HAIKIOPEVOC A0OEVAG HE NPWTOOIAYV®OON
IONE ka1 apOpaAyisc.

Eival eEEWeVTEPIKN EKONAWON;

Ti1 Oepaneia 0a enIAEEwW;

KwoTtac X. Karoavoc

IaTpikn 2xoAn MavenioTnuiou Imavvivov



Eicaywyn

+ 10-40% (60% 0 acBeveic e EKTETAPEVN KOAITION)
Twv acBevwv pe IONE exouv EE kar 30-40% exouv
NPOCBOAN TOU HUOOKEAETIKOU

Sheth T, et al. J Clin Gastroenterol 2014;48:308-17

Dask M, et al. Dig Dis Sci 1999;44:1-13
Bourikas LA et al. Inflamm Bowel Dis 2009;15:1915-24
Arvikar SL, et al. Curr Rev Musculoskelet Med 2011;4:123-31



IONE ka1 apOpwoeic — IoTopikn avadpopun

1929 Bargen avayvwpios Thv apBpiTida oav EMIMAOKN)
TNC EK
Bargen JA. Ann Int Med 1929;3:335
1935 Hench nepieypawe nepipepikn apOpiTida rnou
akoAouBoUaoE TNV EVEPYOTNTA TNC VOOOU
Hench PS, Whipple GH. N York 1935;104
1978 Wright ka1 Moll peAetnoav Tn oxeon apBpiTidac
kai IONE kail eioriyayav Tov opo
onovouAhoapBponabeiec (SpA)

Wright V. Arthritis Rheum 1978;21:619-33



Karmiris K, Avgerinos A2, Tavernaraki Al, Zeglinas C3, Karatzas P4,
Koukouratos T4, Oikonomou KA®>, Kostas A%, Zampeli E’,
Papadopoulos V8 Theodoropoulou Al, Viazis N4, Polymeros D8,
Michopoulos S’, Bamias G°, Kapsoritakis A®, Karamanolis DG#,
Mantzaris GJ4, Tzathas C3, Koutroubakis IE®°.

Prevalence and Characteristics of Extra-intestinal Manifestations in a
Large Cohort of Greek Patients with Inflammatory Bowel Disease. J
Crohns Colitis. 2016 Apr;10(4):429-36. doi: 10.1093/ecco-jcc/jjv232. Epub
2015 Dec 30.

CONCLUSIONS: About one-third of Greek IBD patients developed at least one
EIM. Of those, more than one-third had their EIM diagnosed before IBD, and in
about two-thirds it was related to disease activity. EIMs were more frequently
present in females and patients with extensive UC in multivariate analysis.


http://www.ncbi.nlm.nih.gov/pubmed/?term=Karmiris%20K%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Karmiris%20K%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Karmiris%20K%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Avgerinos%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Tavernaraki%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Tavernaraki%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Tavernaraki%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Zeglinas%20C%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Zeglinas%20C%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Zeglinas%20C%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Karatzas%20P%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Karatzas%20P%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Karatzas%20P%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Koukouratos%20T%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Koukouratos%20T%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Koukouratos%20T%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Oikonomou%20KA%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Oikonomou%20KA%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Oikonomou%20KA%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kostas%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Zampeli%20E%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Zampeli%20E%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Zampeli%20E%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Papadopoulos%20V%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Theodoropoulou%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Theodoropoulou%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Theodoropoulou%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Viazis%20N%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Viazis%20N%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Viazis%20N%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Polymeros%20D%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Polymeros%20D%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Polymeros%20D%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Michopoulos%20S%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Michopoulos%20S%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Michopoulos%20S%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bamias%20G%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bamias%20G%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bamias%20G%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kapsoritakis%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kapsoritakis%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kapsoritakis%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Karamanolis%20DG%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Karamanolis%20DG%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Karamanolis%20DG%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Karamanolis%20DG%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Mantzaris%20GJ%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Mantzaris%20GJ%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Mantzaris%20GJ%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Tzathas%20C%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Tzathas%20C%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Tzathas%20C%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Koutroubakis%20IE%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Koutroubakis%20IE%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=Koutroubakis%20IE%5BAuthor%5D&cauthor=true&cauthor_uid=26721936
http://www.ncbi.nlm.nih.gov/pubmed/?term=arthritis+in+IBD+in+greek+patients
http://www.ncbi.nlm.nih.gov/pubmed/?term=arthritis+in+IBD+in+greek+patients
http://www.ncbi.nlm.nih.gov/pubmed/?term=arthritis+in+IBD+in+greek+patients
http://www.ncbi.nlm.nih.gov/pubmed/?term=arthritis+in+IBD+in+greek+patients
http://www.ncbi.nlm.nih.gov/pubmed/?term=arthritis+in+IBD+in+greek+patients

Common EIMs: muscoskeletal

Musculoskeletal pain most common EIM (9-53%)
« Arthritis

— Seronegative spondylarthropathies
— Colonic disease > SB disease
— CD > UC pancolitis > UC L-sided

— Axial arthritis
« Nearly all IBD pts +HLA-B27 will develop ankylosing spondylitis
 Independent of gut pathology

— Peripheral arthritis

« Type 1 — pauciarticular (knee)
— Associated with IBD activity

» Type 2 — polyarticular (MCP joint)
— Independent of active bowel disease

» Secondary hypertrophic osteoarthropathy

Levine J & Burakoff R. Gastroenterol Hepatol (NY) 2011;7:235—-41 NL/HUM/0116/00559



MuookeAeTIKEC ekONAWOEIC IONE
* [epipepikn apBpiTida:
— TUnoG I
— TUmoc II
« ApBpalyiec
 AakTUAITIOO
 EvBeaiTida
 AZovikn NPooBoAn
—  ®Aeypovwonc XapnAn oo@ualyia
— IepoAayoviTida
— AykuAomoInTiKr) GrnovOUAITIOA
» AANEC HUOOKEAETIKEC OlATAPAXEC:
» OoTeonevia/OoTeonopwon
» Muonabeia/mpoofoAn HUwV

 AsuTEpPONaBnC UNEPTPOPIKN ooTeoapOponabeia



Nepipepixkn apBpiTida (1)
Tunoc I

e [Mio ouyvn (6%), Npwiya otn vooo (UE NPOCBOAN NAXEOC
EVTEPOU) av Kal punopei va nponynOei (UMOKAIVIKN (PAEYHOVN
EVTEPOU)

« AVTPEC : yuvaikec= 1:1. Maidia npooBailovTal Onwc Kail
EVNAIKEC

 Oeiac evap&nc eAeyuovwoOnG HETAVACTEUTIKN OUVNBWC
acuppeTpn oAlyoapBpiTida (<5) g apBpwaoEIC TwV KATW
akpwyv (yovartd, nodokvnuikn, MT®). O1 wpuol Kkal Ta IoYia
npooBailovTal AiyOTEPO Guxvd — ouvnNBwc os A N
IEpoAayoviTida

» Mn di1aBpwTikN — unoTponialouoa
 AuTonepiopi{opevn o€ 1-2m

Bourikas LA et al. Inflamm Bowel Dis 2009;15:1915-24
Palm O, et al. Rheumatology (Oxford) 2001;40:1256-61
Palm O, et al. ] Rheumatol 2001;28:590-4

Orchard TR, et al. Gut 1998;42:387-91



Nepipepikn apBpiTida (1I)
Tunog I

« ApBpIkO UYpO: PAeypovwOeC wc 50.000 Aeuka/mm?3. Kupiwg
noAupop®onupnva

« A/EC: XWPIC ONUAVTIKa Eupnuara

« AkoAouBei eEapaoeic Twv IGNE (cuppwvia 76-83%) Kupiwc
otnVv EK — Ugpeon o€ koAekToun kal cuvodeuel aAAec EE

e [Mio ouyvn o€ CD

« HLA-B27+ o€ 23%, HLA-DRB1*0103 o€ 35-65% acBsvwv

Bourikas LA et al. Inflamm Bowel Dis 2009;15:1915-24
Palm O, et al. Rheumatology (Oxford) 2001;40:1256-61
Palm O, et al. ] Rheumatol 2001;28:590-4

Orchard TR, et al. Gut 1998;42:387-91






NMepipepikn apOpiTida (1II)

Tonoc I1
 AlyoTepn auxvn (3-4%) —owiua cuvnBwc

 YuppeTpIKn MoAuapBpiTida (MK®D) Kupiwc XEPIWV UE
£CAPOEIC-UMETEIC VIa PUNVEC XPOVId, MPOOOEUTIK),
O1aBpwTIKN, 50% LETAVACTEUTIKN

* H nopeia eival ave&aptnTtn TNC evepyoTnTac IGNE

» Aev ouvunapxel e arlec EE ektoc ano payoeldiTiod
e Aev ouoyeTiCetal pe HLA-B27

e YuoxeTiCeTal pe HLA-B44* o€ 62% aocBevwv

Palm O, et al. Rheumatology (Oxford) 2001;40:1256-61



AakTuAiTIOaq

 «AGKTUAO AoUKaviko», 2-4% Avapopec wé 15%
[MpooBoAn apBpIknNC KAwac, TEVOVTOEAUTPITION
KAUATNPWY TEVOVTWV KAl PAEYUOVH HAAGK®WV LOPIwV

Brakenhoff LK, et al. J Crohns Colitis 2010;4:257-68
Perez-Alamino R, et al. J Rheumatol 2011;38:1656-60

Synovitis & tenosynovitis

Healthy subject




EvOeoiTIOq

« DAeypovn oTIC evBeoeIC (onUEIO EI0000U TEVOVTA N
ouvoeopou N apBpikou BuAakou aTo 00T0) 6-50%

 YUoXeTiCeETal UE onovouloapBponabela

* [Mio ouyva npooBarlovTail: AXINEIOC TEVOVTAC, NEAYATIAIA
nepiTovia (€i0000¢ OTN NTEPVA), EMYOVATIOIKOC (€I0000C OTO
KvNUIaio KUpTWHA) N TEVOVTAC TETPAKEPAAOU (€il0000C OTNV
enlyovarioa)

* Ynepnxoypagika n evbeoonabsia: nayuvan, UnonxoikoTnTd,
evBeooPUTA, OIABPWOEIC MApPAKEINEVOU 00TOU, BeTIKO PD

Perez-Alamino R, et al. ]

(CIYYEi(DOT] CIUEI”]HF:JVI’] (013 EVGEO’iTIéCI) Rheumatol 2011;38:1656-60

Bandinelli F, et al. Clin Rheumatol




AZovikn npooBoAn
DAeypovwdne XapnAn oo@uayia

» DAeypovwonc oopualyia (kpirnpia Calin)
v'HAikia <40
v [1p00OEUTIKN EVapen
v’ AIOpKEIa>3 PNVEC
v [pwivr duckapwia — Eunvnua ano ToV Movo
v/ BeATiwon Pe kivnon n acknon  4/5

e Juxvotnta oTic IONE: 17-22%

Palm O, et al. Rheumatology (Oxford) 2001;40:1256-61
Calin A, et al. JAMA 1977;237:2613-4



MepovopEvn 1IEpoAayoviTioa

« MovonAgupn N aupoTEPONAEUPN IEPOAAYOVITIOA: MEIWUEVN
KIVQTIKOTNTA 22 N PAEYLOVWONC XaunAn oopualyia.
Alayvwon: A/ec, MRI (ooTiko oidnua, ®Aeypovn), CT
(d1aBpwaoeic okAnpuvan)

AbdomenPelvis 50 B4if

17:45:22

17:45:22

Sheth T, et al. J Clin Gastroenterol 2014;48:308-17



AykuAonoinTtikn onovouAiTida (AZ) o€ I®ONE

« KAaoikn AX pe 1epoAayoviTida (xapnAn oo@ualyia, novoc eVaAAaOCONEVOG GTOUG
yAouTouG), onovouAiTida (movog oTic apBpwaeic Bwpaka), evBeaiTidoa (HLA-B27 +
o€ 60%)

 AVTPEG : yuvaikec= 3:1

« Me Baon Ta kpirnpia N. Yopknc n AX anavraral o€ 1-14% acBevwv pe IONE —Xwpic
ouoxeTion pe ektaon n evronion I®PNE —Kupiwc oe CD

>upnTwpata AX nponyouvTal TNG KAIVIKNG ekdnAwaonc IGNE 31-50% evw

TAauTOXPOVa EPPavicovral oe 15-40% Palm O, et al. J Rheumatol 2002;29:511-5
| @ *Nea kpirnpia AZ (mpwipn diayvwaon —Jn
akTIVOAoyIkn AX)

«Toronto Axial Spondyloarthritis Questionnaire
in IBD

Arvikar SL, et al. Curr Rev Musculoskelet Med 2011;4:123-31
Alnaqbi KA, et al. J Rheumatol 2013;40:1726-35

Sheth T, et al. J Clin Gastroenterol 2014;48:308-17



AykuAwTikn onovOouAiTida (AX)
AlayV@WOTIKA KPITHPIa

H diayvwaon TNG vOoou €ival KAIVIKN Kal aKTIVOAOYIKN

Kpirnpia yia tn d1ayvwaon Tne vooou: ThG Pwunc, TnG
Neac Yopknc kal Ta Eupwnaika kpitnpia



AAAEC EKONAWOEIC ano TO HUOOKEAETIKO (I)

» IvopuaAyia: 3,7% (EK), 3% CD oco oT0
VEVIKO MANBUGHO

Bourikas LA, et al. Inflamm Bowel Dis 2009;15:1915-24



AAAEC EKONAWOEIC ano TO HUOOKEAETIKO (II)
OoTeonevia-OoTeonopwon

 Ooteonevia 32-36% - Ooreonopwan 7-15%

. Agrawal M, et al. Curr Osteoporos Rep 2011;9:251-7

Mnxavigoil:

v evepyonoinon RANK-RANKL cuoTtnpaToc o€ npodpououc
OOTEOKAAOTEC HECW MPOPAEYHOVWOWY KUTTAPOKIVWV (TNF)

Azzopardi N, et al. Inflamm Bowel Dis 2013;19:1173-8

v’ ABpOoIOTIKN OOCN OTEPOEIOWV
v/ XaunAn @uaoikn 0pacTnpIoTNTd
v Auoanoppopnon AinodiaAutwv Brrapivov (Brrapivn D)

O xapnAoc 6sikTnNG palac cwpaTog ival o0 Nio oNUAvTIKog
NPOYVWOTIKOC NapayovTac 00TEONOPWONG

e AuEnpuevoc kaTayuaTikog kivouvog 30-40% oe CD

Peyrin-Biroulet L, et al. Inflamm Bowel Dis 2011;17:471-8
Shen B, et al Am J gastroenterol 2009;104:639-46
Atzeja A, et al. ScientificWorldJournal 2012;2012:807438



AAAEG EKONAMWOEIC ANO TO HUOOKEAETIKO

MuonaBesia (I11)

» PAeypovwonc puonabeia oxetiCopevn pe IONE
 Yuvunapén IONE pe IOM

« MuonaBsia pe puikn aTpopia oav NapeEVEPYEIA XPNonC
OTEPOEIOWV
e Eupavion I®M pera tn xpnon avri-TNF napayovrwy

Bourikas LA, et al. Inflamm Bowel Dis 2009;15:1915-24
Riolo G, et al. J Rheumatol 2012;39:192-4

>MavieC EKONAWOEIC:

* YUVOPOLO HUAAYIac YaoTPOKVAMIOU: HUOCITIOA
EVTOMIOUEVN OTO YAOTPOKVNMIO OsUTEPONABNC AOyw
TOMIKNC ayYENTIOAC

e DAEYLOVWONG HUOGITIOO OPOAAUIKWY HUWV OPOBAAUIKOU
KOYXOU

Ramalho J, et al. Clin Imaging 2008;32:227-9



AAAEC EKONAWOEIC ANO TO HUOOKEAETIKO (IV)
 AeuTEPONABNC UNEPTPOPIKN ooTe0apBponabeia
(YO)

« XapakTnpiletal ano unepBOAIKN AAXUVON OEPUATOC
Kal TWV 00TWV TWV AKPWV

KAIVIKQ:
e [MANkTPOdAKTUAIG
e [epiooTIKN aAvTIOPAGH OOTWV

» ApBpIKEC GUANOYEC

Voulgari PV. Ann Gastroenterol 2011;24:173-180



IONE kol apbBparyiec. Ti Oepaneio Oa eMAECH?



O¢epaneia (I)
NMepipepikn apOpiTIda

* O TUTTOG-1 €ival auTOTTEPIOPICOUEVOG KAl ouvNBwG
UTTOXWPEEI JE TRV BepaTtreuTiK avTIMETWTTION TV IONE

Ta MZA® av kal BEATIWVOUV Ta CUMNTWPATA TNG
apBpiTIdac €ival napayovrac kivouvou yia eEapaon TwV

I®ONE. Aev Ta avexovTtal ool o1 acBeveic Ye Tov 010 TPOro
(6(')0'[" 6|(':| pK€|C|) Lichtenstein GR, et al. Am J Gastroenterol 2009;104:465-83
14

» O1 ekAekTIKOI COX-2 avaoToAeic Celecoxib etoricoxib dev
(pavnkav va dlapepouv ano 1o placebo otnv avoyn Kai
ac@aleia. ‘Opwc NTav PIKPOU OEIYUATOC EAETEC E
ouvTopo follow-up. O kivOuvoc/opeAOC ano Ta Gpapuaka
Ba npenel va orabpuileTal otouc aoBeveic pe IONE

Sandborn WJ, et al. Clin Gastroenterol Hepatol 2006;4:203-11
Matuk R, et al. Inlamm Bowel Dis 2004;10:352-6
Miao XP, et al. Curr Ther Res Clin Exp 2008;69:181-91



Oepaneia (II)
Mepipepikn apOpiTida

« >TEPOEION: POS I evooapBpika (JovoapBpiTioa)

Budesonide: dgv exouv Yivel HEAETEC yia TO POAO TNC OTNV
evTeEPONAdNTIKN apBpiTIdOa NIBava EXEl EUEPYETIKA
anoTeEAECUATA

Miao XP, et al. Curr Ther Res Clin Exp 2008;69:181-91



Oepaneia (III)
Mepipepikn apBpiTIda

» 20UApacaAadivn (1-3 g /d): kataoToAn PG, LT, avacToAn
opacong, pakpopaywy MNMI1 (5-aminosalicylate dev £xel
OpPACn OTNV TTEPIPEPIKI) apBPITIOO)

* AZA ,6-mercaptopurine emmiTuxnc xpnon otic IPNE kai
moava Kal oTAV apOpITIda AUTWY AV Kal OgV £XEl HEAETNOEI
IOIATEPWG

» MeBoTpecaTn (pos, Sc): (avaoTEAAEI TTON/GUO KUTTAPWY,
QVOOTOAN avaywyaong 01udpo@UAAIKOU, UEiwon ouvBeong
TTUPIMISIVWYV, aucnon adevoaivng) MNpoTiydaTal yia TV
TTEPIPEPIKN aPOPITIOO (EUTTEIPIKI TTPOCEYYION —AEITTOUV
LMEAETEC). H utTTodOpIa Xprjon MEIWVEI TIC Gl TTOPEVEPYEIEG-
xopnynon @UAAIKoOU

* AvTI-TNFa TTapayovTieg

Williams H, et al. Curr Gastroenterol Rep 2008;10:597-605



Ospaneia (IV)

EvOeaiTioa

* M2AD

* TOTTIKG OTEPOEION

* AvTI-TNFa TTapayovTeg
AOKTUAITIOO

* EVEOEIC OTEPOEIOWYV



Oepaneia (V)
Afovikn npooBoAn

* MnN @apUOKEUTIKA JETPA OVATIAUCH, PUOIKOBEPATTEIQ,
OOKNOEIC VI 22, KOAUJTTI, QVOTIVEUOTIKEC OOKNOEIG

s M2AD
* AvTI-TNFa TTapQyovTec:
= Infliximab (5mg/kg 0,2,6w Kail KaBe 8w)
= Adalimumab (160mg-2w—80mg-2w—40mg)

= Golimumab — EK (Ow: 200mg, 1w:100mg
akoAoUBwg 50-100mg/4w)

Bioopoeidn: inflectra ottwg infliximab

‘EAeyxoc¢ yia AavBavouoa QpuuaTiwon

Osteorman MT, et al. Clin Gastroenterol Hepatol 2014;12:811-817
Sandborn W1, et al. Clin Gastroenterol 2014:146:96
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Anti-TNF successfully treats many
of the common EIMS of IBD

Treatment of IBD with anti-TNF agents results in the improvement of EIM

EIM Prevalence in IBD patients Parallel course of IBD Anti-TNF treatment response Anti-TNF agent

Ankylosing spondylitis 3 -10%! Not necessarily Yes Infliximab?; adalimumab?

Peripheral arthritis 10 — 20%01 Yes Yes Infliximab*>;
adalimumab3

Sacroiliitis 20 — 25%* Not necessarily Yes adalimumab?

Erythema nodosum 3-20% Yes Yes Adalimumab?®

Pyoderma gangrenosum 0.5-20% No Yes Infliximah®

Uveitis 6% No Yes Adalimumab? infliximab8

Episcleritis 2-6% Yes Yes Infliximab?®

Primary sclerosing cholangitis 7.5-18% No No
but no worsening of condition in
IBD patients treated with
adalimumab®



ORIGINAL ARTICLE

Adalimumab Produces Clinical Remission and Reduces
Extraintestnal Manifestations in Crohn's Disease:
Results from CARLE

Robert Létherg, MD, PhD,* Edouard V. Louis, MD, PhD,” Walter Reinisch, MD,” Anne M. Robinson, PharmD,®
Martina Kron, PhD,! Anne Camez, MD, and Paul F. Pollack, MD®

Background: Data regarding the effectivensss of ami-tumor necrdeis factor (THF) agenis for fesolution of extraintestinal manife gations
(EIME) are scance, The CARE sudy evalusted clindcal effectiveness, EIM resolution, and safety of adalimumab in a lirge pan-BEuropean colort
of patients with moderate to sevene Crohn's disease (CD)

Methods: In all, 945 ptens with a Harvey—Bradshaw Index (HEI) =7 enmlled in this mulicenier, open-labe]l phase T trial. Patients
received subcuaneous adalimumab, 16080 me st weeks (2, then 40 mg every other week, Dose adpstments wene allowed for CD-relaed con-
comitant medications (from week B and adalimumab (from week 12). Clinical endpoints wene analyzed throoch week 20 for all patients, and af-
ter dratification by prior infliximab exposure and by reaon for discontinuing inflisimab (primary nonresponse [PNR] or ather ).

Hesults: The remission rake (HBI <5 at week 20 was 52% (95% confidence inerval, 49%—55%) overall, and was higher for inflizimab-naive
veras infliximab-expoied patents (62% versus 42%, P < 0.001). Remission rates wene similar for PNR (37%) and other neasons (43%: P =
0278 Of 897 patents with baseline EIMs, 51% weme free of EIM signs and sympioms at week 20, Serious infectious adverse evens wene
meparied in 5% of patients. Oppomundste nfections and malignancies wene rare (<1%), There was one case of demyelinating disease, but no
oocumences of lupus, toberculosis, or death,

Conclusions: In this lrge cohon of patients, adalimumab trestment resulied in raes of clinical remision and EIM resolution exoseding 50%, and
substantial rates of effectiveness in patients who had PNE o infliximab, Adalimumab was well tolerated, with safety comigent with prior neponis,




TABLE 2. Incidence of EIMs at Baseline and Week 20 in
the Overall CARE Population

Baseline
(W=045)

EM R

(55

Woek 20
(N=242")

]

(55

Arnthralg ia 443
Arnthritis B2

Oral aphthous ulcers 49§
Sacroiliitis H
Erythema nodosum 23 |
(1.7)
L (LR
7 {0.7)
(0.4
(03)
(0.1}

Ankylosng spondylitis

Me phro lithiasis

[ritis

Pyoderma gangnenosum
Lheeitis

(D-related hepatic discase”

(47.1)
(8.7

32)
36)
24)

LU

L ||
L ||

1
15

{26, 8"
(2. 17"
(2. 17"
I8 {
([.47*
( 1.G)°

1.9

TR

(0,2
(0,27
(0.3
(0,17

*Percentages calkulated on nonm-mssing values; 3 patients had no EIM
smesment aller heselme s these palients” data were nod camed forwarnd;

ni Elienis had thromboas a beseline or wesk 20k

"As determmed by mvesigsior.
o< (L] vs. haselme.

P = L06 vi haseline.

*Incilence ko amall for comparson.




Adalimumab resolution of EIMs: pooled analysis

Resolution of EIMSs from baseline (ITT) (as observed)

Musculoskeletal EIMs

60.3

n=60 n=431 Week 20-26 Week 52-54

Week 20-26 Week 52-54

W Placebo ® Adalimumab

Armuzzi A, et al. Poster presented at 11th Congress of ECCO, March 16—19, 2016, Amsterdam, The Netherlands




Time to resolution of first EIM with adalimumab:

pooled analysis
Musculoskeletal EIMs

Placebo — Adalimumab

Any EIM

Z 1.0~ Median. z 1.0- Median. |
L Days - BEWR
“5 (95% Cl) value "5 (95% ClI) value
° 0.8 S 08-
S AD <0.00 > AD <0.00
S N 43@25n) < 2 o 4@ <
© 0.6 PB  155(57, <0.00 0067 PB  155(57, <0.00
g O 225) 1 o 0 244) 1
e 0.4- 20.4-
G G
o o
E 0.2 Y Eo_z - —
S -
(1] (1]
8 a
2 0.0 200 | T T T T T 1
& | — 1 T T T T 1~
0 50 100 150 200 250 300 350 400 450 0 50 100 150 200 250 300 350 400 450
Study day Study day

Number of patients remaining Number of patients remaining

ADA 1137 527 348 162 127 11 9 92 26 O ADA 1082501 335 155 125 11 9 91 26 O

PBO 297 80 63 54 41 2 5 24 0 0 PBO 282 76 60 52 40 1 4 23 0 0
35 2 34 2

EIM: Arthritis/arthralgia, Iritis/uveitis, Erythema/nodosum/p?oderma gangrenosum/aphthous stomatitis. Studies included are M02-403/M02-433, M02§04, MO04-691/M04-690,
MO04-729/M06-837, M05-769, M06-806, M06-829. ***, ** * gtatistically significant at P=0.001, 0.01 and 0.05 level respectively

Armuzzi A, et al. Poster presented at 11th Congress of ECCO, March 16—19, 2016, Amsterdam, The Netherlands NL/HUM/0116/0055g

3



The Effect of Vedolizumab on Extraintestinal Manifestations
in Patients With Crohn’s Disease in GEMINI 2

Darwicd T. Rubin'; Brian Fasgan®; Gorid Drpdon® Gil 7. Malmod®; Karon Lasche: Brihad Abhyanicr; Jng J0; Alaxandra Jamos®; Michalia Thiny'

Figure 1. GEMINI 2 Study Design With Populations of Interest Circled Orange Figure 2. Categories of EIMs

Induction Phase Any CDAI
Wack O o Woak 0 i) - - —
-~ complication
PRO/PRO I

(2 Arthritis or arthralgia

1 lritis or wweitis

complication 1 Erythema nodosum, pyoderma
mm gangrenosum, or aphthous stomatitis
Heq:mm
1 Other fistula

1 Fever =37.8 *C (100 *F)
mmmmm mination
| 1 Anal fissure, fistula, or abscess

Abbrevistions: C, Calsus; T, Crohn's Disasss Actvity indec F, Fahrenhest.

Table 1. Summary of EIMs at Baseline

Patients With History of an EIM, n %) Patients With an EIM 3t Baseline, n (%)

PEO/PED® vozvonz PEOVFBO" VO VDEE
M in=148) n=814) (n=148) (=514}

Any COAl complicadon 123 (&3] 671 (B2 107 [73) 484, [B1)
At or arfreigla ar (&6 510 {B3) TH [33) 3687 (45)
Irfits o uvettis 8E 42 (3] a3 143
Erythema nodosum 151 B4 {8 43 H[H
Pyoderma gengrenosmm 2{1) 111 L] d [=1)
Aphthoes stomatitis 18{13) 120 {15 B (4 38 @
AhECess =T L] 101 (13 11) 4 1]
Angl Nasure 24 (16 104 {13) ] 47 (B
Anzl siuia 49 (35 205 {25) 24 [18) T [14)
Dmer fistuls &3 107 (13) 3 (2 25 [3)
Fewer ower 37.8 “C during the past weel Z 15 100 {13 20 14y TR

Abbrevistions: COA, Crobn's Dismase iictiviy Indesc; BM. emintestml maniestaton; PED, placsha; VT, wedol namah.
Fatents received PE0 during both induction and maintenance.
®Patients recewed YIZ during induction and VIZ =very 2 or every £ weeks durng maintenance.




Anpoypadikad XOPOKTNPLOTIKA alcOevwv

OL meputtwoel apBpitdac kot apbpalAyloc ntav oL 7o ouxva
avadepopevec E.E. kata tnv eBdopada O.

AcBeveig pe L1oTtopLko E§wevtepkwv
EkdnAwoeswv, n (%)

E€wevteplkég EKSNAWOCELG

AcBeveig pe E§wevtepikég EKONAWOELG KOt
v évtaén, n (%)

~LBO/PBO _(n=14R)

L\/DZ/\/DZ (n=814)

.PBO/PBO (n=148) ___

Onowadnnote emumAokn

123 (83)

671 (82)

107 (72)

494 (61)

ApBpitida n apOpalyia

97 (66)

510 (63)

78 (53)

367 (45)

Payosibitida n tpiditida

9(6)

42 (5)

3(2)

14 (2)

Olwbeg epuBNUQ

15 (10)

69 (8)

4(3)

21 (3)

Fayypawwdeg nuodspua

2(1)

11 (1)

0

4 (<1)

AdOwbNG otopatitida

18 (12)

120 (15)

6 (4)

39 (5)

Anootipata

15 (10)

101 (12)

1(<1)

4 (<1)

Payadeg mpwktol

24 (16)

104 (13)

9 (6)

47 (6)

NepuMpwWKTIKA cuplyyla

49 (33)

205 (25)

24 (16)

110 (14)

Aowna ocupiyyla

8 (5)

107 (13)

3(2)

26 (3)

Mupetdg >37.80 C

22 (15)

100 (12)

20 (14)

57 (7)




GEMINI II: Meta —avaAvon

H enidpaon tou PBloloywol mapayovta Vedolizumab otnv &&EAn twv
E€wevtepikwyv EkdnAwoswv aflohoynbnke oe peETA-0VAAUON TWV OTOLXELWV TIOU
npoekupav ano tnv kataypadn tng uno-fabuoloyiag tou CDAI mou adopouvoe
OTOV OPLOUO EMUTAOKWV KATA TNV €vtaén twv aocBevwv pe Noco Crohn otn HeAETN
ddonc Il ‘GEMINI 2”.

e (Oc¢ etalewdpn twv efwevieplkwv ekdNAwoswv oplotnke n amoucia CDAI
BaBuoAoyiac otnv umokatnyopia mouv apopolce oToV APLOUO EMUTAOKWV

1. Randall CW, Vizuete JA, Martinez N, et al. From Historical Perspectives to Modern Therapy: A Review of Current and Future Biological Treatments
for Crohn’s Disease. Therap Adv Gastroenterol. 2015;8(3):143-159.
2. Levine JS, Burakoff R. Extraintestinal Manifestations of Inflammatory Bowel Disease. Gastroenterol Hepatol (N Y). 2011; 7(4):235-241.



GEMINI II: Meta —avaAuvon

OrolaonroTe

CDAL
EMINAOKN
ApOpitioa 1)
apBpairyio

A Payogwottion 1 1ploiTiow
1 OCm0oEG epLON AL, YOYYPOVEOOES
TLOOEPLOL, ALPHDOTG CTONOTITION
J Aot cuptyyio
J [Tvperog >37.8° C
d Paydoo TpoKTov, GuPLyYyLa 1
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MocooTo aoBeEVAOV

Xpovog e€alsdng Twv eputtwoswyv apBpitidac/apOpalyiac

-+ PBO/PBO®(n=78) —~ VDZNVDZ: (n=367)

Xpovog eEaAepng, NUEPEG

e H katavoun tng e€AAelPnc Twv EWEVTEPLKWV EKONAWOEWV OE OXEON UE TO XPOVO HECW TNG
xpnoneg Kaplan-Meier kaumuAwv 6&v OPOUCLACE OTOTIOTIKA ONUAvTIK Stadopd petaty
Twv aoBevwyv mou €AaBav VDZ kat avtwv nou €AaBav PBO.

e (Qotooo, Swadaivetal pla aplOUNTIKA uTtEPOX otnv opdda twv acBevwv mou €Aafav
Vedolizumab.



Vedolizumab and arthralgia

Conclusions

Although this post hoc analysis did not show statistically a significant benefit of VDZ over the
PBO for the resolution of EIMs in CD, favorable trends were observed, and VD.Z treatment
was not associated with treatment-emergent adverse events of arthritis or arthralgia. Therefore,
within the limitations of this analysis, the data suggest a potential favorable benefit-risk profile
of VDZ in the treatment of EIMs in CD

However, further investigation with prospective and adequately powered studies is needed to
confirm this hypothesis
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Oepansia

* OI HUOOKEAETIKEC ekONAWOEIC TwV IPNE €ival cuxveg
(1/3 acBevwyv) Kal TTEPIAAUBAVOUV TNV TTEPIPEPIKN
apBpiTidoa (Tutrog |, TuTrog 1), TRV evBeaiTiOq, TNV
OAKTUAITIOO, apBpaAyieC Kal TNV OCOVIKN TTIPOCBOAN:
PAEYMOVWONG XOUNAN 0C@UOAYIA, JEPOVWHEVN
IEpoAayoVviTIOa, AZ. AANNEC EKONAWOEIC Eival N
OOTEOTTOPWON Kal oTravia N puotrabeia kai YOA.

* QEPATTEUTIKA XPNOIMOTTOIOUVTAI OTEPOEION POS,
evooapbpika kal couApacaladivn, AZA, MTX yia Thv
TTEPIPEPIKI apBpiTIda eV N Xprion Twv M2ZAD
OUVOEETAI JE TOV KIVOUVO £COPONG VOOOU.
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Mount
Hgé?)lital David Sachar is the first Dr. Burrill B. Crohn Professor of Medicine

at Mount Sinai School of Medicine, New York




Empiric guide to classify the extra intestinal
presentations arising in IBD

(A) direct manifestation or complication of IBD

(B) underlying misdiagnosis or "reversed"
diagnosis

(C) a third "underlying™ condition that both

conditions are stemming from (e.g., a vascultitis i.c Wegener or
infection i.e CMV)

(D) pure coincidence
(E) complication of treatment as most important
to be thought (because it Is most common and

because It Is most often forgotten and most critical
to recognize and correct).

*Greenstein AJ, Janowitz HD, Sachar DB. Medicine (Baltimore). 1976;55:401-12.
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