients with active IBD
or having a high risk of exacerbation of the dis-
ease [28,43].

As for golimumab, there are significantly fewer
publications on the use during pregnancy in the
available literature in comparison with studies of
other anti-TNF, but they indicate a low risk of ad-
verse outcomes for pregnancy and fetus [60, 61].
Biosimilars

Biosimilars, due to their affordability, are increas-
ingly entering clinical practice. The first reports
of pregnancy observations in women who received
anti-TNF biosimilars during this period appear in
the literature. In the first published retrospective
study, the course of pregnancy was evaluated in
18 patients receiving biosimilars of infliximab,
adalimumab and etanercept for various indica-
tions [55]. The study included 9 women suffering
from rheumatological diseases (ankylosing spon-
dylitis, rheumatoid arthritis, psoriatic arthritis),
6 with IBD and 2 patients with combined forms
of autoimmune inflammatory diseases. The use of
biosimilars was not associated with an increase
in cases of congenital malformations of the fetus,
premature birth and other perinatal complica-
tions. Anti-TNF cancel during pregnancy directly
correlated with childbirth in the earlier stages of
pregnancy, as well as the exacerbation of maternal
diseases during pregnancy or in the postpartum
period.

Another study published in abstract form [62]
presents data on the use of infliximab biosimilar
(CT-P13) in 20 pregnant patients with IBD. In 19
cases, pregnancy ended with the birth of full-term
live, healthy children, in 1 case — premature birth
with a live fetus, and in one case a spontaneous
miscarriage was recorded. There were no cases of
perinatal complications and severe fetal malfor-
mations in the studied group, with the exception
of 1 case of cleft palate. These results correspond
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to the available data on the safety of the original
anti-TNF and the absence of risks of congenital
malformations, perinatal and obstetric complica-
tions [10,63,64]. The results obtained, despite the
limited number of cases, demonstrate the first
convincing evidence of the safety and necessity
of the use of biosimilars by pregnant women, com-
parable to those shown for the original anti-TNF
drugs [55,62]. Without a doubt, a continuation of
the evidence base is required to finally confirm the
initial optimistic data on the safety of biosimilars
during pregnancy.

Vedolizumab

Vedolizumab is a humanized monoclonal antibody
that specifically binds to a4f7-integrin located
on lymphocytes. The recent data obtained on the
safety of vedolizumab is significantly less than is
available for anti-TNF, and they are mainly limited
to small cohorts.

Like other GEBD with the IgG1 structure, vedoli-
zumab overcomes the placental barrier, but is
found in umbilical cord blood concentrations low-
er than maternal [65,66]. In the study by Mitrova
K. et al., the ratio of umbilical cord and maternal
concentrations of vedolizumab at the time of de-
livery was 0.59 [67].

In animals, the administration of the drug in su-
praphysiological doses was not associated with
disorders of pre- and postnatal development [68].
In 2019, the results of a retrospective case-con-
trol multicenter international study on the safety
of the use of vedolizumab in pregnant CONCEIVE
were published [69]. In this study [69], there was
no evidence of adverse effects of vedolizumab in
relation to the course and outcomes of pregnancy
and the health of the child in the first year of life.
The incidence of spontaneous miscarriages, pre-
mature birth, congenital malformations of the fe-
tus, fetal weight at birth and assessment on the
Apgar scale, as well as the health indicators of
children in the first year of life, the incidence of
oncological and infectious diseases did not signif-
icantly differ from those of women with IBD who
received anti-TNF or basic IBD therapy.

Another study [70] analyzed the course and out-
comes of pregnancy in 24 pregnant women taking
vedolizumab, compared with 82 women treated
with anti-TNF and 224 pregnant patients on ba-
sic IBD therapy. Basically, the vedolizumab group
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consisted of patients who suffered from CD and
had a more severe, refractory course of the dis-
ease and had a history of inefficiency of one or
more biological agents. In this group, the rate of
exacerbations of IBD at the time of conception
was higher than in other observation groups —
30% of cases. Spontaneous miscarriages (20.8%)
and premature birth (20%) were significantly more
common in patients receiving vedolizumab. Such
a high rate of miscarriage, according to the au-
thors, could be associated with the initially high
activity of diseases in a larger number of patients
in this group, which has been proven to be inter-
related with pregnancy complications in patients
with IBD. In this group of patients, there were
other independent risk factors for miscarriage:
older age and the use of assisted reproductive
technologies.

According to the authors, the use of vedolizumab
in this study was not associated with an increased
risk of adverse pregnancy outcomes.

In another prospective study [67] involving 39 pa-
tients, the use of vedolizumab during pregnancy
was not associated with an increased risk of mis-
carriage, intrauterine fetal growth retardation,
congenital malformations of the fetus, as well
as disorders of psychomotor development, infec-
tious, allergic diseases in a child during the first
year of life.

In a systematic review and meta-analysis in 2020,
an increase in the rate of premature birth and
spontaneous miscarriages associated with taking
vedolizumab compared with taking anti-TNF was
shown [71]. According to the researchers, this may
be due to a smaller number of cases of pregnancies
against the background of vedolizumab, a more
severe phenotype of diseases and an older age of
patients.

Ustekinumab

Ustekinumab is a fully human monoclonal an-
tibody of the IgGl class, the target of which is
the p40 subunit common to the IL-12 and IL-23
receptors.

Like other genetically engineered drugs,
ustekinumab overcomes the placental barrier
starting from the second half of pregnancy. At the
time of delivery, its level is maximal and the ratio
of fetal and maternal levels of ustekinumab in the
blood is 1.67 [67]. In animals, ustekinumab did
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not increase the risks of fetal malformations and
disorders of neonatal development in offspring
[72]. Data from observational studies are few and
do not demonstrate an increase in the number of
cases of undesirable effects during pregnancy and
an increase in infectious complications in children
whose mothers took ustekinumab during pregnan-
cy [43,53,61,73,74]. The use of the drug in the sec-
ond and third trimesters of pregnancy in a number
of studies also did not increase the rate of adverse
pregnancy outcomes [75,76].

In 2022, the materials of the ustekinumab global
safety database on all cases of use of the drug
during pregnancy registered in the world were
published [77]. In total, the outcomes of 420
pregnancies did not differ from the general popu-
lation. There was no increase in the frequency of
spontaneous miscarriages, congenital malforma-
tions of the fetus, premature birth and stillbirth.
Pregnancy outcomes were also similar, regard-
less of the indications for the administration of
ustekinumab, the duration of its use during preg-
nancy and the prescribed dose (45 mg and 90 mg).
There is no consensus in the international recom-
mendations regarding the possibility of continuing
taking vedolizumab and ustekinumab. There is no
information about ustekinumab and vedolizumab
during pregnancy in the ECCO consensus of 2015.
By the time of publication in 2016 of the North
American Consensus in Toronto, cases of preg-
nancy against the background of the use of the
drug were sporadic. At that time, it was proposed
to suspend the administration of vedolizumab and
ustekinumab with the onset of pregnancy. The
guidelines of the American Gastroenterological
Association were published 5 years later, in 2019,
when information about the safety of these drugs
during pregnancy was significantly updated [9].
This became the basis for recommendations on
the safety of continuing therapy with vedoli-
zumab and ustekinumab during gestation [9]. The
Italian group of experts on the study of IBD in a
review released in 2022 suggests discussing the
possibility of using vedolizumab and ustekinumab
during pregnancy in individual cases, if there are
indications [78]. Despite the positive data avail-
able at the time of publication on the safety of
vedolizumab and ustekinumab, further studies
are required to finally understand their impact on
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pregnancy outcomes and routine guidelines for
use.

Tofacitinib

Due to its small size, Tofacitinib is able to dif-
fuse freely through the placenta and penetrate
into the fetal bloodstream. In animals in supra-
therapeutic doses during pregnancy, tofacitinib
increased the risk of malformations in offspring
[79]. The first few data from clinical and post-mar-
keting studies did not demonstrate an increase in
perinatal and maternal risks in comparison with
the general population [52,80]. Nevertheless, cur-
rently, the use of tofacitinib during pregnancy,
until sufficient data on its safety is obtained, is
contraindicated [34]. According to the manufac-
turer’s instructions, after taking the last dose of
the drug, women of childbearing age should use
reliable contraception for 4-6 weeks.
Breastfeeding

Conservative treatment in the postpartum period
and during breastfeeding does not lose its signifi-
cance due to the high probability of reactivation
of the inflammatory process in the intestine, espe-
cially in patients with UC [81]. The causes of ex-
acerbations of IBD after childbirth or an increase
in the activity of inflammation may be hormonal
influences, discontinuation of drug therapy, psy-
choemotional factors [82]. Women with IBD are
more likely than in the general population to
refuse breastfeeding due to fear of adverse ef-
fects on the child of drugs secreted into breast
milk [83]. About 56% of women with IBD consider
medications for the treatment of their disease
contraindicated during breastfeeding [84]. At the
same time, breastfeeding has undeniable benefits
for both mother and child. According to system-
atic reviews, breastfeeding can partially offset
the risk of early IBD in children from parents with
IBD by up to 30% [85]. The probability of develop-
ing undesirable effects of drug therapy taken by
the mother in a breastfed child is determined by
the toxicity and ability of the drugs to be secreted
into breast milk, reaching clinically significant
levels.

Most drugs used in the treatment of IBD are de-
tected in breast milk in concentrations that are
safe for the child.

Mesalazine is minimally excreted into breast milk,
reaching less than 0.1% of the maternal plasma
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concentration, which has no clinical significance
[86]. At the same time, the levels of sulfapyridine
in breast milk when the mother takes sulfasalazine
are significantly higher than mesalazines [87].
Cases of fever, bloody diarrhea and vomiting in
children when taking sulfasalazine by the mother
are described [88]. In this regard, it is considered
safer to replace sulfasalazine for nursing mothers
with mesalazinedrugs. International recommen-
dations define mesalazines as compatible and safe
drugs during breastfeeding [28].

Azathioprine is found in breast milk in trace
amounts of less than 10% of the maternal serum
level [89]. The peak concentration of azathioprine
in breast milk is reached 4 hours after taking the
drug. In an observational case-control study in 15
children whose mothers took azathioprine while
breastfeeding, there were no abnormalities in
physical and mental development, as well as an
increase in the risk of infections [90].
Methotrexate and cyclosporine are contraindi-
cated during breastfeeding. Methotrexate is se-
creted into breast milk and can accumulate in the
tissues of a child with the risk of immunosuppres-
sion, neutropenia and has the potential for the
development of oncological processes [7]. Breast-
feeding while taking cyclosporine according to the
latest recommendations of the American Pediatric
Association is contraindicated [7].

Steroids are detected in breast milk in low con-
centrations, which are maximal in the first 4
hours after their oral taking. In this regard, it is
recommended to observe a 4-hour interval be-
tween taking corticosteroids and breastfeeding
[91]. With intravenous prednisolone, its concen-
tration in breast milk is only 0.025% of maternal
and is not regarded as clinically significant for a
child [92].

Antibacterial drugs (metronidazole and cip-
rofloxacin) are capable of excretion into breast
milk, and therefore their use is not recommended
[13,92].

Short courses of admission with the precautionary
measures are considered acceptable. According
to the guidelines of the American Academy of
Pediatricians, breastfeeding is recognized as safe
12-24 hours after a single dose of metronidazole
at a dose of 2 g and 48 hours after taking the last
dose of ciprofloxacin [13,93].
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Genetically engineered biological drugs are
large molecules with a high molecular weight that
do not penetrate well into breast milk. In studies
that evaluated the content of anti-TNF in breast
milk, the level of drugs was about 1% of the ma-
ternal serum concentration [94-96]. In the study
by Matro R. et al., the rate of infections in the
first year of life and deviations in psychomotor
development in children from mothers with IBD
who received and did not receive GEBD (inflix-
imab, adalimumab, golimumab or ustekinumab)
did not significantly differ [97]. Once in the gas-
trointestinal tract of a child, GEBD are proteolized
by digestive enzymes, and only a small part of
them is absorbed and then enters the systemic
circulation. Theoretically, these trace concentra-
tions do not carry clinically significant risks for
the child [9].

As in the case of transplacental transfer, the ab-
sence of the Fc-fragment in the structure of the
certolizumab molecule determines its lower secre-
tion into breast milk in comparison with the other
anti-TNF. In the CRADLE study, certolizumab pegol
was detected in breast milk of women suffering
from CD, rheumatoid arthritis, axial spondyloar-
thritis or psoriatic arthritis, in 0.15% of its serum
concentration [98].

International European and American recommen-
dations of recent years define the use of anti-
TNF as safe and compatible with breastfeeding
[9,79,99].

Domestic clinical recommendations of the
Association of Rheumatologists of Russia also
classify anti-TNF as safe during lactation [40,41].
The exception is golimumab due to the small
number of publications about its use during
breastfeeding.

Data on the safety of golimumab, vedolizumab
and ustekinumab during breastfeeding are still
limited.

In the work by Sun, W. et al. the average level of
vedolizumab in breast milk in 11 lactating women
with IBD was 0.4—2.2% of the maternal serum con-
centration [100]. In two other small studies, the
maximum concentrations of vedolizumab in breast
milk were also low and amounted to 1% or less of
the serum content [101,102].

European experts in the published guide-
lines (joint consensus of the Austrian Society
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of Gastroenterologists, Hepatologists,
Rheumatologists and Rehabilitologists, 2019; re-
view of the Italian IBD study group 2021) take a
more cautious position regarding the safety of
vedolizumab and ustekinumab and do not recom-
mend breastfeeding while taking them [78,99].
However, in the guidelines of the American
Gastroenterological Association, the use of all
GEBD is classified as compatible with breastfeed-
ing [9].

Vaccination — Transfer

Anti-TNF drugs, vedolizumab and ustekinumab
circulate for a long time in the child’s body and
can potentially have an immunosuppressive ef-
fect on the production of antibodies in response
to vaccines.

This is directly related to the ability of the child’s
immune system to form an adequate post-vacci-
nation response, as well as possible vulnerability
to the introduction of live vaccines. In studies,
the level of antibodies in response to inactivat-
ed vaccines and toxoids (for example, tetanus)
in children whose mothers received GEBD dur-
ing pregnancy did not differ from the control
group [103].

The data from the register of the Dutch National
Vaccination Program indicate that there are no
differences in the effectiveness and safety of
vaccination against viral hepatitis B in chil-
dren who received intrauterine anti-TNF from
the mother, compared with the control group
[104]. These data substantiate the possibil-
ity of immunizing the cohort of children under
discussion with inactivated vaccines according
to the national standard vaccination schedule
[103]. A multicenter study involving 28 gastro-
enterological clinics in France evaluated the
response to live vaccines (Bacillus Calmette-
Guérin — BCG, rotavirus, MMR-measles, mumps,
rubella vaccine) in children from 143 mothers
who received anti-TNF during pregnancy. The
aim of the study was to evaluate the incidence
of vaccinations with live vaccines of children
before and after 6 months of life, against the
background of breastfeeding by a mother tak-
ing GEBD, and to identify the rate of undesirable
effects [105]. Half of the women in the group
breastfed their children without developing
any complications during vaccination. Before

Conservative treatment of inflammatory bowel diseases during
pregnancy. Review of current safety and efficacy data

15335



156

OB3OP JINTEPATYPbI

REVIEW

the recommended period of administration,
earlier than 6 months, BCG was administered in
19 (16%) cases, rotavirus vaccine — in 5 cases
and MMR — in 6 cases. There was 1 post-vacci-
nation reaction to BCG in the form of an abscess
at the injection site and in 1 case, an increase
in temperature was noted. Recommendations
on the need to adjust the vaccination schedule
came mainly from gastroenterologists (in 86%
of cases) and much less often from obstetri-
cians and pediatricians (23% and 12% of cas-
es, respectively). This underlines the need to
better inform obstetricians and pediatricians
about the features of vaccination of children
who were prenatally influenced by the GEBD re-
ceived by the mother [105]. Thus, vaccination
with live vaccines is recommended to be carried
out no earlier than the first half of the life of
a child born to mothers treated with GEBD, and
the introduction of rotavirus vaccine should be
abandoned due to the lack of clinically signifi-
cant benefit after 6 months of life [43].
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14 aHBaps 2023 roga 0TMETUA CBOIA 55-1 0OUNEN JOKTOP
MefMLMHCKNX HayK, npoteccop Anekcanap leopruesuny
XuTapbsH.

B 1991 rogy AnekcaHgp [eoprueBmy OKOHYMA C OT-
AnuneMm  neyebHO-NpodUNAKTUYECKUIA  daKynbTeT
PocToBcKOro rocyfapcTtBeHHOro MeAULMHCKOrO YHU-
BepcuTeta. B 1991 rogy noctynua B KAWHUYECKYIO Op-
AWHATypy Ha Kadeapy obuweit xupyprum PoctlMY.

B 1993 rogy 3awutun KaHOWAATCKY0 AMccepTauuio
Ha Temy «BoccTtaHoBneHue MOTOPHO-3BAKYaTOPHOW
(YHKLMM KeNyaoyHO-KMNIWEeYHOro TpakTa nocne one-
pauuii Ha xenyake» C 1993 no 1994 rr. 6bin opauHa-
TOpoM xupyprudeckoro otaenenus BCMI N21, a c 1994
no 1999 rr. — opAMHATOPOM XUPYPruyecKoro oTaerne-
HUA Neye6GHO-ANArHOCTUYECKOTO LEHTPA «340POBbEX.
OpHum n3 neps.bix B . PocToBe-Ha-[loHy BHeapun na-
napocKonuyeckue onepauun Ha MNULLEBOAE, XenyakKe,
neyeHy, BHEMEYEHOYHbIX XENYHbIX MPOTOKax, MoyKax,
opraHax manoro Ta3a. B 2001 rogy nop pyKOBOACTBOM
XutapbaHa A.l. co3gaHa nepsas B PocToBe KAMHUMKO-
IKCNepuMeHTanbHas Nabopatopus 3HZOXMpYprum. 31o
[aNno BO3MOXHOCTb MOJIOALIM BPAYaM-Xupypram oTrayu-
BaTb NpoeCccHoHaNbHble NpaKTU4YeCKne HaBbIKK Ha [0-
KAMHUYEeCKOM 3Tane.

B 1998 ropy 3awutua JguccepTauMio Ha CcouCKa-
HWE YYeHOM CTeneHu [OKTOpa MEeAMLMHCKUX HayK
Ha Temy «[pbKM NULLEBOAHOrO OTBEpCTUA Auadpar-
Mbl (3TMONOrUA, NaToreHes, COBpPEMeHHas AMarHoCTUKa
U NeYeHune)».
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HaunHaa ¢ 1999 ropa — 3asepytowuin [lepebiM xupyp-
rMyeckum otaeneHuem [LOPOKHON KAMHMYECKOH 6onb-
Huusl CKXKJ. B 2002 rogy 6b1710 NPUCBOEHO 3BaHWe NpPO-
teccopa. C 2005 no 2009 rr. — npodeccop kadenpsl
Xupypruyeckux 6onesHeit N°1 ¢ Kypcom aHecTesuono-
rum n peaHumauum 6OY BIMO PoctIMY. B 2015 ropy
136npaeTcsa No KOHKypCy 3aBedylowum Kadeapon xu-
pyprudeckux 6onesneit N3 ®rb0Y BMO PoctlMY, rge
paboTaeT no HacToslee Bpems.

Mo uHuumatuee A.T. XuTapbsiHa co3aaH «LeHTp ambyna-
TOPHOI NPOKTONOTUM», B KOTOPOM B HacTosllee BpeMa
nonyyaloT COBPEMEHHYI0, BbICOKOTEXHONOTMYHYIO MO-
molyb 6onee 600 NaLUeHTOB B rog,.

fiBnsetcs aBTopom 50 nzobpeteHuit n 350 HayyHbIX pa-
60T No caMbiM pasnuyHbiM npobnemam xupypruu. Mog
pykoBopcTBoM AnekcaHgpa [eoprueBuya 3awmileHo
9 KaHAMAATCKUX AuccepTauui. B 2021 r. 3a 6onbLoii
BKNaJ, B OTEYECTBEHHOE 3[paBOOXPAHEHWE, MHOro-
NeTHUI NNOAOTBOPHbINA TPYA, @ TakKKe BKNaj B pa3Bu-
TUe COBPEMEHHON MepuuuHbl B Poccuu, AnekcaHppy
FeoprueBndyy ObIIO NPUCBOEHO MOYETHOE 3BaHUE
«3acnyxeHHsblin Bpay Poccuitickoii Pegepaunmy.
MpropuTeTHLIMK HanpaBJeHUAMM KNMHUYECKON
M Hay4yHO-UCCNEef0BaTeNbCKOM paboThl  AnekcaHapa
leoprueBuya ABAAETCA BbINONHEHWE OMEPATUBHBIX
BMelwaTenbcTB ¢ wucnonb3oBaHuem ICG-anruorpadum
B XUpyprum XKenyAoYHO-KMLWEYHOro TpakTa.
XutapbaH A.l. — oauH M3 Begywmux Cneuuanucros
no n3y4yeHuio 3MMEKTUBHOCTN UCMONb30BAHWA Na3ep-
HbIX TEXHOJOTUI B IeYEHUM NapapeKTaNbHbIX CBULLEN
1 reMoppouaanbHoii 6onesHu.

B 2022 rogy Anekcanpp leopruesuy Bnepsbie B PO
0CBOMN U BHELpUN B paboTy KAMHUKM HOBELWYIO Tene-
ynpasasemyto poboTuyeckyio cuctemy Senhance.
XutapbaH A.l. — wuneH Accouuaumm KONOMNPOKTO-
noroB Poccuu, Poccuitckoro obwectsa 3HZOCKOMU-
YECKWX XMPYProB, PeAaKLMOHHOro COBeTa JXypHana
«Kononpokronorus» u peaakLMOHHOW KONNErunm xyp-
Hana «AmbynatopHas Xupyprus».

Konnektue  KnuHudeckon  GonbHuubl  «PX]-
Meauuuna» r. PoctoB-Ha-[loHy 1 peaKoanerus xyp-
Hana «Kononpokrosorua» cepaevyHo No3ppaBaatoT
Anekcanppa leopruesuya c gHeM POXKAEHUA U XKena-
10T TBOPYECKUX YCNEXOB U CYACTbA B JIMYHOM XKU3HU,
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OCHOBHBbIE LENW 1 3A0AYU OPTAHU3ALIUA

* COBEpLUEHCTBOBaHWE n ynyJlieHue neyebHo-
OnarHocTuyeckor nomolwmn 6onbHelM ¢ 3aboneBaHusMU
TOFICTOW KULLKM, aHaNbHOIO KaHana 1 NpoMeXHOCTH;

* npodpeccrmoHanbHaa MOAroToBKa, creunanusauust Bpadeit-

KOJIONPOKTOSIOrOB, MOBbILIEHWE WX NPOGECCUOHABLHOIO,

Hay4YHOTO Y MHTEMMEKTYarbHOIO YPOBHS;

3awmTa NpodeCcCoHanbHbIX U NIMYHBIX UHTEPEeCcOoB Bpayeii-

KOIMOMPOKTONOrOB B FOCYAAPCTBEHHbIX, OOLLECTBEHHbIX

1 opyrux opraHusaumsx B P® n 3a pybexowm;

* paspaboTka W BHeOpeHMe HOBbIX OpraHU3aLMOHHbIX
M ne4yebHO-AMarHoCTMYECKUX  TexHomormn un  Gornee
paumoHanbHbIX dopm opraHusaymm NMoMOLLN

KOOMPOKTONOrM4yeckum 60onbHbIM B MPaKTUKy paboThbl
permoHarsnbHbIX KOMOMPOKTONOrMYECKMX LLEHTPOB, OTAENEHWI
" KabUHETOoB;

* n3gaHue Hay4HO-NPaKTUYECKOTO MeANLMHCKOro
XypHana «Kononpoktonornsy, BXoAsLWero B MNepevyeHb
peueH3npyeMbIX XXypHanoB n nsganui BAK MuHucTtepctea
obpaszoBaHust n Hayku PO;

* MEeXOyHapogHOe  COTPYOHMYEeCTBO C  OpraHusaumsiMu

1N 0B6beaMHEHNSMU KOMOMPOKTONOrOB N Bpavell CMEXHbIX

crneuManbHOCTel, ydacTue B oOpraHu3auum u paborte
pasnnyHbIX 3apybexHbIX KOHepPEeHLMI;

opraHmsaumsi 1 npoefeHne Bcepoccuiicknx Cbesnos

KONOMNPOKTONOroB, a Takxe obLepoccnMmnckmnx

MeXpervoHanbHbIX W pernoHanbHbIX KOHMEPEHUUN,

CMMMO3NYMOB M CEMMHApPOB MO akTyalbHbIM Mpobnemam

KOIOMPOKTOMOMMN.

NPEMMYLLECTBA YNEHCTBA B ACCOLIMALINK

« bonee HW3KME pErnCTPaLMOHHBbIE B3HOCHI Ha y4vacTue
B O6LLEepOCCUACKMX HayYHO-MPaKTUYECKUX MEePONpUATUSIX;

* MpevMMyLlecTBa MNpU 3a4YUCMEHWU Ha UMK MOBbILLEHUS
KBanudmkaumu;

* MH(POPMALMOHHAA MNOAAEPXKKA W  HOPUANYECKU-NPaBOBast
3awmTa uneHos Accouuaumu;

* uneHamAccoumnaumnm BblgaeTcs cepTudmKaT yCTaHOBNEHHOTO
MpaBneHnem obpasua.
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Obuwepoccutickas obwecmeeHHas opaaHu3ayus «Accoyuayus
Komnornpokmoroeoe Poccuu»,

no uHUyuamuee epayel-Kornonpokmornoz2oe P®, sensemcs
YHUKanbHoU 8 ceoell cgepe U O0HOU U3 cmapelwux
obuwecmeeHHbIX  MeOUUUHCKUX  opeaHusauyul. Ha  0daHHbIU

momeHm & Accoyuayuu cocmoum 6onee 800 KOronpoKkmonoz2o8
npakmuyecku u3 ecex cybbekmos P®

co30aHHas 3 okmsabps 1991 e.

www.akr-online.ru

Unenamn Accoumaumm moryT ObiTb rpaxagaHe PO
W VHOCTpPaHHble rpaxgaHe, WMelLWue BbiCLIEE
MeauunHcKkoe obpasoBaHus, npoLueae
crneuvanusaumio no KomonpokTonoruu, paboTaroLime
B 06racTtM KOMOMpoKTonormm He MeHee 3-X €T,
npu3HatooLwmne YcTaB opraHnsaumm 1 y4acTByloLmne B ee
[EesaTenbHOCTM

OBYYEHUE KOJNOMPOKTOJIOrOB HA BA3E
®rey «<HMUL KONOMPOKTONOr Mt UMEHU
A.H. PbIXXUX» MUH3OPABA POCCUU

OpauHaTypa no cneumanbHOCTU:

* AHecTesaunonorvsi-peaHMMaTonorus
* YnbTpa3BykoBasi AMarHoCTuka

» [acTposHTeponorus

» Kononpokronorus

» OHpockonus

MpodeccuoHanbHas nepenoaroToBka:

 Kononpokronorus
* QHAockonus

MoBbIweHne kBanudukaumnm:

Kononpokronorus

OHpockonusi

KonoHockonusi. Teopusi 1 NnpakTnka BbIMOMHEHUS
ObecneveHne aHeCTE3MONOrM4eCKoro nocobus
KOMOMNPOKTONOrMYEeCKNM 60MNbHbIM
Jlanapockonuyeckne TEXHONOrMN B KONOMPOKTONOrnm
@DyHKUMOHAanNbHbIE METOAbLI ANArHOCTUKM U NeveHns
6onesHen TONCTON KULLIKK

Y3-meToabl ANarHoCTUKM B KONIONPOKTONOrnmn
[acTposHTeponorus

[ononHuTenbHas npodeccrMoHanbHas nporpaMmma
NoBbILLEHNS KBanudukauum «KononpokTtonorus:
CUMMYTSALMOHHBIN Kypc Mo oTpaboTke NpakTU4eckux
HaBbIKOB»

HAYYHO-OEPA30BATENbHbLIA OTAEN:

123423, r. MockBa, yn. Cansma Aguns, a. 2, kab. A002
(LIOKOMbHBIN 3TaX)

3aBegytoLasn y4ebHOM YacTbio —

LWagnHa Hatanbs EBreHbeBHa

Ten.: +7 (499) 642-54-41 no6. 2002

e-mail: edu@gnck.ru, info@gnck.ru

WHH 7734036405; K11 773401001; BUK 044525411
P/cy. 40703810300350000028
8 dunuan «LjenmpanbHbili» baHka BTb ([TAO) 2. Mockea
K/c4. 30101810145250000411




Jletpanekc® — ya00Has ¢popma neyeHus remoppos

Jletpanekc® — MUKPOHU3UPOBAHHAA 0YMLLEHHAS
dGnaBoHomAHaA GpaKuus'

OeTtpanekc®? OvocmuH 600° [xeHeprk MODD?

KynupoBaHue ocTporo npuctyna': 7 gHewu
OETPANEKC*

4000 w40 war . HM
AETPAREKC: 1000 000000 0-
b § J U J

no1tabnetke no1tabnetke
DETPANEKC' 1000 mr 3 pasaB geHb 2 pasaB feHb

MpepoTBpaweHue peunamnBos: 2 MecsLa

no 1tabnetke 1000 Mr 1 pas B fieHb?

JleTpanekc® pekoMeH0BaH B CXeMaxX KOMMJIEKCHOM Tepanuu
Ha BCeX cTaAusx remoppopos’

Crapgusa remoppos

[OwneTta n nameHeHume obpasa Mm13Hu

JOETPANEKC®

Hexupypruvueckue ambynaTopHble npoLenypbl

OI'IepaTVIBHOE neyeHue

1. O6LLasn xapakTepucTKka nekapcTBeHHoro npenapara fdetpanekc. PY J1M-N2(000880)-(Pr-RU).

2. Cospite M., Cospite V. Treatment of haemorrhoids with Daflon 500 mg. Phlebology. 1992;7:53-56; 31:10-15.

3. CtenaHoBa 3.9. 1 coaBT. PriebonpoTekTopbI Ha 6ase (h1aBOHOMA0B: IeKapCTBeHHbIE hOPMbl, G1othapMaLieBTUYECKas XapakTePUCTUKA, TEXHOSTOTMYECKMEe 0COBEHHOCTH.
dapmauus u hapmakonorus. 2020;8(4):233-241.

4. Godeberge P, Sheikh P, Lohsiriwat V., Jalife A., Shelygin Y. Micronized purified flavonoid fraction in the treatment of hemorrhoidal disease. J Comp Eff Res. 2021;10(10):801-813.

Aetpanekc®: KpaTkas MHdopMaLus no 6esonacHoOCTU

CocTtaB*. OunLLeHHas MUKPOHWU3MpOoBaHHas hriaBoHouaHas pakums 500 Mr: guocMuH 450 Mr, hnaBoHoMab1 B nepecyeTe Ha recnepuavH 50 mr. OuunLLeHHas MUKPOHU3UPOBaHHas h1laBoHOUaHas
dpakums 1000 mr: guocMuH 900 Mr, hnaBoHoMabl B nepecyeTe Ha recnepuauH 100 mr. Moka3aHusa*. Tepanus CUMNTOMOB XPOHUYECKUX 3a60neBaHU BEH (ycTpaHeHWe 1 061eryeHne CUMNTOMOB).
Tepanusi CUMMNTOMOB BEHO3HO-MM(ATUYECKON HE[,0CTaTOUHOCTH: 60/Tb, CY0POTY HOT, OLLYLLEHUE TSIKECTU U PacrMPaHms B HOrax, KyCTasnocTby HOT. Tepanusi NposiBIeHUI BeHO3HO-NTMMMaTUYECKO
He[,0CTaTOUHOCTM: OTEKM HOT, TPODUUECKIE USMEHEHUS KOXM U NMOLKOXKHOW KNeTYaTKu, BeHO3Hble TPodUUeckme a3Bbl HOT. CUMMTOMaTUYecKas Teparnusi OCTPOro 1 XpOHUYeckoro remoppost. Cnoco6
MpUMeHeHUs 1 [o3bl*. BeHo3HO-IMMdaTuyeckas HegocTtatodHocTh — 1000 Mr B cyTKK. OcTpbii remoppoii — 8o 3000 Mr B CyTKW. XpoHUYeckuii remoppoii — 1000 Mr B cyTku. lMpoTMBonokasaHus*.
TMnepyyBCTBUTENIbHOCTb K Ae/CTBYIOLLEMY BELLECTBY UMK IF0GOMY 13 BCTIOMOraTe/lbHbIX BELL,eCTB, BXOASLLMX B COCTaB npenapara. Ocobble ykasaHus*. HazHaueHWe npenapara He 3aMeHsieT creLy-
nnYeCcKoro neveHmns 3a6o1eBaHUn NPSIMOI KMLLKM 1 aHaslbHOro KaHasna. EC/in CMMNTOMbI FeMOppOsi COXPaHSIKOTCS MOC/Ie PEKOMEHyeMOro Kypca Tepanuu, cieflyeT NpoiT ocMoTp Y MpoKTosiora,
KOTOpbI nof6epeT fanbHelLyto Tepanuto. B cteue*. Bep Tb*/MakTauus*. He npuMeHsTb npenapat. ®epTunbHocTb*. BnnusiHue Ha cnoco6HOCTb YNpaBAaTb TPAHCMOPTHLIMU
cpepcTBamm, MexaHusMammu*. NMo6ouHoe gelicTBue*. YacTo: anapes, aucnencus, TOWHOTa, pBoTa. HeyacTo: KonnT. Pefiko: rofI0BOKpYXeHue, rofioBHas 60/1b, obliee HeoOMOraH1e, KOXXHas Cblirb,
KOXHbII 3y[l, KpanuBHULA. YacToTa HensBecTHa: 60/1b B XKMUBOTE, U30/IMPOBaHHbIN OTeK NnLa, ry6, Bek. B UCKMIOUMTENbHBIX Cy4asx — aHIMOHEBPOTUYECKUiA oTek. Mepefo3upoBka*. &
noruveckue cBoicTBa*. [eTpanekc® 061afaeT BEHOTOHU3VPYHOLLMM U aHTMOMPOTEKTUBHBIM CBOCTBaMM. MpenapaT yMeHbLUAeT pacTsXUMOCTb BEH W BEHO3HbIV 3aCTOW, CHUXKAET NpoHHULIae-
MOCTb Kanu/fisipoB 1 MOBbILIAET UX PE3UCTEHTHOCTb. PopMa Bbinycka*. * [171s nonyyYeHuUsi NMOHOM MHGOpMaLIMK, MoXanyiicTa, 06paTuTech k obLLeit xapakTepucTKe NIekapCTBeHHOro npenapaTa
WU NONYYNUTE KOHCY/bTaLMIO CNeLuanmucTa.

AO «CepBbex: 125196, . MockBa, yn. JlecHas, a. 7, atax 7/8/9. Ten.: (495) 937-0700, cpakc: (495) 937-0701 SERV’ERJ*

Peknawma. MaTepMan npenHasHaveH O4a cneuuanncToB 34paBoOXpaHeHUs.
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