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Ayanntot ouvadeApol

Me peyaAn xapd oag npookaA®w oto 5° [MaveAAnvio Zuveédplo Twv
[dtonaBwv OAeypovwdawv Noonpdtwv Tou Eviépou nou Ba die€axBel
oTo §evodoxelako ouykpotnpa Dolphin Bay otn Xupo.

Ot paydaieg e€eAi€elg otnv atrlonaBoyévia, dLAyvwaon KAl avileTONLON
Twv IONE éxouv kaBlepwoel nA&ov 0Tn ouveldnon OAWV TWV YyAOTPEVTE-
POAOYwV TNV EMNLTAKTIKA avaykn TnG OLEVEPYELAG TOUAAXLOTOV €VOG KaT’
€tog MaveAAnviou Zuvedpiou wote EAANveG Kat §€vol l0Lkol pe peydAn
epnelpia, KAWVIKA Kal EPEUVNTLKA OTOV TOPED AUTO PE OLAAEEELG, OTpOY-
YUAEG TPANEZEG KAl EMLOTNHOVIKEG AVAKOWWOELG va CUPBAAouv oTnv
eniluon Twv Xpoviwv Kat dUoKoAwV NpoBANUATWY Nou avTlgeTwnizouv
kaBnpepva aoBeveig nou ndoxouv and EAkwON KoAiTida Kat vooo Tou
Crohn.

To cuvedplo dev aneuBuvetal pOVO OTOUG YaOTPEVTEPOAOYOUG aAAG Kal
o€ NOAEC AAeg opddeg entoTnpdvwy dNwg xelpoupyol, naBoloyoava-
TOOL, aKTWVOAOYOL, NnaBoAdyol, yuxiaTpol - YuxoAdyol, natdiaTpol K.a.

Zag KaA® Aolndv va CUPPETAOXETE evepyd OTLG Epyacieg Tou ouvedpiou
pag.

H napoucia 6Awv oag Ba anoteAéoel WOiaitepn xapd Kat TLPA yla pag

Me ouvadeAPLKOUG XaLPETIOPOUG

Epp. Mapaokeudg



Napaokeun 2/6/2006

18.00 EFTPA®EX
18.30 - 19.00 TMPOZ®ONHZEIZ
19.00 - 19.30 AIAAEZH
(pe Tnv euyevikn xopnyia Tng eTatpeiag UCB)
lpoedpot: Mnapunarn KaAuyw, MNMavog Maptog
Beyond current therapies for Crohn’s Disease: Certolizumab pegol
Reinisch Walter
19.30 - 20.00 AIAAEIMMA
20.00 - 20.30 AIAAEEH
Mpoedpot: Kopdlohng Nikohaog, Mapaokeudg Eppavouni
H watpikn Twv NpoioToplKwV Xpovwyv aTov EAAadLKO Xwpo.
PnyaTog lepdoipog
20.30 ENAPKTHPIA TEAETH
ZaBBaro 3/6/2006
09.00 - 09.30 AIAAEEH
lpoedpot: NToupakng Znupidwv, Kookivag lwavvng
I®ONE kat nnap
Adapdnoulog Adap
09:30 - 11:00 XTPOITYAO TPANEZI

Emdnplodoyia kat naBoyévela Twv IONE

lpoedpot: Kahavizng NikoAaog, Tatavog Enapewvavdag
2xoAiaoudc: NteAng Baaoilelog

Emadnpiodoyia IBD

Buazng N.

levetkoi Mapayovreg IBD
Owovopou M.

MepwBaAAovTikoi Mapayovreg IBD
AnooTtoAdnoulog 1.

Avooiakoi Mnxaviopoi - ®uoikn loTopia IBD

KaToavog K.



11.00 - 11.30
11.30 - 12.00

12.00 - 13.30

13.30 - 15.30

13.30 - 15.30

>a66ato 3/6/2006

AIAAEIMMA - KAOEX

AIAAEEH

lpoedpot: TaBpwnA Mavaywwtng, Kouvtoupdg lwavvng
Naykpeag kat IODNE

Aehakidng XTepylog

AOPY®OPIKO XYMMOZXIO

(pe Tnv euyevikn xopnyia Tng eTapeiag Schering Plough)

Yywvovrag Tov nnxn atn Bepaneia Twv IONE

lpoedpog: KoupoUpaing HAlag

Avafewpwvrag Toug BepanguTikoUG HAG GTOXOUG KAl Ta NPoG-
dokopeva o@EAN yua Tov agBevn, Bacel Tng KAAUTEPNG KaTa-
vonong Tng nadoyévelag Twv IONE

KoupoupaAng H.

H epunepia anoé Tn pakpoxpovia xopnynon Tou Infliximab oTta
autodvooa pAeypovwdn voonpara
Matpikog A.

AA\azovTag Tov TpONO avrLHETWNLONG ThG vogou Tou Crohn.
Mou BplokopaoTe onpepa 8 xpovia PeTd
Poucoopouotakakn M.

EekwvwvTag pua véa enavactaon. H enaywyn kat duarnpnon
TNG UPEGNG anoTEAOUV NAEOV £va PEAALOTLKO OTOXO yLa TOUG
aoBeveic pe péTpla £wg coBapn eAK@WON KOAiTLdA.

NteAng B.

EEwevreplkég EKONAWOELG Th VOO0 Tou Crohn Kat Tnv
EAk@On KoAitwda. H o@atpikn kaAuyn pe 1o Infliximab
Kappipng K.

ZuzgnTtnon - Zupyngpdcpara
KoupoupaAing H.

AIAAEIMMA - EAAOPY TEYMA

(pe Tnv euyevikn xopnyia Tng eTapeiag Schering Plough)

levikn ZuvéAleuon Kat ot EkKAoyég EOM IONE



15.30 - 17.00

17.00 - 17.30
17.30 - 18.00

18.00 - 19.30

20.30

>a66ato 3/6/2006

LTPOITYAO TPANEZI

E€wevrepikég ekdnAwoelg Twv IONE. Ynapxel Oepangutikn
QVTLHETWNLON;

lpoedpot: Nadag Xnupidwv

ZxoAtaopuog: Tplavta@uAAidng lwavvng

‘Hnap

BAaxoytavvakog .

Aéppa ITopa-0@Oaipog
KapapavmAng LI1.

EkdnAwaoelg anod ooTa Kat aplpwaoelg
louAng I.

EkdnAwaoelg ané aAAa 6pyava Kat gusThpara
HAlag A.

AIAAEIMMA - KAOEX

AIAAEEH

lpoedpot: Mepikag Eppavouni, XkavodAng NikdAaog
Moplakoi kat avogoAoytkoi pnxaviopoi otig IONE
Mavtzapng lepdaoipog

AOPY®OPIKO XYMMNOZIO

(pe Tnv euyevikn xopnyia Tng eTalpeiag Abbott)
Z0yxpovn Bepansutikin Avtiget@nion Tng Nooou Tou Crohn.
Zuvroviorng: Apxipavdpitng ABavaciog

Ewcaywyn.
Apxipavdpitng A.

LTpaTtnylKn Npoogyylon Kat KAaowkn Bgpaneia.
Owkovopou M.

BloAoyiLkoi napayovreg: vew Tepa dedopéva.
Mavrzapng .

EMIZHMO AEINNO



Kupiakn 4/6/2006

09.00 -09.30

09.30 - 11.00

11.00 - 11.30
11.30 - 12.00

AIAAETZH

lpoedpot: KapapavwAng Anpntplog, Motapiavog Znupidwv
0 poAog TG EV30OKONLKNG KAWoUAag

o€ nawdLaTpLlkouc acBeveig pe IONE

Bouyadiwtng lwavvng

LTPOITYAO TPANEZI

OepaneuTikn avrigeT@nion Twv I.O.N.E. Mapov Kat péAov
Mpoedpot: Kapayidvvng lwavvng, Maupoytavvng XpnaoTtog
IxoAMagopog: Kntng Meawpylog

Aywyn oeiag pdaong

Mapaokeua K.

Oepaneia Zuvrnpnong
MapkoyAou K.

AvBekTikn IONE
loUAag .

Oepaneia EnunAokwv
Alatoog X.

NewTepol BloAoyikoi Mapayovreg
MaBou N.

AIAAEIMMA

AIAAEEH

lpdedpot: Anpntpouronourog Anpntpng, Tapnaykog AvéoTng
I®ONE kat kapkivog

Mnapunatzag XapaAapnog



Kvprakn 4/6/2006

12.00 - 13.30 XITPOITYAO TPANEZI
I®ONE kat natdikn nAkia
lpoedpot: Tuvonoulog Anpntplog, Podpa-Tavvikou EAeuBepia
2xoAaoudc: NManaBaotAeiou EuoTabiog

KAwiké ®acpa tng vooou ota nawdda
Kat AlayvwoTikn npocéyyion
Kapaykiozoyhou B.

DapUaKEUTIKNA AVTLHETONLON
MavaywoTou I.

Xelpoupyikn Bepaneia
lepouAavog I




KardaAoyog OptAnTav, ZuvrovioT®Vv Kat IxoAtacTwv Tou 5 IONE

Walter Reinisch: Professor, Dept. of Internal Medicine IV, Div. Of Gastroenterology and
Hepatology, University of Vienna

Adaponoulog Adap: Maotpevrepoldyog, Enikoupog KaBnyntng Maveniatnpiou ABnvav
AnooTtoAonoulog MNepikAng: EnwpeAntng B, NoonAeuTikoU 18pUpatog «NIMTL»
Apxwpavdpirng ABavaoiog: KaBnyntng MNMaveniotnpiou ABnvav

Buagng NwkoAaog: EnmwpeAntng B, 2™ laotpevrepoloyikng KAwikng Noookopeiou
«EuayyeAlopoc»

BAaxoytavvakog lmavvng: EnwpeAntng B, 2™ Maotpevrepoloyikng KAwvikng Noookopeiou
«EuayyeAlopoc»

Bouyaditng lwdvvng: MaotpevrepoAdyog
FaBpunA MNavaywwTng: Maotpeviepoloyog, Avaninpwrng AteuBuvtng NIMTZ
Fepoulavog Mewpytog: Maldoxelpoupyog

FoUAag Inupidwv: [aoTpeviepoldyog EmioTnpovikog ouvepyartng, [MavenmioTnpiakn
Hnaroyaotpevrepotoyikh Movada, M.IN. Mateutnpio «EAeva Bevizéhou»

FouAng lwdvvng: Enikoupog KaBnyntng laotpevrepoloyiag, Aptototélelo Maveniotnpio
Beooalovikng

Aehakidng ITépylog: [lpoedpog [lavykpeatoloyltkou Tpnpatog EAAnvikng
laoTpevrepoloyikng ETatpeiag

AnpntpouAdnoulog AnpnTpulog: EntpeAntng B, FaoTpevrepoloyikn KAwvikn, Noookopeiou
«Aytog XaBBag»

HAiag Avaortdotog: EnwpeAntng A, TaoTpevrepoAloyikng KAwikng levikou Noookopeiou
«[". ManavikoAdou»

KaAavrgng NikoAaog: Enikoupog KaBnynthg [Maveniotnpiou ABnvmv, AteuBuvrng
laoTpevreporoylkng KAWIkNG «NIMTZ»

Kapaykiézoyhou-Aapnoudn Owpan: [lawdiatpog-Faotpevrepoloyog, KaBnyntpia
KAwvikng Awatpogpng ATEIS

KapapavaAng M.: TaotpeviepoAdyog, laotpevrepoloyikn Movada, B’ MaBoloyikn
KAwikn, Mavenotnplako Mevikd NoooKopeio «ATTIKOV».

KapapavwAng Anpntplog: AeuBuving 2™ laotpeviepohoyikng KAwikng Noookopeiou
«EuayyeAlopog»

Kapayiavvng lwavvng: Enikoupog KaBnyntng, AteuBuvtng Maotpevrepoloytkng KALkng
«Ayia OAya».



Kappipng K.: Eid. laotpevrepoloyiag Maveniotnptakn Faotpevrepohoytkn KAwikn
MA.IN.H.

Karoavog Kwvortavrivog: Edikog laotpeviepoldyog, Awdaktopag latplkng XxoAng
lwavvivwv

Kntng Mewpyog: AlcuBuvtng Maotpevrepoloyikng KAwikng «I. ManavikoAdous
KopdtoAng NikdAaog: Mpoedpog Noookopeiou «Aylog ZaBBag»

Kookivag lwavvng: AvanAnpwtng KaBnyntng [laBoAoyiag Hnatohoyiag MMIN.
«Innokpareto»

Kouvtoupdg lwavvng: KaBnynTng AptototeAeiou Maveniotnpiou Becoalovikng

KoupoUpaAng H.: KaBnyntng Taotpevrepohoyiag A/ving [MMavenmoTnplakng
laoTpevrepoAoyikng KAwikng Maventotnpto Kpntng

Aadag Znupidwv: KaBnyntng laotpeviepohoyiag laTtpikng IxoAng MMaveniotnpiou
ABnvav

Awartoog XpnoTog: EnueAntng A', laotpevrepoloyikng KAwvikng, NoonAeuTikoU |6pupaTtog
«NIMTZ»

MaBou NwkoAérTa: MaoTpevrepoloyog, En. B" Noookopeio «Ayia OAya»

Mavrzapng Tlepdaoipog: [aoTpevrepoloyog, Avaninpwtng AteuBuving 1™
laoTpevrepoAoyikng KAwikng Noookopeiou «EuayyeAlopoc»

MapkoyAou KwvoTavrivog: EnpeAnting A', 2" Taotpevrepoloyikn KAwikn, Nocokopeio
«EuayyeAlopog»

Maupoyiavvng XpnaTog: AvanAnpwtng KaBnyntng laotpevrepoloyiag lMaveniotnpiou
ABnvav

Mepikag EppavounA: Maotpevrepoloyog, Enikoupog KaBnyntng Maveniotnyiou ABnvav

Mnapunarzag XapaAapnog: AvanAnpwtng AteuBuving laotpeviepoloyikou Tunpatog
«ZiopavoyAelo NoonAguTiko 1dpupa»

Mnapunarn KaAuyo: AleuBivtpla MaBohoyoavartopikou Tunparog, Mevikd Noookopeio
ABnvav, «KopylaAévio-Mnevakio EBvikog EpuBpdc Xtaupdg»

N1eAng Bagiletog: Av. AweuBuvtig laotpevrepoloyikng KAwikng TlevikoU KpatikoU
Noocokopeiou «I". levvnpatac»

Ntoupdkng Znupidwv: Avaninpwtng KaBnynthg MaBoloyiag Hnatoloyiag latpikoU
Tpnpatog latpikng XxoAng Mav. ABnvav, B' MaBohoyikn KAwwkn Innokpareto MIM.N.
ABnvav

Fuvonoulog Anpntplog: Avaninpwtng AteuBuvthg, Taotpeviepohoyikn KAwikn
Noookopeiou «Aylog XaBBag»

Owovopou MuxanA: Aéktopag MaBoloyiag latpikng IxoAng Maventotnpiou lwavvivev



MavaywwTou-AyyeAakonoulou lwavva: Madiatpog-EnpeAntpia A" Nocokopeio Maidwv
«Ayia Zopia»

Mavog Madprog: AteuBuvtng laoTtpevrepoloyiag- Hnatoloyiag 1™ laoTtpevrepoAoylkng
KAwvikng EupwkAwikng ABnvav

ManaBaotAeiou EuataBuog: AleuBuvtng «Apaiia OAEpLVYK»

Mapaokeua Kwvotavriva.: EnpeAntpla Maotpevrepohoyikou Tunpatog, Meplpepelako
leviko Noookopeio «Ay. OAya»

MNapaokeuag EppavounA: AteuBuvtig MaoTpeviepoAoyikng KAwikng Noookopeiou «Aylog
YaBBag»

Narpikog A. :Peupartoloyog A/ving PeupatoloyikoU Tpnparog, 401 FINA
Morapwdvog Inupidwv: Enikoupog KaBnyntng Tpnpatog latpikng IxoAng Adploag

Pnyartog lepacipog: AweuBuving Tou MaBoAoyikoU OykoAoylkoU Tuhnpatog «Aylog
LaBBag», ApoBog Enikoupog KaBnyntng latpikng ZxoAng ABnvav

Poucoopouotakakn M.: TaotpeviepoAdyog EntpeAnTpla A MavenioTnyiakn
Faotpevrepoloyikn KAwikn, MA.LN.H.

Popa-Navvikou EAeuBepia: AvanAnpwrpia KaBnyntpla latpikng IxoAng ABnvav A’
Mawdatpikn KAwvikn «Ayia Zopia»

IkavddAng NikoAaog: AieuBuvtng laoTpeviepoloyikng KAwikng levikou KpatikoU
Noocokopeiou «I". levvnuatdac»

Tapndykog Avéotng: [aoTpevrepoAdyog, AteuBuvtng Movadag MpoAnwng MenTikou
Kapkivou

Tpravra@uAAidng lwavvng: AteuBuving Maotpevrepoloyikng KAwikng Mevikou Kpatikou
Noookopeiou Nikatag

Towavog Enapewvovdag: Mpoedpog latpikng ZxoAng Maveniotnyiou lwavvivwy



To AtoknTik6 ZupBoUhio EOM IONE

kat n OpyavwTikn Entrponn

Tou 5% MaveAAnviou Yuvedpiou

[dtonaBav OAeypovwdwv NoonpaTtwy Tou Evrépou
euxaploTouv TG KATWOL eTalpEiEg

yla Tn cupBoAn Toug

oTn dlopyavwon Tou Zuvedpiou:

ABBOTT IMMUNOLOGY

BIANEX A.E.

CANA A.E. DPAPMAKEYTIKA EPTAZTHPIA
ENAOZKOMIKH A.E.

FARAN S.A.

GALENICA A.E.

JANSSEN-CILAG ®APMAKEYTIKH AEBE
MPOTON A.E.

ROCHE

SCHERING PLOUGH

UCB A.E.




Walter Reinisch
Adaponoulog Aday

AnoaTtoAonouog MeptkAng
Apxtuavdpitng ABavaotog
Buazng NikoAaog
BAaxoylavvakog lwavvng
Bouyadiwtng lwavvng
FaBptnA Mavaywng
lepoulavog Medpylog
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louAng lwavvng
Aelakidng ZTépylog
AnpnTtpouhdnouAog AnpnTplog
HAlag Avaotdaolog
Kahavtzng NikdAaog
Kapaykiogoyhou-Aapnoudn Bwpan
Kapapavaing ILMN
KapapavaAng Anpntplog
Kapaytavvng lwavvng
Kappipng Kwvotavrivog
Karoavog Kwvotavtivog
Kntng leqpytog
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Aaddag Znupidwv
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Awatoog XpnoTog

MaBou NikoAétta
Mavrzapng lepaoctpog
Mapkoyhou KwvaTtavrivog
Maupoytavvng Xpnotog
Mepikag Eppavouni
Mnapunatzdag Xapaiapnog
Mnappnatn Kaluyam
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NteAng Baoilelog
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NToupakng Znupidwv
Tuvonoulog AnpnTplog 10
Owkovopou Mixank 6,8
Mavayiwrou-AyyehakonouAou lwavva 10
Mavog Maptog

ManaBaaotAeiou EuoTdbiog

—
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Mapaokeua Kwvatavriva
Mapaokeuag Eppavouni
Matpikog Anpog
Motaptavog Znupidwv
Pnyarog Mepdotpog
Pougoopouctakakn Mapia
Papa-Tavvikou EAeuBepia
IkavdaAng NikoAaog
Tapnaykog Avéatng
TptavtaguAAidng lwavvng

—
o~ O 0 O O 9 o V0 3 o

Towavog Enapewvmvdag



Tonog Zuvedpiou XUpog, Dolphin Bay Hotel

Xpovog Xuvedpiou 2-4 louviou 2006
Maooeg Zuvedpiou EMNVIKA kat AyyAtkn

Xpnowpeg MAnpogopieg To Eevodoxeio Dolphin Bay Hotel BpiokeTat oTo xwptd
[aAnooag Tng ZUpou. To xwpld anéxel 7 xy. and Tnv EppounoAn npwrevouca
Kat Atpave tng ZUpou kat 8 xy. ano 1o Aepodpopto. Le anodotacn 20 pETpwv ano
10 Eevodoxeio eivalt n pnplopévn napaiia Tou MaAncoa.

Xpnowa TnAépwva Awevapxeio Mepaia: 210 4511311, 210 4517210, 210
4226000-4, Aipevapxeio Xupou: 22810 88888, Ta&l EppounoAng: 22810 86222

Kowwvikég EkdnAwoelg Kata tn Oldpkela Tou Xuvedpiou Ba naparteBouv:
Evapkrnpia teAeth Tnv Mapackeun 2 louviou 2006 oTig 20.30

Enionpo Aeinvo o ZaBBarto 3 louviou 2006 oTig 20.30.

AwKaiwpa ZUPHETOXNAG

TYNOZ

e Eldikeupévol 150
e Eldkeuodpevol 110
* NoonAeuTteg 50

Kara tn dwdpkela Tou Xuvedpiou n Mpapparteia Ba eivat avoxtn Tig akoAouBeg wpPeG:
Mapaokeun 2/6/06  18:00-20:00
IaBBato  3/6/06  08:30-20:00
Kuplakn  4/6/06  08:30-13:30

Mpappareia Xuvedpiou
a neploodTeEpEC NANpopopieg aneuBUveaTe oTnv:

i
Triaena -
TOURS & CONGRESS sa. 150 goor:2000

Triaena Tours & Congress A.E.

Méyapo Atchley, Aew@. Meooyeiwv 15, 115 26 ABnva

TnA.: 210 - 7499300, ®a€: 210 - 7705752

E-mail: info@ifne2006.gr, Web site: http://www.ifne2006.gr
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Inflammatory Bowel Disease (IBD) and the Liver
Adam B. Adamopoulos

1). Introduction and Critical Overview

Liver Diseases (LDs), or more precisely HepatoBiliary (HBDs), have been estimated
to accompany IBD in a 5-10% of cases' (Table 1).

The underlying pathogenetic mechanism may be common, although not clarified yet
for the majority of the extra-inestinal manifestations of IBD, including HBDs.

latrogenic complications, duding therapeutic interventions for IBD, may lead to
LDs or HBDs. Finally, the altered gut physiology, mainly through the altered bile salt
composition, may lead to HBD. Sometimes a vicious circle occurs as the former may
worsen the latter ultimately changing the patients’ stage and/or his or her perfor-
mance status.

The above mentioned disease paths may coexist in the same patient. It is of impor-
tance to detect or recognize them early, in order to make the appropriate treatment
decisions. It should be noted that Primary Sclerosing Cholangitits (PSC] is the 4" cause
of Orthotopic Liver Transplantation (OLT).

Sometimes, doctors confront several difficulties in IBD patients with HBDs, which
can confuse them. The difficulties and confusion are mainly due to two reasons. One is
the difference in terminology between old and new studies, coming from the different
technology, with which these patients were investigated for. The second is that there
are only a few prospective studies, using the new terminology or scoring criteria ( for
autoimmune hepatitis).

11) The IBD Associated Diseases
1. Primary Sclerosing Cholangitis (PSC)
A.Epidemiology and Overview

PSC, a chronic cholestatic disease is strongly associated with IBD, mainly
with Ulcerative Colitis (UC). Fortunately, only in a 2-7% of patients with UC and
ina0.7-3.4% * of patients with Crohn’s Disease (CDJ, PSC is present. Conversely,
it has been estimated that the prevalence of IBD is 50-80% in patients with PSC,
with a wide geographic variation®. Eighty seven to ninety eight percent of them
have IBD colitis, whilst small bowel disease is extremely rare. It is more fre-
quent in young males (60-70%), two thirds of which are 45 years old or younger,
at the time of diagnosis. Females tend to be 10 years older*.

As the cholangiocarcinoma is 7-14% in PSC, the latter should be regarded
as a pre-malignant disease. Additionally, patients with PSC carry a higher risk
for presence of colonic dysplasia or cancer compared to those with UC alone
or to the general population *¢. The natural history of these cancers does not
change either by colectomy for cholangiocarcinoma prevention or OLT for colon
cancer prevention, as well ”.

B. Clinical features- Diagnostic criteria
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Fifteen to seventy percent of patients are asymptomatic. IBD, in the majority
of the population, is present before the development of PSC. Abnormal liver
tests, mainly alkaline phosphatase, should alert for further investigation and
differential diagnosis. One should keep in mind, that PSC is much rarer in distal
than in pancolitis (0.05% versus 5%)® and no correlation exists between severity
of UC or PSC. Some patients with PSC have actually IBD, which becomes overt
1-7 years after the PSC diagnosis. Colonoscopy and colon biopsies are manda-
tory in this instance.

If clinical features are present, there are: malaise, diminished appetite (70%),
pruritus (70%), jaundice (30-69%), weight loss(10-34%),ascending cholangi-
tis(5-28%) and features of cirrhosis (2-62%).Symptoms may be present two
years previously (fatigue, malaise, diminished appetite], but as these are com-
mon, patients do not ask additional medical attention. This fact has confused
many studies as well as they could characterize “asymptomatic” patients who
actually were not.

Alkaline phosphatase may be normal in 8.5-10% of patients, even in
advanced histologic stages. Bilirubin may be normal initially but rais-
es thereafter *°. Aminotransferases may be normal or slightly elevated.
Hypergammaglobulinaemia may be present in 30%of patients due to either
19G (44%) or IgM (20-45%) elevated levels. Autoantibodies (ANA, ASMA] may
bepresent in 22-55% of patients. p-ANCAs can be detected but are present in
UC alone or Auto-Immune Hepatitis type 1 (AIH-1), which is another rare extra-
intestinal manifestation of IBD. It seems that the p-ANCAs are different in PSC
than that in AIH-1. The former antibodies have been proposed to be termed
as p-ANNAs ( peripheral antineutrophil antinuclear antibodies). In general, all
these auto-antibodies are not considered as either specific or sensitive mark-
ers for PSC, they do not seem to play any role in its pathogenesis and, finally,
do not correlate with the disease’s severity ™.

Cholangiography {by ERC(P) and recently by MRCP "] is a sine qua non
examination for PSC diagnosis. Inclusion and exclusion criteria are shown in
Table 2.

C. Cholangiography-Histopathology "

The common denominator of PSC is the fibrosing inflammation of the bile
ducts, resulting in stenosis, reduction of the luminal diameter and thickening
of their walls without dilatation. The appearances in diagnostic ERCP can be
considered pathognomonic, with areas of irregular structuring and dilatation
(beadind) of the intra and extra- hepatic tree. The strictures are short (0.5-2cm)
and angular with intervening segments of normal ducts. The lesions may occur
eitherinintra-, or extra-, or both, bile ducts or even in one hepatic duct. In addi-
tion, ductopenia occurs but is prominent in liver biopsies.

D.Natural History
The PSC runs in time and a mean time till OLT, since its diagnosis, is approxi-
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mately 12 years (up to twenty). Four stages of the disease have been described
“: first, the asymptomatic without laboratory abnormalities, second, the
asymptomatic with laboratory abnormalities, third, the symptomatic (in which
50% have cirrhosis) and the fourth where decompensated cirrhosis or cholan-
giocarcinoma are present. This schematic classification does not exclude the
possibility for a patient with a second stage disease to have cirrhosis or cholan-
giocarcinoma [ proven in a small study the same applies for the first stage, but
is extremely difficult and expensive to be detected). It obvious after all, that a
prognostic score is needed. Actually four prognostic scores have been suggest-
ed, but the dominant seems to be the Mayo Clinic Revised Prognostic Score ™.
E.The PSC of the Small Ducts (Formerly: Pericholangitis) ™

The term is applied to those patients with no evidence of PSC in cholangiog-
raphy, but laboratory profile similar to PSC. Autoantibodies are more commonly
detectedthan in the classic PSC. Histologic featuresin liver biopsy, including
ductopenia, are characteristic of this entity. Sometimes co-exists with AlH-1
and the disease is termed “overlap synrome”.

F. Pathogenesis ™ '*"

Despitethe fact, that pathogenesis is still unclear, good evidence, from recent
laboratory studies, leads to a more comprehensive understandind of the awry
process. Enteric flora seems to play a crucial role in activating the immune sys-
tem. Sharing colonic antigens, associated with genetic susceptibility (HLA-B8,
DR-3 phenotype in UCJ, could finally attack both colon and biliary tract. Indeed,
in agroup of patients with UC and PSC, anti-colonic mucosal auto-antibodies
that cross react with bleary epithelium have been identified. Recently, a colonic
epithelial protein [CEP) and the human tropomyosin isoform 5 (hTM5], which
are expressed both in colon and biliary tree (as well as in other sites of the
body, in which extra-intestinal manifestations of IBD can occur) have been con-
sidered to be the major common targets of auto-immune attack in IgG1 specific
molecules in UC. So, in an immune induction site, most probably the colon,
T cells are primed. Immune cells infiltrate the effector sites (biliary tree) and
proliferate with the help of ahesion molecules (A4b7 integrin, vascular adhesion
protein 1). Cytokine over-expression along with over-expression of adhesion
molecules (MadCAM, CCL25] and lymphocyte recruitment lead eventually to
damage. As patients with colectomy may express PSC later on, memory lym-
phocytes primed in the bowel may play a central role for the induction of the
above mentioned cascade of events, when a noxious and proper hepatic stimu-
lus is able to activate them.

G.Complications

The complications of PSC are shown in Table 3. Cholangiocarcinoma’s preva-
lence is seven to fourteen percent ™. Its detection is extremely difficult as the
laboratory tests are not sensitive. Liver tests are not helpful at all . Colonic
dysplasia or cancer may co-exist with cholangiocarcinoma?®. The more sensi-
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tive test is up to now the ERCP (sensitivity~60%) and some points are added

by the cytological examination of aspirated bile and brushings from the biliary

tree during the ERCP "%, Suggestive features are: a short dominant stricture,
excessive bile duct dilatation and progression of dilatation or structuring on
serial cholangiographies. Positron Emission Tomography (PET) scan with flu-
oro-2-deoxy-D-glucose is promising, in one series *. The prognosis is dismal
and palliation is often recommended. For many transplant centers cholangio-
carcinoma is considered as absolute contraindication for OLT as it relapses very
soon in the transplanted liver.

2. Auto-immune hepatitis (AIH)

Itis associated mainly with UC. Its frequency seems to be low *, as old series are
contaminated by PSC with auto-antibodies. Only type | (AIH-1) has been described
in association with UC. Its activity and progression do not correlate with the extent
or severity of the IBD. ERCP (or MRCP) is mandatory, in order to exclude PSC.
Other auto-immune diseases ,such as thyroiditis, glomerulonephritis, polyarthri-
tis, may coexist. AlH-1may precede or accompany thelBD. PSC of the small bile
ducts may be confused, but liver biopsy and the newly revised autoimmune hepa-
titis score can differentiate them, unless an overlap syndrome exists *.

3. Fibrosis and Cirrhosis *

Their frequency varies in different series but a 1-5% seems closer to the reality.
They commonly occur in patients with extensive UC or CD colitis. Clinical features
of fibrosis alone are actually absent. Cirrhosis may be the end stage of PSC (either
the classic or the small ducts disease), or of AIH-1 or of the overlap syndrome.
The presence of IBD does not influence the course of cirrhosis. Although both
macronodular in the majority of patients, cirrhosis of PSC has different histopath-
ologic findings from that of AIH-1. The former has a portal-portal Z destruction
and fibrosis pattern ( bridging portal hepatofibrosis) while the latter has a portal-
central destruction pattern with flourishing inflammation and bridging necrosis
26,27

4 Fatty liver

It occurs in both UC and CD patients and is of the macrovesicular fat type.
Reported frequencies show wide distribution (mean~35%), but, actually, steato-
sis is the commonest HBD. It seems to be a multifactorial process caused by
protein-calorie malnutrition, malnutrition per se, corticosteroid treatment * and
some speculate a role, for its induction, of a bacterial metabolite or toxin . Non-
alcoholic steatohepatitis may occur. Therapy is directed towards IBD. In the past
colectomies have been reported, but as the frequency was the same before and
after colectomy 3 to 7 years after #, this method has been abandoned.

5. Amyloidosis *

It is rare and has been described more often in patients with CD (0.9% versus
0.07% in UC patients). It is reactive (secondary) AA amyloidosis. There seems to
has no relationship to suppurative complications, duration or extent of the IBD.
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The amyloid can affect any organ , so if liver is involved, hepatomegaly is the
result. Optimal therapy aims to control the underlying IBD, thereby decreasing
the release of the acute phase reactant serum amyloid A. In a few cases, with sys-
temic amyloidosis, colchicine has been tried with good results but in the presence
of CD, colchicine may be hazardous.

6. Granulomas and Granulomatous Hepatitis

Hepatic granulomas have been associated more often with CD***.Their mean
frequency is about eight percent. They do not cause symptoms, but can be found
in liver biopsy performed for elevated alkaline phosphtase levels. Their presence
does not predispose to granulomatous hepatitis "**. Of course, other causes may
be responsible for their presence in the liver of a patient with IBD. Microgranulomas
may be found in liver biopsy done for several reasons. Factors other than IBD are
mainly responsible i.e drugs or fatty liver . Granulomatous hepatitis is uncom-
mon, but well recognized complication of CD . It has usually a benign course.
The laboratory tests mainly show elevations of cholestatic enzymes. If necessary,
corticosteroids or immunosuppressive drugs can be tried.

7. Hepatic abscesses *

They occur in patients with CD but also, rarely, they precede CD, being the
feature for its diagnosis. The clinical presentation does not differ from hepatic
abscesses of any other cause. Although their pathogenesis is unclear, portal
pyemia or direct extension of intra-abdominal abscesses have been suggested.
Percutaneous drainage under radiologic guidance and therapy for CD are effec-
tive measures.

1l) Liver disease (LD) caused by drugs

It seems, fortunately, that the overall incidence of adverse drug effects, affecting
the liver is low

a)The aminosalisylates (mesalazines]: It extremely rare to cause liver damage. It
is of the hypersensitivity type and can cause both hepatocellular and cholestatic dis-
ease.

B)The thiopurines™

B1) Azathioprine: can cause liver injury trough hypersensitivity, idiopathic reaction
and endothelial toxicity. The clinical spectrum is wide. Asymptomatic aminotransfer-
ase elevations~5%, overt cholestasis, veno-occlussive disease and peliosis hepatis
have been described. Endothelial toxicity is the culprit for the latter two.Intravenous
given may cause CMV hepatitis ®.

B2) Mercaptorurine: as it is an azathioprine metabolite, has the same profile.
Measurement of TPMT (ThioPurineMethylTransferase) activity prior to its use , my be
partly useful, but is not a routine test **

c] Cyclosporine: may cause hepatotoxicity of mixed type. It has been desribed in
patients with either abnormal pre-existing liver tests or in those in intravenous feed-

ing *.
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d) Methotrexate : it has been implicated for mild histologic abnormalities up to hepat-
ic fibrosis and cirrhosis. Routine liver biopsy whenever the cumulative dose reaches to
1.5-2.0g has been challenged as those managed with methotrexate, according to the
guidelines of the American College of Rheumatology, show a very low incidence of LD.
Alcohol consumption must be strictly avoided.

1V) HBDs caused by altered qut physiology, relating to bile salts

Cholelithiasis

It ranges between 13-34%%. 20% of PSC patients have cholelithiasis®. The malab-
sorption of the bile acids , interfering to their enterohepatic circulation, leads to deple-
tion of bile salts and the formation of lithogenic bile. In the absence of PSC, no addi-
tional risk factors have been recognized, except that of ileoanastomosis. Ascending
cholangitis is a well established complication of PSC, and in 80% of bile aspirates,
bacteria are found *, whilst the stones in this condition are of pigmented type._

TABLE 1

Hepatobiliary Diseases Associated with Ulcerative Colitis and Crohn’s Disease
Hepatobiliary complication Frequency
Primary sclerosing cholangitis 4
Autoimmune hepatitis -+
Fatty liver ++
Hepatic fibrosis and cirrhosis 4
Amyloidosis +
Hepatic granulomas/Granulomatous hepatitis +
TABLE 2

Inclusion and Exclusion Criteria for the Diagnosis of Primary Sclerosing Cholangitis
Feature Inclusion criteria Exclusion criteria

Genetic or acquired immunodeficiency syn-
dromes with infection

Biliary tract trauma

Hepatic arterial ischemia

Floxuridine chemotherapy

Formalin injections of ecchinococcal cysts

Asymptomatic or symptomatic
History Presence of ulcerative colitis or Crohn's
disease

Physical findings Hepatomegaly

Normal or Talkaline phosphatase
Laboratory tests T Aminotransferases Markers of active viral hepatitis B or C
Normal or T bilirubin

Portal inflammation

Periductural inflammation/ fibrosis
Histopathology Ductopenia

Obliterative fibrous cholangitis
Biliary cirrhosis

Histopathology incompatible with PSC
Non-suppurative destructive cholangitis

ANA
Serology PANCA AMA
Normal (small duct histopathology) or Normal
Cholangiography Sclerosis of extrahepatic biliary tract with| Choledocholithiasis alone

or without sclerosis of intrahepatic ducts | Congenital abnormalities
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TABLE 3

Complications of Primary Sclerosing Cholangitis

Complication Relative frequency
Cholangiocarcinoma +++
Ascending cholangitis ++
Cholelithiasis or choledocholithiasis ++
Hepatic failure -+
Portal venous hypertension -+
Hyperlipidemia +++
Pancreatitis ++
Peristomal varices after ileostomy +
Colorectal carcinoma with ulcerative colitis ++
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MATKPEAZ KAI IAIONAGH ®AETMONQNAH NOZHMATA TOY ENTEPOY
2Tépylog AgAakiong

H ouppeToxn Tou naykp€atog ota nAaiola TNG eAKWOOUG KOALTIOAG h TNG vOOOU TOU
Crohn 6ev eivat ouxvn, ouykptTLka BEBata pe TN oUXVOTNTA TWV EEWEVTEPLKMY EKONAWOE-
WV MoU NAPOUGLAZOUV Ta VOoNpATa auta and aAa opyava kat cuatnpata'. H avayvaplon
OpwG Twv ekdNAwoewv Twv IONE and To ndykpeag eivat onpavTikn, av Kat HEPLKEG POPEG
SUoKOAN, ENELON TA CUPNT@HATA TNG NAYKPEATIKNG NPooBoANG pnopel va goldzouv pe Ta
OUUNT®HATA TNG UNOKELHEVNG VOOOU TOU EVTEPOU KaL va pnv agloAoynBoulv.

Ot neploocoTeEpEG NEPINTMOELG 0Eeiag naykpeatiTildag Nou NapaTnpouvTaL 6E CUVOUACHO
He eAk®ON KoAiTda h vooo Tou Crohn opeilovtal eite oe avaTopIKEG ENNTOOELG, 6TAV N
npooBoAn and tn voco Tou Crohn agopd kat Tnv neploxn Tou dwdeKadakTUAoOU, €ite O€
MAPEVEPYELEG PAPHAKWY KAl HE TNV Evvola auTn €V anoTEAOUV NPAYHATIKEG EEWEVTEPIKEG
ekdnAwoelc’. Mepikég nepintwoelg OMM dev ogeilovral oToug napandvw napayovreg nh
0€ AAAOUG YVWOTOUG aLTLOAOYLKOUG MapdayovTeg, €Tl eivat nBavd KANolog avoooAoyLKOG
HNXavIopoG va ouppeTexel oTnv naBoyévela Tng'. To TEAeuTalo yeyovog evioxUeL Kat n napa-
TAPNON O6TL auTodvoan naykpearitida pnopei va napatnpnBei pazi pe IONE.

Xpovia naykpeatitida napatnpeirat eniong oe acBeveig pe IONE. e noMoUg aoBeveig
dlantoTwvovTal, Je OLAPOoPa aneLKoVIOTIKA HEOA, HOPPOAOYIKEG OLATAPAXEG GTOUG MAYKPE-
aTkoUg nopoug ot onoieg gival oupBaTteéG Pe TN OLAYVWON XPOVLAG NAYKPEATITLOAG. ZUuXva
OpwG dev napatnpeital N TUMKN KAWVLKA €LKOVA TNG VOOOU KAl N €§WKPLWVAG NAYKPEATIKA
avendpketa Ogv eival coBapn. Eniong onpavtikdg aplBpog acBevav pe IONE, napoucta-
zeL kanotou BaBpou dtatapaxn OTLG AELTOUPYLKEG OOKLUAOLEG EKTIUNONG TNG e€wKpLvoUg
NAayKPeATIKNG AetToupyiag, xwpig va €xeL dUwG Kat avaloyn KAWLKN €LKOvVa.

AoupnTwpaTtikn au§non TwV NAyKPEATIK®Y €vZUPWY, TNG apUAAong n Tng Atndong n
napdAAnAn al§non Kat Twv 0Uo evzUPWY, aveupioKeTal o€ tkavd aplBpuo acBevav pe
IONE. ZTIq nepINTOOELG QUTEG, OTLG OMOLEG OEV OUVUMAPXEL AVTIOTOLXN KAWVLKA CUPNTW-
patohoyia o€elag naykpearitidag, o PNXAVIOHOG TNG aUENONG TWV NAYKPEATIKWY EVZUHWV
dev elvat yvwoToc. Aev pnopet BEBata va anokAeloBeil unokAwLKn naykpeatikn npooBoAn
N T0EKA eNdpaon papudkwy oTo NAyKpeag.

H avixveuon naykpeaTtikav autoavTiowpdTtwy eivat ouxvn oe acBeveig ye IONE. Auta
ouxvoTepa aveupiokovtal oe acBeveig pe vooo Tou Crohn, kat oxeTikd onavia oe acBeveig
HE EAKWON KOALTLOO N O€ UYLELG HAPTUPEG, N CUPPETOXA TOUG OPWG GTNV NPOKANGN VOGOU
TOU Naykp€aTog ap@loBnreitat.

Ot aoBeveig nou éxouv IONE kat ouyxpovwg npwtonabn okAnpuvTikh xoAayyetitda,
napoucLdzouv o€ oNPAvTikd uwnAd NocooTd Kat NPocBoAn TwWV NAYKPEATIKWV NOPWV.

Ot NepLoooTEPEG ONPOCLEUPEVEG NEPLITWOELG CUPHETOXNG Tou naykpéatog oTig IONE
agpopouv Tn vooo Tou Crohn napa tnv eAk@ON KoAiTida.

OZEIA MAFKPEATITIAA
Ot aoBeveig pe IONE Siatpéxouv augnpévo kivduvo va ekdnAwoouv o&eia naykpeari-
1da (O] ouykpLTIKA Pe To yevikd nAnBuouo®. Maiveral 6Tt n ouvinapén Twv dUo AuT®V
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kataoTacewv Oev elvat anAd kat povo éva Tuxaio yeyovog’. O kivduvog ekdnAwong o€eiag
naykpeatitdag eivat TeTpaniaciog otoug aoBeveig pe vooo Tou Crohn kat dtnAdotog
oToug aoBeveig pe eAkwoON KoAiTda. luvaikeg peéong nAwkiag pe vooo Tou Crohn dlatpe-
XOUuV To PeyaAUTEPO Kivouvo.

Ta napandvw oTtowxela eival cupnepaocpata avadpoptkng PeAETNG and Tn Aavia®, pe
peyaAo aplBud neploTatikawy, n onoia a§loAdynoe dedopéva and 1o eBvIkO cUoTNpa Kata-
ypagng acBeviv (Danish National Registry of patients). Melovekthpara Tng pehétng
autng nTav o1t 0ev aloAoynoe Tnv niBavh enidpaong TNG GAPUAKEUTIKNG AywyNG GTovV
Kivouvo ekdnAwaong Of ouTe Kat Tov enidpaon TnG KatavaAwong owvonveuparog. BeBata,
ano TG SlaBEoLpeg PEXPL oNpEPA HEAETEG, OV MpokUNTEL OTL oL aoBeveig pe IONE kavouv
NOCOTLKA PEYAAUTEPN KATAVAAWGON OWVOMVEUUATOG GUYKPLTIKA PE TO YEVIKO NAnBucuod.
AN\ peloveKTNpa TnG HEAETNG NTav 6TL eniong 0ev a§loAdynoe Tnv enidpacn Tou Kanvi-
opaTog, EVOG NapayovTa Tou oroiou o atTloAoytkog poAog ouzgnTeital OAo Kat NEPLOCOTEPO
otnv naBoyévela 1600 TNG Xpoviag, 660 kat TnG o§eiag naykpeatirdag. Avegaprtnta and
TO MPELOVEKTAPATA TNG HEAETNG Nou ava@EpBnkav napanavw, To cupnépacpa otL ot IONE
anoTeAolv NpodlaBeaikd napayovra ya ekdnAwaong OF, eivat KaAd TEKpNPLwHEVO Kal Ogv
ynopei va ap@LoBnTnBei.

Mia npoo@atn emdnplodoyikn perétn’, entong and tn Aavia, AapBdvel unoyn Tng
TNV €nidpacn TNG PUPHPAKEUTIKNG aywyng oTov Kivduvo ekdnAwong Ol oe aoBeveig pe
IONE. H peAétn autn TEKPNpPL@VEL eniong To yeyovog OTL acBeveig pe IONE duatpéxouv
peyaAUtepo kivduvo va ekdnhaacouv OfT (teTpanAactog kivduvog aToug aoBeveig pe vooo
Tou Crohn Kat plapion gopd peyaAutepog kivouvog oToug aoBeveig pe eAkON KoALTLda
o€ ox€on We To yevikd nAnBuopod). Eviunwolakd elpnpa TG PEAETNG QUTAG ATAV OTL N
Xphon TnG couApacaAazivng Kat Twv 5-ASA dev BpeBnke va ouvdEeTal Pe PeyaAuTepn
niBavornta ennAokng pe O, eved and noAég BiBAoypapLlkEG avapopég npokUNTEL OTL
TO PAPHAKEUTLKA aUTA okeudopata euBuvovrat yua Ol kaw n oxéon Toug e Tnv NBavoTn-
Ta NPOKANGNG VOOOU eival ApKETA KAAG TEKPNPLOPEVN®,

Ano Ta napandvw eival oageg 6TL o§eia naykpeatitda pnopel va ekdnAwBei ota nAai-
owa Twv IONE. EkT6¢ anod Toug ouvhBelg atrtoloytkoug napdyovreg (owodnveupa, xoho-
AMBiaon) yia Tnv npokAnGn Tng vooou pnopel va euBuvovral kat GAAOL NapayovTeg onwg
@appaka, TomkéG avatoptkeg BAGBeg otnv meploxn Tou @UPaAtog (mou npokalouvrat
ané Tn voéoo Tou Crohn), xopnynon StaAlupdrwy napevreplkng dlatpo@ng (unepAimdat-
PWKN naykpeatitida), naykpeatodwdekadakTUMKG oupiyyla n Kal apeon npooBoAn Tou
naykpéaTog and KOKKLwHaTwon Aeypovi. To TeAeutaio yeyovog €XeL Meplypaei otn
oapkoeidwon, dUwG Aueon NPocBoAn ToU NAYKPEATOG ANO KOKKLWHATWON GAEYHOVA EXEL
anodewxBel povo oe e€alpeTika Aiyeg neptnTwoelg vooou Tou Crohn’ oe kanoteg paAioTa
ano autég AapBavovtag Tn Hop@pn NaykpeaTikoU YeudoodyKou.

Y& oplopévo aplBud aoBevav dev pnopet va evoxonotnBel GUYKEKPLUEVOG ALTLOAOYLKOG
napayovtag yia Tnv OM kat 10Te auTh Bewpeitat wg 13onabng™. LTig NeEPINTOOELG AUTEG N
nBavoTnTa GUPHETOXNG TOU NAYKPEATOG GTN CUCTNHATIKNA GAEyHov&dN avTidpaon n onoia
xapaktnpizel i IONE dev pnopei va anokAeloBel. Av autd eival npaypaTikd yeyovog 1oTe
pnopei va BewpnBetl 61t n Ol anotelel pia véa e§wevrepikn ekdniwon Twv IONE. H
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ouxvoTnTa Tng W8lonaBoug naykpeatindag otig IONE unoAoyizetatl nepinou 1,5%.

H enintwon Tng xoAoABlaong eivat onpavtika au€npévn (StnAdola and 1o yevikod nAn-
Buopo) oe aoBeveig pe vooo Tou Crohn, Wiaitepa oe autoUg pe NPooBoAN H XELPOUPYLKN
e€aipeon Tou TEALKOU €lAeoU". Aev anokAeieTal KAMOLEG and TIG NEPLNTWOELG 1Olonaboug
naykpeatitidag va avrikatonTpizouv oTnv npaypatikoétnta aduvapia dlayvwong nbavng
HikpoABiaong.

O pnxaviopog npokAnong Ol ano dwdekadakTuhonaykpeaTikn naiwdpopnon eivat
KaAd TeKunplwpévog o aoBevelg pe vooo Tou Crohn oToug onoioug €xet NpoaBANBel kat
N NepLoxn Tou GUPATOG. X& AAAEG NEPINTWOELG N VOOOG UNopei va 0dNynoEL O€ ivwan Kat
0€ avaTopIKEG PETABOAEG TNG NEPLOXAG. ANOTEAEGHO auT@Y eival GUOXEPELT OTNV ENAPKA
anoxeTeuon PEow Tou GUUATOG Kat al§non TnG Nieong oToug naykpeatikoUg ndpoug,
YEYOVOG nou npokaAet eniong Of.

IxeTlka pe n Baputnta Tng O oe IONE, ano Tig neplocotepeg BiBAloypapLkeg avapo-
PEG NPoKUNTEL OTL AUTA €lval OXETIKA AMLa, PHE ypNyopn anokataoTacn Kal Je UNOTPONEG
povo oe Alyeg nepintwoetg. [pénet va onpelwBel 6TL o€ oplopévoug acBeveig n ekdn-
Awon Ol pnopel va nponynBei Tng SLAyvwong TNG VOGOU TOU EVTEPOU.

IxedOv 0Aa Ta papuaka nou Bpiokouv epapuoyn otn Bepaneia Twv IONE €xouv evo-
xonotnBei yla Tnv NpOKANGN QapPaKeUTIKNG o&elag naykpeartitidag. Ma oplopéva and Ta
(PApPHAKa autd n ox€on eival KaAA TEKUNPLPEVN, eNeldn €xel enBeBalwBel Kal pe doktL-
paocia enavaxophynong Toug PeTa ano Tnv onoia n O unoTtponiace. XTnv KAWLKNA nNpagn
dev NPENEL va ENAvVAxXopnyeiTaL €va gpapuako 6Tav autod €xet evoxonotnBei OTL NpokaAeoe
OM. Eniong o evaAaKTIKOG TpONOG ENavaxopnynong Tou, e otadlakd au§avopevn doon,
Katd kavova 0ev npopuAdccel anod Ol eneldn ouvhBwg Ta @appaka npokaiouv Ol pe
HUNXaviopo Pn 6000€§aPTWHEVO.

H azaBelonpivn éxet evoxonotnBei yia tnv npokAnon Of, kat oe acBeveig pe IONE.
H ouxvétnTta TnG entnAokng authg ava@eépetal petagu 1,4-5% yia tnv azaBelonpivn kat
3,3% yua Tov petaBoAitn Tng Tnv 6-Mepkantonoupivn. Mia npoéopartn peAETN KaTEdELEE
0Tl n azaBelonpivn npokalel ouxvotepa O 6tav xpnotyonoteitat otn vooo Tou Crohn,
napd otav xpnotponoleital o€ AAa voonpata 6nwg oTnv autodvoon nnatirda n otn
peupatoeldn apBpitida n otav xopnyeitat HETG an6d PeTAPOOXEUON VeEPPOU N nnatog. H
napathpnon autn BETeL Tnv undvola O6TL 0 Pnxaviopog npokAnong O and tnv azaBeto-
npivn otn voco Tou Crohn pnopei va oxeTizeTal kat pe €101koUG NApAyovTeG Nou apopouV
TNV evreptkn vooo. H azaBetonpivn npokaAei OM pe pnxaviop6 o onoiog dev eival dooo-
e€apTwpevog. To yeyovog o1t Of ekdnAdveTal kKata péco 6po 25 nuEpeg PeTd Tnv évapgn
Tng Bepaneiag ye To PAppaKo Kal OTL Ta CUPNTWUATA UNOTPOMLAZOUV ypnyopa O6Tav To
autd enavaxopnynBei, unodnAdvel 6TL NIBava npoketTat yla avridpacn unepeuatcdnoiag
enBpaduvopevou tunou (I n IV). ApkeTol aoBeveig nou AapBavouv azabelonpivn xpnot-
ponotoUv napaAAnAa kat 5-ASA, étol eival dUokolo va anokAeloBei pe BeBawdotnta niba-
VA ouvepyLlkn dpaon Twv U0 AUTWY PAPHAKEUTIKGMY Napayoviwy otnv npokinon Of1.

H couhpaoaAazivn Kat Ta QAPUAKEUTIKA okeudopata Tng opddag Twv 5-ASA evo-
xonotouvtal eniong ywa Tnv npokAnon OM°® H oxéon autn eivat Aiyotepo €vrovn yua Tn
oouApaoaAazivn. Eniong npénet va onpelwBel 01L N 000G x0pNynong evog Gpappakou
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dev ennpedzel Tnv niBavoTtnta ekdnAwaong O kaBwg yia Tn pecalazivn €xel neplypapel
aKOpa Kat HETA and evdoopBLkh xopAynaon Tou GapHAKou.

H xpnon Tng peTpovidazoAng au§avel eniong Tov niBavotnta ekdnAwong OMM. H attlo-
AoyLKn CUGXETLON TOU aVTLBLOTIKOU auToU HE TN vOOO €XEL TEKUNPLWBEL Katl PeTa anod ena-
vaAnyn tng xopnynaong Tou. Mpdo@atn peAETn KaTédELEE OTL oL aoBeveig nou AapBavouv
peTpovidazoAn oe ouvduaopd pe AAAa pappaka yua Tn Bepaneia Tou EAtkoBakTnpidiou
Tou MuAwpoU, dlatpéxouv peyaAiTtepo kivouvo va ekdnAwaoouv O ouykptTika pe acBeveig
nou AapBavouv povo autn'.

Av Kat undpxouv avapopeg NPpOkANonG o&eiag naykpeatitidag and KopTLKOOTEPOELON
undapxouv Kat avtiBeTeg avapopeg, ya Tn BepaneuTtikn Toug dpacn otnv Of1, pe anoTéAe-
OMO N GUOXETLON TOUG JE TN VOGO va eival ag@iBoAn. TENOG, av KaL uNApxouv avapopEg yla
TNV guvolkn dpaon Tou Infliximab otnv o&eia naykpearitda tng vocou Tou Crohn, autd
Ba npénet va TekpnplwBei e NeploooTEPEG PEAETEG. L€ MELPAPATOZWA, OTA onoia €ixe
npokAnBei Ol pe €yxuon TaUPOXOALKOU 0EE0G OTOV MAYKPEATLKO MOPO, N XOPAYNGN TOU
(pappakou eixe kanola guvoilkn enidpacn otn nopeia Tng Of.

AZYMMTOMATIKH AYEHIH NATKPEATIKON ENZYMQON

Ot TlpEG TNG apUAAGONG N Kat TnG Atndong Tou aipatog pnopouUv va BpeBouv au§npeveg
o€ onpavTiko nocootd acBevawv pe IONE ol omoiol 0pwg dev napoucidzouv enionun
KAWLKN oupnTwpatoloyia o§eiag naykpearitidag. To yeyovog autd pnopel va ekppazet
UMOKAWVLKN NayKpeaTikn npooBoAn, autd Opwg eival dUoKoAo va TeKpnplwBel OLOTL
anatreitat Bloyia Kat loTohoylkn e&étaon naykpéartog nou dev dikatohoyeital BEBala oe
acupnTwpatikoug acBeveig. Eniong dev eival yvwotd av otn dlatapaxn auth oupBAaAAeL
HOVO N PapPUAKEUTIKA aywyn. H aounTwuaTikn au§nan Twv NAYKPEATIKGMY EVZUPWYV, XWPiG
avaloyn KAWLKA elkova, 0gv Kavel avaykaia Tn Bepaneutikn napéuBaaon yia OM.

Xtn pelétn Twv Heikius et al™®. BpéBnke unepapulacatpia oto 17% kat unepAinacatpia
010 9% Twv aoBevwv pe voco Tou Crohn eva Ta avrioTolxa NooooTd oToug acBeveig Pe
eAK@ON KoAiTda ntav 9% kat 7%.

Eniong otnv napanavw peAétn kKatadeixBnke OTL onPavTikoTEPN alENON TWV NAYKPE-
aTIK@V EVZUPWV Napouclazouv oL acBeveig pe NePLocOTEPO EKTETAPEVN vOCO. Ze GAAN
HEAETN aounTwpaTkh unepapulacatpia h unepAinacatpia BpéBnke o1o 16% Twv aoBe-
vV pe vooo Tou Crohn kat o1o 21% pe eAk@dn KoAiTda'™.

H aUfnon Twv naykpeaTikwv evzUPwV PNOPEL va eival anoTEAECHA  UMOKAWVIKNG
naykpeatikng BAaBng, pnopel Opwg va ogeiletal kat oe OlaTapaxn TNG EVIEPLKAG
0laBaToTnTag Kat dlaguyn evOOAUAK@YV evzUUwWV oTnV KUKAogopia. Katd cuvénela oe
acBeveig pe IONE ot nepinT®@oelg npaypatikng ofeiag naykpeatindag (pe enionpeg KAL-
VIKEG eKONADOELG), €ival MOAU AydTEPEG and TIG MEPLNTMOELG OTLG OMOIEG AVEUPIOKETAL
(aoupnTwPaTKn Kat ouxva Tuxaia) av€non Tng apuAdong.

Ze Aiyeg nepintwoelg acBevav pe IONE éxouv nepiypaget eniong pakpopulacatpia
Kat pakpoAtnacatpia. Ot KATAOTACELG QUTEG, OL OMOLEG AMNO POVEG TOUG OEV €XOUV KAmMola
KAWLKN onpaocia, odnyoUv o€ UYNAEG TIHEG TwV avTioToXwV evzUUwV oTo aipa eatriag
OUOXEPELAG OTN VEPPLKA TOUG ANOpPAkpuvon.
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XPONIA NMATKPEATITIAA

H xpoévia naykpeatitida (XM) eivat pAeypovadng vooog Tou naykpéatog n onoia xapa-
KTnpigeTaL and un avaoTpEYLUEG HOPPOAOYLKEG AAAOLWOELG TOU OPYAVOU, XOPAKTNPLOTLKO
aAyog kat anwAela TNg e§wKPLVOUG M Kal TNG evOOKpLvoUg AetToupyiag Tou. Kupto totona-
BoAoyLko yvaplopa Tng vooou eival n ivwon n ornola NpokaAeitat and Tnv evepyonoinon
TWV NAYKPEATIKWY AOTEPOELOWV KUTTAPWV.

Ze naAaloTepeG VEKPOTOPLKEG PeAETEG aaBevav pe IONE eixe katadeixBei n napoucia
kanotou BaBuol NaykpeaTikng ivwaong o€ onpavTikod aplBpd nepintw@oswy (38% oe vooo
Tou Crohn), xwpig ot aoBeveig va €xouv evOElEELG NAYKPEATIKAG VOOOU £V ZWwN.

Xpovia naykpeatitda, ge TN yvwoTn €vvola TNG vOOOU, N 0Moia napatnpeirat cuxvoTepa
o€ aAKoOALKOUG aoBeveig Kal xapakTnploTikd TnG onoiag eivat n napoucia AiBwv aToug
NAayKPEATIKOUG NOPOUG, EXEL MEPLYPAPEL HOVO O€ €EALPETIKA AlyeG NEPINTWOELG a0Beviv
pe IONE®. Eniong naykpeaTikeég weudokuoTelg ouveneta XM dev €xouv nmeplypapei o€
acBeveig pe IONE.

TG neploodrepeg nepntwoelg XM oe IODNE npokewrat yia unokAwikn véco, n napou-
ola Tng onolag TekpnplveTal pe naBoloylkd euphApata oTLG OOKLPAOLEG EKTLUNONG TNG
e€wkpvolg naykpeatlkng Aettoupyiag n and naBoloylkd amnelkovIOTIKA eupnpata o€
ERCP n oe MRCP kat ta onoia €ivat oupBatd pe Tn didyvwon tng. ASloonpeiwTo givat
TO YEYOVOG OTL O€ MEPLNTWOELG OTLG OMOIEG TEKUNpPL@VETaL dlatapaxn Tng e§wKpLvoug
NaykpeaTikng Aetroupyiag 6ev ouvundpxeL navra dlatapaxn oTNV AnELKOVIOTIKN HOPPO-
Aoyia Twv NaykpeaTik®v Ndpwv.

MBava ot dwatapaxeg atnv e€wkplvn Naykpeatikn Aetroupyia (ouxva unokAwikeg) va
anoteAoUv TN oUXVOTEPN EKOAAWGN NaykpeaTlkng npooBoAng otig IONE.

H XM n onoia napatnpeirat oe ouvduaopd pe €AKWON KOALTLOO, EXEL OLAPOPETIKA
XAPAKTNPLOTIKA and Tn vooo nou napatnpeitat otn vooo Tou Crohn. Otav XM cuvunapxet
HE EAK@ON KOALTLOA N GUPPETOXN T®WV XOANQOPWV £lval cuxvoTEPN Kal n anwAela Bapoug
elval onyavTikoTEPN, €NONG NAPATNPOUVTAL CUXVOTEPA OTEVWOELG TWV MAYKPEATIKGWV
nopwv.

Ye pelétn Twv Heikius et al. BpéBnke o1t 10 8,4% Twv acBevav pe IONE eixe nabo-
AOYLKN anewKoOvIon Twv Naykpeatikaov nopwv e ERCP™. Ot ouyypageic eixav unoBaiet
oe ERCP povo Toug aoBeveig nou eixav au§non oTa NNATIKA N 0TA NAYKPEATIKA £vgupa,
Kat Toug aoBeveig pe dtatapaxn otn doKLPacia EKTIHNONG TNG E§WKPLVOUG NAYKPEATIKNG
Aetroupyiag NBT-PABA.

Eival yvwotd 011 naBoloylkn anewkovion Twv naykpeatikwv nopwv otnv ERCP dev
onpaivel UNoxpewTIKA Kal dlatapaxn oTnv e§wkplvn AelToupyia Tou naykpéartog. Xtnv
napanavw PeAETN povo 10 29% Twv aoBevav pe naBoloyika eupnpata otny ERCP eixav
ouyxpovwg kat naBoloyikn doklpacia oekpeTivng. H Teheutaia eivat apeon doklyacia
eKTIUNONG TNG NaykpeaTlkng e§wkpvolg Aettoupyiag Kat anoteAel Tnv e§€taon avago-
pAaG PeTAEU Twv AETOUpYLK®Y doKLpaaot@y Tou naykpeatog (gold standard). Z1o oUvolo
TV acBevav pe IONE T0 4,2% napouciaze naBoloyikn doklpacia oekpeTivng.

Ztnv nponyoUpevn peAétn oe ERCP unoBAnBnkav povo acBeveig nou eixav ouyke-
KpLUEveg evdei§elg. Entong eival yvwoTd 011 TG00 N €18LKOTNTA 600 KAl h euacBnoia Tng
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doklpaciag dtahoyng NBT-PABA, n onoia xpnolponotnBnke otn HeAETN, elval oXeTIKa
XapnAég. Zuvenwg eivat niBavo, av unoBAnBolv oe ERCP 6Aot ot acBeveig pe IONE, 1o
nocooTd Twv acBevav nou Ba Bpebei va napoucidzel naBoAoylkd anetkovioTIKG eupn-
pata and To naykpeag va eivat noAU uynAdtepo. E€atriag Twv niBavwv entnAokwv 6ev
OwkatoAoyeiral B€Bata n ouotnpatikn dtevepyeta ERCP og 6Ahoug Toug aoBeveig pe IONE.
To petoveékTnpa autd pnopel va anakewpBel pe Tnv epappoyn tng MRCP, n onoia av
kat Oev uoTepel dlayvwoTikd ouykptTika pe Tnv ERCP oTtnv anelkdvion Ttou naykpéarog,
NAEOVEKTEL OTO YEYOVOG OTL OEV EXEL TIG ENLMAOKEG TNG TEAEUTALAG.

Méxpt onpepa undpxet povo pia dnpPocleupévn HEAETN N onoia EKTLPA TN poppoAoyia
TWV MayKpeaTlkwv nopwv oe acBeveic pe IONE xpnolponolwviag wg amnelkovioTikn
yéBodo tnv MRCP. 1n pehétn auth BpéBnke 6TL 10 16,4% TwV a0Bevmv e EAKWON KOAL-
T80 €ixav OLATAPAXEG OTNV AMELKOVION TWV MAYKPEATIKWY NOPWYV, OUOLEG PE QUTEG MOU
napatnpouvtat atn XM". Ot ouyypapeic unoBETOUV OTL OL HOPPOAOYLKEG dLATAPAXEG TWV
NAayKPEATIKWV NOPwV 0TNV EAKWON KOALITLOO propel va eival eOIKEG yLa Tn vooo. Av auTég
anoteAoUv €MupaAvOPEVO N NpaypaTikn €§wWevVTEPIKN ekONAwaon Tng dev eival yvwoTo.
Eniong dev undpxouv aTolxeia yla Tn pakpoxpovia Npoyvwon Twv acBevav nou napouact-
AZOUV TIG ANELKOVIOTIKEG auTEG BAAaBeG.

Ztn BiBAloypapia undpxouv apkeTeg avapopeg acBevwv pe IONE oL onoiot unoBARBN-
KAV 0€ NaykpeaTo0wOEKAOAKTUAEKTOUN PE TNV UNOVOLD MAYKPEATIKAG PAZAG KAl 0TOUG
onoioug n LoToAoylkh e€ETaon KaTEDELEE xpovLa naykpeatitda. Eviunwotakd eivat 01L oe
HEPLKEG NEPLNTWOELG N VOOOG TOU EVTEPOU DEV NTAV YVWOTN TN OTIYMN TNG en€pBaong aAAa
eKONAWONKE apKETA €Tn peTa ™.

MAFKPEATIKA AYTOANTIZOMATA

Avtiompara vavrt Tou e€wkpvoug naykpearog (PAB) avixvelovral e uynAd MocooTo
acBevmv pe vooo Tou Crohn (31-39%) aA\d povo ondvia oe acBevei Pe eAkN KoAiTSa
(3-4%) 1 o€ vyieig paptupeg (3-4%). Ta avriodpata autd, av Kat £Xouv UPNAN L8IKOTNTA
yla Tn vooo Tou Crohn, €xouv xapnAn euatoBnoia®. Aev eivat yvwoto av ta PAB naizouv
pOA0 oTNV MPOKANGN MaykpeaTlkng vooou. Eneldn dpwg Oev aveupiokovral ouxvoTe-
pa oe aoBeveig pe IONE kat naykpeartitida oe oUykpion pe acBeveig pe IONE xwpig
naykpeatitida katL 1€Tolo dev eival niBavo. Maiveral dpwg 6T acBeveig pe PAB+ kat vooo
Tou Crohn €xouv ouxvoTepa dlatapaxeég oTnv eEWKPWVA NAyKpeatikn Astroupyia (28%)
OUYKpLTIKG Pe PAB- aoBeveig kat vooo Tou Crohn (8%)%.

IYNYMAPEH MPATOMAGOYZ IKAHPYNTIKHI XOAAITEITIAAL ME IONE - H
MNAFKPETIKH ZYMMETOXH

AcBeveig nou éxouv npwronabn okAnpuvtikn xolayyetinda (MXX) kat IONE napou-
0LdZouv UPNAO NocooTd NABOAOYIKMY AMELKOVIOTIKGV EUPNUATWY anod To NAYKpeag. Xtn
peAETn Twv Heikius et al. 010 48% Twv acBevav daniotwBnkav naBoloylkd euphpara
anoé Toug naykpeatikoUg nopoug otnv ERCP?. Xn peAétn Twv Lindstom et al. To 20%
Twv aoBevwv pe napdAnAn cuvinap&n IONE kat MNIX eixav dtatapaxég otnv anewkdvion
TV NAYKPEATIKOV Nopwv®'. Méxpl onpepa dev eivat yvwoTd av autd Ta EUPAPATA AVTLKA-
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TonTpigouv enektacn Tng MIX oToug naykpeatikoUg nopouc. H niBavotnta autn dev pno-
pel OpWG va anokAeloBel enedn o€ OpLOPEVEG NEPLNTWOELG NAPATNPABNKE unooTpoPn
TWV AAAOLWOEWY OTOUG MAYKPEATIKOUG NOPOUG HETA and xopnynon oupoodeo§UXOALKOU
0&€0G. Av n katdoTaon autn nNpodLaBéTel oTNV EUPAVLION NayKPeaTIKoU Kapkivou dev eival
YVwoTo, n nBavotnta auth npénel Opwg va aglohoynBei and PeAAOVTIKEG PHEAETEG.

LYMMNEPAIMATA

Ot aoBeveig pe eAkwoOn KoAiTda kat vooo tou Crohn datpéxouv augnpévo Kivouvo va
ekdnAwoouv ofeia naykpeatitida. ACUNNTWPATIKA aUENCN TwV NAYKPEATIKWY EVZUHWV
napatnpeitat ouxva oe acBeveig pe IONE kat oxeTigerat ge TNV €KTaon Kat Tn dpacTnpl-
OTNTA TNG EVTEPLKNG VOGOU.

Ou datapaxég Tng eEwkKpvoUG NAYKPEATIKNG AelToupyiag, ONwg auTég TEKUNPLOVOVTaL
pe avahoyeg dokipacieg, anoteholv niBava Tn ouxvotepn ekdnAwon Twv IONE anéd To
naykpeag. Xpovia naykpeatitida, ouxvd Xwpig TUMIKEG KAWLKEG €KONAWOELG, pPnopel
eniong va napatnpnBei.

H npooBoAn Twv NaykpeaTikawyv Ndpwy, 0TIG NEPLITWOELG MOU NPWTONaBNG OKANPUVTL-
Kh xoAayyelitida ouvundapxet napaAAnia pe IONE, eival e€alpeTika ouxvn.

0 pOA0G TV NAYKPEATIKWY QUTOAVTIOWHATWY aTNV NPOKANGN MNAYKPEATIKNG VOOOU OV
EXeL TEKUNPLWBEL.

H autodvoon xpovia naykpearitida pnopei va cuvundpxet pe IONE, 8€tovrag Tnv unodvola
OTL NtBava undpxeL KANoLo Kowo oTolxeio oTnv NaBoyévela Twv GUO AUTWY VOGNHATWY.
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Pancreas and Inflammatory Bowel Diseases
Stergios Delakidis

SUMMARY

Pancreatic involvement is an important extraintestinal manifestation of Crohn’s dis-
ease and ulcerative colitis. Though not especially common from a symptomatic stand-
point, a quite significant percentage of patients exhibit asymptomatic involvement,
either in the form of elevated pancreatic enzymes or as abnormal pancreatic imag-
ing in ERCP or MRCP studies. Still, it remains unclear how pancreatic involvement
correlates with the long-term prognosis of IBD. Moreover, further research is needed
to ascertain the mechanisms of injury. It is worth noting that in a handful of reports
pancreatic involvement precedes the diagnosis of IBD. Lately the evidence that sup-
port more than an accidental association of pancreatitis and pancreatic insufficiency
in patients with IBD is growing. According to present data, pancreatic disease seems
to be one of the extraintestinal manifestations in IBD patients, especially in those with
primary sclerosing cholangitis, so that increased awareness of the possible pancreatic
involvement in IBD is recommended.

INTRODUCTION

Inflammatory bowel diseases (IBD), Crohn’s disease (CD) and ulcerative colitis (UC],
are systemic diseases characterized by chronic intestinal inflammation of an unknown
origin, and similar to other systemic disorders are not only restricted to their intestinal
tract manifestations.

The importance of extraintestinal involvements is underlined by the fact that such
complications can be more prominent and even more difficult to control than the
actual intestinal disease itself.

Pancreatic involvement associated with IBD is rare compared to other extraint-
estinal manifestations, such as skin, eyes, liver or joint involvement'’. A variety of
pancreatic abnormalities have been described in IBD, as CD and UC have both been
implicated with CD to be more frequent in the majority of cases®. Most of the relevant
data has been gathered by clinical observation, but only rarely documentation of pan-
creatic morphology in histological studies has been described.

The first observation of the association between IBD and changes in pancreatic
histology was reported in 1950. Post mortem autopsy findings in UC, by Ball et al
“, showed the presence of macroscopic and microscopic pancreatic lesions in 14%
and 53% respectively in 86 cases, although none of those cases have had any clinical
evidence of pancreatic disease. The most common findings in this autopsy studies
were chronic interstitial pancreatitis and pancreatic fibrosis, whereas no significant
abnormalities of the pancreatic duct were noted. Some years latter in 1956, Chapin
et al. found mild-to-moderate fibrosis in autopsies in the 38% of 39 patients with CD
compared to 3% of healthy controls. In another study by Axon et al. on consecutive
series of 59 abnormal pancreatograms by ERCP, 5 patients were reported to have
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IBD, suggested a possible association between chronic pancreatitis and IBD®. However
none of the patients had pancreatic insufficiency.

The pancreas may be presented with two symptomatic clinical manifestations in
IBD, namely acute pancreatitis and exocrine pancreatic insufficiency, although asymp-
tomatic elevation of pancreatic enzymes, pancreatic autoantibodies, pancreatic duct
abnormalities or macroamylasemia may be observed. Reports on pancreatic calcifi-
cation in conjunction with IBD, in this case ulcerative colitis, are extraordinarily rare®
whether this is a true causative linkage or attributable to the medication (azulfidine
and corticosteroids) remains undetermined.

This review will focus on pancreatic alterations which have been described in asso-
ciation with IBD, although reports on this association are very rare in general”®, and will
give possible explanations for the pancreatic involvement in this setting. The connec-
tion between IBD and the pancreas may be looked from a different angle in the future,
since autoimmune pancreatitis emerging as a new entity, may represent as a distinct
form of pancreatitis to be found either on its own or linked to other autoimmune syn-
dromes including CD’.

Etiopathogenesis of IBD- associated pancreatic diseases

The following etiopathogenetic conditions have been proposed as contributing fac-

tors to pancreatic involvement in IBD, by several authors:

1. Treatment with drugs, such as 5-ASA, sulfasalazine, azathioprine and 6-mercap-
topourine.

2. Duodenal reflux into pancreatic ducts via an inflamed, incompetent and stenotic
ampulla of Vater as a possible mechanism in CD-associated pancreatitis. Direct
ampullary involvement by CD may also cause intermittent obstruction of pancre-
atic flow.

3. Small gallstones or sludge as a responsible trigger factor for at least some cases
of pancreatitis in IBD.

4. Presence of autoantibodies against the exocrine pancreas suggesting an immu-
nologic basis for etiology as they have been reported in 31-39% of patients with
CD.

5.1BD, PSC and pancreatitis existing in combination, are seen as manifestations
of an autoimmune disease on a genetic disposition basis, as it has been hypoth-
esized. Both PSC and pancreatitis may precede the onset of clinical IBD.

6. Immunological mechanisms and production of various cytokines, including
Tumor Necrosis Factor a, may also play some role in the pathogenesis of IBD
associated acute pancreatitis'™'.

ACUTE PANCREATITIS

Acute pancreatitis (AP) as a complication of IBD has been well established in epi-
demiological studies. A nationwide Danish cohort study detected an increased risk of
acute pancreatitis in patients with IBD compared with the general population. Patients
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with CD were found to have a fourfold increase in risk of developing acute pancreatitis
and patients with UC a twofold increase in risk compared with the general population.
The highest risk was found in middle aged women with CD'. Moreover, a multiregional
study from Sweden estimated that patients with IBD had at lest a threefold increase in
risk. In addition, a case control study from Denmark found a AP prevalence of 0.9% for
CD and 0,4% for UC among 1590 AP cases versus a prevalence of 0.2% among 15.913
controls, suggesting a fourfold increase in risk for AP in CD and a 1.5-fold increased
risk in UC patients. Interestingly, in this study, the use of 5-aminosalicylic acid or sul-
fasalazine was not associated with increased risk of AP in patients with IBD®.

Concerning the etiopathogenesis, pancreatitis in IBD may be induced by disease-
associated morphologic abnormalities in the upper gastrointestinal tract-duodenal or
papilla area involvement causing duodenal reflux or papilla obstruction- or by medi-
cal treatment (azathioprine and its metabolite 6-mercaptopourine', 5-aminosalicylic
acid”™, metronidazole), or finally by the classical causes of pancreatitis like alcohol
and bile duct stones.

Patients with CD have an increased risk of developing gallstones, regarding that the
prevalence of gallstone disease in CD has been reported to be 26% in a population-based
cohort study from Stockholm. In contrast the prevalence of gallstones in the normal
population is only about 10%. Gallstone formation is considered to be multifactorial. A
potential risk factor may be high bilirubin concentrations in the bile, which can be found
in patients with resection or severe inflammation of the terminal ileum". Successful
prophylactic strategies to avoid gallstone development in CD are not available.

Most of the cases (two-thirds) of acute pancreatitis in IBD patients reported in the
literature have been considered as the result of adverse effect of medical treatment
for IBD, and the remaining cases have no established cause for pancreatitis other than
the IBD itself. In only one case of pancreatitis in CD, CD was proved to affect directly
the pancreas based on the histological examination that demonstrated granulomatous
inflammation of the pancreas head. This finding shows clearly that the pancreas may
also be a primary site of localization of CD™.

Acute pancreatitis may occur as a rare adverse event after drug treatment of IBD.
In patients with acute pancreatitis, medications are though to be the etiological factor
in approximately 5% of the cases, although the determination of medication causing
pancreatitis can be difficult. Clinical improvement after the withdrawal of the drug and
recurrence with the rechallenge

constitutes the gold standard of establishing a definitive association. However
a causal relationship between some drugs and acute pancreatitis remains largely
unproved, as it is in the case of corticosteroids. Finally the role of the chimeric anti-
body against TNFa (infliximab) in inducing acute pancreatitis remains obscure since
controversial reports on its use in such cases exists.

According to the few reports available, the incidence of acute pancreatitis in IBD
may vary between 1.5%-5%'""%. Patients with CD have a four times higher risk of acute
pancreatitis than control patients without CD and patients with UC a twofold increase
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of risk. Usually, these episodes of acute pancreatitis are mild and recurrent attacks
are rare®*.

EXOCRINE PANCREATIC INSUFFICIENCY

Pancreatic exocrine impairment is a far more frequent occurrence than is generally
recognized in clinical practice and seems to be the most frequent manifestation of
pancreatic involvement in IBD.

By using the secretin-cerulein test, Angelini et al.” found a decrease in bicarbonate
and enzyme output in 11 of 27 patients (35% with CD and 50% with UC) and isolated
decrease of lipase output in 18 of 27 patients (58% with CD and 80% with UC} in a
series of 17 patients with CD and 10 patients with UC. Hegnohj et al*. confirmed a
significant decrease of amylase and lipase output as compared to 115 controls using
the Lundh meal test and duodenal aspirates analysis. This exocrine pancreatic insuf-
ficiency appeared to correlate with the extension of the lesions of CD, especially with
ileal location and with disease activity in case of predominant lesions to the ileum.
Heikius et al., in a series of 170 patients with UC and 46 with CD, found abnormal
paraaminobezoic acid test results in 21.8% and 26% of these cases”. This exocrine
pancreatic insufficiency does not seem to be always associated with pancreatic ductal
changes. As Heikius et al. demonstrated, only 5 of 10 patients with abnormal secretin
test had pancreatic ductal alterations.

Since the detection of autoantibodies in pancreatic acini and pancreatic juice pro-
teins there has been some debate about a distinct defect in the secretory capacity of
the pancreas in patient with CD. Some recently published data suggest that malnutri-
tion may play also a significant role in the impairment of pancreatic exocrine secretion
in CD patients.

In earlier studies of the pancreatic response to intravenous secretin®, abnormalities
were demonstrated in up to 31% of patients with CD without symptoms of pancreatic
dysfunction. The most consistent defect observed was in enzyme secretion. However,
its nature has remained still undetermined. With the use or faecal elastase-1 pancre-
atic function test”, a non-invasive powerful tool is available for routine screening for
exocrine pancreatic insufficiency despite some draw-backs for mild disease®*. This
test needs to be explored in CD in order to screen patients in a routinely basis.

ASYMPTOMATIC ELEVATION OF PANCREATIC ENZYMES

Elevated serum levels of amylase along with lipase are usually markers of pancre-
atitis. However these enzymes are elevated in some patients with IBD without clinical
symptoms of pancreatitis. The possible mechanisms for an asymptomatic increase of
pancreatic enzymes in IBD are:

1) Latent extra-intestinal involvement of the pancreas in IBD

2) Extra-pancreatic release of amylase/lipase from the inflammatory bowel

3) Intestinal reabsorption of released amylase/lipase in the inflammatory bowel.

Katz et al” reported hyperamylasemia without clinical evidence of pancreatitis in 8%
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of patients with CD. Tromm et al’ found painless hyperamylasemia or hyperlipasemia
in 16% of patients with CD and in 21% in patients with UC in a prospective study of
selected patients. They found no relation with the activity or the duration of the disease
or the drug treatment except for a higher frequency of pancreatic hyperenzynemia in
Crohn’s colitis compared to ileitis or ileocolitis. Another group, performed a cross-
sectional study on pancreatic enzymes in

an unselected population of 237 IBD patients, and found hyperamylasemia in 17%
and hyperlipasemia in 9% of the patients with CD, whereas the corresponding find-
ings in UC were 9% and 7%. In contrast to the results of the two first studies, the later
authors reported elevated enzymes to be related to extend and activity of the disease
process®. Oishi et al.* found the prevalence of hyperamylasemia in patients with CD to
be 16%. All hyperamylasemic patients then underwent pancreatic imaging, mostly via
transabdominal US, but some were further evaluated with ERCP, CT and MRCP. The
cumulative incidence of abnormal pancreatic imaging among the entire population
was estimated to be 5.2% at 5 years and 6.3% at 10 years following diagnosis of CD.
Whereas there was no characteristic pattern of imaging abnormalities, 69% displayed
intrapancreatic coarness on US and 81% displayed pancreatic deformity with irregular
contour on CT and US. A substantial number of patients displayed ductal abnormalities
on ERCP and MRCP, as well.

Whether asymptomatic increase of pancreatic enzymes represents a true pancreatic
involvement of the underlying IBD or is merely an effect of the medication remains to
be clarified, but in the absence of appropriate indications in IBD patients it requires no
further diagnostic investigation. In this setting, the decision to initiate treatment for
pancreatitis should not be based on the serum markers alone and the clinical presen-
tation and examination should be encompassed in the decision making process.

PANCREATIC AUTOANTIBODIES

An immunologic basis for the pancreatic involvement in IBD might be suggested
by the demonstration of increased titers of serum autoantibodies to the exocrine
pancreas among patients with CD, described by Stocker et al®. He theorized that the
reason that pancreatitis isn't as prominent as other extraintestinal manifestations are
because the bulk of autoantigens comes into contact with the immune system only
outside the pancreas.

Published reports have identified PABs (antibodies to exocrine pancreatic tissue) in
15-40% of CD patients, but only 0-4% of UC patients and 0-4% of normal controls®.
CD patients with PABs have not been found to have pancreatitis more often than those
without these antibodies.

Pancreatic autoantibodies are considered to represent a specific marker for CDhow-
ever, in contrast to other autoimmunity mediated disorders; determination of autoan-
tibodies in CD did

not have an important role, so far, in the clinical diagnosis. In the setting of the
two clinical pancreatic conditions which are associated with CD, acute pancreatitis and
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exocrine pancreatic insufficiency, it is mandatory to re-evaluate the role of autoan-
tibodies although there is still no conclusive evidence for a direct pathogenic role of
these autoantibodies in CD*and they do not correlate with the activity of the intesti-
nal disease or the incidence of acute pancreatitis. To our present knowledge, there is
only one study by Sebold et al”. that was conducted to evaluate a possible correlation
between PAB and pancreatic function in CD. In this study exocrine pancreatic function
was significant more often impaired in PAB positive patients (27%) than in PAB nega-
tive patients (8%).

Although it is an intriguing perspective to build a link between two epithelial linings,
the gut mucosa and the pancreatic epithelial cell in CD, overall evidence for crossover
autoimmunity or causative relationship between CD and pancreatitis or exocrine pan-
creatic insufficiency is still rather sparse and these serologic findings do not establish
a direct cause-effect relationship for pancreatic disease.

AUTOIMMUNE PANCREATITIS

Autoimmune pancreatitis (AIP) is a distinctive type of chronic pancreatitis which has
been described particularly in Japan but has also been observed in Western countries.
This disease is characterized by associated autoimmune markers, occasional coexis-
tence with other autoimmune diseases and is clinically distinguished in particular by
good response to treatment

with corticosteroids. AIP is defined histologically by periductal and interacinar lym-
phocytic infiltration. The characteristic findings in most cases of AIP are summarized
in table I. Both primary (with no association to other autoimmune diseases) AIP and
secondary (associated with other autoimmune diseases]. AIP are now included in the
recent etiology-risk-based chronic pancreatitis classification system TIGAR-O.

Table I. Characteristic findings of AIP

. Middle ~high age

. Increased levels of serum gammaglobulin, IgG, or IgG4

. Presence of autoantibodies

. Diffuse enlargement of the pancreas

. Diffusely irregular narrowing of the main pancreatic duct and occasionally stenosis
. Fibrotic changes with lymphocyte infiltration

. No symptoms or only mild symptoms, usually without acute attacks of pancreatitis

. Rare pancreatic calcification or cysts

. Occasional association with other autoimmune diseases
0. Effective steroid therapy

=0 0 N0 O~ WN =

In 1997 first by Ectors et al, a patient with PSC and AIP has been reported’. The pan-
creatic pathology showed a dense lymphocytic periductular infiltration with destruc-
tion of the pancreatic ducts. In this paper, 2/12 patients had CD and UC respectively
1/12 had Sjégren’s syndrome, and 1/12 had PSC®. Since PSC is known to be commonly
associated with UC, the concomitant occurrence of UC, PSC and chronic pancreati-
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tis may be more frequent than is so far recognized. This assumption is supported by
the early report by Ball el al.“who found in post mortem studies of patients with UC
some pancreatic changes in more than half of the cases. Similar results might also
be expected in patients with CD. These histological features had been noted already
in 2/53 patients with hereditary pancreatitis*, then being called acute interstitial pan-
creatitis”. The serological evidence may be derived also from the fact that, in another
study of patients with idiopathic chronic pancreatitis and Sjogren’s syndrome, antibod-
ies against the lead enzyme of pancreatic duct cell, carbonic anhydrase type Il have
been described®”. A valuable study, yet to be conducted, would be to determine those
antibodies in patients with IBD suspected to suffer from pancreatic involvement in
order to assess the frequency of an autoimmune component in this disease.

Barthet et al“, suspected by histological examination of pancreatic tissue of patients
with simultaneous pancreatitis and IBD, that pancreatitis associated with IBD was an
autoimmune disease. In this study, 5 patients showed diffuse narrowing of pancreatic
ducts that resembled the changes in autoimmune pancreatitis, and a biopsy sample
taken from one patient was histological compatible. However, serum IgG subclass 4
concentrations, reported to be a highly sensitive and specific marker of autoimmune
pancreatitis, was low in all patients tested.

In one MRCP study in patients with UC, without history of pancreatitis, pancreatic
duct changes were found in 16.4%. Interestingly 30% of patients with abnormal MRCP
findings hade pancreatic duct changes compatible with AIP namely diffuse narrowing
of the main pancreatic duct but none of them hade elevated serum IgG subclass 4
concentrations. Thus, the chronic pancreatitis seen in patients with IBD is probably a
district form, although it is possibly related to autoimmune pancreatitis.

PANCREATIC DISEASES IN PATIENTS WITH CONCOMMITANT PSC AND IBD

The commonest hepatobiliary disorder in IBD patients is primary sclerosing cholan-
gitis (PSCJ, a chronic cholestatic syndrome of unknown origin characterized by chronic
fibrosing inflammation of both intrahepatic and extrahepatic bile ducts. The course
of PSC is unpredictable but tends to be progressive and leads to cirrhosis and portal
hypertension, 4-10% of patients develop cholangiocarcinoma. There are no specific
markers to predict development of cholangiocarcinoma in PSC"”. CD and UC are asso-
ciated in up to 10% with PSC and approximately 70% of all patients with PSC suffer
from coexisting UC. This high degree of association suggests a common mechanism in
pathogenesis. However, no causal relationship has been yet established.

The prevalence of coexisting pancreatic duct abnormalities in patients with PSC
associated with IBD is 48% in the study of Heikius et al.“ In the study by Lindstom et
al.”” pancreatic ductografic changes were seen in 20% of patients with IBD and con-
comitant PSC. The mechanisms causing pancreatic involvement in PSC associated
with IBD are not clearly understood it is possible than in some instances the changes
in the pancreatic ducts represent extensions of the same disease process that affect
the bile ducts. In some cases the pancreatic ductal changes have been seen to disap-
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pear spontaneously® or after treatment with ursodeoxycholic acid. However, the ques-
tion remains open as to whether these concomitant pancreatic duct changes in PSC
have any relevant clinical or prognostic implication, and therefore follow-up studies
are needed.

PANCREATIC CANCER, CROHN’S DISEASE AND PANCREATITIS

Pancreatic cancer associated with pancreatitis is well recognized as it has been
described only in the setting of chronic pancreatitis. Interestingly in the study of
Moolsintong et al®, 2 patients that were found to have unexplained acute pancreatitis
and CD later developed pancreatic cancer, both within 4 years of diagnosis of pan-
creatitis. To our knowledge there is only one other case report of pancreatic cystad-
enocarcinoma developing in a patient with pancreatitis and CD*. In this unusual case
of pancreatic cancer developed in a 74 -yr-old woman, 3 years after a single episode
of acute pancreatitis that complete resolved. In these cases a causal relationship
between CD, pancreatitis and pancreatic cancer is difficult to establish thus it is not
know if Crohn’s-associated pancreatitis may be a premalignant status for pancreatic
cancer. Moreover the pancreatic duct abnormalities, seen in patients with PSC and
IBD, are not known to predispose to pancreatic ductal adenocarcinoma.

CONCLUSIONS

According to the present data, pancreatic diseases seem to be extraintestinal mani-
festations of IBD, suggesting that increased awareness of possible pancreatic disease
in IBD patients is recommended.

Pancreatic duct abnormalities and pancreatic exocrine dysfunction occur in some
patients with IBD, acute idiopathic pancreatitis may complicate IBD and pancreatic
enzyme levels are elevated in a significant proportion of these patients without any
clinical signs of pancreatitis. This late condition is not related to medications but prob-
ably the enzyme increase is associated with a more extensive and active IBD.

A direct role for PAB, in the pathogenesis of IBD-associated pancreatitis, is not yet
established but these autoantibodies may either reflect an immune deregulation trig-
gered by the bowel mucosal ulcerations or they may be attributed to cross-reactivity,
as it has been shown for other autoantibodies in some autoimmune diseases.
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IAIONMAGHZ ®AEFMONNAHZ NOZOZX - KAPKINOZ NMAXEOZ ENTEPOY
XapdAaunoc Mnapunarzdg

EIZAFQrH

H ouoxéton Tng WBlonaBoug @Aeypovwdoug vooou Tou eviépou (IONE), eAkwdoug
KOAiTIdaG Kat Tng vooou Crohn, pe Tov Kapkivo naxéog eviépou éxel napatnpnBei and
nalwd. O kivduvog avantugng Kapkivou og £dapog eEAKWOOUG KOAITIOAG ATAV yvwoTog ano
10 1920. ZTn ouvéxela apkeTeég pehéTeg entBeBaiwaav auth Tn oxéon'. ‘Ocov agopd yia
n vooo Crohn o kivduvog avantuéng Kapkivou eivat yvwoTog Ta tedeutaia 20 xpovia.™
Ot napandvw napatnpnoelg odnynoav NaialoTepa Toug €L3LKOUG Vd MPOSPEUYOUV OTNV
KOAeKTOpN 0€ a0Beveig pe ekTeTapévn vooo. TOGO N EAKWONG KOAITLOa 600 KAl n vOo0G
Tou Crohn BewpoUvTal ohpepa wG NPOKAPKWVIKEG KaTaoTdoelg. O kivduvog avantugng
KapKivou qaiveral va eivat e§ioou au§npg€vog Kat ot U0 vOooug.

MéyeBog Kivdivou

Ot aoBeveig pe eAkwdn koAiTda Kat voco Crohn napouctdzouv au§npévo kivouvo
avantugng Kapkivou Max€og €VTEPOU O€ OXECN HE TOV AVAHPEVOUEVO OTO YEVIKO MANBuU-
opo. AvtiBeta, aoBeveig pe vooo Crohn evioniopévn o1o AenTd €VIEPO HOVO, OEV EXOUV
au€npévo Kivouvo avanTug§ng Kapkivou Naxeog kat Aentou eviépou. AuEnpévog Kivouvog
avantugéng kapkivou oe acBeveig pe eAkwN KoAiTtda kat vooo Crohn napoucLazeratl PeTa
Tnv napéheuan 20 eTwv and Tnv €l0BoAn Tng vooou.* XTnv eAk®ON KOALTLOO Ta MOCOOTA
ooBapng duoniaciag n/kal Kapkivou o€ Peyaleg oelpég aoBeviv unoloyizeTal OTL Kupai-
vovtat ano 4,8-8,7% kat ano 4-7,3% avtiototxa,* €vd n oUXvOTNTA avANTUENG aKOMN Kat
xapnAoBaBung duonhaoiag ayyizet 1o 11%.” AuonAacia og €dapog vooou Crohn avantuo-
O€TAL ONAVLO KAl NAVIWG o€ OxL NePLocdTEPO anod 10 5% Twv acBevmv. Ze NEPLNTWOELG
Opwg Kkapkivou, duonhaoia napatnpeital oe NocoaTo ano 27% péxpt 73% eite eyylg eite
O€ anopaKpPUOUEVa ano Tov oyko onpeia.”’

0 kapkivog oTn @Aeypovmdn VOGO TOU EVIEPOU €pPAVIZETAL OE VEOTEPN NAlKia o€
OX€on PE TOV 0Nopadlkd KApKivo Tou Naxeog eviEpou. AvantuooovTal cuxvd noAkanAa
KapKlv@parta Kat navra oe BEoelg Tou evrépou npooBeBAnpévou pe vooo. H evronion
TOU Kapkivou eni €8a@oug eAK@oUG KOAITIOOG EXEL WG akoAoUBwWE: a) evronizeTal pe
aUENPEVN OUXVOTNTA OE OPYAVIKEG OTEVAOELG TOU MAX£0G eviEpou B) evronizeTal Kupiwg
oTo opBootypoeldeg, 56% kat akoAouBei n evronion ato 0e§d KOAov, 32% Kat To KaTLdv,
12%. Ztn vdoo Crohn o Kapkivog avantuooeTal navia o€ GAeypaivovra THAPATA Kat givat
Mo oUxvog oT1o 0e€L6 KOAovV ano 6TL oTnv eAKWON KoAiTLda.

Mapayovreg avantu§ng Kapkivou ae eEAKwdNn KoAiTida Kat voso Crohn.

A. ’EKTacn Tng vooou

Ztnv eAKk@ON KoAiTda Kat Tn vooo Crohn unapxouv unoopdadeg nou (paiverat oTL O SlaPe-
POUV WG MPOG To Kivduvo avantu§ng Kapkivou o oxeéon Pe To YEVIKO NAnBuopd. H avantugn
KOPKIVOU Nax€og eviépou o aoBeveiq Pe eAk@ON KoAiTIda €€apTartal anod Tnv €KTacn Tng
vooou. Mpog ToUTo N TaEWVOPNGCN TNG £KTAONG £XEL WG aKOAOUBWG a) npoaBoAn nou ekTeiveTat
Kat népav Tng onAnvikng kapnng (navkoAindal,” B) npooBoAn Tou 0pBoatypoeldoug Kat Tou
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katovog (aplotepn KoAitg) kat y) npwkrootypoelditda. Ze pia peAéTn ava@éperal OTL og
aoBeveig pe npwkritida o kivouvog avantuéng kapkivou eivat 1,7%, oe aoBeveig pe vooo
HEXPL TN BEELA KOAKN Kapnn 2,8%,ev®d o aoBevelg pe navkoAinda 14,8%. '

Ztn vooo Tou Crohn, au§nuévn nBavotnta avantu§ng Kapkivou Tou Naxéog eviEpou
ouoxetigeTal pe BAABeg nou ekTeivovral népav Tou €vog TPITOU TNG OUVOALKNG €KTAONG
TOU MAX€0G evTEpou.™

B. Awapkela vocou

Daiverat 6TL 600 PHeEYaAUTEPN N OLAPKELD TNG VOGOU TOOO PEYAAUTEPOG 0 Kivduvog avantugng
KapKivou. £TIG NePLOCOTEPEG HEAETEG (paiveTal OTL BevV UNAPXEL KivOuvog avanTugng Kapkivou
ota npawra 10 €Tn and Tnv évapén Tng vooou.' Metd Tnv napéeuon dEKa ETGV O KivOUVOG
avantu§ng kapkivou augavetat oe avaloyia 0,5 éwg 1% eTnoiwg. EToL, oTnv eAkdN KoAiTLda
peta 20 kat 30 £7n o Kivduvog avanTtugng kapkivou avepxetat oe 8% kat 18% avTioToixwg. Ze
pia peAétn pe 80 aoBeveig pe eAkwdn KoAiTIda n vooo Crohn, n avantugn kapkivou o€ OLEpe-
PE ONUAVTIKA aVaQOPLKA HE TN PEan SlapKela and Tnv £vapEn Tng vooou oTlg duo voooug (15
xpovia yla Ty vooo Crohn kat 18 xpovia yia Tnv eAk@dn koAitda)." O kapkivog avantuxBnke
peTa ano 8 xpovia oe 75% Twv aoBevawv pe vooo Crohn kat oe 90% Twv aoBevmv pe eAkmON
KOALTWOa. Eniong, n Sethg enBiwon Twv aoBevav pe eAkwdn KoAiTda kat vooo Crohn de
diepepav onpaviika (46% otn vooo Crohn kat 50% otnv eAk@dn KoAiTda). Mapopota anote-
Aéopata napatnpnBnkav Kat o€ pia AN peAétn ano Tn Xoundia.”

I. HAia évap€ng Tng vocou

H eppavion eAkwdoug KoAiTdag kat vooou Crohn oe acBeveig veapng nAwkiag kat
HaAoTa KATw TwV 15 eT®V OUOXETIOTNKE pE PeyaAUTEPO Kivouvo avanTu§ng kapkivou oe
oxéon pe Toug aoBeveig nou egpavioav Tn vooo oe peyahltepn nAwkia. Oaiveral GpwE 6TL
n nAlkia epeaviong vooou anoTeAel GUYXNTIKO MApAYovTa GXETLKA HE TNV KAPKLVOYEVEDN
Kat OTL NPaypaTikoG NPOYVWOTLKOG Napayovtag eival n dtdpkela Tng vooou. '

A. OwKoyevelakn entBapuvon

AoBeveig pe eAk@dN KoAiTtda Kat voao Crohn pe 1% BaBuoU ouyyevh pe kKapkivo €xouv
OXETLKO Kivouvo avanTugng kapkivou 2,5 kat 3,8 avrioToixwg. Av o 1™ BaBpoU ouyyeveig
elval nAtkiag <50 eT@v, 0 OXETIKOG KivOuvog yiveTal 9,2. X& AAAN PHEAETN TO OLKOYEVELAKO
Lotoptko IONE d¢e paivete va cuoxeTizeTal pe avanTugn Kapkivou oe acBeveig pe eAkwON
KoAiTida kat vogo Crohn."”

E. ®appakeuTikn Bepansia

Ano TG apxég Tng dekaetiag Tou 1980, epeuvnTég oTo lopanA mapatnpnoav XapnAo-
TEPN OUXVOTNTA KapKivou naxéog eviépou o€ acBeveig pe W8lonabn gAeypovadn vooo
uno Bepaneia ouvtnpnong pe couhpooaAazivn. ApydTepa, peAETEG anod Tnv AyyAia Kat Tn
Zoundia napouciacav TNV NPoOTATEUTIKN dpdon couApooalazivng Kat pecaiazivng otnv
EPPAVLON KapKivou Tou Nax€og eviepou.’®” H akptBng dpaon Tou 5-ASA otnv npo@UAagn
ano Tov kivduvo avanTtu§ng kapkivou dev eivatl yvwoth. MiBavoAoyeiral anopdkpuvon Twv
eAeUBEPWV pLzwV 0§uyovou Kal avacToAn TnG KukAo§uyevaong kat Tng 5- Atmoyevaong
pe anoTéAeoda TNV aviipAeypovadn dpdon autwv Twv napayoviwy. Eniong, petagl Twv
nBavav punxaviopov nepthapBavovral n anontwTikn dpAon Toug KAl N avaoToAn Twv
HNXaVIoHWV wpigavong Tou KUTTAapou.
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H Bepaneia pe azaBelonpivn evoxonownBnke yla au§npévo kivéuvo kakonBelag oe
aoBeveig peTa perapdoxeuon veepol n oe acBeveig pe peupatoeldn apBpirda. Mia
HEAETN €0€LEe OTL dev uNApXEL AUENPEVOG KivOUVOG avanTuEnNG KapKivou Maxéog EVIEPOU
kata Tn Bepaneia pe azabelonpivn acBevav pe eAk®ON KoAiTLda.”

IT. ZuvundpxovTa voohuara

H napoucia okAnpuvTiking xohayyelitidog oe aoBeveic pe eEAk®AN KoAiTLda (paiveTal o1l
au&avel Tov Kivduvo avanTugng KapKivou. Ze pla HETA-avaAuon €vieka HeEAET®V BpéBnke
TETPANAACLOG Kivduvog avantuéng kapkivou naxeéog eviépou o€ acBeveig pe eAk@dON
KOAiTLOa Kal nmpwTonabn OKANPUVTLKA XOAOYYELTIOO OE OXEON PE TOUG MAOXOVTEG aAnod
eAK®ON KoAiTLda povo. Ot peTaBoAEg Twv XoAlkwv aAaTwy BewpnBnkav wg nBavn atria
aAAa neplocdTepo MBavn @aiveral n €KTaon kat n dlapkela Tng vooou oe acBeveig pe
eAK@ON KOAITLOA Kal oKANPUVTIKN xoAayyelitida. AcBeveig pe npwtonabn okAnpuvTikn
xohayyeLitida Kpiverat okdnigo va kohovookonouvrat yta Tnv nBavn ouvlunap§n Tng
PAeypovwdoug vooou. Av Kata Tn LAPKELA TNG KOAOVOOKOMNNONG 0 BAevvoyovog (paiveTat
(UGOLOAOYLKOG €ivatl anapaitntn n Anyn Bloytwv. ?

Kapkivoyéveon

Y10 onopadikd Kapkivo (ZK) n mpokapKwikn Kataotaon eivat o adevopatedng noAu-
noug, ev oTnv Wtonabn gAeypovadn vooo n NMpokapKWIkn katdotaon eival n eninedn
oduonAaoTikn BAABN. Zto onopadikd kapkivo ol naBoyeveTikol pnxaviopol nou eunAg-
KovTal €ival N XpWHOOWHLOKN Kat N plkpodopupopikn actabela pe ouxvotnta 85% kat
15% avTioToixwg.” XTn Xxpwpoowulakn acTtabela napatnpeitat anwAela Aetroupyiag Twv
0YKOKaTaoTAATIK®V yovidiwv onwg 1o APC kat 1o p53. H anwAetla 1ng €ékppaaong Tou APC
elval npwipn otov onopadikd Kapkivo, evw peTalhayeg Tou pb3 anoteAolv OyLo oTadL0
TNG Kapkwoyéveong. Evolapeca napartnpolvral €vePYonolNOELG MPWTO-0yKoyovidiwy,
onwg Tou yovidiou K-ras.”?

ZTnv eAkwOn KoAiTda Kat Tn véco tou Crohn n ducnAacia eivat o npodyyeAog TnG
kakonBelag nou naparnpeitat. Ze avriBeon pe tov ZK nou n ducnAacia eival eoTiacpevn,
otov BAevvoyovo Tou eviépou nou ndoxel and IONE dev eival onavio n ducnAacia Kat o
KOPKivog va éxouv noAueaTiakn evronion. Ot NepLlocOTEPEG ano TIG HOPLAKEG HETABOAEG
nou napartnpouvrtat atov LK Tou nax€og eviépou, napatnpouvTal eniong KAt 0TOV KapKivo
nou oxetizerat pe Tnv IONE, pe apkeTtég dla@opeg. 7Av Kat n ouxvoTNTA XPWHOOWHLAKAG
Kat PLkpodopu@optkng aoTabelag eival mapopola e Tnv napatnpoupevn atov IK (85%
Kat 15%, avrioTowxa) n xpovikn eu@avion autev Twv peTaBohav dLagEpeL.

H andAela tng Aetroupyiag Tou yovidiou APC eival ondvia oe oxéon pe Tov IK Kat
napatnpeitat govo oto 33% Twv Kapkivwv nou oxetigovral e IONE evw eivat kaBoAlkd
(pawopevo oto ZK.

AucAettoupyia Tou yovidiou p53 napartnpeital Np@IPA OTOV KAPKLVO NOU OXETIZETAL PE
tnv IONE. MapatnpnBnke peyaAutepn cuxvoTnTa petaAlayav Tou yovidiou aTov BAevvoyo-
vo aoBevmv pe EAK@ON KOALTIOO KAl KAPKivo 0 0XEON PE auToUg Xwpig kapkivo. AnwAela
NG p53 eTalpoguywrtiag oupBaivel oto 50%-85% TwV KapKivwy Kal GUGXETIZETAL PE TNV
KakonBn ekTponn agou naparnpeitat 670 6% Twv Bloylwv xwpig ducnAacia, oto 9% Twv
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Bloytwyv pe akabBoplotn, oto 33% Twv Bloytmv pe xapnAoBabBun kat 610 63% Twv Bloyimv
pe ugnAoBaBun duonhaoia eve aToug Kapkivoug @Tavel ato 85% Twv Bloyiawv.

O pnxaviopdg Tng eBuAiwong anokTd Ao Kat peyaAUTepN onpacia oTNV KApKLvoyeE-
vean otnv IONE. YneppeBuliwon Tou yovidiou hMLH1 napatnpnBnke oTo o€ onpavTko
aplBpo NeplNTWOEWY UNOOELKVUOVTAG OTL AUTA N EMNLYEVETIKA PeTaBoAn nBavd npokaAet
Hikpodopupoplkn aoTtdBeta. EntnAéov o avaoToAéag TOU KUTTAPLKOU KUKAou p16™<“e
uneppeBUALOVETAL O apKETA vEONMAAOPATA MOU OXETiZOVTAL PE TNV €AKWON KOALTLOQ.
Mapatnpeitat uneppeBuliwon Tou yovidiou oto 10% Twv Bloywwv xwpig duoniacia kat
T0 N0coaTo au§avel oe duonAacTikéG BAaBeg kat gravet To 100% oTov kapkivo. Avaloya
€UPNUATA NAPATNPOUVTAL OXETIKA WE TNV anwAela Tng Aettoupyiag Tou yovidiou p14*%
Aoyw uneppeBuliwong 1o onoio anotelel évav and Toug pubutoTeg Tou p53.%%

TUVEN®E, oL BaoLKol PNXaviopol TG KOPKWVOYEVESNC TOU NMAXEOG EVTEPOU (XpWHOOWHL-
aKn Kat Ptkpodopu@opikn aotabeta) epnAékovTat npaa — akOPa Kat npw tnv avantuén
duonAaoiag - oTov Kapkivo nou oxetizetat pe Tnv IONE.

Av Kat n atTia Twv napandvw dlepyact@v eivat dyvwoTtn n GAEyYHovh Kat T0 0§EOWTIKO
stress nBava naizouv kaBoploTikd poro. Mépav Twv yeveTikwv peTaBoAmv nou avapép-
Bnkav napanavw, oto BAevvoyovo acBevmv pe eAkwon KoAiTda naparnpeirat aug§npévn
£K@paon yovidiwv nou oxeTizovral he Tn GAeypovn, onwg n Kukhoguyevaon-2 (COX-2),
n ouvBetaon-2 Tou o€eldiou Tou azawrtou (NOS-2) Kal 1o eKAUOPEVO and TNV WTEP@EPOVN
yovidio 1-8U. H ékppacn autn napapével au§npévn Kal oTov Kapkivo.”*

H Baown ep@Tnon nou npénet va anavrnBei eivat nolog eivat 0 unxaviopog Pe Tov onoio
n gAeypovh npokalel kapkivo. O BAevvoyovog Twv acBevav nou QAeypaivel ekppazet
o€ peydha nooooTd evepyelg eAelBepeg pizeg nou oToxeUouv peyalo aplBud petaBoAl-
Kov dlepyactav neplapBavopévawy Tou DNA, RNA, npwtelvav kat Aundiwy. **@aiverat
eniong oL undapxel aAAnAenidpaon evepywv eAeUBEpwWY PRV 0EUYOVOU Kal aZwToU Mou
napayovrat ano Toug QAeypaivovreg LoToUg pe Baotka yovidla onwg 1o p53. *Au€npévn
dpaoctnpotnta Tou NOS-2 €xel OUOXETLOTEL pe PeTaAAayEg Tou p53 unodetkviovTag To
pOA0 Tou 0EeldWTIKOU stress.”™ Ynapxouv apeceg evOeiEelg and KUTTAPOKAAMEPYELEG OTL
ol eAelBepeg pizeg pnopolv va npokaAécouv peTallayeg aTo oUoTnua endpBwong Tou
DNA kat 61t ot 0EeldwTikol napayovteg pnopouv va petaBalouv 1o potiBo peBuAiwang Tou
DNA, av kat dev givat akopa yvwatd av n unepgeBuliwon yovidiwv nou egnAékovral otnv
kapkwoyevean otnv IONE ennpedzertat and tnv o€etdwTikn BAABN.*“ O eAelBepeg pizeg,
népav Twv BAaBwv oto DNA kat oe GA\a pakpouopla, pnopouv va NPoKaAECoUV TNV EKPPa-
on yovidiwv Mou OXETiZovTaL TOOO0 PE TNV PAEYHOVA 000 Kal PE TNV KapKwoyéveon. O napa-
yov petaypa@ng NF-kB kat n COX-2 eivat dUo TéTola napadeiypara. ““?Evepyonotnyévog
NF-kB eupioketal otov pAeypaivovra BAevvoyovo Twv naoxoviwv and IONE kat petagu Twv
napayoviwy nou pubpizouv Tn dpaocn tou eivat o TNF-a (Steyeptika) kat o PPARy (avaoTtaA-
TKa).“* Mpog To Napdv dev €ival yvwoTo av unopoUye va napépuBoupe otn dladikacia Tng
KOPKLWVOYEVEONG  HELOVOVTAG TN GAEypovn pe avacToAn Tou TNF-a, ev o poAog Tou PPARyY
dev €xel HeAeTnBel akOpa oTov Kapkivo nou oxeTigetat pe Tnv IONE.”

H dpaotnpdtnTa Tng COX-2 naizel onpavtikd poAo otnv dnytoupyia Tou ZK Tou naxeog
eviepou. MeTagU Twv dpdoewv TG KUKAoEUyevaong nepthapyBavovrat n evepyonoinon npw-
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T0-0YyKOYyovIdiwy, N EUPESN Napaywyn eAeUBEPWY pLzwv Kal n ayyeloyeveon.® Ltnv eAkmON
KOAiTLOa napatnpeirat xapnAn ékepaon tng COX-2 nou au€dverat oTov OUGNAAOTIKO
BAevvoyovo Kat aTov Kapkivo.“ Mapott n avactohn Tng COX-2 Ba pnopouoce va cuoTabel wg
xnpetonpo@UAagn évavrt Tou kapkivou oe acBeveig pe IONE, undpxouv onpaviikeg enLpu-
Aa€eLg yla napdpola napgpBaon nou nponABav and HEAETN O€ MOVTLKOUG, dnou n avacToAn
Tng COX-2 0dnynoe napadogwg oe au€nuevn ouxvoTnTa SUoNAAOTIKGY BAaBwV*

Enmurnpnon

H evdookonikn enunpnon acBevav pe eAK®ON KOAITLOO yla va anokAelopo duonia-
olag n kapkivou npénet va &ekva 8 €wg 10 €Tn peTa TNV évapén TV CUPNTWHATWVY TNG
vooou. Katd thv npwTn KOAOVOOKONNGON €NTAPNONG NpéneL va eKTUNBEL n ékTaon Tng
vOOOU Kal av unapxouv aAAayeg va yivel véa Ta§vopnon Tou KvdUvou avanTtu§ng Kapki-
VOU MAX€0G EVTEPOU AVAPOPLKA HE TNV EKTAON TNG VOOOU. 4

AoBeveig pe navkoAiTida h aploTeph KOAiTLOa, oL onoiol oTNV NPWTN KOAOVOOKOMNGoN
enrnpnong dev eixav naBoloylka euphpara, 8a npénel va enavaAapBavouv Tnv Koho-
vookonnon KaBe éva n dUo xpovia. MeTa and 6U0 KOAOVOOKOMAGELG EMTAPNONG XWPIG
eupnpaTta n koAovookonnaon pnopet va enavalapBaveral kaBe €va €wg Tpia xpovia, €wG
610U 0 a0Bevng cUPNANPWOEL €ikooL xpovia and Tnv évap§n Twv cupnTtwpdtwy. Ot acBe-
velg peta tnv napéleuon Twv 20 eT@v and Tnv évap&n Twv cupntwpdtwy Ba npénet va
enavalapBavouv Tnv kohovookdnnon kaBe éva €wg OUo xpovia, OedopEVoU OTL N PHeydAn
dLapkela TG vooou eivat £vag napdywv Kwdivou avantugng Kapkivou.™®'

Ze aoBeveig pe opBoaotypoelditida o kivouvog avanTtuEng Kapkivou eival eAAXLoTog n
Undapwvog Kat akoAouBeital To npdypappa €NTAPNONG Tou onopadlkoU Kapkivou oTo
YEVIKO NANBuop6. Edv n pakpookonikn €lkova TNG KoAiTLdag ekTeiveTatl népav Twv 35¢eK,
70TE aKoAouBeiTal To NPOypappa eNTAPNONG Twv aoBevmv Pe aploTepn KoAiTtda.”

AoBeveig pe npwtonadn oKANPUVTLKNA XOAAYYELLTLOO A OLKOYEVELAKO LOTOPLKO Kapkivou
NAax€0G EVIEPOU NPEMEL VA KOAOVOOKOMOUVTAL OE PLKPOTEPO XPOVIKO dLdoTnpa.

a Tn vooo Tou Crohn, av n evronion eivat ato AenTo éviepo akoAouBeital To npoypap-
pa npdANYNG KapKivou Nax€og eviEPou Tou yevikoU nAnBucopou. Edv n evrdnion eivat oto
naxu £viepo TOTE N eNTAPNON eival n dia pe Tnv eAk®ON KoAiTda. "

Ze aoBeveig pe vooo Tou Crohn pe npooBoAn Tou Naxéog eviEpou oe éKTaon HeyaAu-
TEPN ANO TO €va TPLTO NPEMNEL TO NPOYPANHA ENTAPNONG VA APXIZEL OKTW £WG OEKA XPOVLa
anoé Tnv évapén Twv cupnTwpaTwy.” Eav n npdtn KOAOVOOKOMNNGN ENTAPNONG €ivat apvn-
TIKA yta duonAaoia 1 kKapkivo Ba npénet va enavaAngBel oe dtaoTnya ano éva €wg duo
xpovia. Edv kat n deUtepn KoAovookoONNon eival apvnTikh oL ENOPEVEG KOAOVOOKOMAGELG
pnopouUv va yivovral ge dLAoTNPa anod €va €wg Tpia xpovia, €wg 6Tou cuPNAnpwBolv
elkool xpovia ano Tnv évap&n Twv CUPNTWHATWY. MeTa TNV NapéAeuon TwV €iKOCL ETMV N
enurnpnon Ba npénet va yivetal kaBe €va €wg dUo xpovia.

Kata tnv evdookonnaon enumpnong, npenet va AapBavovrat Teooeptg Blowieg (Pua and kabe
TETAPTNHOPLO TOU QUAOU) ava §€Ka £KaToaTa aTo NPooBeBANUEVO Eviepo. ZTNV eAKGSN KOAITLda,
n Anyn Bowmv aTnv neploxn Tou opBoU Kat Tou OLyHoeLdoUg NpEnEL va yiveTat avd Névie ekato-
0Ta AOyw TG PeyalUTepng GUXVOTNTAG TNG EUPAVIONG KAPKIVOU GTNV Neploxn autn.™
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EPIDEMIOLOGY OF INFLAMMATORY BOWEL DISEASES
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INTRODUCTION

The term inflammatory bowel disease (IBD) comprises primarily two disorders:
ulcerative colitis (UC) and Crohn’s disease (CD). Although UC and CD are generally
accepted as clinically distinct conditions with distinguishing anatomical and histologi-
cal findings it has to be emphasized that about 10% of patients have indeterminate
features between UC and CD that cannot be clearly categorized.

Epidemiological data on the distribution of UC and CD in diverse populations over
time is extremely helpful in estimating the exact burden posed by these disorders, in
determining potential etiologic factors and in measuring the impact of new therapeutic
options for treatment and maintenance.

INCIDENCE

Incidence is the number of new cases of a disease that develop in a specific time
interval, commonly 1 year. Data on IBD incidence can provide clues to etiology and the
possible effect of environmental factors on disease progression.

Incidence rates for ulcerative colitis tend to be generally higher in North America,
Great Britain and the Scandinavian countries (table 1). In these countries the incidence
was seen to increase between the 1960s and 1980s, while now it is thought to have
reached a plateau'®. Rates in central and southern Europe are somewhat lower (table
1). In Asia, Africa and Latin America the reported incidence for ulcerative colitis was
low; however in recent years it appears to be increasing™®.

As regards Crohn'’s disease, it appears more common in North America, Great Britain and
Scandinavia, with lower rates reported in southern Europe, Asia and Africa (table 1)"*. In recent
years there has been reported a remarkable rise in disease incidence and now the incidence
of Crohn’s disease has exceeded that of ulcerative colitis in many parts of the world, including
some parts of North America and Europe (Manitoba - Canada’, northern France™).

Table 1. Incidence of ulcerative colitis and Crohn’s disease from selected registries since 1980.

North America Time period UC incidence* CD incidence*
Loftus et al' 1984-1993 8.3 6.9
Blanchard et al’ 1987-1996 15.6 15.6
Scandinavia
Moum et al® 1990-1993 13.6 5.8
United Kingdom
Rubin et al* 1985-1994 13.9 8.3
Southern/Central Europe
Tragnone et al® 1989-1992 5.2 2.3
Asia
Morita et al® 1991 1.9 0.5
Africa
Wright et al’ 1980-1984 1.9 1.8

* cases per 100 000 persons
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As regards the Greek population, studies from loannina and Crete have reported an
incidence rate for UC of 4-11.2 per 100 000 inhabitants and an incidence rate for CD of
0.3-3 per 100 000 persons'™. It is of note that in Crete the incidence of both UC and
CD appears to be much higher than in the other parts of Greece, a trend that has to be
monitored carefully during the years to come.

PREVALENCE

Prevalence is the number of individuals with a specific condition at a given time.
Prevalence figures are very important since they provide information regarding the
healthcare burden of a disease, within a population. The highest reported prevalence
rates of UC is from Olmsted County, Minnesota (USA]', with 229 cases per 100 000
persons, while the highest reported prevalence rates of CD are from Manitoba Canada
with 198 cases per 100 000 persons’.

It has been estimated that if the prevalence rates in Olmsted County are applied to
the United States population, there would be 1 000 000 individuals with IBD in USA.
Accordingly, if the higher prevalence figures from European studies are extrapolated
to the combined population of Europe, there may be as many as 1.8 million individuals
affected™.

AGE

IBD is more common in young people. The peak age of onset is 15 to 30 years old,
although it may occur at any age. About 10% of cases occur in individuals < 18 years old.
Both UC and CD have a bimodal age distribution, with a second smaller peak occurring
in individuals aged 50 to 70 years'; however some studies of Crohn’s disease incidence
performed within the past decade have not observed this second peak™.

SEX

Several studies have demonstrated that in the case of IBD men and women are gen-
erally at similar risk. However, according to literature data, ulcerative colitis is slightly
more common in males, whereas CD is marginally more frequent in women, with a
reported female to male ratio range 1:1to 1.8:1".

Both diseases tend to occur in higher socioeconomic groups and in residents of
urban areas'.

RACE AND ETHNICITY

In the past IBD was thought to be much more common in Caucasians than African-
Americans. This was probably due to the fact that most epidemiological studies were
conducted in areas were non-white minorities are underrepresented’. Although IBD is
still affecting more frequently people of Caucasian and Ashkenazic Jewish origin than
individuals from other backgrounds”, this gap has been closing, with an increased
incidence in African Americans and in second generation south Asians who have

migrated to developed countries®.

57
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MORBIDITY - MORTALITY

IBD is a chronic condition without a medical cure, which commonly requires a life-
time of care. It can cause significant morbidity, but it is not generally associated with
increased mortality. In the era of immunoregulative therapies most patients are able
to live a normal, productive life and epidemiological studies have indeed shown that
mortality rates for both UC and CD have declined during the last decades®*.

It has been estimated that each year in the United States, IBD accounts for 700 000 physi-
cian visits, 100 000 hospitalizations and disability in 119 000 patients. Over the long-term up
to 75% of patients with CD and 25% to 33% of those with UC will require surgery™.

CONCLUSIONS

Data from epidemiological studies regarding the incidence rates of ulcerative colitis
and Crohn’s disease have shown that both diseases are more common in the devel-
oped countries of North America, Scandinavia and Europe and less common in Asia,
Africa and South America. Meanwhile, although the incidence of UC has remained
relatively stable over the years, the incidence of CD has increased considerably since
its first description in 1932. IBD typically affects young people, but may have a bimodal
incidence with a second peak in later life. Men are slightly more likely to be affected
with UC and women with CD. Mortality rates have declined in recent years and most
individuals are now expected to live a normal life.
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Summary

Genetic factors play an important role in the pathogenesis of inflammatory bowel
diseases (IBD), including both ulcerative colitis (UC) and Crohn’s disease (CD). The
research on genetic susceptibility of IBD has been tremendous and over 10 chromo-
somal regions have been identified by genome-wide scanning. The certain replicated
linkage region in different studies, IBD1 (16q12), contains the CD susceptibility gene,
NOD2/CARD15. Further fine mapping as well as candidate gene studies have already
led to the identification of a number of other susceptibility genes including DLG5, OCT1
and 2, NOD1, HLA, and TLR4. Recent studies, particularly in CD, have highlighted a
number of associations between genotype and phenotype. These, suggest that genet-
ics also may influence the clinical manifestations of IBD including disease location,
behavior, natural history and side effects of drug therapy. Genetic research in IBD has
helped our understanding of the clinical heterogeneity of the disease and has started
to explore the complex interactions between genetic risk factors and environmental
risk factors in IBD. Although rapid advances in genomic medicine are yet to impact
on routine clinical practice, it is anticipated that genetic markers in the future will
be implemented in an integrated molecular diagnostic, therapeutic and prognostic
approach of IBD patients.

Introduction

Crohn’s disease and ulcerative colitis are chronic, relapsing inflammatory diseases
of the gastrointestinal tract, widely known as inflammatory bowel diseases (IBD) (1).
Both UC and CD have a worldwide distribution and are common causes of gastroin-
testinal morbidity in Western Europe and Northern America. Recent population based
studies suggest that the combined prevalence of these diseases in Western countries
approaches 400 per 100.000 (2).

Despite numerous studies performed over several decades, the cause of IBD
remains poorly understood. Inflammatory bowel disease is thought to result from an
inappropriate activation of the mucosal immune system driven by intestinal bacterial
flora (1). Several clinical observations suggest that genetic factors contribute to sus-
ceptibility to inflammatory bowel diseases. In particular, the role for genetic factors
was suggested by studies showing familial aggregation of IBD and greater concor-
dance in monozygotic twins compared with dizygotic twins (3). Over the past 10 years,
this evidence has been supplemented by molecular data from genome-wide linkage
studies of multiply affected IBD families.

In 2001, three independent survey groups (4,5,6) reported the identification of
the first CD susceptibility gene, named NOD2 (nucleotide-binding oligomerization
domain), renamed recently CARD15 (caspase activating recruitment domain), on chro-
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mosome 16q12. NOD2/CARD15 is located in the IBD 1 locus and is highly associated
with CD, but not UC (4,5). NOD2/CARD15 is expressed in peripheral blood monocytes
(7) and dendritic cells and can be upregulated in intestinal epithelial cells by TNF (8).
This major breakthrough firmly established a role for genetics in determining suscep-
tibility to CD, underscored the importance of the bacterial flora and focused attention
on the role of patern recognition receptors (PRRs) and other pathways of the innate
immune system. Three years after this finding more genes (DLG5, OCTN1 and 2, NOD1,
HLA,TLR4 )(9)have been reported using positional cloning techniques and fine map-
ping of identified susceptibility regions from total genome scans .

Genetic epidemiology

Epidemiologic studies show that IBD incidence and prevalence vary significantly
depending on geographic location and ethnic or racial background. In general, there
is an increased risk for developing IBD in urban compared with rural areas, in cohorts
with a higher socioeconomic class, as well as in developed rather than less developed
countries. Many regions (Denmark, United Kingdom, Canada) show continued increase
in CD incidence and prevalence, whereas rates for UC seem to be stable (10,11,12).
Incidence has been found to increase when populations emigrate from low-risk geo-
graphic areas to those with higher risk (13,14).

Among Caucasians, the prevalence of CD and UC among Jews in the United States
is significantly higher than in non-Jewish Caucasians (15).

In population-based studies, approximately 5%-10% of all affected individuals with
IBD report a positive family history, indicating higher risk factor for developing IBD
when other family members have the disease (16,17,18).Monozygotic twin concor-
dance for CD is reported as 42%-58%, whereas the dizygotic twin concordance is
not significantly different from that for all siblings. The rates for UC range between
6%-17% for monozygotic twins and between 0%-5% for dizygotic twins, respectively
(19,20,).The greatest risk appers for children of whom both parents have IBD (>30% at
the age of 28 years ] (21).

The fact that disease concordance is significantly less than 100 % among monozy-
gotic twins indicates a reduced penetrance for the IBD genotype, most likely owing to
nongenetic factors, such as environmental triggers.

Genetic linkage studies in IBD

Two broad, complementary approaches are typically utilized in genetic studies of IBD,
namely genetic linkage and association studies (22). Genetic linkage typically implicates
broad genomic regions, encompassing scores of potential associated genes. Once link-
age is identified by genome-wide searches, the identification of specific disease genel(s)
requires the use of genetic association studies. Genetic association studies test for dif-
ferences in allelic frequencies in patients compared to control individuals. A total of 11
genome-wide scans have been performed in IBD resulting in a number of susceptibility
regions on chromosomes 1,3,4,5,6,7,10,12,14,16,19 and X (22-32). Table1.
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The IBD1 locus, in the pericentromeric region of chromosome 16, represents the
best replicated region, showing positive evidence for linkage only in CD and not in UC
(22). This locus on chromosome 12, represents a region where the linkage evidence
may be relatively greater in UC compared with CD (23).The IBD3 locus on chromo-
some 6p encompasses the major histocompatibility complex and has been implicated
consistently for both CD and UC in a number of linkage studies. Additionally, this
region contains the TNF (tumor necrosis factor) gene, for which functional promoter
polymorphisms affecting TNF expression have been reported (33). The IBD5 locus at
chromosome 5g31-g33 region, contributed to CD susceptibility in families with early-
onset disease. This region contains a number of immunoregulatory cytokines that
might be important candidate genes in the pathophysiology of CD: interleukins 3,4,5
and 14, as well as other candidate genes, such as colony-stimulating factor isoform
2 and the transcription factor, interferon regulatory factor, isoform 1 (33). Significant
linkage of IBD to chromosome 19p13 has been observed in Canadian sibling-pair fami-
lies. Several candidate genes in this region are known, intercellular adhesion molecule
1, complement component 3, thromboxane A2 receptor and leukotriene hydroxylase.
Furthermore, evidence for linkage to chromosome 1p was observed. A suggestion of
linkage to chromosomes 7q and 3p were observed, which are the sites of the mucin
3 gene (chromosome 7] and several genes on chromosome 3p for the receptors for
hepatocyte growth factor and epidermal growth factor and an inhibitory guanine
nucleotide-binding protein, GNAI2 (33) Table1.

NOD2/CARD15 [molecular and clinical implications)

Fine mapping of the IBD1 locus led Hugot et al (4] to identify the underlying gene
on chromosome 16 as the CARD15 (previously NOD2) gene. Parallel to this finding,
Ogura et al (5) and Hampe et al (é) also identified the CARD15 gene by means of the
candidate gene approach.

NOD2/CARD15 a member of the NOD1/Apaf-1 family of regulators of apoptosis,
encodes a amino acid peptide chain containing several functional domains-two N-ter-
minus CARDs, a central nucleotide binding domain (NBD), and a C-terminus leucine-
rich repeat (LRR) domain. The CARDs are able to interact with other CARD containing
proteins and explain the interaction with RICK (receptor-interacting CLARP-associated
kinase) and putatively with proteins involved in apoptosis (34). The NBD is involved in
NOD2/CARD15 self-oligomerization. Finally, the C-terminus LRR domain is required
for bacterial dependent induction of NFKB activity (34).

Three major NOD2 polymorphisms have been implicated in CD, denoted as single
nucleotide polymorphisms 8, 12, and 13 (SNP8, SNP12, SNP13). These correspond respec-
tively to point mutations 2104C>T(R702W) and 2722G>C (G908A] and insertion 3020insC
that results in premature stopping with a protein of 1007 instead 1040 amino acids.

NOD2/CARD15 is capable of activating nuclear factor kB (NFkB) through interac-
tions with the serine threonine kinase, RICK (receptor-interacting CLARP-associ-
ated kinase). Thus, NOD2/CARD15 has proinflammatory properties, as expected for
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a susceptibility gene involved in a chronic inflammation. Lipopolysaccharides (LPSs)
and peptidoglycans (PGNs) have been proposed as the relevant bacterial activators.
Because NOD2/CARD15 is located within the cytoplasmic membrane, it is thus con-
sidered today as a cytosolic pattern recognition receptor of the innate immune system.
The three main IBD associated mutations are located within the LRR region or in its
immediate vicinity suggesting that the causative factor in IBD is an initial defect in the
response to bacterial and to induce NkFB activation (34-38). However, this functional
models are not completely clarified and thus additional work is required in order to
determine which contra-regulatory pathways are involved in IBD tissues.

The genetic effects varied across populations of different racial descent, being most
prominent in non-Jewish Caucasians, substantially smaller in Jews, and absent in
subjects of Asian descent.

The three common NOD2 variants confer different risks for CD as SNP8 increased
the odds by two-fold, SNP12 by three-fold and SNP13 by four-fold in non-Jewish
descent Caucasians. Carriage of at least two variants increased the odds about 20
times in non-Jewish descent Caucasians, and 5 times in Jewish descent populations.
The same alleles were associated with specific disease phenotypes, most particular
with ileal involvement. There is a strong association with stenotic disease and the
strongest effect was seen with ileal location. These high-risk alleles may influence
primarily the disease location and then ileal disease increases the risk of stenosis (39).
At the population level, the three variants may explain almost a quarter of the risk for
CD in non-Jewish populations. The average risk for CD in the non-Jewish population
is about 1in 2,500. Carrying any of the three alleles makes the absolute risk 2-4 times
greater at most. Thus, for a randomly selected individual, the additive absolute risk
conferred by NODZ2 is relatively small and there is no reason for screening the general
population for NOD2 variants (39).

Other genes associated with IBD

Recently, more genes have been reported an association with IBD using genetic
techniques to identified susceptibility regions from total genome scans. Peltekova et
al (40) showed that functional polymorphisms in the carnitine/organic cation trans-
porter (OCTN]) cluster on 5q31 are associated with CD. The 2 functional mutations
create a 2-allele risk haplotype TC, which had a frequency of 54% in patients with
CD compared with 42% in controls (P _ .0003).Meanwhile replication studies have
emerged but results are confliting (41,42). Simultaneously with the OCTN report, Stoll
et al(43) report that mutations in DLG5 on the long arm of chromosome 10 (10g23) are
associated with IBD. DLG5 is a member of the membrane-associated guanylate kinase
(MAGUK] family of scaffolding proteins involved in intracellular signal transduction.
The investigators identified 2 haplotypes in DLG5 with atransmission distortion to
affected offspring. Whereas Daly et al (44) was able to show independent replication
in two cohorts from Quebec/Italy and Quebec /UK, other studies were not able to show

association (41,42).
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Last year, a strong association between a complex functional NOD1(CARD4) inser-
tion/deletion polymorphism and IBD was found by investigators at University of
Oxford(45). From a candidate approach ,the MHC region is the region studied most
extensively. In Japanese studies HLA DR2 has been implicated in UC, whereas HLA
DR3 has been implicated in European studies(9). In CD, HLA associations are less
convincing (9).

Searching for specific ligands of NOD2, revealed that muramyl dipeptide derived from
PGN appears to be the essential structure recognised by NOD2.Thus defects in LPS
and/or PGN signalling seem to impair the innate mucosalimmune. Lipopolysaccharride
signalling is mainly mediated through the cell surface toll-like receptors (TLRs).
Interestingly, TLR4 Asp299Gly polymorphism has been shown to be associated with
decreased bronchial responsiveness to LPS in humans. Patients bearing this polymor-
phism demonstrate increased susceptibility to Gram negative infections. Although a
single polymorphism has a relative in vivo penetrance compared with the many other
functional gene variants involved in LPS signalling, the TLR4 Asp299Gly polymorphism
was associated with CD and ulcerative colitis (UC) in a Belgian study but not con-
firmed by others (9] .

These data are in line with the study of loannidis et al (46) that show that significant
between-study heterogeneity (diversity) is frequent, and that the results of the first
study correlate only modestly with subsequent research on the same association in
genetics.

Implications of Pharmacogenetics for Clinical Practice

The efficacy and side effects of most drugs reflect the complex interplay of multiple,
pharmacodynamic and pharmacokinetic factors, some of which may be encoded by
polymorphic genes. Therefore, the prediction of drug response and adverse reac-
tions for an individual is likely to require the profiling of a large number of genetic
variants. However, the interpretation of such complex pharmacogenetic pro-files will
remain limited by the impact of nongenetic factors including age, diet, comorbidity,
and concomitant drug usage. At present, the application and clinical usefulness of
pharmacogenetics in the management of IBD remains limited. However, an increasing
knowledge of the mechanisms of drug action, the identification of new drug targets,
and a growing understanding of the genetic factors that determine drug response
bring in pharmacogeneticsto clinical practice rapidly (50).

CONCLUSIONS

Recent epidemiologic data strongly suggest that a major contributing factor to IBD is
genetic susceptibility. In fact, the greatest risk factor for disease is a positive family his-
tory. Through genetic linkage analysis and association studies, several candidate regions
of genes have been identified for both UC and CD. Tremendous progress has been made
in unraveling the contribution of genetic, microbial, cellular and molecular factors in the
pathogenesis of IBD. Important advances toward understanding this process have been



Current Advances Of

Slonyﬁoelg GTpOY‘YU?\({)V Tpa’]’tegld)v Geneti In'I»nrflnmmator_\'

Bowel D

the identification of a number of susceptibility genes (CARD15, DLG5, OCTN1 and 2,
NOD1, HLA,TLR4) of which the CARD15 gene is undoubtedly replicated most widely and
most understood at present. Genetic research in IBD has advanced our understanding of
the clinical heterogeneity of the disease and has started to explore the complex interac-
tions between genetic risk factors and environmental risk factors in IBD. The translation
of this finding into clinical practice still remains a challenge.
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Table 1. Chromosomal regions in IBD genetic linkage studies

Author Year Chromosomal regions of linkage
Hugot 1996 Técen

Satsangi 1996 12,7922,3p21

Cho 1998 16cen,1p,3q,4q

Hampe 1999 16cen,10q,1q,6p,12,X.22,4q

Ma 1999 14p11,17921,5933

Duerr 2000 14911

Rioux 2000 19p13,5931,3p,6p

Williams 2002 16cen,11p,6p21

Paavola-Sakki 2003 11p12,2p11,12p13,12q23,19913
Vermeire 2004 14911,Xq,19,6q,20p,4q,10q
Barmada 2004 12,6p,8q,15q,22,2p
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Immune mechanisms and natural history of inflammatory bowel disease.
Konstantinos H. Katsanos & Epameinondas V. Tsianos
Hepato-Gastroenterology Unit, 1* Department of Internal Medicine,
Medical School of loannina.

Immune mechanisms in IBD

The gastrointestinal tract uses a system of tolerance and controlled inflammation
to limit the response to dietary or bacteria-derived antigens in the gut.”> When
this complex system breaks down, either by a chemical or pathogenic insult in a
genetically predisposed individual the resulting immune response may lead to IBD.**
Although the aetiopathogenesis of IBD remains unsolved current evidence indicates
that defective T-cell apoptosis and impairment of intestinal epithelial barrier function
play important roles.”"” Difference in T-cell responses between CD and UC have been
identified, with mucosal T-cell apoptosis being defective in CD but not in UC.” In both
CD and UC activation of macrophages seems to be important as increased production
of the macrophage derived cytokines TNF-alpha, IL-1 and IL-6 have been reported in
both diseases." Additionally, the symptomatic phases of IBD are characterized by
migration of large numbers of neutrophils and accumulation in the intestinal lumen.
The triggering factor for this cascade is still to be elucidated whether it represents
an auto-antigen or an hetero-antigen, i.e. a microbial component.*® Dysbiosis is the
disturbance of intestinal microflora resulting in the breakdown in the balance between
‘protective’ vs ‘harmful’ intestinal bacteria.” Dysbiosis is implicated in many chronic
diseases such IBD which are associated with ‘westernized’ life style. It has been shown
that enteric bacteria do not have equal capacities to induce or protect from inflammation
and interestingly, H.pylori has also been implicated in CD pathogenesis." It has been
also demonstrated that a serologic anti-microbial response in CD patients exists. This
response includes antibodies against saccharomyces cerevisiae (ASCA), E.coli outer
membrane porin C (Omp-C], flagelin (cBir1) and pseudomonas aeroginosa (12)."*"
Host response to microbial pathogens includes self-defense mechanisms including
defensins, pattern recognition receptos (PRRs) and TLRs (Toll Like Receptors). The
leucocyte-epithelial interactions are of special interest as exposure of epithelial
TLRs to microbial ligands has been shown to result in transcriptional upregulation
of inflammatory mediators whereas ligation of leucocyte TLRs modulate specific
antimicrobial responses.” Another issue of interest is that ASCA may develop before
the obvious clinical diagnosis of CD according to a study using serum samples from
the Israeli Defense Corp repository. In this study, 32% of patients were ASCA(+)
38 months before CD clinical diagnosis was made.” According to emerging data
perinuclear antineutrophil cytoplasmic antibodies [pANCA) have a 60-80% sensitivity
for UC and 10% for CD. Antibodies to baker’s yeast (ASCA) hold a 60-65% sensitivity
and 95% specificity for CD."*'The target antigen for pANCA is currently unknown and
there is still variation regarding the inter-observer agreement with the several assays
used for their determination. These serologic markers may be of great potential
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importance as they can inform more on the IBD pathogenesis, the differentiation
between UC and CD, the further differentiation of indeterminate colitis, the prediction
of pouchitis and prediction of response to therapies.”? It is of importance that ASCA
have a genetically-modulated expression as they are found in 20-25% of relatives of
CD patients and are absent in spouces. In addition, pANCA are present in up to 20% of
unaffected relatives of UC patients and they persist after colectomy indicating into two
points: that the target antigen in IBD is not fully eradicated and that it is not just the
colon which is immunologically targeted in UC. " Neuroimmunomodulation in IBD
is another interesting approach with implications on the influence of brain-gut axis
on intestinal inflammation and its perpetuation.*® It is probable that both UC and CD
represent heterogenic groups of diseases that share similar mechanisms of tissue
damage but have different initiating events and immunoregulatory abnormalities. A
better understanding of all these events will hopefully provide new insights into the
mechanisms of epithelial responses to microorganisms and ideas for therapies.

The natural history of IBD

Natural history including the likelihood of a flare in any given year has been
investigated in restricted number of IBD cohorts. As CD is concerned, it has been
shown that after the first year of diagnosis, the majority of patients with CD in any
population has mild disease activity or is in remission® while another study showed
that in 65% of follow up time IBD is characterized by medical or surgical remission.” It
has also been demonstrated in CD that after a flare there is a 30% chance of remission
in the following year while when patient achieves remission for one year there is an
80% chance of remission in the following year.” For UC, in a study with 1161 patients
with 25 years follow up after diagnosis it has been shown that 50% of patients were in
clinical remission every year at any time while the cumulative probability of a relapsing
course was 90% after 25 years of follow up.In addition, activity in the first 2 years after
diagnosis indicated 70-80% probability of 5 consecutive years of active disease.” In
general, 50-60% of IBD patients are in remission during any given year. The likelihood
of steroid dependency remains high in IBD as 40-50% of CD and 30% of UC patients will
need steroids during the first year. In detail, according to the study from Copenhagen
County”, 56% of IBD patients required steroids while the Olmstead county study®
showed that 34% of UC and 43% of CD patients required steroids. The prediction of
disease location seems quite safe as the location of the disease remains stable over
time. Only 15% of patients will have a change in location over a 10 year period.* The
natural history of esophageal CD follows three patterns of evolution with the complete
remission pattern being the most prevalent in such cases.” By contrast the disease
behaviour changes over time with increasing risk for structuring/penetrating disease
with longer disease duration. As natural history of fistulizing CD is concerned it seems
that the cumulative incidence of anal fistulas approximates 23% while fistula incidence
is increased with more distal intestinal disease location according to the Stockholm
and Olmstead population-based studies.”* According to another study, over a 20-year
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follow up in CD patients there is an 88% cumulative risk of developing structuring
(18%) or penetrating (70%) disease.” It is noteworthy that it seems that location of
the disease determines the behavior. Thus, ileal disease seems to correlate more
with structuring behavior while colonic and ileocolonic disease correlates more with
inflammatory or penetrating disease phenotype.* The cumulative risk of surgery 15
years after diagnosis is generally 80% for CD and 30% for UC.” It is of interest that the
likelihood of surgical intervention at 1 year following start of steroid therapy shows
that 40% of CD and 30% of UC patients will need surgery.”® Risk factors for surgery
are small bowel disease and perianal fistulas while risk factors for recurrence after
surgery are female sex (RR 1.2), small bowel disease (RR 1.8) the existence of perianal
fistulas (RR 1.4). Another study with 770 patients undergoing intestinal resection for
perforating or non-perforating indications it has been shown that rapid recurrence is
more probable in perforating compared to structuring disease.* It is of importance
that recurrence of CD almost always develops in the first year after an ileocolonic
anastomosis operation.® Strictureplasty does not seem to alter the natural history of
the disease.” Smoking has been found to protect against UC and to deteriorate the CD
course in pre- and post operated patients.”*' Appendectomy has been suggested to
protect against UCand it has also been shown that appendectomy may delay onset but
not course of the disease while previous appendectomy (OR 0.4) and current smoking
(0.R 0.6) represent independent factors protecting against colectomy in UC patients.®*
The question whether currently available therapies are able to alter natural history of
IBD still remains largely unanswered also in the view of the high response to placebo
therapy.“* Large cohort prospective studies well balanced for clinical, endoscopic and
laboratory parameters are needed to clearly address this important issue. The risk of
colorectal cancer is an extremely important but still remaining contradictory issue as its
extension is concerned. In UC, there is a great variability in cancer reported incidence
with hospital studies reporting up to 40% cumulative cancer rates and population
based studies reporting only 13.5%.“* However both types of studies agree on the
increased risk of cancer in patients with pancolitis. The risk of colorectal cancer in UC
patients begins to increase 8 years from diagnosis and high risk groups are patients
with extensive colitis, young age at UC onset, familial cancer history and co-existing
primary sclerosing cholangiitis.”*In CD the risk of cancer seems to be comparatively
smaller that that of UC but rare lymphoma cases as well cases of malignancies arising
from fistula tracts need to be addressed here. Life expectancy of CD patients is slightly
lower and most pronounced in women with less than 50 years old at diagnosis.**Life
expectancy in UC patients is generally normal except for patients more than 50 years of
age and extensive colitis at diagnosis.”All information on IBD natural history presented
here, although it seems that it has not been substantially changed in the last forty
years®*'with the probable exception of fatal fulminant colitis, has limitations® the most
important being the lack of large prospective population-based studies and the lack of
widely published long-term experience of other than the northern European and the
northern American IBD study centers.
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Environmental factors in IBD
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Ulcerative colitis (UC) and Crohn’s disease (CD), the primary constituents of inflam-
matory bowel disease (IBD), are precipitated by a complex interaction of environmen-
tal, genetic and immunoregulatory factors. Over the past few years, several clinical and
experimental studies suggest that genetic factors contribute to susceptibility of IBD.
IBD seems to be multigenic, with the most clearly established genetic link between
certain NOD2 variants and CD". Nevertheless, whatever part of genetic loci play in
conferring susceptibility to IBD, studies in twins make it clear that the development of
disease depends on additional factors. Moreover, many epidemiological studies have
shown that concerning the prevalence of IBD, racial gaps are closing quickly and there
is a remarkable increase in the incidence of IBD, and CD in particular, during the last
half century. These observations point to changes in the environment as major culprits
of these evolutions, since genetic variations are negligible in such a short period of
time. Among myriad factors studied, the most important environmental factors for
which there is an evidence-based link to IBD pathogenesis are the following:

1. Smoking

The most significant and the best documented environmental factor identified for
IBD is tobacco use, particularly cigarette smoking. Smoking has an opposite effect on
UC and CD, supporting the notion that distinct mechanisms underlie the pathogenesis
of each form of IBD". UC is largely a disease of ex-smokers and nonsmokers, whereas
CD is associated with smoking. Cessation of smoking increases the risk of developing
UC, supporting its protective role in this disease. However, a recent study from Spain
found that UC patients who smoke have an increased risk of extraintestinal manifes-
tations (seronegative spondyloarthropathy and dermatological complications such
as pyoderma gangrenosum and erythema nodosum) in comparison with nonsmok-
ing patients”. Contrary to findings in UC, cigarette use in CD patients increases the
frequency of disease relapse and need for surgery, and discontinuation improves the
disease course. The role of passive smoking in IBD, is still under evaluation. A large
scale multicentre study from Israel didn’t find any association between passive smok-
ing and IBD, but when a quantative exposure index was used, UC patients were found
to be less exposed to passive smoking than the community controls'.

The mechanism for the effects of smoking on IBD is unknown. Researchers have
studied the systemic effects, cellular and humoral immune effects, mucosal changes,
and the intestinal permeability changes with IBD and smoking. To date, none of these
studies adequately explains the observed clinical patterns. Smoking alters the ratio of
T-helper to T-suppressor cells, reduces T cell proliferation, modulates apoptosis and
significantly decreases serum and mucosal immunoglobulin levels. In animal models,
smoking reduces mucosal cytokine production and promotes adhesion of leukocytes
to endothelial cells. Furthermore, it enhances small bowel permeability and colonic
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mucus production. Transdermal nicotine shows some beneficial effect in patients with
mild to moderate UC, but in patients with CD, nicotine may contribute to the hyperco-
agulability state present in this condition, and therefore nicotine avoidance is strongly
recommended in this group of patients".

2. Appendectomy

UC patients have low rate of appendectomy, and appendectomy lowers the risk of
developing UC, primarily for patients under the age of 20 years who had the procedure
because of acute inflammation®.0On the contrary, appendectomy has been recently
associated with an increased risk of developing CD. In particular, this increased risk
is present in female subjects who had appendectomy more than 20 years ago. It has
to be mentioned that a history of perforated appendicitis predicts a worse clinical
outcome™.

3. Drugs

Oral contraceptives and nonsteroidal anti-inflammatory drugs (NSAIDs) are the two
main classes of drugs that have been intensively studied for a possible epidemiological
or cause-and-effect relationship with IBD. Many, but not all, studies have discerned
an increased risk (about twice) for CD among women who use oral contraceptives™.
There has been controversy regarding whether women using these drugs have worse
clinical outcome. Low doses seem to be safe, but considering the hypercoagulability
state present in CD, the concomitant use of these drugs may aggravate the risk of
thromboembolic events, and therefore it's preferable to be avoided. NSAIDs have been
implicated not only in exacerbations of IBD, but also as a potential precipitant of new
cases, perhaps by blockade of protective prostaglandins, by altering mucosal immune
reactivity and by increasing intestinal permeability*.

4. Dietary factors

Traditionally, a potential relationship between components of the diet and disease
pathophysiology has been long considered and immunological mechanisms have
been postulated to link food antigens and the development of intestinal inflamma-
tion. However, this logical explanation is far from proven. Among the analyzed dietary
factors some reports suggest that refined sugar consumption might be a risk factor
for CD, but not UC*. In a large multicentre study from Japan, higher consumption of
sweets was positively associated with UC risk, whereas the consumption of sugars and
sweeteners, fats and oils, fish and shellfish, were positively associated with CD risk. In
respects to nutrients, the intake of vitamin C was negatively related to UC risk, while
the intake of total fat, monounsaturated and polyunsaturated fatty acids, vitamine
E, and n-3 and n-6 fatty acids were positively associated with CD risk*. A paucity of
fresh fruits, vegetables and fibers in diet have been associated with the development
of CD*, whereas there is good evidence supporting the benefits of elemental diets as
both primary or adjuvant therapy for CD. Titanium oxide in the diet, primarily as an
ingredient of toothpaste, has been implicated in the development CD. Titanium oxide
microparticles may act as an absorbent for lipopolysaccharide and may lead to mark-
edly heightened lymphocyte responses™.
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5. Breast-feeding

Most studies have found breast-feeding to be protective in UC and CD, presumably
by playing a role in early programming of immune responses in the developing gastro-
intestinal tract. A nationwide case control study in Italy found significantly increased
risks of UC (OR:1.5, CI:1.1 to 2.1) and CD (OR:1.9, CI:1.1 to 3.3) in patients who had not
been breast-fed®. A shorter duration of breast feeding has been shown to be associated
significantly with increased risk of CD. Nevertheless, other investigators have found
varying results, such as significant association only with UC, others only with CD and
others no association at all*.

6. Hygiene, occupation and social status

This group of interrelated factors is large and difficult to analyze. UC and CD appear
to be more common in higher socioeconomic status classes, in developed countries
compared with underdeveloped countries and in urban areas in comparison with rural
areas. Data in both Europe and North America have described a “North-South” gradient
in IBD, but these differences trend to narrow, due to an increase in southern regions and
stabilization in northern areas™". Outdoor workers have less risk of developing IBD than
individuals with indoor occupations and sedentary workers are at higher risk for IBD. A
number of theories have been advanced to explain these observations, but the reality is
that the relationship of these parameters with IBD is currently obscure.

7. Stress

Many patients report a correlation between disease exacerbations and stress. The
specific mechanisms underlying stress-induced disease exacerbation are uknown, but
a complex interplay of nervous, endocrine and immune factors is likely to be implicat-
ed". Some studies have shown that stress augments the intestinal permeability and the
entry of excessive amounts of luminal antigens could activate pre-sensitized mucosal
T cells. However, stress is more likely to modulate disease manifestations rather than
being an initiating factor.

8. Microbial factors

Several microorganisms (Listeria monocytogenes, Chlamydia trachomatis,
Escherichia coli, Cytomegalovirus, Saccharomyces cerevisiae, etc), have been pro-
posed as having a potential etiologic role in IBD. More recently, Mycobacterium
paratuberculosis in CD has been the center of major controversy and many studies on
this topic yielded conflicting or inconclusive results**. Moreover, controlled trials have
failed to show a therapeutic effect of antituberculous therapy in CD patients™.

A viral etiology has also been proposed as the cause of IBD, particularly for CD.
Paramixovirus-like particles were found in CD endothelial granulomas leading to the
suggestion that CD is a chronic vasculitis caused by the persistence of the measles
virus in the mucosa. An association between perinatal measles and predisposition
to CD was also observed in some epidemiological and serological studies, but these
findings were not confirmed by later studies. The hypothesis that measles vaccination,
rather than measles infection, might be a risk factor for CD was also raised, but again
subsequent studies failed to confirm this association™.
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Summary

A large number of environmental factors have been implicated in the pathogenesis
and development of IBD. Unti, the epidemiological data are too strong and reproduc-
ible only for smoking and appendectomy, whereas the importance of other risk factors,
such as breast-feeding, contraceptive and NSAIDs use and sugar intake is sharply
divergent. Nevertheless, the mechanism for the effects of all these studied environ-
mental factors remains unknown and the interplay between these exogenic factors
and genetic subtypes of IBD is under investigation.
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Immune mechanisms and natural history of inflammatory bowel disease
Konstantinos H. Katsanos & Epameinondas V. Tsianos.
Hepato-Gastroenterology Unit, 1* Department of Internal Medicine,
Medical School of loannina.

Immune mechanisms in IBD

The gastrointestinal tract uses a system of tolerance and controlled inflamma-
tion to limit the response to dietary or bacteria-derived antigens in the gut.”* When
this complex system breaks down, either by a chemical or pathogenic insult in a
genetically predisposed individual the resulting immune response may lead to IBD.**
Although the aetiopathogenesis of IBD remains unsolved current evidence indicates
that defective T-cell apoptosis and impairment of intestinal epithelial barrier function
play important roles.”"” Difference in T-cell responses between CD and UC have been
identified, with mucosal T-cell apoptosis being defective in CD but not in UC.” In both
CD and UC activation of macrophages seems to be important as increased production
of the macrophage derived cytokines TNF-alpha, IL-1 and IL-6 have been reported in
both diseases." Additionally, the symptomatic phases of IBD are characterized by
migration of large numbers of neutrophils and accumulation in the intestinal lumen.
The triggering factor for this cascade is still to be elucidated whether it represents
an auto-antigen or an hetero-antigen, i.e. a microbial component.*® Dysbiosis is the
disturbance of intestinal microflora resulting in the breakdown in the balance between
‘protective’ vs ‘harmful’ intestinal bacteria.” Dysbiosis is implicated in many chronic
diseases such IBD which are associated with ‘westernized’ life style. It has been shown
that enteric bacteria do not have equal capacities to induce or protect from inflam-
mation and interestingly, H.pylori has also been implicated in CD pathogenesis." It
has been also demonstrated that a serologic anti-microbial response in CD patients
exists. This response includes antibodies against saccharomyces cerevisiae (ASCA),
E.coli outer membrane porin C (Omp-C]J, flagelin (cBir1) and pseudomonas aerogi-
nosa (12)."" Host response to microbial pathogens includes self-defense mecha-
nisms including defensins, pattern recognition receptos (PRRs) and TLRs (Toll Like
Receptors). The leucocyte-epithelial interactions are of special interest as exposure
of epithelial TLRs to microbial ligands has been shown to result in transcriptional
upregulation of inflammatory mediators whereas ligation of leucocyte TLRs modulate
specific antimicrobial responses.” Another issue of interest is that ASCA may develop
before the obvious clinical diagnosis of CD according to a study using serum samples
from the Israeli Defense Corp repository. In this study, 32% of patients were ASCA(+)
38 months before CD clinical diagnosis was made.” According to emerging data peri-
nuclear antineutrophil cytoplasmic antibodies (pANCA) have a 60-80% sensitivity for
UC and 10% for CD. Antibodies to baker’s yeast (ASCA) hold a 60-65% sensitivity and
95% specificity for CD.""*'The target antigen for pANCA is currently unknown and there
is still variation regarding the inter-observer agreement with the several assays used
for their determination. These serologic markers may be of great potential importance
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as they can inform more on the IBD pathogenesis, the differentiation between UC and
CD, the further differentiation of indeterminate colitis, the prediction of pouchitis and
prediction of response to therapies. ™ It is of importance that ASCA have a geneti-
cally-modulated expression as they are found in 20-25% of relatives of CD patients
and are absent in spouces. In addition, pANCA are present in up to 20% of unaffected
relatives of UC patients and they persist after colectomy indicating into two points: that
the target antigen in IBD is not fully eradicated and that it is not just the colon which
is immunologically targeted in UC."” Neuroimmunomodulation in IBD is another
interesting approach with implications on the influence of brain-gut axis on intestinal
inflammation and its perpetuation.”” It is probable that both UC and CD represent
heterogenic groups of diseases that share similar mechanisms of tissue damage but
have different initiating events and immunoregulatory abnormalities. A better under-
standing of all these events will hopefully provide new insights into the mechanisms
of epithelial responses to microorganisms and ideas for therapies.

The natural history of IBD

Natural history including the likelihood of a flare in any given year has been investi-
gated in restricted number of IBD cohorts. As CD is concerned, it has been shown that
after the first year of diagnosis, the majority of patients with CD in any population has
mild disease activity or is in remission® while another study showed that in 65% of follow
up time IBD is characterized by medical or surgical remission.” It has also been demon-
strated in CD that after a flare there is a 30% chance of remission in the following year
while when patient achieves remission for one year there is an 80% chance of remis-
sion in the following year.” For UC, in a study with 1161 patients with 25 years follow up
after diagnosis it has been shown that 50% of patients were in clinical remission every
year at any time while the cumulative probability of a relapsing course was 90% after
25 years of follow up. In addition, activity in the first 2 years after diagnosis indicated
70-80% probability of 5 consecutive years of active disease.” In general, 50-60% of IBD
patients are in remission during any given year. The likelihood of steroid dependency
remains high in IBD as 40-50% of CD and 30% of UC patients will need steroids dur-
ing the first year. In detail, according to the study from Copenhagen County”, 56% of
IBD patients required steroids while the Olmstead county study® showed that 34% of
UC and 43% of CD patients required steroids. The prediction of disease location seems
quite safe as the location of the disease remains stable over time. Only 15% of patients
will have a change in location over a 10 year period.*’ The natural history of esophageal
CD follows three patterns of evolution with the complete remission pattern being the
most prevalent in such cases.” By contrast the disease behaviour changes over time
with increasing risk for structuring/penetrating disease with longer disease duration.
As natural history of fistulizing CD is concerned it seems that the cumulative incidence
of anal fistulas approximates 23% while fistula incidence is increased with more distal
intestinal disease location according to the Stockholm and Olmstead population-based
studies.”* According to another study, over a 20-year follow up in CD patients there is
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an 88% cumulative risk of developing structuring (18%) or penetrating (70%) disease.” It
is noteworthy that it seems that location of the disease determines the behavior. Thus,
ileal disease seems to correlate more with structuring behavior while colonic and ileo-
colonic disease correlates more with inflammatory or penetrating disease phenotype.*
The cumulative risk of surgery 15 years after diagnosis is generally 80% for CD and 30%
for UC.” It is of interest that the likelihood of surgical intervention at 1 year following
start of steroid therapy shows that 40% of CD and 30% of UC patients will need surgery.”
Risk factors for surgery are small bowel disease and perianal fistulas while risk factors
for recurrence after surgery are female sex (RR 1.2), small bowel disease (RR 1.8] the
existence of perianal fistulas (RR 1.4).” Another study with 770 patients undergoing
intestinal resection for perforating or non-perforating indications it has been shown that
rapid recurrence is more probable in perforating compared to structuring disease. It
is of importance that recurrence of CD almost always develops in the first year after an
ileocolonic anastomosis operation.® Strictureplasty does not seem to alter the natural
history of the disease.” Smoking has been found to protect against UC and to deteriorate
the CD course in pre- and post operated patients.”“' Appendectomy has been suggested
to protect against UCand it has also been shown that appendectomy may delay onset but
not course of the disease while previous appendectomy (OR 0.4) and current smoking
(0.R 0.6) represent independent factors protecting against colectomy in UC patients.®*
The question whether currently available therapies are able to alter natural history of
IBD still remains largely unanswered also in the view of the high response to placebo
therapy.““ Large cohort prospective studies well balanced for clinical, endoscopic and
laboratory parameters are needed to clearly address this important issue. The risk of
colorectal cancer is an extremely important but still remaining contradictory issue as its
extension is concerned. In UC, there is a great variability in cancer reported incidence
with hospital studies reporting up to 40% cumulative cancer rates and population based
studies reporting only 13.5%.““® However both types of studies agree on the increased
risk of cancer in patients with pancolitis. The risk of colorectal cancer in UC patients
begins to increase 8 years from diagnosis and high risk groups are patients with exten-
sive colitis, young age at UC onset, familial cancer history and co-existing primary scle-
rosing cholangiitis.”**In CD the risk of cancer seems to be comparatively smaller that
that of UC but rare lymphoma cases as well cases of malignancies arising from fistula
tracts need to be addressed here. Life expectancy of CD patients is slightly lower and
most pronounced in women with less than 50 years old at diagnosis.**Life expectancy
in UC patients is generally normal except for patients more than 50 years of age and
extensive colitis at diagnosis.” All information on IBD natural history presented here,
although it seems that it has not been substantially changed in the last forty years®*
with the probable exception of fatal fulminant colitis, has limitations® the most impor-
tant being the lack of large prospective population-based studies and the lack of widely
published long-term experience of other than the northern European and the northern

American IBD study centers.
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EXTRAINTESTINAL MANIFESTATIONS OF INFLAMMATORY BOWEL
DISEASES: IS THERE EFFECTIVE LIVER THERAPY?
Jiannis Vlachogiannakos
Gastroenterologist
2" Department of Gastroenterology, Evangelismos Hospital, Athens

INTRODUCTION

The hepatobiliary system and the gastrointestinal tract are closely linked embryo-
logically and thus the liver is vulnerable to the development of complications of many
gastrointestinal diseases, particularly inflammatory bowel disease (IBD). The prevalence
of liver disease in patients with ulcerative colitis (UC] and Crohn’s disease (CD) var-
ies widely in different series. Abnormal liver function tests are found in almost half of
patients with IBD requiring surgery and are associated with malnutrition, sepsis, total
parenteral nutrition and blood transfusions which increase the risk of viral infections.
It is believed that approximately 5% of adult patients with IBD will develop significant
hepatobiliary disease (1). Moreover, severe significant liver disease is more commonly
seen in patients with UC and when it occurs in CD it is usually associated with extensive
colonic involvement. It is now well accepted that the major hepatobiliary diseases seen in
association with IBD, namely primary sclerosing cholangitis, pericholangitis, cirrhosis,
cholangiocarcinoma and rare cases of autoimmune hepatitis represent different aspects
of the same spectrum of liver disease.

PRIMARY SCLEROSING CHOLANGITIS (PSC)

PSC is a progressive cholestatic liver disease characterized by intrahepatic and
extrahepatic biliary duct fibrosis as well as associated inflammatory changes involving
the portal and periportal regions of the liver. It is more frequent in male individuals and
the prevalence of IBD (mostly UC) in PSC is about 70-80%. Conversely, about 2-7% of
UC patients (2) and 0.7-3.4% of CD patients (3) have a diagnosis of PSC. The clinical
presentation of PSC is variable, but usually includes fatigue, intermittent jaundice,
weight loss, right upper quadrant abdominal pain and pruritus. Some patients with
PSC may present with an established cirrhosis and portal hypertension without any
previous symptoms of cholangitis or cholestasis. There are no specific auto-antibodies
and so biopsy or cholangiography is often necessary for the diagnosis. The outcome
of the hepatobiliary disease is completely unrelated to the activity, severity, or clinical
course of the colitis. Indeed, liver disease may develop some years after a total colec-
tomy has been performed.

A minority of patients with UC will have persistently abnormal liver function tests,
together with histological appearances, such as concentric fibrosis, but have normal
bile ducts at cholangiography. The term “small-duct primary sclerosing cholangitis”
has been proposed to replace the term “pericholangitis” in this group of patients as the
evidence suggests that these conditions are all part of the same disease spectrum.

The treatment of PSC has been limited by uncertainty about its cause. As yet, no
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medical therapy has been proved effective. However, a plethora of medical, endoscopic
and surgical approaches have been advocated. The treatment of PSC can be divided
into the management of cholestasis, the management of complication and specific
treatment of the underlying disease process.

Management of cholestasis

Pruritus is one of the more bothersome symptoms of patients with PSC. Itching
is worse at bedtime and in worm weather and may be exacerbated by eating rich,
fatty meals. Cholestyramine in a dose of 4 to 8gr taken two or three times daily is
usually effective (4). Other therapies that have used in patients unresponsive to cho-
lestyramine include naloxone, Phenobarbital, rifampin, plasmapheresis, ondansetron,
antihistamines and ultraviolet light. Steatorrhea and malabsorption of fat-soluble
vitamins may occur late in the course of the disease. Vitamin deficiencies should be
replaced by monthly intramuscular injections. Osteoporosis is a frequent complication
of advanced PSC. Bisphoshates with calcium and vitamin D supplements should be
considered in patients with osteoporosis and advanced cholestasis.

Management of complications

Antibiotics have no role in slowing the progression of PSC but have been used to
treat recurrent episodes of cholangitis. Dominant strictures of the extrahepatic bile
ducts which cause or exacerbate symptoms occur in 15 to 20% of patients with PSC.
They can be treated endoscopically by balloon dilatation or by placing a stent across
the affected area (5). Some non-cirrhotic PSC patients may be best managed by a
bilio-enteric by pass. The development of small biliary stones and sludge may lead to
sudden clinical or biochemical deterioration. In these patients, endoscopic sphincter-
otomy with extraction of biliary debris is beneficial. In a recently published prospective
trial (6), 106 PSC patients were treated with 750mg of ursodeoxycholic acid (UDCA) per
day for up to 13 years along with balloon dilatation of major dominant strictures or
placement of biliary stents whenever necessary. This combined approach significantly
improved overall survival rates compared with predicted values.

Specific therapy of the disease

The treatment of PSC has included uncontrolled trials of corticosteroids, immuno-
suppressive drugs, and stimulators of biliary secretion either alone or in combination.
The results have been almost disappointing, although assessment of treatment is
difficult because the clinical course fluctuates, survival is variable and some patients
remain asymptomatic for long periods of time.

Ursodeoxycholic acid (UDCAJ: The hydrophilic bile acid UDCA has been widely used
in the treatment of cholestatic liver diseases. Randomized controlled trials showed
that UDCA at doses 10-15mg/kg/day improved serum liver tests and bilirubin but
without effect on symptoms, histology or survival (7). A pilot study from Oxford has
demonstrated that a higher dose of UDCA, namely 20mg/kg/day, may be efficacious in
delay progression and prolong survival. No significant side effects were noted and no
worsening of underlying colitis (8]. These results supported by other studies demon-
strated that biliary enrichment of UDCA increases with increasing dose and reaches
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a plateau at 22-25mg/kg/day (9). However, the largest and most recent trial including
219 PSC patients, found no statistically significant beneficial effect of a higher dose of
UDCA (17-23mg/kg/day] than the previously used on survival or prevention of cholan-
giocarcinoma in PSC (10).

Immunosuppressive agents: The role of corticosteroid therapy in PSC remains
unclear. There have been no controlled trials of steroid therapy, although most
patients have been exposed to courses of corticosteroids when they are prescribed
for their coexistent UC, and these courses have not been found to have any impact on
their liver disease. Corticosteroids have been used both topically and systemically in
small trials without a significant improvement in the course of the disease (11). Some
trials have used budesonide which has a high first pass metabolism to avoid the side-
effects of long-term use of corticosteroids, particularly osteoporosis (12). A number of
immunosuppressive agents have been tried either alone or in combination including
penicillamine, methotrexate and cyclosporine. No benefit has been demonstrated.

CHOLANGIOCARCINOMA (ccC)

CCC develops in 6-20% of patients with long standing PSC at a rate of 1-5% per
year. The clinical presentation of bile duct cancer is that of a progressive cholestatic
jaundice (13). Cholangiography usually reveals a particularly narrow bile duct stricture.
The tumor usually pursues a progressive course and the prognosis is very poor, with
a median survival of 9 months. Endoscopic treatment is usually the best palliative
option once the diagnosis of established CCC has been made. Liver transplantation
for isolated CCC occurring in PSC has been disappointing with rapid recurrence of
tumor (14). Nevertheless, in patients who might be suitable for liver transplantation,
biliary manipulation is best avoided as it increases the risk of structuring and bacterial
cholangitis and may preclude the chance of successful transplantation.

CIRRHOSIS

The incidence of cirrhosis in patients with IBD is varied in different series between
1% and 5%. The majority of these patients will have underlying end-stage PSC. All the
usual complications of decompensated cirrhosis, including oesophageal and gastric
varices, ascites and porto-systemic encephalopathy are seen in the advanced stages
of PSC and the management of these is the same as for any cause of cirrhosis (15).
Patients with concomitant IBD who have undergone total proctocolectomy may develop
peristomal varices which are complicated with severe and difficult to manage bleed-
ing (16). Local treatment with injection of sclerosant, venous ligation and ileostomy
revision are often unsuccessful. Porto-systemic shunts, i.e. TIPS can be useful in this
situation or, alternatively this may be an indication for liver transplantation.

LIVER TRANSPLANTATION
Orthotopic liver transplantation (OLT) is the only long-term treatment for patients
with PSC and advanced liver disease. However, the optimum timing for transplantation
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is made difficult by the variable clinical course of PSC and the potential risk of CCC.
Transplantation earlier in the course of the disease reduces the operative risk and
the risk of the development of hepatobiliary malignancy, but PSC recurs in the graft
and colon cancer is a major cause of death in PSC patients after OLT. Indications for
OLT are summarized in Table 1 (17). Survival rates for patients transplanted for PSC
without evidence of CCC are comparable to those achieved in patients with PBC and
autoimmune hepatitis, with most series publishing 5-year survival rates of 85%-90%.
Where CCC is found incidentally in the explanted liver with no spread to regional lymph
nodes, the prognosis is comparable with patients without CCC (18). Clinically apparent
CCC is considered a contraindication to transplantation as the tumor rapidly recurs
post-transplantation. All patients referred for consideration of OLT should undergo
colonoscopy to diagnose and assess the severity of underlying IBD. Patients with
colitis or evidence of dysplasia should be considered for colectomy prior to, or even
during OLT in view of the risks of deterioration in control of IBD post-transplant and
colorectal malignancy.

PSC recurs in the liver graft in as many as 20-40% of cases and can be difficult
to distinguish from biliary strictures associated with the transplant operation itself
(19). The prognosis of recurrent PSC in the allograft has traditionally been thought be
favorable in reports with follow-up periods of up to 5 years. However, several patients
have required re-transplantation for advanced recurrent disease and this must now be
considered a significant cause of late graft loss.

COLORECTAL CANER IN PATIENTS WITH IBD AND PSC

It has been suggested that the risk of colon cancer is significantly higher in UC
associated with PSC, with 31% of patients in one study developing colonic neoplasia
at 20 years after the diagnosis of UC as compared with 5% of patients with UC alone
(20). It seems that PSC is an independent risk factor for developing colorectal cancer.
Genetic predisposition, alterations in the bile salt pool due to cholestasis, and folate
deficiency have been considered as possible mechanisms for the increased suscepti-
bility to neoplasia. Thus, yearly colonoscopy is recommended in patients with UC and
PSC. It has been postulated that UDCA may have a role in preventing colonic neoplasia.
In the larger study to date, published only in abstract (21), included 120 patients with
UC and PSC, a small reduction of the risk of dysplasia and cancer was demonstrated in
the UDCA-treated group which failed to reach significance. However, the results of the
most recent study were more promising (22), found the use of UDCA in 59 patients with
PSC and UC to be associated with a significantly lower risk for developing dysplasia.

MISCELLANEOUS HEPATOBILIARY DISORDERS ASSOCIATED WITH IBD

Steatosis has been described in more than 30% of patients but there is no evidence
that the lesion progresses to chronic liver disease (23]. Treatment of the underly-
ing bowel disorder and improvement in the general health of the patient will prob-
ably result in a resolution of the fatty change. Also cholelithiasis is more frequent in
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IBD patients (about 10%) than in the general population (7%) and mainly in Crohn’s
disease (usually localization). It has been shown to be less symptomatic than in the
general population. Liver abscesses are rarely reported in association with IBD. They
are often multiple and are associated with a high mortality. Streptococci are the most
frequent organisms isolated from the abscesses. Hepatic amyloidosis is a rare com-
plication, occurring in less than 1% of patients with IBD. It is much more commonly
associated with Crohn’s disease than UC. Aggressive anti-inflammatory treatment of
the intestinal lesions probably reduces the chance of developing systemic amyloid.
Although regression of amyloidosis has been reported after colectomy, in the majority
of patients the prognosis is poor.

Granulomas are occasionally seen in the liver biopsy specimens of patients with
Crohn’s disease. They are found in 3% to 4% of liver biopsies from patients with PSC.
There have been a few case reports of autoimmune hepatitis, PBC and Budd-Chiari
syndrome in patients with IBD. Finally, drug hepatotoxicity is a rare cause of hepatic
injury in the context of IBD with sulfasalazine and azathioprine all having been impli-
cated.

Table 1. Indications for liver transplantation in primary sclerosing cholangitis.

1. Cirrhosis complicated by:
¢ Intractable ascites
e Variceal hemorrhage uncontrolled by endoscopic therapy
* Muscle wasting
* Recurrent bacterial peritonitis
¢ Porto-systemic encephalopathy
. Intractable itching or fatigue
. Recurrent cholangitis
. Jaundice which cannot be treated endoscopically or medically
. Hepatocellular carcinoma (if no metastases and tumor is within accepted size)

. Biliary dysplasia or cholangiocarcinoma in situ

oUW N
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Cutaneous and ocular manifestations are well recognized complications of inflam-
matory bowel disease (IBD] and reflect the systemic nature of the inflammation seen
in these conditions (1). Although the reported prevalence of these complications in
IBD varies, it is well known that extra-intestinal manifestations occur preferiantally in
patients with disease of the colon, and rarely complicate disease confined to the small
bowel. Cutaneous complications is reported in 6-15% of Crohn’s disease patients (1-
3], and in 1-9% of ulcerative colitis (UC) patients (4], while acute ocular inflammation in
up to 10% of Crohn’s and 5% of UC patients (1-2]. Both cutaneous and ocular complica-
tions are said to occur more commonly in association with active IBD, and often coexist
with other extra-intestinal manifestations (5). Erythema nodosum (EN) is the most
common form of cutaneous manifestations following by pyoderma gangrenosum and
Sweet’s syndrome. Ocular inflammation of IBD is predominantly anterior in contrast to
other systemic inflammatory disorders; uveitis, iritis, episcleritis are the commonest
forms of ocular complications in patients with IBD.

CUTANEOUS MANIFESTATIONS

Eryhtema Nodosum

Erythema nodosum is the most common skin lession and appears clinically in con-
juction with symptoms of active bowel disease. The prevalence of EN in IBD patients is
4-10%, and it appears more often in women. The manifestation tends to occur, for the
first time, during the first 2 years of the clinical course of the disease and may recurin
approximately 50% of cases (3). EN presents as painful, raised red lesions typically on
the shins. Although EN may recur with further exacerbations of the intestinal disease,
it is rarely recurs after proctocolectomy.

The aim of therapy is to relieve pain of cutaneous eruptions and to restore cutane-
ous integrity. Standard therapy of EN consists of administartion of pain-killers such
as acetaminophen or NSAIDs/COX-2 inhibitors, bandage, and elevation of affected
limbs. EN is normally elf-limited, runs a broadly parallel to active disease course that
does not normally require specific therapy, and typically responds to treatment of
active IBD. On the basis of uncontrolled data, EN lesions usually respond to treatment
with oral corticosteroids (prednisolone Tmg/kg of body weight), although occasionally
immunosuppressive therapy may be required (3). Severe or refractory cases have been
treated effectively with Infliximab (6-7). Oral potassium iodide (8) and extracorporeal
monocyte granulocytapheresis (9) have been suggested as an alternative treatment
for resistant cases.

Pyoderma gangrenosum

Pyoderma gangrenosum (PG) affects 2% of IBD patients, is more common in long-
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standing disease, is usually associated with active colitis, and occurs in concomitance
with other extraintestinal manifestations (arthritis, erythema nodosum). The lesions
are single and on the lower limb in just over half of all cases. They characteristically
develop into deep ulcers with necrotic base, undermined purple edges, and a purulent
sterile discharge, but there are many exceptions (3). PG may respond to therapy for
inflammation bowel disease, but may require this at an intensity out of proportion to
that needed for the bowel. Moreover, it may be very troublesome to traet because it
trends to run a course that is independent to that of IBD. PG seems to benefit lesser
than EN from proctocolectomy in IBD patients (10).

The optimal form of treatment of PG has yet to be established. The prevailing man-
agement strategy for PG includes wound care in conjuction with systemic treatment
with immunomodulating agents to control the inflammation. Topical management is
aimed at prevention of secondary condamination and includes dressings, application
of potent steroid preparetions beneath an impermeable dressing, and intralesion
injection of corticosteroids or cyclosporine. Surgical debridement should be avoided
because the lesions exhibit pathergy (11). Oral corticosteroids (prednisolone 1-2 mg/kg
BW per day) in addition to wound care is advocated as the treatment of choice. Other
immunosuppressive agents, such as cyclosporine, tacrolimus, azathioprine are addi-
tional options for difficult lesions. Cyclosporine (5mg/kg BW, divided in two doses daily)
given orally or intravenously has been shown to be beneficial (12). Azathioprine has
been suggested as a suitable agent, but there are no data to support its superiority
over other immunesupressants. In patients who fail to respond or develop severe side
effects, oral (0.1mg/kg BW, divided in two doses) or topical tacrolimus has been suc-
cessfully used (13-15). Dapsone (initial dose: 100mg/day, maximal dose: 300mg/day],
and mycophenolate motefit have also been suggested (11,16). Use of Infliximab in
PG has been reported in a number of case reports and small series (17-19). Patients
treated with infliximab have shown rapid healing of their lesions; infliximab appeared
to be effective as a single infusion but that PG often recured, necessiatating repeat
infusions (19). Infliximab has become the first choice in the treatment of PG due to its
high efficacy and safe profil. For extreme intractable cases of PG, surgical intervention
may be required (20).

Xuvdpouo Sweet

Sweet's syndrome is a neutrophilic dermatosis probably related to pyoderma gan-
grenosum consistent with painful erythematous plaques often associated with fever
and leukocytosis (21). This rare cutaneous manifestation usually responds rapidly
to corticosteroids therapy (21-22], whereas Infliximab was effective in patients with
persisting symptom (23).

OCULAR MANIFESTATIONS

Episcleritis

Episclerits is the most common complication of IBD, it characteristically flares
during increases of intestinal IBD activity, and manifests as acyte redness, irritation,
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burning, and tender to palpation (3, 24-25). Treatment is tailored to the severity of eye
symptoms and associated bowel complains. Application of cool compresses or topi-
cal steroids may be sufficient in conjuction with appropriate treatment of underlying
bowel disease (24). Oral NSAID’s are effective in selected cases, but should be used
with caution since these medications may be associated with a flare of IBD. Episcleritis
can benefit first of all by the appropriate treatment of active disease. A recent report
highlighed the successful use of infliximab in a refractory case of episcleritis associ-
ated with active Crohn’s disease (26).

Scleritis

Scleritis is a more severe ocular disorder than episcleritis because it may impair
vision. In this case, a referral to an ophthalmologist is mandatory for risk of vision loss.
Patients often complain of severe eye pain, associated with tenderness to palpation
(27). Scleritis must be treated aggressively with systemic steroids, NSAID’s, or immu-
nosuppressants to prevent significant visual loss. Recurrences are common, but with
control of the underlying bowel disease, the prognosis remains good (27).

Uveitis

Uveitis can be anterior and posterior and is often associated with joints and skin
manifestations.Anterior uveitis is the most common and presents painful eye, visual
blurring, and photophobia. A seriously affected eye will be miotic and may have an
abnormal pupillary response to light (24-25). Uveitis can occur during active bowel dis-
ease, during quiescent periods, and sometimes may precede the diagnosis of IBD (28).
Treatment of uveitis includes cycloplegics and topical steroids, and will often require
systemic steroids and immunosuppressant medications. Uveitis has responded favor-
ably to colectomy in a few cases (27). Sulfasalazine/mesalazine seems to prevent
anterior uveitis recurrance, whereas infliximab has recently shown efficacy in treating
acute uveitis (29).
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Inflammatory Bowel Disease
Extraintestinal complications from bones and joints
J Goulis
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Joint manifestations in inflammatory bowel disease (enteropathic arthritis)

Enteropathic arthritis is a form of arthritis associated with the chronic inflamma-
tory bowel disease (IBD), ulcerative colitis (UC], and Crohn’s disease (CD). This form of
arthritis is classified as one of the group of seronegative spondyloarthropathies, which
alsoincludes psoriatic arthritis, reactive arthritis, and idiopathic ankylosing spondylitis
(AS). Articular involvement is the most common extraintestinal manifestation of IBD,
with a prevalence of between 2% and 26% in both retrospective and prospective stud-
ies. Joint involvement in enteropathic arthritis has been divided historically into two
main patterns: (1) peripheral arthritis and (2] axial involvement, including sacroiliitis
with or without spondylitis similar to idiopathic AS. Other periarticular features can
occur, including enthesopathy, tendonitis, and a miscellaneous group including club-
bing, periostitis, and granulomatous lesions of joint and bone.

The peripheral arthropathies associated with IBD occur in between 5% and 20% of
patients. Until recently, the main pattern of peripheral joint involvement was said to be
pauciarticular and asymmetric, affecting mostly the lower limbs, although other pat-
terns of articular involvement have been described, including monoarthropathies and
small joint symmetric polyarthropathy. According to a recent study from Oxford, the
peripheral arthritis was subdivided into two groups according to to the articular dis-
tribution and natural history. Type 1 (pauciarticular) arthropathy affects less than five
joints, generally involves acute self-limiting attacks lasting less than 10 weeks, often
coincides with exacerbations of IBD, and is strongly associated with extraintestinal
manifestations of IBD such as erythema nodosum and uveitis. Type 2 (polyarticular)
arthropathy affects five or more joints, symptoms usually persist for months or years,
the arthritis is independent of the activity of IBD, and is associated with uveitis but
not with other extraintestinal manifestations of IBD. In this series, Type 1 arthropathy
occurred in 3.6% of patients who had UC and in 6% of patients who had CD. Type 2
arthropathy occurred in 2.5% of patients who had UC and in 4% of patients who had
CD. The peripheral arthritis associated with IBD is seronegative and is typically non-
deforming and nonerosive.

The arthritis associated with IBD can occur before bowel disease, although it usu-
ally occurs concurrent with or after the onset of IBD. Peripheral arthritis is most fre-
quently seen in patients who have extensive UC or CD affecting the colon rather than
the small intestine. In UC in particular there is a relationship between flares and the
severity of bowel disease and episodes of arthritis, although the onset of joint disease
can occur at the same time as the onset of bowel disease or precede it by many years.
Surgical removal of the diseased part of the colon or total proctocolectomy for UC
usually induces remission in the peripheral arthritis. In CD, although colonic disease
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increases the likelihood of peripheral arthritis, surgical removal of the diseased part
does not appear to affect the course of the arthritis. However in a series of patients
who had spondyloarthropathy and underwent serial ileocolonoscopy, patients whose
peripheral arthritis went into remission also had resolution of their intestinal lesions,
and in cases in which there was persistent joint involvement, the intestinal inflam-
mation often persisted. Clinical remission of the joint inflammation coincided with an
improvement in gut histology after treatment with sulfasalazine.

Axial involvement in IBD manifests as either ankylosing spondylitis (AS) identical to
idiopathic AS or asymptomatic sacroiliitis. Axial involvement is generally more com-
mon in CD (5%-22%) than in ulcerative colitis (2%-6%). AS in IBD can occur at any
age, whereas in idiopathic AS, onset after the age of 40 is rare. In idiopathic AS, men
are more commonly affected (2.5:1), whereas in AS related to IBD the sex ratio is 1:1.
Clinically, AS secondary to IBD manifests as inflammatory spinal pain and alternat-
ing buttock pain or chest pain, and clinical indices reflect progressive bony ankylosis
generally moving from the lumbar toward the cervical spine. Overall, AS occurs in 3%
to 12% of patients who have IBD but radiological evidence of sacroliitis is much more
frequent (14%-20%).

The course of IBD and the onset of axial involvement are usually independent, and
axial symptoms frequently precede bowel disease by many years. In a prospective
study of the development of bowel pathology in patients who had spondyloarthropathy,
7.7% of patients who had AS in whom IBD was excluded on preliminary ileocolonos-
copy developed IBD 2 to 9 years later. The extent, location, duration of IBD and the
development of complications do not affect the progress of spondylitis or sacroiliitis.

Animal models of spondyloarthropathy and clinical cases of polyarthritis following
intestinal bypass surgery suggest that pathogenic bacteria might be involved in the
development of spondyloarthropathy and that gut and joint manifestations are linked.
Although the exact mechanisms linking the gut and the joints in spondyloarthropathy
are unknown, the recirculation of antigen specific memory T-cells from the gut to the
joints might be critical and has been termed the gut enteropathy concept. Certain
anaerobic bacteria have been involved to the pathogenesis of arthritis. Increased
mucosal permeability of the gut has been demonstrated using several experimental
techniques in AS, IBD, juvenile chronic arthritis and psoriatic arthritis even in the
absence of bowel pathology. A unifying theory linking intestinal inflammation with joint
pathology has been proposed. Enhanced mucosal permeability and abnormally high
levels of anaerobic bacteria colonizing inflammatory lesions in active IBD might lead
to the absorption of proinflammatory bacterial components, stimulating a pathologic
immune response.

Regarding the genetics and HLA associations in enteropathic arthritis, idiopathic AS
is associated with possession of HLA-B27 in more than 90% of cases. AS and sacroili-
itis associated with IBD apparently exhibit a lower frequency of HLA-B27 (50%-70%) of
cases, but no association with HLA-B27 has been described with isolated sacroiliitis
in IBD. The periheral arthropathies associated with IBD are often classified as part of

95
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the HLA-B27 - related spondyloarthropathies, and type 1 peripheral arthritis is cer-
tainly clinically similar to postreactive arthritis, which is associated with HLA-B27 in
up to 80% of cases. In IBD type 1 peripheral arthritis is significantly associated with
HLA-B27 (in 26% of patients), although to a much lesser degree than reactive arthritis.
HLA-B35 is also increased in type 1 arthropathy, whereas in type 2 peripheral arthritis
there is significant association with HLA-B44, strongly suggesting that the two forms
of peripheral arthritis in IBD are not only clinically different but also immunogeneti-
cally and etiologically distinct.

Management of enteropathic arthritis

The episodic nature of the arthropathy in many patients can make therapeutic
efficacy difficult to establish. Many patients are managed with simple measures such
as rest, splints, physiotherapy and intra-articular steroid injections. Most patients
who have spondyloarthropathy will respond to NSAIDs, although these should be
prescribed with caution because they might exacerbate IBD. For peripheral arthritis,
because the activity of the arthritis often parallels the activity of bowel disease, control
of the active inflammation is the main goal of treatment. Sulfasalazine has been shown
to be effective in treating both the underlying and flares of UC, but the situation is less
clear-cut for CD, where sulfasalazine seems to be more effective for peripheral than
axial disease. More recently, therapy for enteropathic arthritis has been influenced
by the advent of targeted biological therapies. Biological blockade with the TNF-a
antagonists infliximab and etanercept is effective in refractory AS, psoriatic arthritis,
and enthesopathy associated with spondyloarthropathy. Infliximab (but not etanercept)
is also effective in controlling bowel inflammation in CD and the associated spondy-
loarthropathy.

Metabolic bone disease in IBD

Patients with IBD are at increased risk for osteopenia (bone mineral density [BMD]
between 1 and 2.5 SD below mean mean peak bone mass) and osteoporosis (BMD less
than 2.5 SD below mean peak] relative to the general population. A recent popula-
tion-based study of BMD in CD and UC patients illustrated that bone metabolism is a
dynamic process. Roughly 22% to 27% of IBD patients showed significant decreases in
BMD over time, whereas 42% to 46% had significant increase in BMD.

The causes of low BMD in IBD continue to be investigated. It is difficult in most
observational studies to separate the potentially deleterious effect of corticosteroid
use from that of high inflammatory activity. In the above referred study C-reactive pro-
tein levels were significantly higher in those patients with bone loss, suggesting that
disease activity may influence bone metabolism. Corticosteroid use was only weakly
associated with bone loss. In a population-based study of premonopausal women who
were diagnosed wth IBD in childhood or adolescence, average BMD was normal and
the prevalence of osteoporosis was only 4%. Finally malnutrition in patients with IBD
as a result of anorexia, malabsorption, increased nutrient loss or increased meta-
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bolic demands with the rsulting poor dietary intake and malabsorption of calcium and
vitamin D may contribute to reduced MMD in some patients. Most but not all previous
studies have suggested that IBD patients are at increased risk of bone fracture relative
to the general population. A very large case-control study (over 231000 pairs of frac-
ture cases and non-fracture controls) from the UK suggested that vertebral fractures
were 72% more likely to occur, and hip fractures 59% more likely in IBD patients.
The risk of hip fracture was higher in CD than UC. Even after corticosterod use was
taken into account, IBD patients with more symptoms were significantly more likely to
develop fracture, again highlighting that bowel disease activity may be an important
cofactor.

A screenig DXA to assess bone mineral density is warranted for patients with IBD
who are postmenopausal, have had vertebral fractures, or have been on prolonged
corticosteroid therapy (3 months or longer). Patients with osteopenia or osteoporosis
should be considered for treatment. However treatment of osteoporosis and osteope-
nia in patients with IBD mostly has been extrapolated from the postmenopausal osteo-
porosis literature and has focused on calcium/vitamin D supplementation and oral
biphosphonates. Recently, several small trials of medical therapy for bone disease
specifically in IBD patients have been published. A randomized trial of oral calcium and
vitamin D supplementation compared with intravenous pamidronate plus calcium and
vitamin D was performed in 74 patients with IBD and low BMD. Although both groups
gained BMD over the course of the 12-month study, the changes were significant only
in the group that had received combination therapy, with mean increases of 2.6% at
the spine and 1.6% at the hip. Similar results have been shown with the combination
of intravenous ibandronate plus calcium/vitamin D.
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EINENTEPIKEZ EKAHAQXEIZ TON IONE. YNAPXEI ©EPANEYTIKH
ANTIMETQMNIZH; EKAHAQZEIX AMO AAAA OPIANA KAI LYITHMATA
HAiag Avaoraotog, Mdpng Beopdvng.

Ynapxouv navw and 100 eEwevTEPIKES EKONAWOELG TNG VOOOU HE NPocBoAn onolodnnote
opydvou. Ta oupnt@pata notkilouv ano aniég evoxAnoelg éwg coBapd oupnTwUara, nou
NPOKAAOUV GNPAVTIKA VOGNPOTNTA KAl EMNPEACHO TNG KABNPEPWVAG NOLOTNTAG ZWNG.

Meploodtepot anod 1o 50% Twv acBevmv éxel Navw ano pia e§wevreplkn ekdnAwon n
onoia o€ oplopévoug pnopet va anoteAel To kKUplo NpdBAnua uyelag. Map’ 67L n Unap&n
TwV €lval yvwoTth anoé nald, n akplBng naBoyevela dev £xel dleukpvioBei.

Ta nwo onpavrika opyava kat cuoThpata nou npooBallovral eivat To €PELOTIKO, TO
0éppa - BAevvoydvol, ot opBaAipol kat To nAnap. To ALUONOLNTLKG, TO OUPOMOLNTLKO, TO
naykpeag kat nNveUPoveg cupneplAapBavovTal oTov KATAAOYO TwV EEWEVTEPLKWY €KON-
AOEWV.

Aipa-Ayyeia

Ot aoBeveig pe Wdonabn @Aeypovwdn voonuara tou evrepou (IONE) napouctdzouv
apkeTa npoBAnpata and To aldonolnTikd cUoTnUa Kat Ta ayyeia. Ta cuxvoTepa anod autd
elval n eg@avion avawgiag, n UNEPMNNKTLKOTNTA TOU aidaTOG,0l PAEBLKEG KAl APTNPLAKEG
BpopBmoELg Kal oL ayyeLiTLOEG.

Avawia

H avawia o1ig IONE eivat éva apketa ouxvo npoBAnua. YnoloyigeTat oTt éva 30% Twv
acBevav pe IONE napoucidzouv kanotou BaBuou avatpia. Ot acBeveig eival ouvnBwg
VEAPNG NAKLAG Kal (paiveTal OTL vEXOVTaL OXETLKA KAAG Tnv avatlpia yla peyadAa xpovika
dwaoTnparta. Map’ 6Aa autd n napoucia onpavTikou BaBpoU avatpiag cupBadigel pe ent-
Oelvwon TnG NoLOTNTAG ZwNG TV aoBevv Kat eNBAAEL TNV XOpAynNon anoTeAECUATIKNG
Bepaneiag.!

H naBoyévela Tng avapiag eivat noAkanAn, dUo eivat Opwg ot KUpLoL  atTloAoyLkoi
napayovteg a) éMewpn odnpou (odnponevia) kat B) n avayia xpoviag vooou. AMeg
atrieg oupneplhapBavouv Tnv peyahoBAaoTikn avatpia and éMewyn B12 n goAkou oe
vooo Crohn TehtkoU eeoU,?tnv autoavoon apoAutikn avauia® kat Tnv aypéluon anoé
@dappaka (couhpazalazivn).

H ownponevia opeileTal kKatd KUpLo Adyo oTnV an®AELa oWdNPOU anod ToV EVIEPLKO
owAnva. YnoAoyizetal 611 o€ pa peTplag Baputntag napoguvon koAitdag xaverat To 25%
Twv anoBepdrwv owdnpou(0,5-1,3gr] Akopn kat acupnTwpartikol acBeveig ouvexizouv va
XAvouv aipa anod To EVIEPO Kal UNooTnpizeTal 6TL EYPEVOUOA avaldia onyaivel Kat da-
ThpNoN Tng vooou.* Tuxav SLatTnTIKot Neploptopol auEavouv To EAAELUpa OLBAPOU EVE OE
vooo Tou Crohn pe npooBoAn Tou dwWAEKABAKTUAOU KaAL TNG VACTLO0G €EAATTGVETAL KAl N
anoppo@naon Tou 6Ldhpou and To évrepo.®

H avatuia Tng xpoviag vocou Neplypa@nke yla np®tn @opd anéd Tov Cartwright® To
1966.H naBoyévela ntav dyvwotn eni pakpov. Ta Teheutaia xpdvia éxouv evoxonolnBei
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ot kuttapokiveg IL-1, IL-6 , TNF kat n Interferon-y 67t nAAv TnG TonNKNG dpACEWG GTO
naoxov évrepo Opolv KAl GUCTNHATIKA WG avacToAeig Tng epuBponoinong, 1600 OTO
eninedo Tou pueloU, 0G0 Kal HEOW TNG EAGTTWONG Mapaywyng Tng epuBponotnTivng.
AKOPN N Xpovia GAEypOVA, KAl N oldnPomnevia KvnTomnoloUv UnxaviogoUg nou odnyolv og
napakpartnon Tou oWnpou anod Tn de€apevhn Tou NAGOPATOC GTOUG LOTOUG. AELTOUPYLKN
owdnponevia.”8?

H Bepaneia Tng oWdnponevikng avalyiag ouvioTatat oTnv XopAynon oldnpou anod Tou
oTOHaTOG AN Kupiwg napevieptkd. Kalol npoyvwoTikoi OeikTeg avrandkplong ortn
Bepaneia Bewpolvrat Ta xapunAd enineda CRP (<2mg/dl) kat n uwnAn Twun Tpavopeppi-
vng opoU (>300mg/dl).H xopnynon gpuBponotntivng Adyw Tou KOOTOUG KAl Twv avenap-
kv BIBALOypa@Lkmy ded0pEVmV ENLGUAICOETAL yia TIG avBEKTIKEG neptnTmoetg. o'

Mua GAAN onpavTikn eNNAOKN TwV PAEYHOVWOGMY VOONHATWV Kal €L8LKA TNG EAKWOOUG
koAiTidag anoteAel n autodvoon awpolutikn avawpia.'? To nocootd avépxetal oe 2%
nepinou,cuvodeUel KUPLWG eVEPYO EKTETAPEVN VOOO V@ €XEL NapaTnpnBel Kal apEowg
petd kohektopn'® MiBavi eoTia NApaywyng Twv aUTOAVTIOWHATWY EVAVTL TV £PUBPOV
algoogatpiwv niBavoroyeitat To naxu évrepo (povonunnva kutrapa).® EkdnAmvetal pe
au€non Twv AEK, xoAepuBpivng kat LDH kat BeTikn avtidpaon Coombs av kat n TeAeu-
Tala pnopei og Pikpo Nooootd acBevav (2%) va givat BeTikn xwpig epgavn atgoAuon.

H Bepaneia cuviotatal oe xopAynon KoPTLKOELO®WY A CUVOUAGHOG AUTMV PE AVOOOKA-
TAOTAATIKA Kal 0 €EALPETIKEG NEPLNTWOELG OE OLEVEPYELA KOAEKTOUNG KAL GNANVEKTO-
“hc.14

Aeuxapia

O€eia npopughokuTTapikn Aeuxatgia’® pe ntwxn npoyvwon kat ofeia puehoBAaoTIKA
Aeuxatpia’® éxouv ouoxeTIoBel pe EAk@BN KOAITISA V@ MEPIITOOELG HUEAOSUGTAAGTIKOU
ouvdpopou'” nepypagpnkav oe aoBeveig pe vooo Tou Crohn.

Aarapaxég Tou MNKTIKOU [INXaviopou

Eival yvworto 61t ota IONE napatnpeiral pla katdotaon augnpévng NNKTLKOTNTAG TOU
aipatog. Ta aitia nepthapBavouv Tnv atE§non Tou aptBuoU Twv atponeTaAiwv Nou pnopei
va @Baocel Kat péxpt 800.000/mm?3 kat Slatapaxég Twv NapayovIwv ANEEWS KUPLOTEPEG
TwV onoiwv eivalt n augnon Twv entnédwv vwdoydvou, napayovrog V, VIILIX pe napaA-
AnAn eMaTtwon Tng avtiBpopBivng Il kat Tng npwteivng S. TeAeuTaia €xel evoxonotnBei
n peTaMa€n Tou napayovra V (factor V Leiden mutation)'® evé 1 napousia Twv avriow-
paTWV €vavl TnG KapdtoAnivng dev ouoxeTioBnke pe au€npévo kivduvo BpopBwaong.'’
Awatapaxn Tng oUyKOAANONG Twv atponeTalinv BpeBnke eniong oe acBeveig pe IODNE n
onoia ouUPBANEL MepalTépw 0TNV KATAGTAoN auENPEvNg NNKTLKOTATAG Tou aiparog.?’

O pnxaviopog Twv aLJooTATIK®Y auTv dlatapaxwy dev eival OLEUKpLVIoPEVOG niBavo-
Aoyeitat Opwg n avpaAn avridpaon Twv PJOVOKUTTAPWY O KUKAOPOPOUGEG €VOOTOEIVEG
ano 1o €viepo nou nupodoTel Toug pnxaviopoug Nngews. H undBeon auth e§nyel kat Tnv
OUOXETLON TWV 3LOTAPAX@Y AUTAV PE TRV KAWVIKA 3pactnptdotnta Tng vooou.?!

Ze €va NooooTo acBevav pe eAkwON KoAiTda pnopei va eppavicBei unonpoBpopBivat-
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pia Aoyw TnG Kakng Bpéyng, TG XxopAynang avtiBLoTIKGY Kat TNG NpooBoAng Tou NNaATog.
H d16pBwaon Tou xpdvou npoBpopBivng yivetal pe TNV Napevreptkn xopnynaon Birapivng
K, elval 8 anapairtntn Adyw Tou KIvdUVOU PAZLKAG aldoppayiag Twv acBevav autwv anod
TO €VTEPO.

Ye acBeveig pe onpavTikn NTOON TwWV ALHONeETAAlwY KAl Tou Wwdoyovou ,UE TauTo-
xpovn au§naon Twv NpoldvTwy dlacnacewy Tou vwdoug TiBeTal n unovola Tou cuvopoOpou
d1axuTNG EVOAYYELOKAG NNEEWG.

‘Exouv neplypagei.nepintmoelg autodvoong BpopBoneviag.

Kpuonpwrewvaiuia

Ye aoBeveig pe vooo Tou Crohn €xouv Neplypael NEPLNTWOELG KpuooPalpvalpyiag oe
ouvduaopo pe deppaTikn yayypawa, apBpalyieg, veppitida kat BpopBogpBoAlka enetoo-
ota. H naBoyévela Tng kpuoopatpvalpiag napapével ayvwotn, niBavoloyeirat OHwG OTL
npokaAeitat anod Ta avrydva Ta ornola €L0EPXOvVTAL 0TNV KUKAo@opia HEow Tou QAeypai-
VOVTOG EVTEPLKOU TolxwpaTtog Ot kpuoo@alpiveg NPoKaAoUV CUPNT@HATA PE PNXAVIOHO
ayyelakng ano@paéng kat /n @Aeypovng. H dtayvwon Tng unokeipevng vooo tou Crohn
elval duoxepng dLOTL n WOLoNabng Kpuoopatpvaldia ouvodeleTal ouxva ano npooBoAn
Tou TEAKoU £LAE0U MapopoLa e Tnv voao Tou Crohn. 22

H Bepaneia nepthapBavel Tnv xopAynon KOPTLKOELOWY VOGOKATAGTAATIK®Y NEVIKKIAG-
pivng kat nhaopagaipeong.

BpouBwoets ayyeiwv

H kartdoTtaon au€npévng NNKTLKOTNTAG O€ OUVOUAOHO HE TNV KATAKALON,TNV OXETIKN
agudatwon Kat Tnv nBavn cuvinapgn ayyetitidag odnyolv o€ pepLKoUg acBeveig otnv
eQpavion PAeBLK®Y Kal apTnplakav BpopBooewv pe augnpévn voonpoTtnTta Kat BvntoTtn-
70 Ze éva peyalo nooooTd Opwg (Ewg kat 50%) Twv acBevav pe IONE nou spgavizouv
BPOBWTIKA ENELO65L SEV OVEUPLOKETAL EJPAVEG NPOSLABETIKO aiTlo?.

OAeBikég BpopBmoelg napatnpouvrat o€ €va NooooTo 3-4% Twv aoBevav pe IONE kat
agopoUuv Tnv pnptaia, Tnv NuAaia, TLG MVEUHOVLKEG, TLG VEPPLKEG, EYKEPAAKEG aANG Kal
onolodnnote aMAo GAeBIKO OTEAEXOG, HE EHPAVION MOLKIAWY KAWIKGV eKSNAGOE®Y.>
Ewdikotepa n BpopBwon Twv pAeBiv TnG Nuélou ekdnAdveTal pe Eapvikn endeivw-
on Tou aoBevoulg, KolAlakd GAYOG Kal NUPETO Xxwpig onyeia napodg§uvong TnG KOAITLOAG.
Epgavion veupohoylkng cuvdpopng o€ pn To§tko acBevin xwpig dAAa npodlaBeTika aitia
npénet va BETEL TNV unovola BpopBwang eykealikav ayyeiwv.?

H nveupovikn epBoAn ekdnAwvetal pe duonvola, Kudvwon Taxukapdia, n awpvidia
eppavion katanAngiag.Zto nuLou nepinou Twv acBevav PeTa AenTopepn KAWLKN e§€Taon
dev aveupiokeTal n €oTtia TnG GAeBIkNG BpouBwong.

ApTnplakég BpopBaoelg €xouv avapepBei o aoBeveig pe IODNE veapng oxeTika nAwi-
ag Kal Xxwpig GANoug eppaveig atrtonaBoyeveTIKOUG NApAYOVTEG KAl aPOPOoUV TIG EYKEPQ-
MKEG ,TLG UNOKAeidLeg apTnpieg, Thv KapwTida, unplaia aptnpia kat aAkeg. 24?7

H Bepaneia Twv BpopBoepBoAlkav eneloodiwv evéXeL TOV KivOUVo EUQAVIONG aLOp-
payiag Katd Tnv OLAPKELD TNG AVTUMNKTIKNG aywyng. H OXeTkn €AAewyn Tou napdyovra
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X117 kaBamg kat TuxoUoa ouvundpxouaa unonpoBpouBvatyia au€avel Tnv NBavoTNTa TNG
awpoppayiag. To @appako ekhoyng eivat n nnapivn, xopnyoupevn otaydnv evoopAeBiwg
f ava TETpawpov PE ouvexn napakohouBnon Tou xpovou NhEewg (2.5 popég peyalutepou
TOU (UOLOAOYLKOU) Kal TOU TOU XpOVOU PEPLKNG BpopBonAaaTivng, ev éxouv SoKLuaaBel
eniong Kat dlapopa avTlatpgoneTallakd @AapUaka He LKavonownTikd anoteAéopara.

Enavelknppéva eneoodla  nveupovikng €UBoAng napd Tnv xopAynon TnG €napkoug
QVTUNNKTIKAG aywyng, N edpavion aBpoag atpoppayiag ano To éviepo €€ attiag Tng avri-
NNKTIKAG Bepaneiag, anoTtelel EvoelEn xelpoupylkng enéuBaong, n onoia cuvictatal otnv
nepideon TNG KATw KolANG AEBag n oTnv dLadepptkn TonoBETNON €L8LKOU NAEYHATOG.

H anogaon ekTéAeong KOAEKTOPNG GToV i810 XPOVO HE TNV anoAivwan TnG KATw KoiAng,
Ba oTnpxBel oTNV KAWVLKA Nopeia Kal Tnv yevikn katdaTacn Tou aoBevolg. uotka n avTi-
HET®MLON TNG UNoKeipevng npwtonaBoug vooou (IONE) avrioTpépovTag Tnv UuNepRNKTIKA
KataoTaon Tou aipartog anotelel pla Baoikn BepaneuTikn Npooéyylon.

e nepNT@OELG apTnplakng BpopBoeuBoAikng vdoou n onoia ouvnBwg eival noAu
Bapeiag npdyvwong €xel doklpacBel entTuxwg NANv TnG BpopBeKTouNG Kat n evdapTn-
plakn BpopBoiuan. ¥

Ayyetirig

H ayyelitig eivat €éva noAucuoTnpatikd voonpa notkiAng atroAoyiag pe ouxvn npo-
oBoAn Tou déppatog. Ta kKupLdTEPa aitla eival ol KOAAYOVWOELG,0L AOLHWEELG, pAppaKka
,veonAaoieg kat n donabng ayyetitig.

Ze aoBeveig pe IONE €xouv neptlypagpel neptntwoelg ayyeitidog nou agopouyv Ta ayyeia
TOU O€pHaTOC, EYKEPAAIKA ayyela, TIG UMOKAELOLEG, yaoTpoKvnyia, KAl Ta MVEUHOVLKA
ayyeia. Ztnv TeAeutaia nepintwon n dtayvwon 1€6nKe pe Bpoyxookdnnon kat Bloyia.

H atrtohoyia Tng ayyeitidog anodideTal o€ KUKAOPOPOUVTA OVOCOCUHNAEYHATA EV® O€
pia peAETN n ayyelitig €xet ouvduaoBei eniong pe TNV napouaia Twv cAnca. 3¢

H eppavion ayyeitidog dev ouvdudzeTal capwg Pe TNV evepyd vOOO evw O nawdld
€Xouv neplypapei NepLNT®OELG OePHATIKNG NPooBoAng oe vooo Tou Crohn npwv Tnv
ekdnhwon Tn¢ Baotkng vooou.®!

H npooBoAh Twv ayyeiwv pnopel va nepthapBavel Ta Pikpd,evoldpeca Kat Peyaiou
peyéBoug ayyela Kat va odnynoel e MARPN N HEPLKN Ano@pa&n Pe avaloyeg KAWVLKEG
ekONAwOoeLG. Eldikotepa n npooBoAn Tou dEPPATOG EKONAMVETAL PE EPPAVION KNALDWY,
enwouvwyv unodopiwv 6Zwv, EAKMV Kat yayypaivng.

TUNLKA YlYavTOKUTTAPLKN apTnpitig Twv HeoevTepiwv ayyeiwv o€ vooo Tou Crohn éxel
neplypapet®Z,

Téhog €xel avapepBel npooBoAn Twv peydAwv ayyeiwv Tunou Takayasu pe yeVIKeU-
pévn apTnpiTida ,cUPHETOXN OAWY Twv 0TOLBAGWY TOU PTNPLAKOU TOIXWHATOG KAl ouvodd
aveupUopara 3334,

H Bepaneia ouvioTatat oe xopnynon KOpTIKOELWSMY N/KAL AVOOOKATAOTAATIKGOV Qv Kal
neplypapovTal Kat NEPLNTM®OELG auTopaTng taong.
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OuponotnTiké gUoTnpa

Mua ano TG ouxvotepeg entnAokég Twv IONE eival n veppoABiaon nou neplypapeTat
o€ nooooTo 2-10% Twv acBevav nou nacxouv and vooo Tou Crohn. EWdikdTepa avantugn
ABraoewg oe NC AenTou evrépou aveupiokeTal e NooooTo péxpt 30%.

0 pnxaviopoég eivat n unepofahoupia Adyw au§npévng anoppo®@nong o&aAlkawv
(ouvdepévwv pe yAukivn n vatplo) kat anawrel Tnv eKINAWON TNG TNV OKEPALOTNTA TOU
nax€og eviépou. H apudatwaon n oAyoupia, n KATakAlon Kat, oL oUPONOLUMEELG anoTe-
AoUv npooBeToug npodlaBeoikdug napayovteg. Le nepinTwon elleooTtopiag n avantugn
veppoAlBLaoewg anodideTal KaL oTnv EAATTWON TNG  NEPLEKTIKOTNTAG 0 Na nou euvoei
Tnv SlahutoTnTa Tou Ca oTa oUpa.®®

Entnlokég (6xt ekNAOELG and To ouponotnTikd) unopei va BewpnBoly n andgpagn
TWV OUPNTNPWY ano6 UGPOVEPPWON aNd €NEKTAON TNG PAEYPOVAC KABWG Kal Ta EVTEPO-
KUGTIKG OUpiyyla PE UNOTPOMLAZOUOEG oupololpmEetg. 3

Ol napevépyeleg TNG peoalazivng anoé Tov ve@po (SLapeon veppirig) anatrouv dlaitepn
npoooxn Tou KAWVLKoU ylaTpou. AcBeveig pe xpovia Anyn pecaiazivng npénet va unoBaA-
AovTat oe TakTkO €Aeyxo (Toulaxioto kaBe e€apnvo) TnG ve@pLkng Aettoupyiag. AAnBng
npwtewvoupia avagépBnke (Fraser JS 2001) kat oe ofela KoAitda npwv Tnv évapé€n
Bepaneiag ye peoalagivn.

Maykpeag

AoBeveig pe IONE napoucidzouv au§nupévn enintwon ofeiag aAAd Kat xpoviag
naykpearitdag. Ze éva nooooto 7-20% BpéBnke acupntwpaTikn alénon Twv Naykpeatt-
K®V evzupwv. MNeplypd@nkav eniong NePLNTOOELG avaTOULK®V BAaB®V TOU NAyKPeATIKOU
nopou(oTevaoelg, dlatdoelg) Kat avendpKelag TNG eEWKPLVOUG Poipag Tou NayKpearog.

H enintwon tng o§eiag naykpearitidag eival TeTpanAdcia oe aoBeveig ye Nooo Tou
Crohn kat dtnAdola oe aoBeveiq pe EAkwdn KoAitida oe oxéon pe Tov yeViKO NAnBuouo.
TuvnBwg eivat nnLag BapUTnTag Kat anodpapel Pe TNV Upean Tng voaou. 7

H naykpearinda pnopei va opeiletat ata ouvnBn aita (atBavoln, xohoABiaaon, une-
Mnmdawuial, va eival anotéheopa e€wevieplk@y  entnhokdv (evronion Tng vooou oTo
128akTulo, an’ euBeiag NPooBoAn Tou NayKPEATOG) N va €lval QUPAPAKEUTIKNG ALTLOAO-
yiag (azaBelonpivn ,kopTizovn, apwvooaAtkiAka, HETpovdazoAn). Ynapxet OHwG €va Ptkpd
nocooTd aoBevwv nou 0V aveupioKeETAL CAPAG attia. TG NEPLNTWOELG QUTEG PIAAUE yLa
aknBn e€wevteptkn ekdnAwon Twv IONE ana To naykpeac.®

Ze peletn anod tnv FaoTpeviepoloyikn Khwvikn tou FTIN Becaalovikng T. ManavikoAdaou’
BpéBnke eniong alEnon TnG €AAOTACNG KONPAVWY GaV €UPECOG OELKTNG TNG NAYKPEATL-
Kng Aetroupyiag.®?

Le peyaho nocooto acBevav pe IONE BpéBnkav autoavTiowpara EvavTl NayKPEATIK@V
avTLyovmV Xwpic KAVIKN onpacia n npoyvwoTikn afia 0

Mvelpoveg
OLekdnAwoelg anod Toug nveUpoveg oe aoBeveig pe IODNE ektog ano TLg yvwoTEG avent-
Bupunteg evépyeleg Twv 5 ASA nepthapBavouv Tnv dlapeon nveupovondabela, TNV xpovia
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BpoyxtoAitida , Tnv mAeupitida kat AAeg nto onavieg.*!

H ouxvotnta npooBoAng Tou avanveuaTikoU oe acBeveig pe IONE nowkilet. MeTaBoAgg Tng
NVEUPOVLKNG AetToupyiag pnopei va BpeBouv pexpt kat oToug Ploolg acBeveig pe IONE.

H kAwikn elkova xapaktnpizgeTat anoé tnv BaButaia eloBoAn dUonvolag kat napaywyt-
KoU Bnxa. Ot epyaoTnplakég e€eTdoelg nepthapBavouv Tnv onelpopérpnaon, Tnv Bpoyxo-
OKOMNGN Kal KUTTAPOAOYLKA KAl TV anetkovian Tou Bapakog. 4243

BepaneuTikd Ta elonvedpeva KopTikoeldn BonBouv Toug aoBeveig autolg. e Bapute-
PEG NEPLNTWOELG XopnyoUvTal and Tou oTdépaTog Kat evoopAERLa.

Ze nepinTwon nveupovondBelag and peoaAazivn n dlakonn Tou Gappakou eivat n
evoedelypévn Bepaneia. ZugnAnpwpatika pnopei va anatrnBel n xopAynon KopTIKOEL-
86V, aVTLBLOTIKMY KAl AVOOOKATAGTAATLKGV. *

Au€npéva nooootd BpoyxoknAng-unepBupeoeldlopol oe aoBeveig pe EK éxouv
neptypa@ei.*®

ITo (PACHA TWV EEWEVTEPLKWV EKONAWOEWV-ENNAOK®OV nepthapBavovTal akopa n
KaBuoTépnon TNG CwWHATIKAG avanTugng ,0Tav n vooog apxigel and Tnv nawdikn nAkia
kat n onoia opeileTal oTnv Kakn Bpéyn- unoAettoupyia Tou Bupeoeldoug Kat TNG uno-
QUONG. YNoX@wpnon TnG VOOOU N XELPOUPYLKN avTLHETONLON odnyel o€ PePIKN N NAnpn
anokaractaon.*t

Telog Latpoyeveig entnhokég Bewpolvtal autéG nou opeilovrat oTnv Xxopnynon ¢gap-
HaKwV ywa Tnv Bepaneia TnG vooou (KopTIKoeWdN 0oUAPAAAZivn-avoooKaTaoTaATIKA. )
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INFLAMMATORY BOWEL DISEASE: THERAPY FOR ACTIVE DISEASE

Konstantina D.Paraskeva
Gastroenterologist
Agia Olga Hospital, N.lonia, Athens

The therapeutic goals in inflammatory bowel disease (IBD] include induction of
remission in patients with active disease and maintenance of remission in those with
quiescent disease. Furthermore, therapy should prevent disease complications.

This review is focused on the standard therapeutic options for inducing remission in
patients with active IBD

Ulcerative Colitis

Disease activity in ulcerative colitis

Ulcerative colitis (UC) activity is assessed by various indexes that are useful mostly
in clinical studies but also in clinical practice. The first activity index for UC was
developed by Truelove and Witts and classifies UC activity as mild, moderate or severe
based on clinical, physical and laboratory parameters(1). One of the most validated
indices is the Mayo scoring system that takes into account stool frequency, rectal
bleeding, findings on endoscopy and physicial's global assessment (2].

In general, in UC endoscopic healing correlates with histologic quiescence and clini-
cal remission.

Aminosalicylates

Mesalamine is more effective than placebo to induce remission in mild to moder-
ately active UC and appears to be a trend toward a dose-dependent relationship (3).
Mesalamine is better tolerated than sulfasalazine.

No controlled trial has evaluated the use of 5 ASA for severely active UC.

Topical mesalamine is beneficial for inducing remission of mild to moderately
active distal UC, either as an adjunctive therapy to oral agents or as monotherapy.
Mesalamine enemas are comparable to oral sulfasalazine and superior to steroid
enemas in the treatment of active left sided colitis (4). A combination of oral and rectal
mesalamine may be more effective than oral therapy alone.

In patients with proctitis, mesalamine suppositories may be used to induce remis-
sion.

Corticosteroids

Corticosteroids are effective for the treatment of moderately to severely active UC.
They are not beneficial for maintenance of remission in UC. Standard dose is 40-60
mg/day of prednisone, while in more severe disease the parenteral form is preferable.
There is no additional benefit from increasing the dose more than 60 mg/day. About
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34% of the patients with active UC require steroid therapy and of these received ste-
roids about 55% will go to complete remission and 30% to partial remission (5). One
year outcomes for UC were prolonged response in 49%, corticoid dependence in 22%
and operation in 29%.

Studies have not shown the benefit of oral budesonide for the treatment of UC(6).

Azathioprine and 6-mercaptopurine

Azathioprine (AZA) is the prodrug of 6-mercaptopurine (6-MP)

There is no role for the use of immunomodulators AZA and 6-MP as a monotherapy
in acute UC, since a mean response time of 2 to 3 months is required for efficacy. One
important utility of AZA and 6-MP is their steroid sparing effect and maintenance of
disease remission (7).

Cyclosporine

For patients with severe UC who fail to respond to intravenous corticosteroids, intra-
venous cyclosporine (CSA] is an alternative. The usual dose is 4 mg/Kg/d in continuous
infusion.

Levels of CSA should be monitored and maintained in between certain limits. Side
effects can be serious in up to 12% of the patients and include renal insufficiency,
hypertension, infection, paresthesias and seizures especially with low magnesium and
cholesterol levels less than 120 mg/DL. CSA should not be used when colitis is fulmi-
nant or complicated by perforation, sepsis or toxic dilatation (8].

Anti-Tumor Necrosis Factor therapy

Data from two recent double blinded clinical trials(ACT-1 and ACT-2) have indicated
that infliximab treatment does reduce disease activity in patients with moderate to
severe UC that have failed conventional treatment with steroids (9,10). The dosing
regiment given was similar to that recommended for Crohn's disease (CD) patients.
Clinical and endoscopic improvement has been reported in approximately 60-70%
compared with about 40% in the placebo treated group of patients. A follow up on long
term outcomes of patients enrolled in these two large studies and the answer to the
whether the use of infliximab modifies the natural history of UC and its complications
is awaited with grate interest.

Crohn’s Disease

Disease activity in Crhon’s disease

Unlike in UC where endoscopic remission correlates with clinical one, in Crohn’s
disease (CD] this is not necessarily the case. As in UC there are also a variety of indices
used for assessing disease activity. The most commonly used index is the Crohn’s
Disease Activity Index (CDAI), that takes into account a series of symptoms, labora-
tory criteria, complications and physician’s, global assessment of patient’s well being
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(11). The Harvey Bradshaw Index is simpler and quicker than CDAI, while for fistulizing
disease there is the Perianal Crohn’s Disease Activity Index and the quicker Fistula
Drainage Assessment respectively (12).

5-Aminosalicylic acid agents

Both sulfasalazine and mesalamine are more effective than placebo in treating mild
or moderate CD, but sulfasalazine has limited usefulness due to side effects. Asin UC
higher doses bring better result, with about 4gr/d of mesalamine to induce clinical
remission in 40-60% of the patients with mild to moderate CD (13).

Although the role of 5 ~ASA agents in inducing remission is well established, its role
in maintaining remission is less well documented.

Antibiotics

For mild to moderate CD, metronidazole and ciprofloxacin are used as first line
treatment. They are also used for perianal fistulizing CD. Nevertheless, evidence that
support the efficacy of ciprofloxacin alone or in combination with metronidazole is
sparse and vague (14).

Corticosteroids

Corticosteroids are the standard conventional treatment of moderate to severe
disease who fails 5-ASA and antibiotic therapy. A 60% complete remission and a 26%
of partial remission is reported with the first course of steroid (15). Furthermore, a
50% of CD patients treated acutely with steroids become steroid resistant or steroid
depended, particularly the smokers and those with colonic disease.

While useful for inducing remission, long term use of steroids can have many side
effects. There is no role for use of corticosteroids for maintenance of the remission.

Budesonide is a topical active corticosteroid with low systemic bioavailability.
Budesonide is released mainly in the ileum and ascending colon and is effective in
mild to moderate CD. In its most effective dose of 9mg/d was found to be about 13%
less effective than conventional steroids and was less likely to cause adverse effects
(16). Budesonide has also been shown more effective than mesalamine in maintaining
remission in patients with steroid dependent CD.

6- Mercaptopurine and Azathioprine

In patients who have achieved remission with steroids, azathioprine and 6-MP has
been shown to be effective in maintaining remission (17). The optimal duration of
treatment remains unclear.

Methotrexate

Low dose methotrexate is sometimes used as inductive therapy in patients with CD
who have not responded to other treatments (18). Although methotraxate seems to
work more rapidly that azathioprine and 6 MP, it also takes several months to begin
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working. Therefore these agents may be useful therapies for fistulizing disease and
maintainance of the remission, but have little value in treating flare ups in CD.

Anti TNF alpha

Infliximab is a chimeric monoclonal antibody directed against the cytokine tumor
necrosis factor-a (TNF -a), and induce apoptosis.

Infliximab is used to achieved clinical improvement and induce remission in patients
with moderate to severe and fistulizing CD refractory to other treatments. For refrac-
tory inflammatory or fistulizing disease, infusions of 5 mg/Kg are given at 0,2 and 6
weeks. A response rate of 65% for refractory active disease was shown, compared
with 17% for placebo. Similarly, for perianal fistulizing disease, a response of 65% with
infliximab was demonstrated over 26% with placebo (19). Reinfusion, typically every
8 weeks, is necessary to continue therapeutic benefits in many patients. Infliximab
is fairly well tolerated in most of the patients, although serious side effects include
acute infusion reactions, serum sickness-like disease, drug-induced lupus, infections,
pneumonia, reactivation of latent tuberculosis and even death.

Adalimumab is a human monoclonal antibody administered subcutaneously and
appears to be well tolerated in most CD patients, particularly those with reactions to
infliximab.
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MAINTENANCE TREATMENT IN INFLAMMATORY BOWEL DISEASE (IBD)
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Gastroenterologist
2" Dept of Gastroenterology Evangelismos Hospital

Ulcerative colitis and Crohn’s disease ,collectively termed inflammatory bowel dis-
ease, are complex disorders reflected by wide variation in clinical practice.

Drugs used in the treatment of IBD.

The principal drugs in the treatment of IBD are: aminosalicylates, corticosteroids,
thiopurines, methotrexate, ciclisporin and finally infliximab and the new biological
agents under investigation.

Aminosalicylates (1): are available as oral tablets, sachets or suspension, liquid or
foam enemas, or suppositories. They act on epithelial cells and moderate the release
of lipid mediators, cytokines and reactive oxygen species.

Oral forms: ph dependent release (Asacol, Salofalc), time-controlled release
(Pentasa), release of 5-ASA after splitting by bacterial enzymes in the large intestine
(sulphasalazine (Salazopyrin), olsalazine (Dipendum).

Corticosteroids: oral prednisolone, prednisone, budesonide, foam or liquid enemas.
Budesonide (Entocort , Budenofalk], a poorly absorbed corticosteroid, has extensive
first-pass metabolism, thus limiting systemic side effects. It is released in the terminal
ileum and right colon.

Thiopurines: they are immunomodulators and they induce T- cell apoptosis.
Azathioprine is metabolized to mercaptopurine and subsequently to 6-thioguanine.

Methotrexate: oral, subcutaneous or intramuscular injection. Methotrexate metab-
olites have cytotoxic effects. They also inhibit cytokine and eicosanoid synthesis.

Ciclosporin: oral or intravenous , prevents clonal expansion of T-cell subsets.

Infliximab (Remicade): an anti-TNF monoclonal antibody with potent anti-inflam-
matory effects, possibly dependent on apoptosis of inflammatory cells.

Maintenance treatment of ulcerative colitis

Lifelong maintenance treatment is recommended for all patients, especially those
with left-sided or extensive disease and those with distal disease who relapse more
than once a year. Discontinuation of medication is reasonable for those with distal dis-
ease, who have been in remission for two years. However, maintenance therapy with
all 5 - ASA drugs may reduce the risk of colorectal cancer by up to 75%.

Oral mesalazine 2g/daily should be considered as first -line therapy. Sulphasalazine
2-4 g daily comparing to the newer 5-ASA drugs has a higher incidence of side effects,
however, selected patients may benefit (patients with a reactive arthropathy). Topical
mesalazine 1g daily is best for patients with distal disease with/without oral mesala-
zine, but patients are less likely to be compliant.

All aminosalicylates have been associated with nephrotoxicity, which could be idio-
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syncratic or dose - related . Patients with preexisting renal disease are at higher risk.
Aminosalicylates should be stopped if renal function deteriorates.

Steroids are not effective at maintaining remission. Budesonide 6 mg/d prolongs
the time to relapse in patients with medically induced remissions but does not meet
the conventional criteria for maintenance of remission at 1 year.

Azathioprine 1,5-2,5 mg/kg/day or mercaptopurine 0,75-1,5mg/kg/day should be
reserved for patients who frequently relapse, despite adequate doses of aminosalicy-
lates. They are also indicated in the group of patients intolerant to aminosalicylates.
They are effective at maintaining remission in ulcerative colitis. Aminosalicylates could
be administered with azathioprine, but there is limited evidence that this is nessecary.
Patients presented with gastrointestinal intolerance to azathioprine could be tried on
mercaptopurine before being considered for other treatment.

Patients who have failed to respond to immunomodulators benefit from repeated
maintenance therapy with infliximab , ideally on an every 8 week basis. Given the
immunogenicity of infliximab it is recommended that patients are started on immuno-
modulators before or at least simultaneously with infliximab treatment. Thus, corti-
costeroid dependent patients can often be weaned from steroids.

Cyclosporin has serious shortcomings and is not considered an acceptable mainte-
nance therapy in ulcerative colitis.

Growing evidence exists for a role of the intestinal micriflora in the pathogenesis of
inflammatory bowel disease. Therefore treatment with probiotics , viable non-patho-
genic microorganisms that confer health benefits to the host , has been proposed.
According to recent studies probiotics show efficacy and safety in maintaining remis-
sion equivalent to mesalazine in patients with ulcerative colitis. Additionally they have
been shown to prevent the development of pouchitis after pouch formation.

Ulcerative colitis is a premalignant condition in which prolonged medical treatment
replaces surgery. Patients can keep their colon and, hence enjoy a better quality of
life, than with an ileoanal pouch. As far as the detection of dysplasia and cancer is
concerned, well organized surveillance programs will be more than necessary in the
new era of treatment of ulcerative colitis.

Maintenance treatment of Crohn’s disease.

The general principles in the management of Crohn's disease are to consider
the site (colonic, ileocolic, ileal, other sites) the pattern (inflammatory, structuring,
fistulating ) and the activity of the disease, before treatment decisions are made in
conjunction with the patient. The severity of Crohn’s disease is more difficult to assess
than ulcerative colitis.

The efficacy of drug therapy depends on whether remission was achieved with medi-
cal or surgical therapy, on the risk of relapse and on the site of disease. Smoking ces-
sation is very important factor in maintaining remission. Patients with Crohn’s disease
who smoke should be offered help to stop (councelling, nicotine pathes)

Mesalazine seems to be ineffective at doses < 2g/day. It is clearly ineffective for
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those who have needed steroids to induce remission.

Azathioprine 1,5-2,5 mg/kg/day or mercaptopurine 0,75-1,5mg/kg/day are effective.
Because of their potential toxicity should be reserved as second line therapy.

Methotrexate is appropriate for the patients who are intolerant of azathioprine ,
or who have failed azathioprine / mercaptopurine therapy. Methotrexate 15-25 mg
IM weekly is effective especially for patients whose active disease responded to IM
methotrexate. Subcutaneous or oral treatment may be effective. Folic acid 5 mg /week
may reduce side effects.

Immunomodulation with azathioprine , mercaptopurine or methotrexate is usually
appropriate if patients relapse after discontinuation of steroids more than once per
year.

Sulphasalazine is not recommended in the maintenance treatment of Crohn’s dis-
ease.

Corticosteroids appear not effective. Long term treatment with steroids is undesir-
able. Patients who have a poor response to corticosteroids can be divided to steroid
refractory and steroid dependent. Steroid - refractory disease can be defined as active
disease in spite of an adequate dose and duration of corticosteroids (prednisolone
>20 mg/d for > 2 weeks]. Steroid dependent may be defined a patient who relapse
when the steroid dose is reduced below 20 mg/day, or within 6 weeks of stopping
steroids. These patients should be considered for treatment with immunomodulators.
Immunomodulation should be tried if steroids cannot be withdrawn without deteriora-
tion of disease activity.

Azathioprine 1,5-2,5mg/day or mercaptopurine 0,75-1,25 mg/kg/day are the first
choice agents for the patients with steroid - dependent disease. Monitoring the
patients to detect neutropenia is advisable . However, there is no evidence that this
is effective because profound neutropenia and sepsis can develop rapidly . Some
patients at risk of neutropenia can be identified by thiopurine methyltransferase
activity measurement. However, this is not recommended , as according to large
published series the use of azathioprine is safe without this assay. When the overall
risks and benefits of prolonged maintenance therapy with azathioprine are balanced,
it is likely that most clinicians will accept the small risk of a lymphoid malignanacy or
myelodysplasia and the small risk of opportunistic infections to prevent the ongoing
morbidity and impact on quality of life related to the chronic symptomatic activity of
Crohn’s disease.

Methotrexate IM 25mg weekly for up to 16 weeks followed by 15 mg weekly is effec-
tive for chronic active disease. Oral therapy is equally effective for many patients.

Infliximab is effective at a dose of 5-10 mg/kg every 8 weeks in patients who have
responded to the initial infusion . It is best used with immunomodulators. Infliximab
should be reserved for patients with moderate to severe Crohn’s disease who are
refractory to treatment with steroids , mesalazine, azathioprine/mercaptopurine, and
methotrexate. It should also be reserved for patients who do not tolerate the above
treatments and for the patients where surgery is considered inappropriate.



Maintenance Treatment

Slonyﬁoelg GTpOY‘YU?\Q’)V Tpa’]’tegld)v in Inflammatory Bowel

Disease (Ibd)

Infliximab is effective not only for inducing but also for maintaining fistula clo-
sure. It is the best evidenced-based therapy for the fistulating disease at the time.
However, concomitant immunosuppression is required.

Antibiotics may be effective for fistula closure and cyclosporin as well, however,
placebo-controlled trials need to be performed.

Postoperative maintenance treatment

Metronidazol 20mg /kg/day for three months is effective in patients with ileocolic
resection . Metronidazole effectively delays recurrence for up to 18 months. In patients
with ileal resection and ileocolonic anastomosis, metronidazole 20mg/kg/day for three
months was effective for reducing the frequency of severe endoscopic recurrence .
However, failed to show efficacy for maintenance of clinical remission at 1 year. A
major side effect of metronidazol is peripheral neuropathy. Mesalazine >2 gr/day low-
ers postoperative recurrence in small bowel disease , but is ineffective after colonic
resection . Azathioprine (1,5-2,5mg/kg/dayland mercaptopurine (0,75-1,25mg/kg/day)
may be better than mesalazine in preventing postoperative recurrence.

Cessation of smoking significantly reduces postoperative relapse and patients
should be strongly advised to stop and offered help to achieve this.
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MANAGEMENT OF REFRACTORY INFLAMMATORY BOWEL DISEASE
Spyros S Goulas MD
Hepato-Gastroenterology Unit “"Helena Venizelou” Hospital, Athens Greece

Ulcerative colitis (UC) and Crohn’s disease (CD) (collectively termed inflammatory
bowel disease, IBD) share many common characteristics regarding etiopathogenesis,
clinical presentation, natural history and management. Concurrently, the two diseases
differ substantially. Treatment of IBD is medical (drugs, diet) and surgical. Drug treat-
ment includes:

e Sulphasalazine, Aminosalicylates (Mesalazine/ 5-ASA, Olsalazine)

e Corticosteroids (Prednisolone, Prednisone, 6-methyl prednisolone, Budesonide)

e Immunomodulators (Azathioprine, 6-Mercaptopourine, Methotrexate,

Cyclosporine, Tacrolimus)

e Antibiotics (Ciprofloxacin, Metronidazole)

e Biologic therapies (Infliximab, Adalimumab)

Ten years ago, the therapeutic strategy for IBD was standardized according to the
results of many controlled trials and to the long clinical experience. During the last
decade, the introduction of the low bioavailability steroids (budesonide) and the new
group of biologic therapies (especially anti-TNF, Infliximab) resulted in a revolution
of the medical management. Infliximab is a very efficacious drug for CD and has also
been approved recently for the treatment of UC, based on the promising results of
therapeutic trials. Biologic therapies and the whole spectrum of refractory IBD will be
discussed in this review.

MANAGEMENT OF REFRACTORY ULCERATIVE COLITIS

UC is a chronic inflammatory disease of the colon of unknown etiology. The clinical
course can be:

Chronic relapsing, characterized by episodes of exacerbation and remission (60-75%)

Chronic active (5-15%)

Intermittent, characterized by an acute episode, long period of quiescent disease
and relapse (5-10%).

Therapy points the induction and maintenance of remission as well as the prevention
of relapses and complications. Management depends on the extent and the severity of
the episode estimated by both clinical and endoscopic parameters. UC can be divided
into distal and extensive disease, according to the proximal margin of macroscopic
inflammation. Distal disease refers to proctitis, or rectosigmoiditis. More extensive
disease includes left sided colitis (up to the splenic flexure), extensive colitis (up to
the hepatic flexure) and pancolitis. Disease severity is evaluated using a clinical activ-
ity index (the Truelove-Witts', or the simple clinical colitis?). Patients with severe dis-
ease require hospital admission, while those with mild or moderate disease can be
managed as outpatients. The endoscopic severity index with a score 0-5 (0=normal
mucosa, 1=erythema, 2=friability, 3=bleeding, 4=ulcers and 5=diffuse ulceration) and
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the Powell-Tuck index with a combination of both clinical (number of diarrheas, blood,
abdominal pain, anorexia, nausea, vomiting, fever, general condition, extraintestinal
symptoms) and endoscopic parameters are also quite useful in clinical practice.

After clinical and endoscopic evaluation, the disease is characterized as mild, mod-
erate or severe. This distinction is critical for every patient with UC, as it is decisive for
the selection of therapeutic scheme. It is also necessary to define refractory disease.
Although there is no generally accepted definition, refractory is the disease, which
does not respond to medical treatment, consisted of systemic aminosalicylates and
steroids in doses appropriate for the episode, for four weeks (in conjuction with topical
treatment). In cases of severe attack, therapy is parenteral, according to the intensive
scheme, and assessment is done after 5 days.

Treatment of mild UC

In distal colitis (proctitis, rectosigmoiditis) initial treatment is usually effective. Mild
distal UC is rarely refractory after 2-4 weeks of treatment. In these cases, prednisolone
20 mg per os can be added and local therapy is given in a double dose.

In mild extensive colitis, steroid treatment is continued at the same dose for 4 weeks
and then the dose is gradually tapered and stopped. In refractory cases (20-30%) pred-

nisolone in a dose of 40 mg is appropriate’.

Treatment of moderate UC

Treatment is usually administered on an outpatient basis except for cases charac-
terized by dehydration, electrolyte disturbances or severe anemia requiring transfu-
sions. The efficacy of the classic scheme for moderate disease is approximately 80%.
In refractory cases the following steps can include:

e Hospital admission for the scheme of severe disease [steroids IV + salicylates +
topical therapy, assessment on day 5 and addition of cyclosporine or consideration
for colectomy, if there is no response)

e Immunomodulators (Azathioprine, 6-Mercaptopourine, or Methotrexate) if there
is partial response

o Infliximab

e Surgical therapy (consideration in patients with long standing disease with fre-
quent relapses despite adequate treatment with immunomodulators)

In chronic active or steroid dependent UC (relapse when prednisolone is reduced
to less than 20 mg, or less than 3 months after withdrawal) treatment with immuno-
modulators is indicated. Azathioprine is given in a dose of 1,5-2,5 mg/kg and 6-mer-
captopurine 0,75-1,5 mg/kg. These drugs have a slow onset of action and are fully
active after 3 months, therefore steroids must be continued during this period and then
gradually tapered if clinical response is achieved. Alternatively, or in cases of failure or
intolerance of Azathioprine, Methotrexate should be considered. The initial dose is 25
mg IM per week for 1-2 months and then 15 mg per week as a maintenance dose. Oral
administration though more convenient is less effective’ ',
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Treatment of severe UC

Patients are admitted to hospital for intensive intravenous therapy. These patients
should be followed very closely by a specialized medical (gastroenterologist and sur-
geon with a specific experience in IBD) and nursing team. The therapeutic scheme is
discussed elsewhere. Initial evaluation is performed 3 and 5 days post admission: if
there is improvement, therapy is continued; if there is deterioration or toxic megacolon,
emergency colectomy is appropriate and if patient’s clinical condition remains stable
(steroid therapy ineffective), cyclosporine 2-4 mg/kg IV should be added (especially
when surgery is not available or contraindicated). In all cases the possibility of infection
or sepsis should be considered and if it occurs, treatment with antibiotics is required.

Cyclosporine is used in cases of severe UC, which do not respond to IV steroids, after
the positive results of one classic double-blinded study in patients with severe refrac-
tory UC. The initial response was 82%, but 6 months later despite continuous treat-
ment orally, 44% of initial responders needed colectomy'. In another study results
were less favorable: treatment was efficient in 38% of patients and only 14% avoided
colectomy in the long term®. Cyclosporine in a dose of 2mg/kg is equally effective to 4
mg/kg, with a trend for fewer side effects for the lower dose'®. In a meta-analysis for
the role of cyclosporine in severe refractory UC, the authors concluded that there is
very limited evidence that the drug is superior to steroids. Although the advantage of a
rapid onset of action is very attractive, the long-term outcome is less favorable, when
the proportion of surgical procedures needed and the side effects are considered'®.
Continuation of cyclosporine orally for 3-6 months and addition of Azathioprine may
improve the long-term outcome but this remains under investigation.

No response to both steroids and IV cyclosporine after 10-12 days defines the severe
cases refractory to intensive treatment. 10% of UC patients have severe disease and
20-30% of severe UC is refractory, which means that 2-3% of patients with UC of any
type do not respond to the intensive scheme. Patients of this group should be consid-
ered for surgical treatment or Infliximab.

The role of biologic therapy in refractory UC

Infliximab is a chimeric anti-Tumor Necrosis Factor/TNF monoclonal antibody with
potent anti-inflammatory effects. TNF is increased in both serum and bowel tissue of
IBD patients compared to controls. The drug has been under investigation for treatment
of UC since 1997. Initial studies were performed in patients with refractory UC but the
number of patients was limited and there was no control group (single arm studies).
Efficacy was reported as high as 50-70%. From those studies, it became evident that
more than a single dose was needed to achieve remission (maintenance therapyl. More
recent large double controlled studies demonstrated that Infliximab is effective both
in active as well as in refractory cases. In the first double controlled study including
patients with steroid resistant UC, 5 mg/kg Infliximab administered on 0 and 2 weeks
was compared to placebo and no statistical significant difference was evident after 6
weeks (clinical improvement 39% vs 30%, NS)'. The results of two multicenter double
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controlled studies (ACT-1 and Il) for the efficacy and safety of the drug in moderate and
severe UC were published recently. In ACT-1 364 patients with moderate or severe UC
refractory to salicylates, steroids and immunomodulators were divided in 3 groups and
treated with 5mg/kg, 10mg/kg or placebo at week 0, 2, 6 and every 8 weeks thereafter
until week 46. In ACT-Il 364 patients were divided and treated in the same way for 23
weeks. 30% of patients were steroid refractory. In ACT-I, at week 8 (3 doses] efficacy
in the 3 groups was 69%, 62% and 38% respectively and 77%, 68% and 35% for the
group of steroid resistant cases (p<0,001). Response started after 1-2 weeks and total
mucosal healing was noticed in many cases. One year later 35% of patients on 5 mg/
kg every 8 weeks were in sustained remission. Conclusively, Infliximab is effective in
moderate and severe UC as it is associated with symptomatic improvement, remission
and tissue healing. The recommended dose is 5 mg/kg IV at 0, 2, 6 weeks and every 8
weeks thereafter, as in CD. In refractory UC, the drug is also effective and remission is
maintained after steroid reduction or withdrawal in a significant proportion of patients
(steroid sparing effect]'®. Following this publication, Infliximab was approved for the
treatment of moderate and severe UC in patients with inadequate response to classic
therapy by the European Medicines Agent-EMEA.

TREATMENT OF REFRACTORY CROHN’S DISEASE

The severity of CD is more difficult to access than in UC. A clinical (Harvey-Bradshaw,
CDAI) and an endoscopic index (CDEIS) are commonly used in studies; treatment deci-
sions are based on the site, the activity (clinical, endoscopic) as well as the behav-
ior of the disease. This was recently validated at the Consensus Meeting of Prague®.
According to Vienna’s classification CD can be inflammatory (B1), fibrostenotic (B2)
or fistulizing (B3)". The management of inflammatory type (B1) with an emphasis in
refractory disease will be discussed here.

Treatment of mild disease (T. Ileum/T. Ileum-Right Colon/ Colon)

If the disease does not respond to the initial therapy, prednisolone 20-40 mg or
budesonide 9 mg are used. Treatment is continued for 8 weeks and then gradually
tapered and stopped. Budesonide is effective in the area of the terminal ileum-right
colon but not in the remaining colon, and thus it is not recommended in Crohn’s colitis.
It is slightly less effective than classical steroids, but is associated with fewer side
effects due to its low bioavailability. In refractory cases, infection and sepsis should also
be considered and if the suspicion is confirmed, antibiotics should be given3-420:2829,

Treatment of moderate disease (T. Ileum/T. Ileum-Right Colon/ Colon)

In cases of treatment failure (20-30%), next steps can include 3-¢.21:22.24-29,

e Hospitaladmission for the scheme of severe disease (steroids IV+ salicylates, assess-
ment on day 5 and consideration for surgical excision if there is no response)

e Immunomodulators (Azathioprine, 6-Mercaptopourine, or methotrexate) if there

is partial response
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o Infliximab
e Surgical therapy (consideration in patients with long standing disease with fre-
quent relapses despite adequate treatment with immunomodulators). The
threshold for surgery for localized ileocaecal disease is lower than that of disease
located elsewhere.
There are no comparative trials for all these alternative therapeutic options. Special
diets (elemental, polymeric) or parenteral nutrition are complementary to the standard
drug therapy.

Treatment of severe disease (T. Ileum/T. Ileum-Right Colon/ Colon)

Cyclosporine has not been studied adequately in severe CD refractory to steroids.
There are no double controlled studies with IV administration, merely a few small and
uncontrolled. According to a metaanalysis, the drug is of no therapeutic value in CD%.
Other investigators suggest that it is moderately effective in severe disease but its role
is substituted by Infliximab®%3"32. The experience with Tacrolimus is even more lim-
ited®3. In any case of refractory severe disease the therapeutic dilemma is between a
biologic agent and surgical therapy.

Small Bowel Disease

Steroids are used in a dose according to disease severity. Adequate nutritional sup-
port is essential, due to multiple deficiencies of nutrients that occur. In refractory
disease, Infliximab is the treatment of choice especially in extensive disease, which
precludes surgical excision. Surgery is indicated only for the management of localized
fibrotic strictures. Extensive resections should be avoided?’.

The role of biologic therapy in refractory CD

Infliximab has been used in the management of CD for a decade. It is indicated for
inflammatory (B1) and fistulizing (B3) disease. In B1 type, the drug has emerged as
an option for active moderate or severe disease and for steroid refractory and steroid
dependent disease (particularly if there is intolerance or failure of immunomodulators to
maintain remission). In any case, infection or septic complications should be excluded.

In a large multicenter trial, in which the role of Infliximab in CD has been estab-
lished, one dose of 5mg/kg achieved remission in 48% of cases after 4 weeks and was
superior to 10 or 20 mg/kg?. In another trial, 3 doses of 5 mg/kg at 0, 2, 6 weeks were
better compared to a single dose (response rate 65% vs 52% after 10 weeks). Important
advantages of the drug are the rapid onset of action (1-2 weeks) and total tissue heal-
ing noticed in responders. A negative response following administration of the first
dose is predictive of treatment failure?®2427. The large multicenter Accent | study in 573
patients demonstrated an initial response of 58% and that repeated doses of 5 mg/kg
every 8 weeks, after the initial 3 doses at 0, 2, 6 weeks were superior to placebo every
8 weeks (remission rates 39% vs 21% at 30 weeks, reduction of surgical interventions
and need for steroids). The study contains no data for steroid resistant groups®.



Management of

Slonyﬁoelg GTpOY‘YU?\Q’)V Tpa’]’tegld)v Refractory Inflammatory

Bowel Disease

Other biologic agents

More than 75 agents are being evaluated in experimental or clinical trials. Each one
inhibits a particular inflammatory mediator in the pathophysiologic process of IBD.
However, only a few drug trials, except for Infliximab, have reached phase Il or Ill. From
the group of anti-TNF factors Certolizumab, a human monoclonal antibody which binds
to polyethylene glucol, has shown some promising results, as well as Adalimumab in
active refractory CD%?7. Adalimumab is being evaluated in trials phase Il and Il in
refractory disease.

Other cytokine inhibitors have been studied for UC (inhibitor of the Receptor
Interleukin-2/Dalizumab, Baxilizimab) and CD (inhibitor of Interleukin -12/MRAJ, in
addition to other anti-inflammatory cytokines (Interleukin 10,11). However, it is very
early to draw any safe conclusions®®%?.

In conclusion, the agents consisting the group of biologic therapies represent the
future in the management of IBD, as they seem effective to induce and maintain remis-
sion and mucosal healing and might possibly change the natural history of IBD in the
long term. Although most of them except Infliximab are at an early stage and are still
being evaluated, growing evidence exists that we are not far away from the time that
their use can be optimized and that the best agents of this group of will be developed
and used.
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The most frequent intestinal complications of Ulcerative colitis (UC) are the: i) tox-
ic colitis, ii) toxic megacolon, iii) perforation, iv) hemorrhage and v) development of
colorectal cancer, whereas of Crohn’s disease are the: i) small bowel obstruction, ii)
perianal disease and fistulas, and iii) intra-abdominal abscesses. This section is going
to summarize the treatment of these intestinal inflammatory bowel disease (IBD) com-
plications. The IBD extraintestinal complications and their management will be ana-
lyzed in a different session of the same IBD Congress.

ULCERATIVE COLITIS

Toxic colitis

Toxic colitis initially is treated with fluid resuscitation, nasogastric decompression,
high-dose of steroids intravenously, broad-spectrum antibiotics and intravenous
hyperalimentation to prevent nutritional deterioration or to correct any deficiencies. It
is worthwhile to mention that narcotics, anticholinergic drugs and antidiarrheal agents
should be avoided due to toxic megacolon precipitation. Surgery is indicated for toxic
colitis that does not improve quickly with medical treatment (within 48 to 72h) or in
patients in whom peritonitis or perforation is being developed.

Toxic Megacolon

Toxic megacolon is a life-threatening variant of toxic colitis. When toxic megacolon
is promptly treated, subsequent surgery is not inevitable. Even among patients in
whom prompt resolution has occurred, about half require surgery within a year and
most eventually require colectomy. Firstly, medical therapy may lead to improvement,
obviating the need for surgery. Nasogastric suction, broad-spectrum antibiotics and
fluid & electrolyte replacement should be administered aggressively. If there is no
improvement within 48 hours, colectomy and ileostomy should be performed because
of the high risk of perforation. In this unusual situation, the patient is served best with
a skin-level transverse colostomy and loop ileostomy that decompress the colon and
diverts intestinal contents.” Subsequent colectomy can be performed securely after
recovery. If perforation occurs before or during surgery, subtotal colectomy seems to
be the best choice of treatment.

Perforation

Acute perforation occurs infrequently, with the incidence directly related to both
the severity of the initial attack and the extent of damaged bowel. It is the most lethal
complication of acute colitis (associated mortality 40-50%). It occurs most frequently
in the presence of toxic megacolon but the latter is not a prerequisite for the develop-
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ment of perforation. Abdominal colectomy with ileostomy and Hartmann closure of the
rectum is the procedure of choice.

Hemorrhage

Massive hemorrhage accounts for 10% of all emergency colectomies for ulcerative
colitis. It is a rare complication occurring in less than 1% of patients. Surgical interven-
tion is indicated after hemodynamic stabilization. Uncontrollable hemorrhage from the
entire mucosa of the colon may be the one clear indication for emergency colectomy.
It seems that the best management of these patients is subtotal colectomy and end
ileostomy with mucous fistula or Hartman pouch.’

Colorectal cancer development

The risk of colorectal cancer (CRC) in UC depends upon the duration and extent
of disease. In addition patients with UC complicating primary sclerosing cholangitis
(PSC) may be at increased risk for CRC compared to those without PSC." The American
Gastroenterological Association (AGA] recommends that colonoscopic surveillance
should begin after 8 years in patients with pancolitis and after 15 years in patients with
left colon colitis, whereas colonoscopy should be repeated every one to two years. The
American Society for Gastrointestinal Endoscopy (ASGE) recommends that patients
with UC who have pancolitis should begin surveillance colonoscopy after 8 years of
disease with 4 biopsies to be obtained every 10cm from the cecum to the rectum and
any other suspicious lesions or masses. Moreover, ASGE recommends colonoscopy
to be repeated every 1 - 3 years. The British Society of Gastroenterology guidelines
recommends that regular surveillance should begin after 8 to 10 years (from onset of
symptoms) for pancolitis and after 15 to 20 years for left-sided colitis. For patients with
pancolitis, a colonoscopy should be conducted every three years in the second decade
of disease, every two years in the third decade and yearly by the fourth decade of dis-
ease. Two to four random biopsy specimens every 10cm from the entire colon should
be taken with additional samples of suspicious areas.

The finding of carcinoma or high-grade dysplasia is an indication for colectomy.®
Colectomy is also indicated for any degree of dysplasia associated with a lesion or
mass whereas expert pathologists should confirm the finding of dysplasia. For patients
with low-grade dysplasia confirmed by an expert pathologist, the ASGE acknowledges
that most experts recommend colectomy. However, in patients in whom colectomy is
feasible or unacceptable, frequent surveillance (e.g. every three to six months) is con-
sidered an acceptable alternative. Moreover, the ASGE recommends that prophylactic
colectomy should be considered in patients with longstanding colitis.” The definition of
longstanding was not specified.

CROHN’S DISEASE
Small intestinal or ileocolonic obstruction
The most common cause of small bowel obstruction in Crohn’s disease is the
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formation of a stricture. Obstructive episodes often are precipitated by inflamma-
tory edema that causes further narrowing in a stenotic segment of the small bowel.
Treatment with nasogastric suction, fluids intravenously (IV) as well as steroids IV
may result in resolution of the obstruction. Surgery is necessary in patients failing to
improve with conservative therapy or who present with recurrent obstructive episodes.
The European evidence based consensus on the diagnosis and management of Crohn’s
disease states that localized ileocaecal Crohn’s disease with obstructive symptoms
can be treated by primary surgery (evidence level 2b, grade C). Albeit this consensus
statement was agreed, many disagreed strongly with this; some would accept this only
in very selected cases, while a minority thought that it could well be discussed with
the patient as primary treatment of choice. The argument could be summarized that
while corticosteroids would probably bring such a patient into remission, they would
almost always have an operation sooner or later. In the same Consensus, conven-
tional stricturoplasty is advised when the length of the stricture is < 10cm. However,
in extensive disease with long strictured bowel segments, where resection would
compromise the effective small bowel length, non-conventional stricturoplasties may
be attempted (evidence level 2a, grade C).'> A phlegmon in the bowel wall, carcinoma
or active bleeding mucosal disease are contraindications to stricturoplasty. According
to the Consensus, in cases with multiple strictures in a short segment and when bowel
length is sufficient to avoid short bowel syndrome, resection may be preferable.

In cases of colon strictures, the Consensus states that stricturoplasty is not recom-
mended (evidence level 4, grade D) perhaps due to concern of an increased chance of
cancer in a colonic stricture when compared with the small bowel.'?

In an attempt to avoid a surgery in patients with symptomatic Crohn’s strictures,
various nonnsurgical techniques have been successfully utilized, including:

e Balloon dilation ( corticosteroid injections)

e Savary dilation

e Endoscopic needle knife incisions

e Self-expandable metal stents

e Finger dilation
Some clinical situations to consider nonsurgical management of strictures are:
e Endoscopically accessible
e Multiple prior intestinal resections
e Shorter strictures (less than 8cm)

e Consider intralesional steroid injection if significant inflammation present

According to the European Consensus, hydrostatic balloon dilation is an accepted
technique for the management of mild to moderate stenosing disease with a short to
mid-term benefit.'? Moreover, it is stated that in Crohn’s disease stenoses, dilatation
should only be attempted in institutions with 24 hour surgical service (as perforation
or other complications may occur requiring surgical intervention).
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Inspired by the success of using intralesional corticosteroids in caustic strictures
of the esophagus, case report studies investigated local steroids injections with
strictures dilation achieving a prolonged symptom-free period. Experience with self-
expanding metal stents in Crohn’s disease has been limited but studies were provided
satisfying results.

Perianal disease and fistulas

Perianal disease is a frequent and recurrent manifestation of Crohn’s disease with
high morbidity and mortality and it includes such lesions as anal fissure, ulcerated
hemorrhoidal tissues, intrarectal ulcers, subcutaneous fistulas, anal stricture and deep
perianal abscesses and fistulas. For simple perianal fistulas, according to the European
evidence based consensus on the diagnosis and management of Crohn’s disease, it is
important to know if they symptomatic. If they are not, nothing has to be done but if
they are symptomatic the options of non-cutting Seton or fistulotomy are recommended
(evidence level 3, grade D). Combination with medical treatment, such as metronidazole
(750-1500 mg/day) or ciprofloxacin (1000 mg/day) is favoured (evidence level 3, grade D).
Other options are azathioprine / 6- mercaptopurine and infliximab. Neither cyclosporin
nor tacrolimus were favoured as a fourth option. For complexed perianal disease, anti-
biotics (metronidazole and / or ciprofloxacin) and / or azathioprine / é-mercaptopurine
should be used as the first choice of therapy in combination with surgical therapy despite
a lack of clinical trials (evidence level 4, grade D).

Infliximab should be used as a second line treatment (evidence level 1b, grade B).
Infliximab (Remicade, Centocor, Malvern, PA), is a chimeric monoclonal antibody (75%
human, 25% mouse) that targets tumor necrosis factor (TNF), a potent proinflammatory
cytokine pivotal in the initiation and promotion of intestinal inflammation. Infliximab
has been approved by the FDA for maintenance of remission as well, in both refrac-
tory and fistulizing Crohn’s disease. Clinically accepted indications for maintenance
therapy include maintenance of fistula improvement (reduction in the number of drain-
ing perianal or enterocutaneous fistulas) and complete fistula response (no draining
fistulas) in patients with fistulizing Crohn’s disease who responded to initial induction
therapy with infliximab. For treatment of simple or complex perianal fistulas, 5mg/kg
infusions at weeks 0,2 and 6 induced complete closure (cessation of all drainage on two
visits one month apart) in 17 to 31 (55%) of cases. The ACCENT Il trial confirmed this
initial response and randomized responders to receive 5mg/kg every eight weeks or
placebo.’ At week 54, 33 of 91 (36%) on infliximab had complete closure compared with
19 of 98 (19%] receiving placebo (p = 0.009). There are no data on the effect of infliximab
on simple Crohn’s perianal fistulas. It has to be mentioned that surgical treatment is
sometimes necessary for simple fistulas but is always necessary for complex perianal
disease. In cases of infliximab failure, the use of AZA / 6-MP or methotrexate with anti-
biotics as adjunctive therapy is the first therapeutic choice (evidence level 5, grade D).
Depending on the severity of the disease surgical intervention (e.g. diverting ostomy or
proctectomy as the last resort) can be performed later."”
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According to the European Consensus of Crohn’s disease, Seton placement should
be recommended in relation to the symptoms caused by the location and complexity
of the fistulas (evidence level 4, grade D). A diverting ostomy can rapidly restore the
quality of life in highly symptomatic patients with severe disease refractory to medical
therapy (evidence level 4, grade D). Fistulectomy and fistulotomy should not be per-
formed because of the risk of incontinence and later need of proctectomy.

For enterogynaecological fistulas and especially low anal-introital fistula no need
for surgical intervention exists, as these fistulas may be almost asymptomatic (evi-
dence level 5, grade D). If the patient has a symptomatic fistula, surgery is usually
necessary (including diverting ostomy) (evidence level 5, grade D). Rectovaginal fistu-
las failing conservative treatment should have surgery with an advancement flap and /
or divertingostomy as they are associated with unacceptable symptoms (evidence level
5, grade D). Intestinal small bowel or sigmoid-gynaecological fistulas can usually be
treated with resection of the diseased bowel segment (evidence level 5, grade D)."’

For enterovesical fistulas surgery is the preferred approach (evidence level 5, grade
D). Only in high risk patients (and after multiple operations and/or severely shortened
bowel) should medical therapy be the first option (evidence level 5, grade D)."?

For primary enterocutaneous fistulas either surgically (by resecting the diseased
bowel segment) or medical therapy could be the treatment choice. On the other hand,
post-surgical enterocutaneous fistulas should initially be treated conservatively with
nutritional support and anatomical definition (evidence level 5, grade D)."

Concomitant abdominal abscess

Intra-abdominal abscesses in Crohn’s disease patients present with classical fea-
tures such as abdominal pain and fever or with atypical manifestations such as mal-
aise, back pain or cough (due to diaphragmatic irritation). Abscesses may be identified
by CT or MRI of the abdomen and pelvis (especially for patients with iodine contrast
allergy or significant renal insufficiency). According to the European Consensus of
Crohn’s disease, active small bowel Crohn’s disease with concomitant abdominal
drainage should preferably be managed with antibiotics, surgical or percutaneous
drainage following by delayed resection if necessary (evidence level 3, grade C).'?
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It is increasingly becoming accepted that immunogenetics play an important role
in the predisposition, modulation and perpetuation of IBD. The major mission of the
systemic immune system is to recognize foreign molecules and neutralize them.
However, the mucosal immune system, being in constant proximity with the intesti-
nal luminal contents, must constantly discriminate between those antigens that are
potentially harmful from those that are not. The initial immune response against an
invading pathogen is inflammation, with the recruitment of the appropriate inflam-
matory cytokines and cells, which after serving their purpose, are rapidly “down-
regulate”. In IBD, this initial immune response may be the appropriate, but it is not
down-regulated, leading to chronic, uncontrolled intestinal inflammation.

Under normal situations, the intestinal mucosa is in a state of “controlled” inflam-
mation regulated by a delicate balance between proinflammatory (TNF-a, INF-y, IL-1,
IL-6, IL-12) and anti-inflammatoty cytokines (IL-4, IL-10, IL-11). In individuals who are
genetically predisposed to IBD, the immune response to environmental agents that
are usually innocuous, causes either an excessive inflammatory (Thelper-1) response,
or a lack of an appropriate anti-inflammatory T regulatory response. Not surprisingly
though, and having in mind that the conventional treatment for IBD has focused on
nonspecific suppression of the inflammatory process and in parallel has its limita-
tions in both efficacy and safety, the inflammatory and anti-inflammatory pathways
have been thoroughly explored as specific targets for biologic therapies in IBD that can
favorably alter this inappropriate balance in the intestinal immune system.

The biologic therapies being investigated for the treatment of IBD are predominant-
ly proteins usually delivered intravenously or subcutaneously and encompass agents
with diverse modes of action, including:

a) native biologic preparations and isolates such as blood products and vaccines

containing live, attenuated or killed microorganisms.

b] recombinant peptides or proteins such as growth hormone, erythropoietin, etc.

c) antibody-based therapies.

d) nucleic acid-based therapies.

e) cell and genes therapies.

Therapeutic proteins under study include recombinant human proteins, such as
cytokines and growth factors, and monoclonal antibodies. Monoclonal antibodies are
classified based on their target molecule of inhibition and the murine content that
comprises the antibody structure. The original biologic products were fully murine
antibodies, but using genetic engineering technology the mouse component of the
antibody structure has been reduced significantly. Chimeric antibodies (eg, infliximab)
contain murine components only in the antigen binding variable region of the antibody
(25%]), with the constant region being fully human (75%). A humanized antibody (eg,
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CDP571) is 95% human protein. Finally, a fully human monoclonal antibody (eg, adali-
mumab) can now be generated in transgenic mice.

In addition to monoclonal antibody technology, another molecular approach to neu-
tralize an inflammatory protein is through the creation of a receptor fusion protein.
With this approach the actual cell surface receptor that binds to a protein, such as
TNF, is fused to the constant region of an immunoglobulin molecule (eg, etanercept).

The currently available and under investigation biologic agents for IBD are sum-
marized in table 1.

PROINFLAMMATORY CYTOKINES INHIBITORS

Anti TNF therapies

TNF has received considerable attention as a therapeutic target in IBD. TNF plays a
central role in the innate immune system’s response against viral and bacterial infec-
tions and it represents an early and pivotal mediator of inflammation.

Infliximab

Among the various biologic agents, infliximab has received the most attention and is
the only biologic agent approved in the US and Europe for the treatment and mainte-
nance of the remission of patients with moderate to severe Crohn’s disease unrespon-
sive to conventional therapy, and for patients with actively draining fistulas.

Infliximab is a chimeric IgG1 monoclonal antibody, binding with high affinity to
soluble and transmembrane TNF.

The first randomized placebo-controlled trial of infliximab focused on response
rates after a single-blind infusion. A decrease in the CDAI of >70 points was observed
in 65% of the patients treated with infliximab, compared with a 17% response in the
placebo group, with the highest response rate at the dose of 5mg/kg (81%).

Patients who maintained their response 8 weeks after being treated were re-ran-
domized at week 12 to placebo or infliximab every 8 weeks for four additional infu-
sions. A significant difference was seen in the rate of remission at week 44 (52,9%
infliximab vs 20% placebo; p=0.013), suggesting that repeated doses of infliximab may
provide useful maintenance therapy.

These results were confirmed in a large study (ACCENT I} in which 573 patients with
a CDAI score of at least 220 were enrolled.

Infliximab has been shown additionally to heal endoscopic lesions in Crohn’s dis-
ease patients, unlike earlier studies on corticosteroids.

To establish whether infliximab is an effective maintenance therapy for patients with
fistulae, a double-blind, randomized, placebo-controlled, multicentre trial was performed
in 306 Crohn’s patients with actively draining fistulae of at least 3 months duration. At the
end of the study, the time to loss of response was significantly longer for patients received
infliximab than those who received placebo (>40 vs 14 weeks; p<0,001).

Initial studies on the use of infliximab in ulcerative colitis were scarce with conflicting



elGnYﬁGSlg GTpOYYU?\Q’)V Tpaﬂfegl({)\/ ?,I](,‘;[(‘:i Biological Agents

data. Definitely evidence for the role of infliximab in the treatment of ulcerative colitis has
been recently offered by the two large placebo- controlled clinical trials ACT 1 and 2.

In the ACT 1 study, 364 patients with active ulcerative colitis despite use of steroids/
azathioprine/mercaptopourine were randomized to receive placebo or infliximab 5 or
10mg/kg. Overall, infliximab was shown to be effective in treating active ulcerative
colitis by reducing signs and symptoms, inducing remission, attaining mucosal healing
and facilitating corticosteroid withdrawal compared with placebo.

In the ACT 2 study, 364 patients with ulcerative colitis, refractory to at least one stan-
dard therapy including mesalazine, corticosteroids or immunosuppressants were also
randomized to receive infliximab 5 or 10 mg/kg or placebo at weeks 0, 2, 6,14, 22. As
a conclusion, in patients with moderate-to-severe ulcerative colitis, infliximab induces
and maintains clinical response, clinical remission and mucosal healing, and permits
the tapering of corticosteroids while maintaining remission.

Although well tolerated, serious adverse effects may rarely occur, including seri-
ous infections, drug-induced lupus acute infusion reactions, delayed hypersensitivity
reactions, demyelination, and possibly an increased risk of lymphoma, cardiac failure
and death. As far as tuberculosis is concerned, reactivation of latent tuberculosis is
a severe complication with all anti-TNF strategies. Due to murine elements induced
immunogenicity, in a prospective study 61% of 125 infliximab-treated patients, devel-
oped antibodies to infliximab (ATI) after the fifth infusion. It is therefore recommended
that infliximab-treated patients should receive a concomitant immunosuppressive
agent to reduce the risk of ATl formation.

Finally, there have been several attempts to explain the lack of response observed in
about 30% of patients. In a study involving 226 Crohn’s patients, the response rate was
significantly higher in patients with elevated than with normal CRP before-treatment
values (76% vs 46%; p=0.004), suggesting that response was associated with higher
systemic inflammation. To date, the only replicated predictor of response has been the
concomitant use of an immunosuppressive.

CDP 571

CDP 571 is a humanized IgG4 anti-TNFa antibody. Four placebo-controlled trials
have been reported in CD. Although initial studies suggested clinical responses and
steroid-sparing effects, significant differences in remission and maintenance of remis-
sion compared with placebo were not documented. Anti-idiotype antibodies against the
humanized antibody were detected in 5,3% of the patients receiving CDP 571, illustrat-
ing the concept that immunogenicity is not completely eliminated with newer-genera-
tion monoclonal antibodies. Further clinical development of CDP 571 for the treatment
of Crohn’s disease has been discontinued.

CDP 870 (Certolizumab Pegol)
CDP 870 is a Fab fragment of a humanized anti-TNF monoclonal antibody linked
to polyethylene glycol molecule that increases its biological half-life. A placebo-con-
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trolled phase Il trial of its subcutaneous use at doses of 100, 200 and 400mg showed
significant short-term benefits at 2 weeks in patients with active Crohn’s disease, but
the difference was not sustained at 12 weeks. These preliminary results revealed only
modest short-term effects, with a more pronounced effect in those with elevated CRP.
Phase Ill studies are underway.

Adalimumab

Adalimumab is a fully human IgG1 anti-TNF monoclonal antibody, which was
recently approved by the FDA for the treatment of rheumatoid arthritis. Phase II/Il tri-
als of adalimumab for the induction and maintenance of remission in CD patients are
ongoing and the preliminary results demonstrate efficacy at four weeks with loading
doses of 160mg followed by 80mg, subcutaneously similar to those of infliximab. In
addition, adalimumab was tolerated well in patients who lost their response to inflix-
imab. Larger, phase Il trials are underway to assess the long-term response to this
agent in active CD.

Etanercept

TNF exerts proinflammatory effects by binding to two specific transmembrane
receptors, pb5 and p75. Etanercept is a human fusion protein formed by linking an Fc
portion of an IgG1 human antibody to two human soluble p75 TNF receptors. It neutral-
izes the biologic activity of TNF by binding to soluble and transmembrane-bound TNF
and prevent TNF from binding to the native TNF receptors. In contrast to its efficacy for
rheumatoid arthritis, etanercept has not been found to be effective for the induction of
remission in patients with active CD, although well tolerated at a dose of 25mg twice
weekly subcutaneously.

Onercept

Onercept is a recombinant form of human soluble p55 TNF-receptor, neutralizing
the biologic activity of TNF. A pilot study of onercept in patients with active CD showed
a benefit at higher doses but final results of larger clinical trials were disappointing
and the agent is no longer under development for CD.

Inhibitors of Proinflammatory Cytokine Receptors

Anti IL-6 receptor (IL-6R)

IL-6 is a cytokine with central role in immune regulation, inflammation, and hemato-
poiesis. Increased serum concentrations of IL-6 and soluble IL-6 receptor (IL-6R) have
been correlated to clinical activity of CD. A humanized monoclonal antibody against
IL-6R (tocilizumab, MRA] has been developed and its efficacy in the treatment of active
CD was investigated in a randomized to placebo trial. The response and the remission
rates in the MRA biweekly infusion group were significantly higher than in the placebo
group. These preliminary data needs further confirmation from larger trials.
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Inhibitors of Th 1 Polarisation
The biologic agents inhibiting Th1 polarisation in patients with IBD include monoclo-
nal antibodies to IL-2, IFNy, IL-18 and IL-12.

Daclizumab, a recombinant humanized IgG1 monoclonal antibody to IL-2R was
investigated in an open-label pilot study in patients with refractory ulcerative colitis
with beneficial results. Basiliximab, a chimeric monoclonal anti IL-2R antibody, was
also evaluated, as a steroid-sensitizing agent in steroid-resistant UC, in a small study
with encouraging results. Further placebo controlled trials are ongoing.

IL-12 is the key cytokine driving Th1 differentiation from precursor T-helper periph-
eral blood lymphocytes during the treatment period. A recently reported study was
significant in active CD.

IFNy is a key cytokine that enhances the Th1- mediated immune response while
suppressing the proliferation of Th2 cells. Further clinical studies are needed to con-
firm the safety and efficacy of the humanized anti-IFN monoclonal antibody (HuZAF)
in the treatment of CD.

IL-18 plays a role in the development of Th1 immune response by promoting Th1
differentiation. A monoclonal antibody has been developed, and human studies are
awaited.

ANTI-INFLAMMATORY CYTOKINE MEDIATORS

IL-10 is an anti-inflammatory cytokine that down-regulates the production of proin-
flammatory cytokines and is elevated in the serum and intestinal mucosa of patients
with active CD and UC. The results of three phase Il trials of parenteral use were
disappointing. However rectal administration improves colitis in animals and further
research in humans is needed.

IL-11 attenuates the inflammatory response by inhibiting the expression of NFK-B
and in turn IL-1, TNF and other proinflammatory peptides. In trials a greater propor-
tion of patients achieved remission compared to placebo but the appearance of throm-
bocytosis is of concern, given that CD is associated with a prothrombotic tendency.
Oral and rectal administration is under investigation.

ADHESION MOLECULES INHIBITOR

The recruitment of leukocytes from the blood into the tissue is regulated by sequen-
tial engagement of adhesion molecules on leukocytes with signaling molecules on
endothelial cells. The integrins are a family of cell-surface glycoproteins that act as
adhesion molecules.

Natalizumab is an IgG4 humanized monoclonal antibody to a4 integrin. In a large
phase Il study natalizumab provided short-term efficacy in patients with moder-
ate to severe CD with an optimal dose of two infusions at 3mg/kg four weeks apart.
The results of a maintenance study with natalizumab demonstrated also a highly
significant maintenance benefit. Recently, the ability to taper oral corticosteroids in
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patients treated with natalizumab was evaluated in a randomized double-control trial.
Natalizumab seems to be associated with steroids sparing effects in patients with CD.
Intravenous natalizumab showed also some evidence of clinical benefit at 2 weeks
post infusion in patients with active ulcerative colitis. Clinical trials in IBD are on hold
at the moment, because of a recent report of polymyeloleukodystrophy in two patients
receiving concomitant natalizumab and INFB, the drug which was recently marketed
for multiple sclerosis and has been taken off the market.

MLN-02 is a humanized IgG1 monoclonal antibody to a4B7 integrin which selectively
inhibits leukocyte adhesion in the gastrointestinal mucosa. The drug is investigated in
phase Il clinical trials in patients with active CD and moderately severe UC.

The interaction of lymphocyte-associated a1B82-integrin, also known as leukocyte
function antigen (LFA)-1, and its ligand, ICAM-1, is important for the recruitment of
leukocytes to inflammatory sites. ISIS 2302 ( alicaforsen ) results in a reduction in
ICAM-1 protein expression. Trials evaluating higher doses of alicaforsen are underway
and it is likely that the eventual development of anti-LFA-1 antibodies will be evaluated
for treatment of IBD. A recent trial of enema administration of ISIS 2302 was reported
to have been positive.

INHIBITORS OF T CELL ACTIVATION

CD40 ligand (CD40L]) is an important co-stimulatory molecule involved in T-cell
activation. A humanized monoclonal antibody (toralizumab) has been developed but
studies have been halted because of concerns about the risk of thromboembolism.

Anti-CD4 antibodies have been used in a variety of autoimmune diseases, and have
been tested in CD and UC. In both cases patients achieved clinical and endoscopic
improvement but because of concerns of CD4 lymphopenia no further studies have
been performed.

Visilizumab is a humanized antibody to CD3 that has been shown to selectively
induce apoptosis in activated T cells. Initial positive results were confirmed by prelimi-
nary results of an ongoing phase I/Il study aiming to evaluate the efficacy and safety of
visilizumab in patients with severe steroid-refractory UC.

GROWTH HORMONE AND GROWTH FACTORS

Human growth hormone and a variety of growth factors may play an important role
in IBD because of their potential use to heal and restore mucosal integrity.

The rationale for the use of growth hormone in CD is to reverse the catabolic process
associated with inflammation. Initial results were promising but more controlled trials
using the more conventional endpoints of improvement and remission are required.

Keratinocyte Growth Factors (KGF) and Epidermal Growth Factors (EGF) have been
used in UC patients with no definite results.

Sargamostatim (recombinant human granulocyte-macrophage colony-stimulating
factor) and filgrastim (recombinant human granulocyte colony-stimulating factor) are
haematopoietic growth factors that stimulate cells of the innate immune system and
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have been shown to be effective in the treatment of genetic syndromes resulting in
neutrophil dysfunction and chronic granulomatous diseases. Phase Il trials were per-
formed in CD and it was suggested that both factors may be of benefit in patients with
active and fistulising CD, possibly via an immunostimulant effect on neutrophils.

Conclusions

Infliximab is currently the only biologic agent approved for the treatment of inflam-
matory and fistulising Crohn’s disease. However, ongoing research continues to
generate new biologic agents targeted at specific pathogenic mechanisms involved in
the inflammatory process. These will have to be tested in human disease to learn who
are the likely candidates for this therapy, when is the best time for such interventions,
and what combination of treatments and what schedule of administration is likely to
produce the ultimate benefit with minimal toxicity. It is incumbent on clinicians to have
a basic understanding of immunologic mechanisms and follow the clinical evidence on
biologic therapies as it emerges.

Table 1. Biologic agents for IBD
1. Proinflammatory cytokines inhibitors
Anti-TNF monoclonal antibodies: infiximab, CDP 571, CDP 870, adalimumab
Soluble TNF receptors: etanercept, onercept
Anti-IL-6 receptor antibody
Anti-IL-12 monoclonal antibody
Anti-IFN- y monoclonal antibody: HuZAF
2. Anti-inflammatory cytokine mediators IL-10, IL-11
Recombinant IL-10: rHulL-10
Ex vivo IL-10 gene transfer to vectors
3. Adhesion molecule inhibitors
Anti-a4 integrin monoclonal antibody: natalizumab
Anti-a4B7 integrin monoclonal antibody: LDP-02
Antisense oligonucleotide to intercellular adhesion molecule -1: ISIS 2302
4. T-cellinhibitors
Cyclosporine A
Anti-CD3 monoclonal antibody: visilizumab
Anti-CD25 monoclonal antibodies: daclizumab, basiliximab
5. Cell-based therapies
Extracorporeal photoimmunotherapy
Adsorption apheresis
Autologous stem cell bone marrow transplantation
6. Signal transduction inhibitors
P38 mitogen-activated protein kinase inhibitor: CNI-1493
7. Transcription factor inhibitors
Antisense oligonucleotide to P65 nuclear factor-Kb
8. Hematopoietic growth factors
Granulocyte-macrophage colony-stimulating factor: sargamostatim
Granulocyte colony-stimulating factor: filgrastim



8lGnYﬁ08lg GTpOYYU?\()’)V Tpansgld)v ?,I,(,‘h(,:i Biological Agents

REFERENCES

1.

Blonski W, Lichtenstein GR. Complications of biological therapy for inflammatory bowel diseases.Curr Opin
Gastroenterol. 2006 Jan; 22(1):30-43.

Ardizzone S, Bianchi Porro G. Biologic therapy for inflammatory bowel disease.Drugs. 2005; 65(16):2253-86.
Geboes K. Biological therapies in IBD: an international course.|Drugs 2001 Mar; 4(3): 265-7.

Van Assche G, Vermeire S, Rutgeerts P. Medical treatment of inflammatory bowel diseases.Curr Opin
Gastroenterol. 2005 Jul; 21(4):443-7.

Ross AS, Cohen RD. Medical therapy for ulcerative colitis: the state of the art and beyond. Curr Gastroenterol
Rep. 2004 Dec; 6(6):488-95.

Lim WC, Hanauer SB. Emerging biologic therapies in inflammatory bowel disease. Rev Gastroenterol Disord.
2004; 4(2):66-85.

Papachristou Gl, Plevy S. Novel biologics in inflammatory bowel disease. Gastroenterol Clin North Am. 2004
Jun; 33(2):251-69.

Legnani P, Kornbluth A. Newer Therapies for Inflammatory Bowel Disease. Curr Treat Options Gastroenterol.
2004 Jun; 7(3):161-167.

Cohen RD. Evolving medical therapies for ulcerative colitis. Curr Gastroenterol Rep. 2002 Dec; 4(6):497-505.

. Stein RB, Hanauer SB. Medical therapy for inflammatory bowel disease. Gastroenterol Clin North Am. 1999

Jun; 28(2):297-321.

. Rutgeerts P, D'Haens G, Targan S, et al. Efficacy and safety of retreatment with anti-tumor necrosis antibody

(infliximab) to maintain remission in Crohn’s disease. Gastroenterology 1999; 117: 761-769.

. Hanauer SB, Feagan BG, Lichtenstein GR, et al. Maintenance infliximab for Crohn’s disease: the ACCENT |

randomized trial. Lancet 2002; 359: 1541-9.

. Rutgeerts P, Feagan BG, Lichtenstein GR, et al. Comparison of scheduled and episodic treatment strategies

of infliximab in Crohn’s disease. Gastroenterology 2004; 126: 402-413.

. Sands BE, Anderson FH, Bernstein CN, et al. Infliximab maintenance therapy for fistulizing Crohn’s disease.

N Engl J Med 2004; 350: 876-85.

. Sandborn WJ, Feagan BG. Review article: mild to moderate Crohn’s disease: defining the basis for a new

treatment algorithm. Aliment Pharmacol Ther 2003; 18: 263-77.

. Friedman S. General principles of medical therapy of inflammatory bowel disease. Gastroenterol Clin North

Am 2004; 33: 191-208.

. Hanauer SB. Biological Agents for IBD. AGA Postgraduate Course, 2005: 203-221.
. Sandborn WJ, Targan S. Biologic Therapy of Inflammatory Bowel Disease. Gastroenterology 2002; 122: 1592-

1608.

. Egan LJ, Sandborn WJ. Positioning novel biologic, probiotic and apheresis therapies for Crohn’s disease and

ulcerative colitis. Curr Gastroenterol Rep. 2005 Dec; 7(6):485-91.

. Su CG, Judge TA, Lichtenstein GR. The role of biological therapy in inflammatory bowel disease. Drugs Today

(Barc). 2001 Feb; 37(2):121-133.



ELONYNCELC GTPOYYVADY TPOTTECLOV

OTPOYYLAO TPOTED

I®ONE Kat nawdikn nAkia
lpoeodpog: Tuvonoulog Anpntplog, Papa-Tavvikou EAeuBepia
2xoAaouog: NManaBaotAeiou EuaTabiog

KAwiké ®acpa Tng vooou oTa nawdia Kat AlayvwoTiKn NpoogyyLon
KapayktdzoyAou B.

DapHAKEUTLKN AVTLHET@OMLON
MavaylwTou .

Xelpoupylkn Bepaneia
lepouAavog I



€LonyNoelg GTPOYYLAOY TPATECLOV

IBD IN CHILDHOOD
Aspects of Surgical Therapy
G. Christopoulos-Geroulanos, M. Soutis
2" Department of Pediatric Surgery, “Hagia Sophia” Children’s Hospital, Athens

It is almost 200 years now since the first report of a disease that some 100 years
later was described as regional enteritis and was given the name of its first author:
Crohn’s Disease. The history of Ulcerative Colitis is almost as long and it was initially
thought to be completely distinct from Crohn’s Disease. Now they go together under
the term Inflammatory Bowel Disease. This means that although they share some
common features in their etiology and pathogenesis, they can still be recognized as
separate entities. However there remain some cases where the distinction between
the two is impossible or remains so for a considerable time, delaying the final diagno-
sis. Based on these facts Crohn’s Disease and Ulcerative Colitis are brought together.

The features of Crohn’s Disease as well as Ulcerative Colitis are being discussed
extensively by the pediatric panelists in this discussion and are not included in detail
in this summary. There are however, some features, in addition to those common in
both, that permit distinction in most cases. The etiology for both has not yet been clari-
fied. It involves in both diseases an inflammatory process, which allows grouping them
together under the same heading.

The pathology has also been described; suffice it to say in broad terms that the
inflammatory process in Crohn’s Disease involves the entire thickness of the intestinal
wall, while Ulcerative Colitis affects primarily only the mucosa. In addition, Crohn’s
disease may affect any and all segments of the intestinal tract, which explains the
term regional enteritis; whereas Ulcerative Colitis is always restricted in the large
bowel leaving the proximal parts of the intestinal tract free (Table 1)

Based on the symptoms one can also differentiate approximately between the two
entities (Table 2). Hematochezia is rare in Crohn’s Disease, while colicky abdominal
pain, anorexia and vomiting are more infrequent in Ulcerative Colitis.

The differences described above determine to a great extent the planning of the
treatment of each of these two diseases. Crohn’s Disease is characterized by its
regional involvement. Its manifestations can usually be quite successfully treated by
non-surgical means. The scope of pharmacologic treatment and its results remains in
the hands of the pediatrician. However, quite characteristic of Crohn’s Disease is the
frequent appearance of complications. Among those complications fistula formation,
either external or internal between different enteric segments, is quite frequent. It is
the result of the transmural involvement of the bowel. These fistulas may be resistant
to non-surgical treatment and may consequently require surgical excision. This exci-
sion may involve enterectomy and reanastomosis which can be rather extensive. It
is therefore mandatory to try as much as possible to bring the basic disease under
control before attempting resection. External fistulae appear usually in the form of
perianal fistulae. Ligation and traction by means of the Hippocratic method may be
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beneficial; otherwise deviation of the fecal stream may become necessary. Abscess
formation, another frequent complication of Crohn’s Disease may in its initial stages
respond favorably to non-surgical treatment, but will require drainage and if it results
in the formation of a fistula then resection of the fistula will be the treatment of
choice.

In general, however, surgical treatment of the complications of Crohn’s Disease will
require careful planning and close collaboration between the pediatrician/gastroen-
terologist and the surgeon for optimal results. One must bare in mind that “regional
enteritis” may present with relapsing episodes interspersed with periods of remission
and that normal appearing segment of the intestine may either flair up in the future or
become involved requiring further resection. It is therefore advisable during surgery
to be as conservative as possible but to avoid leaving grossly pathological segments
during resection.

By contrast, Ulcerative Colitis is characterized by strict involvement of the large
bowel. Therefore, the elimination of the large bowel will result in permanent cure of
the disease. In addition, it is well established that in long standing active disease the
development of colonic cancer is a frequent complication. Nevertheless, the standard
treatment of Ulcerative Colitis, as in Crohn’s Disease, is pharmacologic and Surgery is
indicated either in long standing active disease, or in the presence of complications.
Then resection of the diseased segment is recommended. In cases in which colonic
involvement predominates may be cured after total colectomy or experience prolonged
periods of remission. This may also happen after partial resection for intractable local-
ized disease.

Timing of the operation is crucial in both Crohn’s Disease as well as in Ulcerative
colitis. Resection for minimal involvement may have to be repeated and may have
disastrous consequences. On the other hand, intractable disease leading to prolonged
hospitalizations, growth retardation and malnutrition or delayed puberty may be
improved or reversed following elimination of the diseased bowel.

Toxic megacolon is the most serious complication. It is reported to occur in about
5% of the cases and is even more infrequent in children. However, it is a medical and
surgical emergency and needs to be treated aggressively. It is characterized by colonic
dilatation, accompanied with general toxicity, fever, abdominal tenderness as in peri-
tonitis. Due to the toxicity, cardiac involvement electrolyte disturbances and dehydra-
tion may also be present. The greater the colonic dilatation, the greater the risk of
perforation, which is accompanied by increased mortality. The patient’s homeostasis
must be restored as quickly and as well as possible, together with bowel rest and
parenteral nutrition. If treatment fails to improve the patient’s condition, or if perfora-
tion, or hemorrhage supervenes, emergency colectomy will be required. Otherwise
interval colectomy will have to be considered. Another indication for colectomy is
chronic dependence of steroids. Lastly, in children growth factors and the retardation
of puberty must also be considered. The benefits of total colectomy and the improve-
ment of life substantially outweight the risks of surgical colectomy, which represents
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the only cure of the disease, fully justify the surgical intervention.

The operation consists of total colectomy and ileoanal pull through with rectal anas-
tomosis. Ideally it is performed in two stages. In the first stage colectomy and terminal
ileostomy is performed. This results in dramatic improvement of the patient’s general
condition. The rectal stump is exteriorized suprapubically as a mucus fistula. When the
mucosa in the rectal stump has sufficiently improved by endoscopy, then the second
stage may be achieved which consists of stripping of the mucosa of the stump and pull
through of the terminal ileum through the muscular cuff. The ileo-rectal anastomosis
is performed right above the dentate line of the rectum. There is no need to create a
reservoir for continence because the terminal ileum responds well in its function of
fluid reabsorption and after a relatively short period of time bowel movements are
reduced to 3-5 per day with interval continence. Care must be taken to keep the mus-
cular cuff short in order to avoid stenoses at the level of the pulled through segment
of the ileum.

If a reservoir is created, pouchitis is the most common complication. Its frequency
is given with 10-50%. It manifests itself with watery, frequently bloody stools, fever
and malaise and arthralgia which will have to be treated. In about 15-45% it remains
refractory to treatment and the reservoir has to be undone and a permanent ileostomy
placed. In about 10-25% intestinal obstruction may appear which often responds to
nonsurgical measures. If it does not resolve with conservative measures symphysioly-
sis is mandatory. Finally in about 3-10% of the cases abscess formation may present
requiring drainage.

The prognosis is good in most cases of both Crohn’s Disease and Ulcerative Colitis.
Patients with Crohn’s disease may expect to live a normally long life, although mor-
bidity may lead them to frequent hospitalizations. This is particularly true in predomi-
nantly colonic involvement. In ulcerative Colitis many patients lead a normal life with
some pharmacologic support. In severe or long standing cases total colectomy will be
curative. After a period of adaptation, the increased frequency of stools will be well
tolerated.
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Table 1 Main pathologic differences between
Crohn’s Disease and Ulcerative Colitis

Crohn’s Disease

Ulcerative Colitis

Etiology Unknown Unknown
Regional involvement of any GI segment Continuous involvement of the large bowel
(The terminal ileum may be affected by refluxing
Involvement (In 10-15% localized in the colon) material)

Relatively common:
Weight loss
Growth retardation
Delayed puberty
Hepatitis
Arthritis

Extra intestinal
manifestations

Relatively uncommon:
Weight loss
Growth retardation
Delayed puberty
Hepatitis
Arthritis

Relatively uncommon:
Sclerosing Cholangitis

Relatively common:
Sclerosing Cholangitis

Relatively common:
o Adhesions betw. Intestinal loops
o Abscess formation
e Strictures

Complications o Fistulae

Relatively uncommon:
o Adhesions betw. Intestinal loops
o Abscess formation
® Strictures
Fistulae

Relatively uncommon:
* Toxic megacolon
* Dysplasia
* malignancy

Relatively common:
* Toxic megacolon
o Dysplasia
* malignancy

Table 2 Symptoms

CcD uc
Diarrhea == +
Hematochezia + ++
Abdominal pain (colic) 4 +
Anorexia +++ +
Vomiting ++ (+)
Weight loss +++ (+)
Growth retardation e+ +
Delay of puberty +++ +
Abdominal tenderness + +
Palpable abdominal mass + _
Perianal disease frequent Rare
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MOAYMOPO®IZMOI TOY FONIAIOY MDR1 ZE AX6ENEIX ME IAIONTAGH ®AETMONQAH
MABHIH TON ENTEPQON
KwvoTtavtivog X. Katoavog*, Marc Ferrante, Karolien Claes, Nele Van Schuerbeek,
Lisbet Henckaerts, Marie Pierik, Marie Joossens, Sofie Joossens, Gert Van Assche,
Paul Rutgeerts, Séverine Vermeire, Enapewvavoag B. Towavog*.

Division of Gastroenterology, University of Leuven Hospitals, Leuven, Belgium
*A MaBohoyikn KAwikn (Hnato-Taotpevrepoloyikn Movada)

IKOMOZ: Ynapxouv avrikpoudpeveg HeAéTeg oTn BiBAoypagia yia 1o poAo Tou yovidiou MDR1
(multi-drug resistance) kat Tou TEMKOU MPOIOVTOG TOU WLAG EWOIKAG YAUKOMPWTEWIKAG avTAiag
[P-glycoprotein pump (P-gp)] otnv awronaBoyéveta Tng I8lonaBoug OAeypovadoug MaBnong Twv
Evrépwv (IOMNE).Ta unapxovra dedopéva unooTnpizouv £vav onpaviiko polo Tou MDR1-C3435T aMn-
Alou oTnv npodLadeon yia eAkwdn koAitda (UC). Mehethoape nohupop@iopoug Tou MDR1 yovidiou og
pta onpavtikn oelpa acBevawv pe IOMNE yia va diepeuvnooupe niBavoug CUGXETIOHOUG PE OPLOPEVOUG
(pawoTunoug TnG Natnaong.

AIBENEIZ-MEBOAOI: MeAetnbnkav pe tn peBodo PCR-RFLP ot moAupop@iopol G2677T/A
[Ala893Ser/Thr), xau C3435T(lle11451le] Tou yovidiou MDR1 oge 837 aoBeveig pe IONE [716 pe vooo
tou Crohn (CD) kat 121 pe eAk®dn kohinda (UC)] kaBwg kat oe 383 uyleig paprupeg and Tnv ida
nepLoxn avapopdag.

AMNOTEAEIMATA: AwanioTwBnKe OTATIOTIKA ONPAVTLKA PIKPOTEPN ouxvoTnta Tou MDR1-3435 T
aMnAiou atnv CD (51%) oe oUykpton pe Toug paptupeg (58%) [p=0.004] eva dev dtanioT@Bnke Kapta
ouoxéton pe Tnv UC (54%).H noAunapayovtikn avaAuon otoug CD aoBeveig €8l o1t To MDR1-
3435T aMnAo OUOXETIZOTAV HE TNV ouplyyonold pop@n Tng nabnong (OR 1.84; 95% Cl 0.98-3.5;
p=0.058). Aev SlanioT@BNKav oNPavTIkEG dlapopes peTagu Twv aoBevav pe IOME, CD A UC kat Toug
papTUPEG yia Tov noAupop@lopd G2677T/A.

LYMNEPAZIMATA: Ze autn Tn oelpd Twv acBevav pe IOMNE dei€ape 011 0 noAupopplopog C3435T
Tou MDR1 yovidiou ouoxetizeTal pe Tnv npodtaBeon yla vooo Tou Crohn. Av kat dev enBeBatwoape
ouoxetion pe Tnv UC, pua pétpla enidpaon twv MDR1 noAupoppiopav otoug UC aoBeveic pag dev
unopet va anokAelotel Adyw Tou pikpoU aptBuou deiypatog acBevwv pe UC. Ot noAupop@iopoti Tou
MDR?1 yovidiou iowg ouoxetizovtal e Tnv npodtabeon yia IOMNE péow anoplBuiong Tng dpactnpLod-
TnTag Tng P-gp avrtAiag.
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0 MOAYMOP®IXMOX G2677T TOY FTONIAIOY MDR1 XYIXETIZETAI ME THN
FTALTPENTEPIKH AYIANEZIA XTHN AZAGEIOMPINH
KwvoTtavtivog X. Katoavog*, Marc Ferrante, Lisbet Henckaerts, Marie Pierik, Marie
Joossens, Sofie Joossens, Karolien Claes, Nele Van Schuerbeek, Gert Van Assche,
Paul Rutgeerts, Séverine Vermeire, Enapewvavoag B. Towavog*.

Division of Gastroenterology, University of Leuven Hospitals, Leuven, Belgium
*A MaBoloyikn K\wikn (Hnato-laotpevrepohoyikn Movadal,

IKOMOX: Av kat n azaBetonpivn (AZA) eivat anoteleopatikn otnv SlatApnon Tng UPEGNG OTNV
18onabn OAeypovadn Mabnon Twv Eviépwv (IOME) cuoxetizetal ue avenmBUuNTeG eVEPYELEG, OpL-
Opéveg ano TG onoieg €xel avapepBel 6Tl Npoadlopizovial YEVETIKA PHEOW TwWV MOAUHOPPLOHGOY TOU
yovidiou TPMT (Thio-Purine-Methyl-Transferase) 1o onoio epnAékerat oto petaBolopd Tng AZA.
Noyw ENewyng 6edopévwy yla 1o pdAo Twv noAupgopplopcv Tou MDR1T yovidiou otnv npdBAeyn ave-
nBuPNTWY evepyeL@Y ano Tn xopnynon AZA, HEAETACAPE TNV CUOXETLON MOAUHOPPLOPGMY TWV YovIdiwv
MDR1 kat TPMT pe 11¢ napevépyeteg Tng AZA.

AIBENEIZ-MEBOAOI: MeAeTnBnkav avadpoptka ot pakelot 1815 acBevav pe IOMNE pe otdx0 TOV
npoodloplopo Twv acBeviv nou eAduBavav AZA kat Adyoug yta Toug onoioug Otékoyav Tn Bepaneia
autn. MpoaodiopioTnkav pe Tn peBodo PCR-RFLP oL noAupop@opot G2677T/A kat C3435TTou yovidiou
MDR1 kat ot GnpavtikoTepot noAupgop@Lapol Tou yovidiou TPMT (G238C, G460A kat A7196).

ANOTEAEIMATA: YuykevipwBnkav otoixeia and 775 IOME aoBeveig ot onoiot eAauBavav AZA
ek Twv onoiwv ot 229 (29.5%) [163 pe Crohn’s kat 66 pe eAkdn KoAitdal diékoyav Tnv AZA petd
ano6 dwaotnpa 20.5£24.5 pnvav (eupog 1 €Bdopada-129 phveg). H péon nuepnota d6on AZA Atav
2.16£0.84mg/Kg. Ot Baaikoi Adyot Stakonng Tng AZA ntav avanoteAeopatikotnTa og 56 (24.4%) kat
napevepyeleg o 142 (62%) aoBeveig [Mivakag). 0 MDR1 G2677T noAupop@LopoG NTav onpavtika
ouxvoTepog aToug acBeveig nou dtEkowav Tnv AZA og oUykplon pe Toug acBeveig nou avéxBnkav Tnv
AZA (63.4% kat 39% n ouxvornteg Tou T aAnAiou avriotowxa) [p=0.028, OR 1.59 (95%CI 1.05-2.41]].
H noAunapayovTikhn avaAuon avédel§e pia ave§apTntn onpavtikn oxéan Tou MDR1 G2677T noAupop-
(pLopoU E TNV YOOTPEVTPLKN Kat yevikn duoaveia otnv AZA[p=0.009, OR 3.99 (95% CI 1.33-11.93]].
Aev d0lanoT@ONKAV ONPAVTIKEG OLaPOPEG yLla Kavéva noAupop@lopd Tou TPMT yovidiou peta&u Twv
aoBevav nou SLEKowav Kat ekeivwv nou ouvéxtoav Tnv AZA. Aev dlantoT@Bnke cuoxETion HeTagu Twv
TPMT noAupop@lop®y Kal e0IK®Y Napevepyelov TnG AZA cupnepthapuBavouévng TNG HUEAOTOEIKO-
TNTAg av Kat €vag acBevag nou avéntuge Aeukonevia pla eBdopdda petd Tnv évapgn tng AZA nrav
0HOZUY0G o€ duo noAupopPLopoUg(TPMT*3B/*3C).

LYMMEPAZMATA: Ze auth Tnv avadpoptkn avaiuon Tng xpnong Tng AZA otnv IOME, n AZA diekonn oto
24.4% 1wv a0Bevmv Aoyw avanoTeAEoPaTIKOTNTAG Kat aTo 62% Twv aoBevmv Adyw napevepyelwv. Eva 6ev
61anoT@ONKE CUOXETLON TWV MAPEVEPYELQV HE TOUG MOAUHOpPLopoUGg Tou TPMT yovidiou, ot aoBeveig pe
Tov MDR1-G2677T noAupop@Lopd XpeLazoTav onUavTkd nio ouxva va dlakoyouv Tnv AZA Adyw yaoTpe-
VTEPIKNG N Yyevikng duoavediag. Ta eupnpata auta xpeltdzovral npoonTikn entBeBaiwon, OpwWG 0ap®S
unodnAwvouy évav poAo Tou uctnpatog MDR1/P-gp aTo pnxaviopo dpacng Tng azaBetlonpivng.

Airia diakonng AZA atnv IOMNE AcBeveig (n=229) %
laoTpevrepikn/yevikn duoave€ia 40 17.5
Maykpearirda A 10.5
| Hantoto&ikoTnTa 2 9.7
UeAOTOEIKOTNTA 6 7.0
2oBapn Aoipwén 4 6.1
Mpun®dng guvdpopn 3 5.7
Aeppartikn aMepyia 1 4.8
NeonAacia/duoniacia/Aépowua 4 1.7
Znavia aita 2 0.9
Bavarog and aAn nAnv Tng IOME awria 1 0.4
Makpoxpovia upeon naBnang 12 5.2
AvanoreAeopaTtikoTnTa 56 24.4
Eykupoouvn 14 6.1
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0 MOAYMOP®IXMOZX C3435T TOY FONIAIOY MDR1 MPOXZAIOPIZEI THN IKANOTHTA
MEIQZHI TON KOPTIKOITEPOEIAQON IE AZ6ENEIX ME IAIONAGH ®AETMONQAH
MABHIH TQON ENTEPQN.

KwvoTtavrivog X. Katoavog*, Marc Ferrante, Lisbet Henckaerts, Marie Pierik, Marie
Joossens, Sofie Joossens, Karolien Claes, Nele Van Schuerbeek, Gert Van Assche,
Paul Rutgeerts, Séverine Vermeire, Enapewavdag B. Tolavoc*.

Division of Gastroenterology, University of Leuven Hospitals, Leuven, Belgium
*A' MaBoloyikn KAwikn (Hnato-Taotpevrepoloyikn Movada)

IKOMOZX: Ta kopTikooTepoeldn ‘aviAouviat mpog Ta £€w’ and Ta KUTTAPA-OTOXOUG HECW HLag
etd1kng yAukonpwTelvikng aviAiag [P-glycoprotein pump (P-gpll n onoia anoteAei To TeAKo npoiov
Tou yovidiou MDR1 [multi-drug resistance).Exet avapepBei yta onpaviikn oxéon petagu Twv noAu-
pop@lop@v Tou yovidiou MDR1 kat Tng ékgpacng/AetroupytkotnTag Tng P-gp avrAiag. Zkonog tng
HEAETNG NTav n dlepelvnon pHeTa&U noAupop@lopay Tou yovidiou MDR1 kat Tng tkavotnTag peiwong
TV KOPTIKOOTEPOEW MV o€ aoBeveig pe 18lonadn OAeypovadn Madnon Twv Eviépwv (IOMNE).

AIBENEIZ-MEBOAOI: MeAetnbnkav pe tn peBodo PCR-RFLP ot noAupopglopoi G2677T/A
[Ala893Ser/Thr), xau C3435T(lle11451le] Tou yovidiou MDR1 e 167 aoBeveig pe IOME (104 pe vooo
tou Crohn (CD) kat 63 pe eAkwdn koAintda (UC) ot onoiot eAapBavav cUGTNHATIKA KOPTLKOOTEPOELN
Kal avoookataoTaATikn Bepaneia. Ot acBeveig opadononBnkav pe Baon Tnv (KAVOTNTA PEIWONG TWV
KOPTLKOOTEPOED MV OTIG €ENG opadeg: opada 1 (adivarn peiwon), opdda 2 (pepikn peiwon-otepo-
€dn>50% Tng apxikng doong), opada 3 (onpavrikn peiwon- otepoedn <50% Tng apxikng doong),
opada 4 (MAnpng andoupon, pe e€AIPEON TWV XELPOUPYNHEVWV a0BEVQV).

AMOTEAEIMATA: Zuvolika 77 acBeveic (45.9%) ntav adlvaro va PELOOOUV Ta KOPTLKOGTEPOELSN
(opada 1) evd peplkn, onpaviikn kat nAnpng andoupon kataypagnke oe 28 (opada 2, 17%), 18 (opada
3, 11.2%) kat 44 (opada 4, 25.9%) aoBeveic avrioToixa. AcBevelg Ue onpaviika h NAnpn andoupon
TWV KOPTLKOOTEPOELOWV EiXaV onNpavTIKa xapnAdtepn ouxvotnta Tou C3435T petaAaypévou aAAnAiou
[p=0.027, 0.R 0.58 (0.35-0.94)] kat Twv CT kat TT yovotunwv [p=0.045, 0.R 0.414(0.172-0.995)] oe
oUyKplon Pe Toug aoBeveig pe adivatn n PePIKN peiwon Twv KopTkooTePoed®v (opadeg 1 kat 2).
Aev 0lanoTOBONKaAV GNPAvTIKEG OlaPopEG HETAEU Twv opadwv Twv acBevmv yia TG HETAAAEELG Tou
G2677T/A aMnAiou.

Opadeg Peilwong KOPTIKOOTEPOELO OV MDR1 3435 T aAnAw% % TT yovoTunog
Opada 1 (aduvarn peiwon) 32
Opada 2 (uepwkn peiwon) 57.1 32.1
Opada 3 ([onpavrikn peiwon) 46.9 18.7
Opada 4 (nAnpng andoupan) 46.1 18

LYMMEPAIMATA: Ztnv |OME o noAupoppiopog C3435T tou MDR1 yovidiou ouoxetizeTal pye Tnv
LKavoTNTa HELWONG TWV KOPTLKOOTEPOELIGV. AlantoTwoape 6Tt ot acBeveig pe To MDR1 3435T aAAnAto
NTaV AlydTEPO EMOEKTIKOL OTN PELWON TWV KOPTLKOOTEPOELB®Y, UNOONADVOVTAG HE QUTO TOV TPOMO HLa
onpavtikn enidpaon Tou noAupopplopou C3435T otn pUBuLon Tng dpacTtnploTnTag Tng P-gp avrAiag.
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TA ANTI-SACCHAROMYCES CEREVISIAE MANNAN ANTIBODIES (ASCA)
MPOKABOPIZOYN THN EKBAXIH THZ NOZOY TOY CROHN.
[I. Mavtzapng, Xp. Kahavtzng*, A. Totpoytavvn®, A. Poucoog, A. XpnoTidou, Z.
Kothdkou, N. Pantng, N Kahavrzng*, Xp. Manaoteptadn”, I. TptavrapUAlou.

A Taotpevrepohoyikn KAwikn, TNA «O EuayyeAiopog», Maotpevrepoloyikn KAwvikn*, NIMTE,
Tunpa Avoooloyiag”, TNA «O EuayyeAlopodc», ABnva.

IKonog: va peletnBei n andrepn ékBaon Tng vooou Tou Crohn (NC) oe oxéon pe Tov TiTAo Twv
ASCA oTov opd Twv aoBevav.

AgBeveig kat péBodog: X1a 1998 avixveuBnkav otov 0po6 41 aoBeviv pe NC IgA kat IgG-ASCA pe
péBodo ELISA kat avriomparta opol KATA TOU KUTTAPONAGOHATOG TwV OUSETEPOPIAWY PE MEPLNUPN-
vikn katavopn (pANCA] pe €ppeco avooo@Boplopd o poviponownpéva pe atbavoln KokKLoKUTTapa
nepLpeptkoU aipatog. Ot acBeveic napakoAouBnBnkav npoonTikd ywa 7-8 €rn. OL dnpoypaPLKEG Kat
KALVLKEG NAPAPETPOL KABMG Kal ol BEPANEUTIKEG NAPEPBACELG, GUVTNPNTIKEG KAl XELPOUPYLKEG, KaTa-
ypapnkav avalutika. Ta avriowpata pANCA kat ASCA avixveUBnkav ek vEou pPETA 4 €Tn.

AnoteAéopara: Avo and 41 (5%) veapoi acBeveig pe kKoAitda NC (pAeypovdn, xwpig oTEVQOOELG A
oupiyyta) ntav pANCA+. 26/41 (63.4%) aoBeveig htav ASCA+. Kanviotég ntav ot 17 and toug 26 (65%)
ASCA+ kat ot 8 anoé 15 (53%, p=0.3) ASCA-. Aekaenta acBeveig eixav kat IgA kat IgG ASCA+ (dtnAot
Betikoll, 7 eixav BeTika povo ta IgA-ASCA+ kat dUo eixav BeTika 1a IgG-ASCA+. And Toug 17 acBeveic
pe dnAa ASCA+, 11 gixav el\eitda kat 6 eixav eleinda kat de€1a¢ Katavopng KoAiTda eva 9/17 ntav
kanviotég. Xta 1998, otav avixveuBnkav ASCA kat pANCA, 5/17 acBeveig gixav ndn unoBAnBei oe
XELPOUPYLKN Bepaneia yla ano@pakTikn Kal/n ouplyytkn vooo Tou kel (4] n etheokoAinda (1). Ztn
Siapketa Twv 8 £1@V TN napakoAhouBnong, 11/17 dunha BeTikoug ASCA+ aoBeveic unoBAnBnkav oTnv
1" (v=8) i tn 2" [v=3] xelpoupylkn enépBaon yia ano@pakTikn (v=5) 1 yla ano@paKTIKN KaL ECWTEPLKN
ouptyywkn (internal fislulizing disease] (v=3) eleinda n elkeokoAinida, n yia ek véou anogpagn Tou
VEO-TEALKOU €lAe0U. ZuvoAlk®G 13 aoBeveic unoBANBnkav oe pia TOUNGXLOTO XElpOUPYLKN enEépBaon
Kat 8/13 nrav kanviotég. Movo 4 dunha Betikoi ASCA+ acBeveic (2 pe elleinda, 2 pe elleokoAinda,
£vag kanvioTng) dev eixav unoBAnBel o€ xelpoupyikn Bepaneia aAa Kat ot 4 eAapBavav azabelonpivn
3-6 pnveg and Tn dLayvwaon Tng vooou. AvtiBeta, oudeig ano Toug 15 (36.6%) dtnAd apvnTikoug ASCA-
aoBeveig [4 pe koAitda, 1 pe elheinida, 12 pe eleinda kat ektetapévn KoAitdal unoBANBNke oe xeL-
poupytkn Bepaneia yia 8-10 €Tn petd Tn dLdyvwaon Tng vooou, And Toug TeheuTaioug povo 3 eAapBavav
avoooTpononotnTika. Eniong, oudeig anod toug 9 IgA-ASCA+ 11 IgG-ASCA+ xelpoupynBnke Kat povo
3/9 ehauBavav avoootpononotnTika. H BeTikdtnta n apvntikotnTa Twv acBeviv ota pANCA/ASSCA
Oev peTaBANBNKe Glaxpovika.

Zupnépacgpa: H npoonTikn autn HEAETN eival oe NAnpn oup@wvia pe Ta dedopéva Twv Vasilauskas
et al (Gut 2000;47:487) ka ocuvnyopei 61t n ouvunapén IgA kat IgG ASCA avixveUel unokarnyopia
a0Bevav pe NC pe 0UNOPLKVWTLKN KaL/n E0WTEPLKN GUPLYYLKN vOoo. EvBlagépov ebpnpa nav n kabu-
oTépnon Tng enépBaong oe aoBeveig dnAG BeTikoUg yla ASCA nou eAdpBavav azaBelonpivn, aAAd ot
aptBoi eival pikpot yia va e€axBel capég oupnépaopa.
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MOZ0 IYMMOPOONONTAI ME THN 6EPANEIA AZAGEIONPINHI AL6ENEIZ ME NOZO
TOY CROHN ZE MAKPA YOEXH.
[.l. Mavtzapng, A. Polooog, Xp KaAavrzng*, X. Kotlakou, N Pantng, N AnootoAou, |
Kahapartag, N Kahavrzng*, I TplavragpuAiou.

A Taotpevrepoloyikn KAwikn, FTNA «O EuayyeAlopoc» kat Faotpevrepoloytkn KAWVIKA*,
NIMTZ, ABnva.

Ewgaywyn: AvTiKpouopEeVEG avapopEg €Xouv dLaTUN®OEL TNV anoyn 0Tt acBeveig pe vooo Tou Crohn
(NC) o€ pakpd Upeon pe azabBelonpivn evBEXETAL va UNOTPOMLACOUV M VA UN UMOTPOMLAGOUV TAXEWG
peTa tn dlakonn Tng Bepaneiag. Aev eival dpwg yvwoTd NGO cuPpop@GVovTal He Th Bepaneia ot
aoBeveig autol KL av To eninedo TNG CUPPOPPWONG ENNpeazet Tn Bepaneia ouvThpnong.

AoBeveig kat péBodog: Tplavra aoBeveig pe NC og Upeon yia >4 £Tn pe agabelonpivn (2-2.5 mg/
kg/npépa) kat puAko o€V (5 mg/nuépa) napakAnBnkav va karaypagouv Kabe 2° pnva kabnpepwva
yta 6 pnveg (3 kataypa@ég) Tov aptBpd Twv Slokiwv nou Katavalwvav Kabnpepwa Kat va oTéEAvouv
LG KaTaypa@eg avvupa (otov IMNM) oe nponAnpwpévoug akéMoug. Ot aoBeveic napakolouBolvrav
KaBe pnva oto e€wTepKO latpeio pe KAWIKN €§€Taon, ouvnBn epyacTnplako EAeyXo Kat CUNNARPWON
Tou deiktn dpaotnplotntag Tng NC (CDAI) TG 7 nuépeg npw Tnv enickewn otnv KAWLKN. MapaAinia,
ot aoBeveig oupnAnpwvav éva BpaxU epwTnpatoAdylo noldTntag Tng Zwng acBevav pe IONE (short
IBD Questionnaire, sIBDQ) npwv kat katd 1o T€Aog TnG 6Unvng Kataypaeng. Ot aoBeveig Bewpnbnke
oTL dev ouppoppwvoTav pe Tn Bepaneia av dev eixav AaBel Bepaneia ouvolikd yla >4 nuEpeg Tov
nponyoUpEvo pnva.

AnoteAéopara: Evvéa aoBeveig eixav TeAkn eleinda, 15 etheokoAinda kat 6 koAitda. Ot 28/30
(93.3%) acBeveig avianokpiBnkav TaXUSPOPGVTAG TOUG GAKEAAOUG HE TV aplBp6 Twv SLoKiwv nou
eixav MaBet Tov nponyoupevo pnva. Movo 10 aoBeveig (37.5%) cuppopgmbnkav pe Tn Bepaneia. Ot
14 aobeveic (50%) €xaoav katd péoo 6po 7.2 (eupog 5-8) nuépeg kat 4 (14.3%) aoBeveig 9.7 (9-12)
npépeg Bepaneiag pe azaBelonpivn kaBe pnva. H péon nuepnota 66on Tng azaBetonpivng o un
oupdoppoupevoug acBeveig ntav 102 mg. Mapoka autd ot acBeveig dathnpnoav TNV KAVIKN UPeon
(CDAI <150) kat £€oxn nowoTnta Zwng [sIBDQ péoo okop 185 (eupog 175-210)] oe 6AN Tn SLapKeLa TG
peAéTNG. Agv napatnpnBnkav SlaTapaxeg oTLG epyacTnplakég egetaoelg. Ot aoBeveic ouppopp@On-
Kav noAU neptooodTepo pe Tn Bepaneia UAKoU 0€€og (20/28, 71.4%) ala kat naAt 8 acbeveig dev
€NaBav kata peoo 6po 6.2 (eUpog 5-8) nuépeg Bepaneiag kabe pnva.

Zupnépacpa: AoBeveic pe NC oe Bepaneia ouvrnpnong pe azaBelonpivn yla >4 €Tn pnopei va
OLaTnpolv pakpoxpovia TNV UYESN TNG VOOOU aKOMN KAl HE UNOBEPANEUTIKEG OOOELG TOU QAPUAKOU.
Av Ta eupnpata autd enBeBalwBolv and peyaAltepeg PeAETeG lowg dev Npenet va 8LOTAZOUPE va
dlakonToupe Tn Bepaneia TOUAAXLOTO O PEPLKOUG anod Toug aoBeveig autoUg Mou ev €xouv UPEoN
0ev guppop@avovtal e Tn Bepaneia. Eva aAko onpeio d§lo ouzgntnong eival 4Tt oL UNOBEPANEUTIKEG
600€1g azaBelonpivng pnopei va euBUvovTal Kal yla Tn HakpOXpovn aoPAAELD TOU PAPUAKOU.
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0 KYTTAPOMETAAOIOZ QX AITIO AMIOTYXIAZ THE ZYNTHPHTIKHZ 6EPANEIAXL XTH
BAPEIA EAKQOAH KOAITIAA
I.I. Mavtzapng, Xp. KaAavrzng*, K ®ouvtoUAng®, N Pantng, X Kotkakou, A. PoUoaoog, A
Xpnotidou, Kwv Metpakn®, K Aapiou”, KaA Metpakn, £ Mnapatong®, N Kahavizng*, I
Tptavta@UAou.
A Taotpeviepoloykn KAwikn, MikpoBiohoytko Tunpa®, Tunpa lotonaBoloyiag”, A" Xelpoupytkn
Khwvikn®, TNA «O Euayyehopog» kat *Maotpevieporoyikn KAwikn, NIMTZ, ABnva.

Ewsaywyn: H AolpwEn anod kuttapopeyahod (CMV) evéxetat oTig e€apoelg eAkwOOUG KOAITLSag
(EK) kat towg euBuveral yla Tnv anotuxia Tng ouvtnpnTikng Bepaneiag Tng Bapetag EK. IZkonédg: Na
pehetnBel o entnoAacpdg Tng CMV Aolpwéng oe aoBeveic pe EK nou unoBaMovral oe KoAekToun
HETA anod anmoTuxia TNG ouvTnpnTIKNG Bepaneiag. AoBeveic kat péBodot: 96 ouvexopevol acBeveig pe
EK [56 Bn)etg, péong nAkiag 35 étn (eupog 16-82), 82 (85%) un kanvioTég] oupnep\ngBnkav otn
pelétn. Ot aoBeveig anétuxav va pnouv oe UPeon Pe To KAAOLKO oxnpa oTepoetdwy Tng 0§popdng yla
3-10 npépeg Kay/n emnpooBETa aVOGOKATACTAATIKG GAPHAKA KAl ATAV UNOWAPLOL yia KOAeKTopn. 39
aoBeveic napakolouBoloav Ta e§wTeptkad latpeia IONE Tng KAwIknG pag kat elonxBnoav yia 1o evra-
TIKO BepaneuTiko oxnpa €€ attiag Bapeldg é§apong EK n petd ano anotuxia Tng Bepaneiag Ye oTepo-
€0n Kay/n azaBetonpivn. 51 aoBeveig eixav napaneppOei yia evratikn IV Bepaneia n yia XeLpoupyLkn
Bepaneia peta Tnv anotuxia Twv IV otepoeldwv. H napoucia evepyot CMV AoipwEng avazntnBnke pe
opoloytkoUg SeikTeg [IgM kat 1gG TaEng avriowuata kata Tou CMV (ELISA), CMV avriyévo (RIA), kat
avixveuon Tou ukou goptiou (CMV-DNA, pe PCR]]. Eni nAéov, n napoucia eykAeiotwv CMV avazntn-
Bnke pe avoooioToxnyeia oe Bloyieg naxéog eviépou nou eAn@Onoav ano xethn eAkGV 1 and naoxo-
vra BAevvoyovo oTh OLApKela kKoAookonnong Kata Tnv o§eia vooo. MapaAnia avaznthnBnkav oTtov
0p6 IgM kat IgG 1a€ng avriowpara opol katd Twv herpes virus-1 and -2 (HSV-1, HSV-2), EBV, kat
herpes-zoster virus (HZV). Eni nAéov, avazgntnBnke n napoucia Kat n £KTAGN KATAVOUAG TwV EYKAEL-
otwv CMV ot1o deiypa kolektopnc. AnoteAéopara: IgM tagng avriowpara kard Twv HSV-1, HSV-2,
HZV, EBV dev avixvetBnkav aTov 0pd acBevav. YynAoi titAot IgM avri-CMV avriowpara avixvetBnkav
aTov 0p6 dUo aoBevav (pla BnAUG Kat évag appnv) nAkiag avw Twv 67 €T®V nou eixav AaBet oe GNAa
voookopeia Bepaneia pe azaBetonpivn kat otepoeldn nptv napanep@Bolv yia xelpoupytkn Bepaneia.
Mapa tnv Bepaneia kata Tng AoipwEng CMV appotepot ot acBeveig xelpoupynBnkav. EykAetota CMV
avixveuBnkav o1o delypa KOAEKTOUNG vag GAou acBevoug nou Oev eixe évOelgn evepyol AoipwEng
HE OpOAOYLKA N LOTOAOYLIKA KplThpla. ZUupnépagpa: tnv opada autwv Twv acBeviv o CMV dev ntav
KUpLa attia anotuxiag Tng evraTikng IV ouvtnpnTikng Bepaneiag e e€aipeon 2 avoookaTaoTaApévoug
aoBeveig Tpitng nAikiag. Ta anoteAéopara autd 8ev dikatoloyoUv Tnv adldKpLrn Kal wg pouTiva ava-
zntnon Aoipwgng CMV oe aoBeveic pe Bapeltd EK nou anotuyxavouv va avranokptBolyv oTnv evTaTikn
ouvTtnpnTikn Bepaneia.
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H EMIAPAZH THX BOYAEZONIAHEZ XTHN OXTIKH MYKNOTHTA ALZ6ENQON
ME NEOAIATNQXMENH NOZO TOY CROHN
[.I. Mavtzapng, E. Kokkivakng”, Xp KaAavrzng*, A. PoUooog, X Kothakou, X IpiBag, |
Kakagpatag, N Anootodou, A Toouvng, N Kahavrzgng*, I. TptavragUAlou.

A Taotpevrepohoyikn KAwikn kat I MaBoAoyikn Khwvikn”, TNA «O Euayyehopog» kat
Faotpevreporoyikn KAwvikn*, NIMTZ, ABnva.

Ikondg: Na peletnBel n enidpaon Tng BpaxUxpovng Bepaneiag pe Boudeoovidn eleyxopevng
elelkng anekeubepwong (B-CIR) otnv 00Tk nukvotnta acBevav pe o€eia evepyo veodlayvwopevn
vooo Tou Crohn (NC).

M£B0do¢: Zapavra névre acbeveic [27 Bnhetg, péong nhikiag 25 (17-49) etov] pe veodlayvwopévn
€W\eiTda 1 elAeokoAiTida nntag npog pétplag Baputntag Bacel Tou deiktn dpaocTnptotntag Tng NC
(CDAI peta€y 200-400) oupnepingBnkav otn peétn. H NC dlayvoBnke pe elleokolookonnan,
yaoTpookonnon, otohoyia Kat eviepokAuon. Ot aoBeveig €éAaBav npepnoiwg 9 mg B-CIR yia 8 €Bdo-
padeg kat 6 mg yia aAeg 8 eBGopadecg. LuvnBNG atpaToAoyLlkog Kat BLOXNHIKOG EAeyX0G EKTEAEOBNKE
npwv kat Yeta ano 8 kat 16 eBdopadeg. To owpatikd Bapog Kat 1o Uyog PETPNBNKAV NPV Kal PETA
Tn Bepaneia yia va unoloyloBei o deikTng owpaTikig pazag (AZM, kg/m?). Kataypagnkav eniong n
nAtkia, 70 UANO, 0 OPHOVLKOG EAEYXOG, N XPOVIKN OLAPKELD TV CUPNTWHATWY Npwv Tn Bepaneia, 1o
€NAYYEAUD, TO OLKOYEVELOKO LOTOPLKO OOTEOMOPPWONG, KAl To OTUA TnG Zwng. AnokAeioBnkav epun-
vonauopeéveg yuvaikeg, aoBeveig pe nponynBeioa Bepaneia oppovikng unokatactaong, Bepaneia pe
aoBearto, Birapivn D n dupwo@ovika. DXA scans (Dual energy X-ray absorptiometry scans) ekrehé-
obnkav yia va petpnBolv oL 00TIKEG MUKVOTNTEG TNG 00QUIKNG Hoipag TnG onovBUAKng oThAng (OM,
02-04) kat Tou auxévog Tou aploTepol Pnptaiou Kat Tou peizovog Tpoxavrnpog (AMT) npw kat evrog 7
nuepmv ano tnv dtakonn Tng B-CIR. T-1ipég Tng OM kat twv AMT (aptBpog otabepmv anokAicewy, SD,
ano Tov PEGO 6pO UYLGV HapTUpwy idtag eBvikoTnTag) unoloyioBnkav yia va peAeTnBei 1o anotéAeoua
TnG Bepaneiag oTnv 00TIKA NUKVOTNTA.

AnoteAéopara: Ohot ot aoBeveic oupnAnpwoav Tn pekétn. O péocog opog (SD) tou CDAI npw Tn
Bepaneia nrav 267(58). Evvéa aoBeveig (20%) endewvabnkav otn duapketa Tng Bepaneiag, 9 (20%)
Sev BeAtiwBnkav kat 27 (60%) BeAtiwBnkav (CDAI <70 and Tnv npoBepaneuTikn TIUA) N pNnkav og
Upeon (CDAI<150). O péoog 6pog (SD) twv T-Tipdv npw tn Bepaneia nrav -0.3 (£0.8). Zuvolkag, 16
aoBeveig (35.5%) eixav nnia ooteonevia (-1<T-Twn) aA\a oudeig eixe ooteonoppwon. Ot PHIKPOTEPEG
T-TwpéG ouoxeTioBnkav e HIKPOTEPEG TWHEG ALM, BRAU yévog, HOKPOXPOVLA CUUNT@HATA MPW Tn
dlayvwon kat Bapu kanvioua. Bepaneia pe B-CIR ywa 16 €Bdopddeg dev enépepe agloonpeiwTeg
petaBoAeg oTig T-Tipég Tng OM kat Tou AMT. Evvéa aoBeveic nou n vooog entdetvwBnke oTn dLapKela
TnG Bepaneiag €det§av pla Pikpn aAAa oxtL onpavtikn geiwon twv T-Tigav 1ng OM kat Tou AMT. Ot T-
TIPEG BeATiwBnKav o€ 18 kat dev petaBAnBnkav oe 18 aoBeveic ouykpITIK®G PE Ta npo Tng Bepaneiag
enineda Toug.

Zupnépacpa: H nAeloyngia Twv acBevav avanapaywyltkng nAtkiag pe veodlayvwopévn nnag npog
pétplag Baputntag NC Tou TeAtkoU €lAeoU N TNG ELAEOKOMKNG MEPLOXNG EIXAV OOTIKN NUKVOTNTA MOU
Oev dLEPepe and uytwv paptupwv. Ot T-TwpeEg dev entdevwBnkav peta ano Bpxuxpovn Bepaneia pe
B-CIR. Auto iowg opeiletal oTnv enidpaon Tng nAlopavetag oto petaBoAlopo tng Bir.D kL enopévwg
oTnv 00TIKN NukvoTtnTa. H enidpacn Tng napatetapévng Bepaneiag pe Boudeoovidn oToug acBeveig
autoUg peAeTarat.



OVOPTNUEVEG OLVOKOLVOGELG [N

ANAAPOMIKH MEAETH THZ MAKPOXPONIAZ OEPAMNEIAL ZYNTHPHIHEZ
LE ALZ6ENEIZ ME NOXO CROHN
BaciAelog Mavrepng, Mwpyog KoukoUAng, EAévn Audkou, BaotAtkn ApBavirn,
Baoiletog Xoupylag, Anpntpuog. I KapapavoAng
laotpevrepohoyiko Tunpa, Tzavelo Mevikd Noookopeio Metpatd

Ewoaywyn: H pakpoxpovia Bepaneia ouvinpnong otn vooo Crohn eivat anodekTn pge okono tnv
npoANYN Twv UNOTPONGY KaTa TN dLApKELa TNG Xpoviag vooou. H enidpaon Twv papUaKeUTIK®V Bepa-
NELWV 0TN QUOLKN LoTopia TNG vOoou pével va kaBoploTei.

IKonog Kat péBodog: H extipnon Tou aptBuoU Twv uNoTPon®V/£TOG KAl TOU XpOVOU WG TNV Np@TN
unotponn aToug acBeveig pe vooo Crohn uno pakpoxpovia Bepaneia ouvinpnong pe SASA (opada
A) 1 5ASA & AzaBetompivn (AZT) (opada B) kat n meplypapn Twv KAVIK®MV XapaKTNPLOTIKGY Toug. H
peAETN nepléaBe 65 aoBeveig ol onoiot napakoAouBouvray, yla TouAdxtatov 3 £€Tn, 0TNV KAWLKN pag
ano 1o 1994-2004. Zapavra 1éooeplg (44 aoB) and autolg éAaBav 5ASA kat 21 éAaBav SASA & AZT.
0 eAaxioTog xpdvog Anyng Tng azaBetonpivng ATav 6 pnveg. H evepydTnTa TNG vOOOU EKTIUNBNKE pE
tnv KAigaka [ DAI) kata Harvey & Bradshaw. H unotponn opiotnke pe at€non tou DAI>=7. O aptBuog
TWV UNOTPONGV EKTIUNBNKE eniong agou ot acBeveig katnyoplonotnBnkav pe Baon Tnv €ktacn Tng
vooou.

AnoteAéopara: H peon tiun a) dldpkelag Tng vooou otnv A kat B opdda avriotowxa nrav 9.4 kat
10 &n, B)SLapkelag Tng napakoAoUBnaong ntav 4.8 kat 3.6 £1n, ylyta Tnv kKAwwaka DAI: 7.7 kat 9.6, 8)
yta Tov aptBuo Twv unotpondv: 0.6/£10g kat 0.66/£106 Kat yia 1o xpovo £wg Tnv 1" unotponn: 0.95 kat
0.61 €tn avrioTowxa. ZTnv opdda A, n péon nAikia Twv acBevav ntav 41.5 €Tn kat 1o 47.7% autav eixav
€L\EOKOAITIOO €v® otnv opada B n péon nAwkia ntav 35.7€tn, o péoog xpovog Anyng Tng AZT Ta 3.6
étn ( opla: 0.8-6.9) kat elheokoAinda eixav 1o 66.6%. Otav oL acBeveig dlaxwpiotnkav pe Baon tnv
€KTaon Tng vooou, 53.8% eixav elheokoAitida, 21.5% e\e(Tda Kat 24.6% koAiTida. And Toug acBeveig
pe etheokoAitda, 1o 40% éhaBe AZT evi ano Tig GAeg dUo KaTnyopieg, To 28.5% kat 18.7% avrioTot-
xa. O aptBuog Twv unoTponav oToug aoBeveig pe elleokoAiTtda, eetmda kat koAitda ntav 0.7/éTog,
0.6/¢10¢ kat 0.4/€10¢ avrioTowxa, o HEOOG xpovog Anyng Tng AZT ntav 5.1étn, 3.5 £Tn Kat 3.9€1n, n
péon Gtapketa Tng vooou ntav 11.3 €Tn, 9 €Tn Kat 6.2 €Tn Kat TeAika n péon Tiun DAI ntav 9.5, 7.8
kat 5.9 avriotowxa. Ot e§wevTeplkeg ekONALOELG NnepleAapBavayv: Tnv a@Bawdn oToparitda, Lepoiayo-
vitida, ploKuKAiTIda, veppoAiBiaon kat oTEaTwaon ANATOG AVEU OTATIOTLKNG 8lapopag avapgeoa oTig
Katnyopieg Twv acBevav.

Lupnepdaopara: O aoBeveig pe vooo Crohn uno pakpoxpovia Bepaneia cuvthpnong pe ouvouacpo
5ASA & AZT napouctazouv 0.6 unotponég /étog pe npdrn unotponn 0.6 €Tn anod Tnv évap€n Tng
aywyng. H €ktaon tTng vooou kaBopizel Tnv avaykn kat dldpkela Tng ouvduaopévng Bepaneiag Adyw
TnG €nidpaocng TNG oTNV eVEPYOTNTA TNG VOGOU KAl TO ApLBO TwV UMOTPOMNM@V.



OvVOoPTNUEVEG OVAKOLVOGELG NN

EXOYN Ol MH KATNIZTEZ ME EAKNAH KOAITIAA (EK) HMIOTEPH KAINIKH
AIAAPOMH;
Toupyiag B, Awakou E, ApBavitn B, KoukoUAng I, MuAwvakou E, A.lKapapavwAng
Taotpevrepoloykd Tpnpa, KN.M. “Tzavelo”

Eivat yvwoTé 611 n xpnon kKanvou npooTateUel Toug acBeveig, pe npodidBean yia Tn vooo, and Tnv
€KONAWON CUPNTWHATWV EV® N 3LAKOMA TOU KANVIOUATOG OXETIZETAL GE LKAVO MOCOGTO HE TNV NPWTN
€kONAwoN TNg vooou. Aev eival OPWG YVwOTO av OXETIZETAL PE TNV OLOXPOVIKN KAWIKN Mopeia Twv
aocBevav.

Ikondg: Eival n dlepetivnon Tng oX€0NG KaMviopaTtog Kat TnG OLOXPOVIKAG KAWVLKNG nopeiag Tng
vooou.

Yhko & MEBodog: MeAetnBnkav avadpopikd ta apxeia Tou Latpeiou IdlonaBwv OAeypovwdmv
Noéowv Tou Evrépou (IONE) kat anopovabnkav 272 acbeveic pe EK (162 Akat 110 T pe péoo 6po (MO)
nAwkiag 55,48 + 18,55 étn [ eupog 17-101 étn).Kataypagpnkav 1o @UAo, n nAwkia, n nAwkia dtayvwong, n
Xpnon kanvou, n €KTaon TNG vooou, 0 aplBpog Twy ENOKEWYEWV Kal N evepyoTNTa TNG VOOOU, N XPAON
azaBelonpivng kat unoAoyioBnke €vag deiKTNG evepydTNTAG Nou Npoékuye and Tnv dtaipeon Tou MO
TNG evepyodTnTag e Tov aptBuo Twv enokéyewy. Ot dlapopeg peTaBANTéG ouykpiBnkav pe Tn xphion
0TaTIOTIKOU MAKETOU.

AnoteAéopara: Mn kanviotég noav 116 (42,3%) evé kanviotég 158 (57,7%) H povadikn dtagopa
peTa€l KanvioTav Kat pn acBevav evroniobnke otnv nAkia dtayvwong (p=0,023) kat To @uo (p=0)
aM\a Ta anoteAéopara autd BewpnBnkav ouvundpxov (confounding) @awopevo kat dev agloloyndn-
kav Aev naparnpnBnkav dlagopeg wg npog Tnv éktaon (p=0,863 NS), Tov aptBpo Twv entoKEWewv
(p=0,854 NS), tnv peon evepyornta (p=0,435 NS) kat Tnv Anyn azaBetonpivng p=0,469 NS) Aev
Bp&Bnkav oTATIOTIKA ONPAVTLIKEG DLaPOpEG 6TaV HEAETABNKAV oL NApAPETPOL TNG KAWVLKAG Nopeiag o€
OXE0N PE TO PUAO.

Zupnepacpara: 1)Av kat 7o KaNViopa NPoaTaTeVel Tou aoBeveig and TN ekdAAWON EAKOSOUG KO-
TI00G dev (aiveral va naizet poAo otnv BapUTnTa TNG SLAXPOVIKNG KAVIKNG nopelag Twv acBevav.

2) H oUotaon yia dakonn Ba €xet afia puovo yia TNV YEVIKOTEPN w@ENELD Tou aoBevoug ano Tig
OUOTNHATIKEG EMOPACELG TOU KAMVIOPATOG.



OvVOoPTNUEVEC OVAKOLVOGELG L)

LYNYNAPEH FAFTPAINQAOYZ MYOAEPMATOX KAl ZKAHPYNTIKHZ XOAATTEITIAAL
LE AZ6ENH ME EAKQAH KOAITIAA.
MwoToAag A, Pounotng I, Zexénoulog M1, Pokkag 6.
laoTpevrepohoytkn kAwikn, Noookopeio “Eppikog Ntuvav”.

Mapouotazoupe neploTatikd avdpa acBevoug 42 eTwyv, nou npoonABe 0To0 voookopeio pag Adyw
eGeAkwpEVWY deppaTik@y BAaBwV KVAPEWY APPW, ava@epoPevwy and 7nuépou. XUpQwva pe TO
aTopLKo LoTOPLKO 0 aoBevng Enaoxe and eAkwdN KoAitda dieyvwaoBeioa npo 2eTiag Kat yia Tn onoia
ehapBave Bepaneia ouvinpnoewe pe Peoalazivn (tbs Salofalk 1x3). Kata tnv eloaywyn o Bloxnptkog
€Aeyxog €0€l&e alEnon Tpavoapvacwyv Kat xohooTaTikwy evzUpwv. 0 acBevng uneBANBN oe payvnTikn
xoAayyetonaykpeatoypagia (MRCP) dnou avedeixbn kopBoAoyeloeldng anetkovian xoAndoxou nopou
KaL evOoNnnaTikawv XoAn@opwv, cupBath pe okAnpuvTikn xohayyetitida. H Blowia dépuatog €0elEe
BAABeg yayypawmdoug nuodéppaTog. And Tov EVOOOKOMIKO EAEYXO KATWTEPOU MEMTIKOU MPOEKUYE
HOKPOOKOMIKN €LkOva 3onabolg GpAeypovadoug vooou Tou eviépou. O LoToAoylkoG €Aeyxog entBe-
Baiwoe Tnv 1dlonabn pAeypovadn eviepondbeta. AkohoUBnoe évap€En Bepaneiag pe anti-TNFa napa-
yovra (infliximab) cUpgwva pe 1o docoAoyikd oxnpa 5mg/kg oe 0 - 2 - 6 eBdouadeg. Me tn Bepancia
auTth 0 aoBevig napouciace onpavtikn BeATiwon TO00 TwWV EVIEPIKWY 000 KAl Twv depUATIK@Y BAaBmv
€V 0 NNATIKOG Bloxnpikog EAeyxog napEPeLve ouolaoTika apetaBAnTog. To evdlapépov ouvundapgewg
Yayypaw®ooug nuodEpPATog Kal oKANPUVTIKNG xoAayyelitidag ent eddgoug 10lonaboug pAeypovm-
60UG vooou Tou eviépou kaBwg kat n anavrnon otn Bepaneia pe anti-TNFa napayovra guzntouvrat.



OVOPTNREVEG OLVAKOLVOGELG [NV

AIATPO®IKEZ XYNHOEIEZ AZ6ENQON ME NEOAIATNAZOEIZA NOXO CROHN
Mapyapita Oktwpatou’, I. K. TptavtaguAhidng', I. Aedolong?. Maotpevrepoloyikd Tunpua
Kpatikou Nogokopeiou Nikatag', Xapokoneto Maveniothpio ABnvav?.

Ikonog: H olUykplon Twv dlaTpo@ilk@y ouvnBelwv veodlayvwoBeviwv acBevav pe vooo Crohn
(NC) ouykpuTikég pe ndn dlayvwoBevreg acbeveig kat pualoloyikoUg papTupes. AoBeveig-MéBodol:
MeAetnBnkav 14 aoBeveig (6 avdpeg, 8 yuvaikeg) pe veodlayvwobeioa evepyd NC (Stayvwon evrog 6
unvév). Ta anoteAéopata ouykpiBnkav pe auta opadog 15 aoBevav pe NC (7 avdpeg, 8 yuvaikeg) Twv
onoiwv n dtayvwon T€Bnke 2-11 €1n npw (6 oe evepyd aon), kaBwg Kat opadog 19 @UCLOAOYIKMY
aropwv (8 avdpeg, 11 yuvaikeg). AnoteAéopara: Tpo@LUa Twv onoiwv ot 3lagopég oTnV Katavalwon
HETAgU uylV papTipwv Kal vEwv aoBeviv anodeixBnkav oTaTIOTIK®G ONUAVTLIKEG, paivovTal oTov
nivaka.

Tpogo Yyieig paprupeg Néot aoBeveig . P value . MaAatoi aoBeveig P—yalue . . P-value .
(véou vs vyteig) (nahatoi vs vyteic) | (véol vs nadatoi)
[aAa-yaoUpTt 5.42 4.0 0.042 2.93 0.0001
®pouta 6.47 4.0 0.0001 4.60 0.0001
Eoneptdoedn 4.9 1.93 0.0001 2.67 0.001
Aaxavika 6.68 5.36 0.0001 4.73 0.0001
Kapwta 3.1 1.21 0.0001 1.47 0.0001
PuzL 4.47 5.29 0.046 5.53 0.022
Makapovia 4.74 6.5 0.0001
‘Oonpla 3.05 2.29 0.036 2.47 0.027
Wapla-Baracova 3.53 2.21 0.001 0.018
Tnyavira 2.21 4.0 0.0001 0.002
Zaxapn, YAUKaVTIKa 4.16 6.00 0.02 5.47 0.033
MéA 2.95 1.36 0.003
Ainn-éAala 6.63 7.29 0.041
EAaworado 6.42 7.07 0.038 7.20 0.042
Mapyapivn 2.05 3.71 0.038 0.0001
Inpoi kapnoi 2.21 1.21 0.038 1.20 0.002
Ahko0A(1-3/d) 43% 5.3% 0.009 6.7% 0.02
Fast food 35.7% 5.3% 0.004
AvayukTika 58% 13.3% 0.028
Kagpég 0.018

Itnv Logistic regression analysis, Tpoé@lua Ta onoia oTn oUyKplon veodlayvwoBéviwv aoBevav
Kal Uylv HapTUpwV NApEPEWVAV OTATIOTIKWG GNHAVTLKA hoav: Japyapivn, yakapovia, Tnyavird, Ainog,
eMEg, zaxapn (aU€non kwdUvou) KaBaG Kat ylaoupTt, pEAL, gpouTa, Enpot Kaprol, yapia, dnpnTplaka,
Kitpa (peiwaon kwdvou). Ot veodlayvwaBevieg aoBeveig noav oe anpavTikd nooooTto unépBapot (64%)
oe avtiBeon pe Toug uyleig 26%) kat Toug acBeveig e nalaid diayvwon (7%). Zupnépacpa: Itoug
veodlayvwoBévreg aoBeveig pe vooo Crohn napatnpolvral onpavTikeéG dlaPopEG GTNV KaTavaiwon
noMav dlatpo@ikwv oToixeiwv. H oxéon Toug pe Tnv atronaBoyévela Tng vooou Ba npénel va Ole-
peuvnBei nepattépw.



OvVOoPTNUEVEC OVAKOLVWGELG HLP

EYNOIKH ENIAPAZH THE AMNO TOY ZTOMATOZ XOPHIHEIHE MAZTIXAL XI0Y £E
AXBENEIX ME HMIAX 'H METPIAXZ BAPYTHTOX ENEPIO NOXZO CROHN.
KaMuwpa Avdpiavva', Mapia X1aBonoulou’, Mapia Muhwvakn?, . Aedouong', N.
Avdpikonoudog’, I.K. Totavtaguinidng?.

Xapokoneto Maventothpto ABnvay, Tpnpa Entothpng Awatpopnc', Faatpevrepoloyikéd Tunpa Mevikou
Noocokopeiou Nikatac?.

Ewgaywyn: H vooog Crohn eivat xpovia KokKlwpat®@dng GAeypovadng evieponabela ayvwoTtou
atrtohoyiag. MeAypovwdelg KUTTApOKiveg 6nwg n IviepAeukivn-6 naigouv kaipto poAo oTnv NpoKANGN
Kat evioxuon Twv SlEPYacLiV Tou GAeypovadoug katappaktn. H paotixa tng Xiou eival €va guoikd
npoldv anokAELOTIKG NAPAYOPEVO OE OPLOPEVA ONPELD TNG VAooU Xiou HE ONPAVTIKEG aQVTLOEELdWTL-
KEG KaL avTLPAEYHOVWOELG 1OLOTNTEG. ZKONAG: H a§loAdynon TG anoTeAEoPATIKOTNTOG TNG XOPAYNONG
paoTixag o€ KAWVIKO Kal epyacTnplakod eninedo Twv acBevwv pe nnou €wg pETplou BaBuou evepyd
vooo Crohn. AoBeveig-MéBodot: To NpwTdkoANo TNG HEAETNG EyKPLBNKE anod TIG eNTPONEG NBLKAG
Tou Xapokonetou Maveniotnpiou Kat Tou Mevikou KpatikoU Nookopeiou Nikatag. Mévre aoBeveig kat
8 uyleig papTUPEG CUPPETEIXAV OTN PEAETN PETA NPONYOUPEVN EVNUEPWON Kal £yypapn ouykatdBeon.
‘Ohot ot aoBeveig kat paptupeg €AaBav BepaneuTik®ws 6 KAYOUAEG PaoTixag NPEPNOIWG EKAOTN TwV
onoiwv nepleixe 1g AetotpBnpuévng paoTixag. MpoodlopicBnkav nptv kat peta 1o T€A0G Tng Bepaneiag
o CDAI, NRI, CRP, kat IL-6. AnoteAéopata: ‘OAot oL acBeveic napouciacav HEiwoN TwV APXLKWV TIHOV
Tou CDAIl kat 4 and Toug 5 napouciacav Upeon. O NRI au§nBnke oe 4 and Toug 5 aoBeveic. Ta enineda
nAaoparog Tng IL-6 kat 1ng CRP pewwBnkav. Aev onpel@Bnkav NapeveépyeLeG OXETIZOPEVEG HE TNV
Xopnynon Tou npolovrog. Zupnépacpa: Ta anoteAéopata Tng nNpodpopng autng HEAETNG unooTnpi-
ZOUuV OTL N paoTixa pnopel va eivat anoTeAeopPaTIkd GappPako o€ oplopEvoug acBeveig pe vooo Crohn.
Ta anoteAéopata autd npénet va entBeBatwBolv pe PeyGAEG NPOONTIKEG TUXALOMOINPEVEG KAWVIKEG
peNETEG.



OVOPTNREVEG OLVAKOLVOGELG NZDE!

KOKKIOMATQAHZ XEIAITIZ £ZE AZ6ENH ME NOXO CROHN: AIAXPONIKH
MAPAKOAOYOHIH ME EIKONEXZ
I.K. Tptavta@uAAidng', ®Awpa ZepBol?, E. Mepikac', . Mépoc®, I. Aoukanouhog'.

TaoTpevrepohoyiko' kat 03ovTiatpikd? Tpnpa Meviko Nogokopeio Nikatag, 4" Xelpoupytkn KAWIKN
Maventotnpiou ABnvave, Noookopeio ArTikov, ABhva.

Ewsaywyn: H vooog eivat naBnon n onoia pnopet va npooBaet oAdokANpo Tov NeNTKO cwAnva
ano To oTopa €wG Tov NPwKTO. OL 0TOPATIKEG EKONAWOELG TNG BewpolvTal wg Pia anod TG ONHAVTLKEG
KAl PHE KAWVIKO EVOLAPEPOV EKONAWOELG TNG APOU PEPLKEG POPEG PNOPEL VA NPONYOUVTAL TWV KAWVIKGOV
€KONAWOEWV anod Tov NeENTIKO owAnva. ZKONGG Tng napouciaong autng eivat n neplypapn acBevoug
HE KOKKLWwHAT®ON XEWTION 0TOV 0Moio oNPELOBNKE onpavTikn GLoyKwaon Tou KaTw xeiloug n onoia
nponynBnke Tng dlayvwoewg Tng vooou Tou Crohn yia éva xpovo. Evdtapépov eival kat To yeyovog oTL
n OOYKwaon autn akolouBouoe KAVIKGG TIG e6APOELG TNG vOoou BeATloUpevn pe Tnv eniteugn Upeong
TnG unokeipevng evrieponabetag. Meplypapn nepinT®@oews: Mpokettal yia avdpa acBevn nAikiag
onpepa (2006) 31 e1@v o onoiog €lonABe oTo voookopeio pag Tov AlyouaTo Tou 1999 pe okono Tnv
dlepeuvnan xpoviou dlappoikol cuvdpopou. H dudppota apxioe To €1og 1998 oe nAwkia 24 eTqv. Alo
xpovia evwpirepa (lovviog 1996) napatnpnoe elagpd dldykwon Tou KATW Xxeiloug n omoia nTav oe
nAnpn avriBeon pe Tnv nponyoUpEevVN QUOLOAOYLKN EHPAVION Tou aTOpATog. MeTa éva €1oG unoBARBN-
ke o€ Bloyia katw xethoug n onoia €del€e KokKlwpaT®@IN XeAiTtda. O aoBeving akoAouBnoe Tontkn
Bepaneia He KOPTIKOELON PE ANOTEAEOHA UNOXWPNON TNG 810YKWONG. O KALVLKOEPYAOTNPLAKOG EAEYXOG
nou dlevepynBnke oTnv eloaywyn Tou oto Tpnpa pag (kohovookonnon, eviepoKAUGN Kal LOTOAOYLKN
e€€Taon TeEMKoU £Ae0U Kal naxéog evrépou) entBeBaiwoe Tnv vooo Crohn wg atria Twv evoxAnparwy
Tou. H Bepaneia pe peBulnpedvizoAdovn, pecalazivn kal xoheoTupapivn gixe wg anoTéAeopa Taxeia
BeATiwon TNG KAWIKNG €LKOVAG. LT JLAPKELD TWV EMNOPEVWV ETMV N LOYKWON TOU KATW XeiAoug napé-
Heve egpavng W3Laitepa oTig NepPLodoug 6APOEWG TNG VOOOU, UPLEPEVN HE TNV ENLTEUEN UPEDNG TNG
€VTEPLKNG vooou. Tov loUvio Tou 2005 uneBANBN o€ enavéAeyxo. H koAovookonnon édel&e npooBoAn
TNG €LAEOTUPALKNG NEPLOXNG HE LOTOAOYLKN €LKOVa gvepyoU vooou Crohn. H avranékplon otnv ouvtn-
PNTIKA aywyn unnpge Kat NAAL LkavormotnTikn., Zupnépacpa: H KoKKIwpaT@ING XELAITLG anoTeAel
onavia oTopatikh ekdNAwon Tng vooou Tou Crohn. Mnopel va nponyeital Twv KAWIKGOV EKINAGOEWY
ano Tov NeNTkO owAnva. Mnopei va napakoAouBei oe BaputnTa TG €€APTELG TNG VOGOU.



OvapTNUéveg OVOKOWVOGELC [BI0E

MYOKAPAITIZ XE AZBENH ME EAKOAH KOAITIAA O®EIAOMENH ZTH MEXAAAZINH:
NEPIFPA®H NEPINTAZENX KAl ANAZKOMHZIH THZ BIBAIOTPA®IAL
M. Xatpakakng1, Mapia Muhwvakn', 2, @. lewpyonourog', A. MactpayyeAng', I
Mahyapwog', K. Tplavra@uAhidng'
laoTpevrepoloyiko', kat A Kapdloloyiko Tunpa? Mevikou Noookopeiou Nikatag.

Ewoaywyn: Exouv neplypagpei otn dteBvn BiBAoypagia neptntwoelg acBevav e eEAKIN KoAiTIda
oL onoiol napousiacav oTn GLadpopn TNG vooou puokapditida eite wg eEWEVTEPIKN enLNAOKN, €iTe
G anoTéAeopa TnG Xxopnynong peoaiazivng. Xtnv EANGOa €xel €€ 6owv yvwpizoupe neplypagei pia
povo nepintwon puoneptkapditidog oe acBevn pe eEAkwON KoAiTda. Meptypapn NnepINTOOEWG: Appnv
aoBevng, nAikiag 21 16V, NPooNABE 0TO THNPA ENELYOVTWY NEPLOTATIKWY ALTLWHEVOG NPOKAPOLO AAY0G
GUVOSEUOUEVO anod MupeTod éwg 39°C. Avépepe eni A€oV NepLOCOHTEPEG o 5 apaTNpEG SLapPoikEg
KEVWOELG NUEPNCLWG. Ta SUPNT®HPATA ano6 To NENTIKO anodoBnkav oTnv eAKWON KOALTIOa n onoia gixe
OlayvwoBel kat entBeBalwBel evOOOKOMIK®MG KAl LOTOAOYLK®G Npo d€Ka unvav. O acBevng ehapBave
pecakagivn anéd Tou otoparog anod Tpwnvou nepinou (Salofalk granules 1000mg X 3/d, Salofalk
enema: 1X1/d). Ztnv avrikelpevikn e€étaon dlantotwBnke Taxunvola Kat taxukapdia. H akpoaon
TWV NVEUPOVWY NTav Quololoylkn. To nnap kat o onAnv hoav aynAdentot. H napactrohoytkn kat n
KaAALEpyela konpavwy nTav xwpig naBoAoyka eupnpara. O awpatokpitng ntav 24%, n TKE 80mm, n
CRP 85, n al-acid-glycoprotein 1.83 [N.V. 0.5-1.2) kat n retinol binding protein 0.02 (0.03-0.06). H
Stayvwan Tng HuokapdiTtdog oTnv KapdLoAoytkn KAIKA TEBNKe €ni Tn BAGEL TNG KAVIKNG ELKOVOG Kal
TWV EPYACTNPLAK®Y eUpNPATWY. Ta eNineda Twv KApdLaK®V evZUPWY paivovtal oTov nivaka.

9/12/2005 10/12/2005  11/12/2005
12/12/05 13/12/05

Troponin | (ng/mt] (N.V.<0.1] 3.89 251 1.45
0.55 0.37

CKMBImass) [ngr/ml] [N.V.<3.6] 4.8 1.6 0.6
<0.5 <0.5

CK: (1U/L) [N.V.35-240) 142

0 €Aeyxog yta oug wg nibava aitia puokapditidog ntav apvnTikog. O acBevng dev eAapBave daAka
PAppaKa EKTOG anod peoalazivn. LTn SLGPKELD TNG NAPAPOVAG TOU OTNV KAPOLOAOYLKA KAWLKA N UNOKEL-
pevn eAK@ANG KoAiTig nTav oe coBapn €€apan. Me Tnv BeATiwaon Twv ekdnA@oewy TNG puokapditidog
dlakopioBnke otnv yaoTpeviepoAoylkn KAWVLKA. O evO0OKOMLKOG EAEYX0G EDELEE TUNLKN ELKOVA EKTETA-
pévng eAk@doug KoAiTLd0g n onoia entBeBalwBnke LoTohoykme. H Bepaneia pe kopTikoaTepoetdn (50
mg prednizolone V) eixe wg anotéAeopa Taxela BeATiwon TnG KAWIKNG £1KOVOG. MeTa Tnv £€€0806 Tou
KAl Je TV peiwaon Tou KopTlkoeldoUg o acBevng unotponiace. H xopiynon azaBelonpivng npokdAeoe
TaxUTaTN NTOON Twv AEUKWV Kal Olekonn. Enavaxopnynon KopTIKOEWS®V 0 PeYAAEG SOOELG EIXE WG
anoTéAeopa ek véou BeATiwon Twv evoxANpaTwy KaBwg Kat TNG EVOOOKOMLKAG KAl LOTOAOYLIKNG ELKOVOG
TOU nax€og evrépou. Eva pnva PeTa TNV UNoTponn Kal EUPLOKOUEVOG OE PELOUPEVEG OOOELG NPEDVLZO-
Aovng éAaBe ek véou pecaAagivn. Auo eBdopadeg PeTa kat e Tnv al§non Tng d00EwWG 0Ta 4 dLoKia
Asacol nuepnoiwg EvEPAVLOE €K VEOU KAVIKOEPYAOTNPLOKEA OUUNT®MATA Kal onpeia puokapdirdog. H
xopnynon peoaAazivng SLEKOMN OPLOTIKWG. Zupnépagpa: H puokapditig anoteAel SUVNTIK®G EMLKiv-
duvn eEWEVTEPLKN ENNAOKA TNG EAKWOOUG KOAITIO0G OPELNGUEVN 0T HecaAagivn.



OVOPTNUEVEG OVAKOLVOGELG DB

H ZYMBOAH TQN EAAHNQN FTAZTPENTEPOAOIQN XTHN EPEYNA THZ IAIONA60YX
OAErCMONQAOYX ENTEPIKHX NOXOY (IOEN)
|.K. Tpravra@uAAidng.
laoTpevrepohoyiko Tunpa levikou Noookopeiou Nikatag.

Ikonodg: H exktipnon tng dteBvolg cupBoAng Twv EAAvVwV yaoTpevtepoAdywv oTnv npoodo Tng
enwdnplohoyiag, dldyvwong kat Bepaneiag Tng eAkwOoUG KoAiTLO0G Kat vooou Tou Crohn. YAtké-
MéBodot: AvazntnBnkav ol epeuvnTIKEG epyacieg Twv EANAvwy yaoTpevrepoldywv otn dieBvn Baon
dedopévwy PubMed pe tnv xpnon twv Aé§ewv-kAeldtwv: Greece, Gastroenterology, inflammatory
bowel disease, ulcerative colitis, Crohn’s disease. Ot peAéteg dlaxwpioTnkav oe eMONPLOAOYLKEG,
KALVIKEG, MEPLYPAPEG NEPLNTWOEWY, HEAETEG BEPAMNEUTIKAG QVTIUET@MLONG TNG VOOOU KAl PEAETEG
Baotkng épeuvag. Kataypapnkav: To neplodikd oto onoio dnpoolelBnkav, To €10G dNPoCieuang, o
OUVTEAEOTNG ANNXNONG Tou MePLodikoU, KaBwg Kat To KEVTPo oTo oroio dlevepynBnke n HEAETN. Agv
kataxwpnBnkav PeAETEG TUMOU AVAOKOMNOEWY N ypAupaTa npog Tov ekdOTN. KataxwpnBnkav opwg
ypappara npog Tov €K8OTN £QOCOV NEPLEYPAPav anoteAéopata n KAWLKG dedopéva evdlapepolong
nepNT@oews. AnoteAéopara: Xtn SlapKela TNG €lkooaeTiag 1986-2006 kataypa@nkav GUVOAK®G
88 epeuvnTIkEG epyaoieg. XTov nivaka 1 gaivovratl n yewypa@lkh NEPLOXA EKNOVNONG TNG HEAETNG, TO
€100G Kal 0 aplBpoOG TwV PEAETAOV, TO CUVOAO TwV PEAET@V KABE YEWYPAPLKNG NEPLOXNG KABMWG Kal To
oUVOAO TwV PEAET®Y KaTd B€pa.

Geographic area Incidence Clinical characteristics | Case report [ Diagnosis | Treatment Basic TOTAL
Prevalence research

Athens 6 7 4 17
Crete 2 2 5 2 17 28
loannina 2 2 4 1 1 7 17
Pireaus 9 7 4 4 24
Larissa 1 1 2
TOTAL 5 19 16 3 12 33 88

Ot peAéTeg NpogpxovTal anod 4 KUpLwg YEwypapLka dtapepiopgata TNG Xwpag Pe ion nepinou Kata-
VOUR Tou aptBpol TwV €pyactv PE GNUAVTIK®G OHWG dLaPOPETIKO €100G oUVELoPOPAG. Ot HEAETEG
onpootelBnkav oe 30 CUVOALK®G JLOPOPETIKA NEPLOOLKA JE OUVTEAEOTN ANAXNONG KUPAWVOUEVO ano
1 €wg 12. H Taotpevreporoyikn KAwikn Tou Maveniotnpiou Kpntng ouvéBaAe pe peAéteg Baoikng
€peuvag Kat enwdnplohoyiag, n Taotpevrepohoyikn KAwikn tou KpatikoU Noookopeiou Nikaiag
HE KMVIKEG HEAETEG, MEPLYPAPEG MEPLNTWOEWV Kal PeAETEG BepaneuTIKAG avTipeT®@niong, n A’
[aoTpeviepohoyikn KAwikn Tou Noookopeiou «EuayyeMopog» pe peNETEG BEPANEUTIKAG QVTIPET®-
nwong kat n laotpevrepoAoytkn KAwikn Tou lMaveniotnpiou lwavvivwy pe pehéteg endnpiohoyiag
kat Baolkng €peuvag. Ztnv nevraetia 1986-1990 dnpooteuBnkav cuvolk®G 8 peAETEG, oTnNV MevTa-
etia 1991-1995 8 peléteg, otnv nevraetia 1996-2000, 24 peléteg kat otnv nevraetia 2001-2005,
45 pelétec. Zupnépacpa: H oupBoAn twv EAARVwv yaoTpevrepoAoywv otnv épeuva Tng IOEN eivat
LKAVOMOLNTIKN KUpiwg oTn dLdpkela TnG TeAeuTaiag OekaeTiag. TEooepa KUPiwG KEVTpaA aoxoAouvrat
OUOTNHATIKOG P TNV €peuva Tng IOEN.



OvOoPTNUEVEC OLVOKOLVOGELC il

XPONIO AIAPPOIKO ZYNAPOMO (>20 ETH) NZ MONAAIKH EKAHAQEZH NOZOY TOY
CROHN ZE AI6ENEIZ TPITHZ HAIKIAZ: MEPITPA®H AYO NMEPINTQXEQON
I.K. TptavrapuAAidng', Mapia Muhwvakn', M. Xapakakng', ®. Tewpyonoudog’, A.
Yraparakn', A. Maotpayyehng, T. Mépog?
laoTpevrepoloyiko Tunpa Mevikou Kpatikou Nogokopeiou Nikatag!, A' Xetpoupytkn KAwikn
MavenioTnpiou ABNVGY, NoGOKOPEID «ATTIKOV»Z.

Ewsaywyn: Ta cupntopata Tng vooou Tou Crohn pnopel va eival 1600 TUNka @woTe va TiBeTat n
oLayvwon Taxutata, n avilBEéTwg o€ TéTolo BaBuo pn €101kd, waoTe n dLdyvwon va kaBuoTepel yla pakpa
oelpa eTwv. [daitepa oe dtopa TpiTnG NAKiag, Ta oupNT@PATA PNopei va eival eviEA®G ATuna Kat £Tot
n dlayvwon va kaBuoTepel yla HakpOTaTo Xpovikod dtacTnpa. IKonog: H neplypagn dUo nepinTooewy
aoBevawv pe vooo Crohn aToug onoioug n dLayvwon T1€Bnke TEMK®G 20 €Tn PETA TNV EvapEn TOU XpOVIOU
StappoikoU ouvdpopou To oroio anoTtehoUoe Kal TNV povadikn ouct@dn KAVIKN ekdnAwaon. Meplypapn
nEPNTOOEWV: AUo dvdpeg aoBeveig nAikiag 70 kat 68 eT@V avTLOTOIXWG, AVTLUETWNIZOVTAV CUPNTW-
PaTIKA yLa HAKPOXPOVLA CUPNTAOMATA ano To MENTIKO, O€ SLA(Oopa VOOOKOHELD KUpiwg Xpovio S1appoikd
oUvOpopo and 20 eTwv. OL TPEXOUTEG SLAYVWOELG Noav «xpovia dLappola AyvwoTng QUOEWG» NBavmg
oTa nAaiola euepeBioTou evrépou. H dldyvwon Tng unokeigevng vooou Crohn TehikoU elheol T€Bnke
Kat oToug dUo acBeveig pe Tov KaTaAANAO KAWIKoepyaoTnpLakd EAeyxo. KAwikn BeAtiwon entreuxBnke
pe KataAnAn BepaneuTikn aywyn. ZTov éva acBevn anaurnBnke TeEAKWG (0€ oUVTOHO XpOVIKO 3La-
0TNPa HETA TNV SLAYVWON) XELPOUPYLKN EKTOUA TOU TEALKOU €LAE0U AOyw oupnTwpatoloyiag atehoug
ano@pakTikou elheou. MapakohouBnon yia 1 kat 2 €Tn yeta Tnv dlayvwon deixvel Alav LKAVoOnoLNTIKN
nopeia pe UPEON TOU XpOVIOU dLappoikou ouvdpopou. Zupnépacpa: H vooog Crohn pnopei va ekdn-
A@VETAL yla HaKPA OELPA ETOV WG XPOVLO dLappoiko cUVOPOPO AyvwaoTng atrtohoyiag. XTnv dlapopLkn
OLayvwon xpoviou dlappolkoU ouvdpOpoU e ATopa Tpitng nAkiag npénel va nepthapBaveratl kat n
voaog Tou Crohn.



OVOPTNUEVEG OLVAKOLVOGELC [DENY

H YNAPEH MEKEAAEIOY AMOO®YXIEQX XE ALI6ENH ME NOXZO CROHN AMNOTEAEI AITIO
IOBAPHZ ANAIMIAZ? NEPIFPA®H NEPINTAQXEQX
LK. TptavtaguAAidng’, T Népoc?, A. MaoTpayyeAng', ®. lewpyonourog', Mapia
Mulwvakn', M. Xatpakakng

TaoTpevrepoloyikod Tpnpa Mevikow Noookopeiou Nikatag!, A Xepoupyikn Khwikn Maventotnpiou
ABnvav, Nocokopeio «ATTikov», ABrva?.

Ewgaywyn: H pekéhelog andguan eivat gua kKAnpovoptkn avwpalia Tou TeAkoU elleou. H ouxvotnTa
TNG OTOV PUGLOAOYLKO NANBUOpG unoAoyizetal oe 1-2%. MekéAelog andpuon wg ouvodog GLayvwon oe
aoBeveig pe vooo Crohn éxetl onaviwg nepypagei. ZKONGG Tng napousiaong autng eival n neplypapn
nePNT@OEWG vooou Tou Crohn n onoia €ixe wg 10 oNpavTikoTEPO CUPNTWHA ENiHOVN GLONPONEVIKN
avatdia adteukpiviotng attioloyiac. Meplypa@n nepinT®oews: Enpoketro yia yuvaika acBevi nAikiag
42 €1y, n onoia npoonABe yla dlepelvnon xpoviou dlappoikou cuvdpOpou, HIKPNG anwAelag Bapoug
Kat KataBoAng duvapewv. H dtayvwon tng vooou Crohn tou TeAKoU elleol T€BNKe eni Tn Baocel
TV EUPNPATWV TWV AMNELKOVIOTIKGVY £EeTA0EWV (aEOVIKNG Topoypagiag Kowhiag, dlaBacswg AenTou
eVIEPOU, SLadEPHIKOU-BLAKOIALAKOU unepnxoypagnpatog), kolovookonnoews (aduvatog n diodog
ToU evdookoniou 8ta TG eLA0TUPALKNG BaABISOG aToV TEAIKO €LAED), KAL TWV LOTOAOYIKGOV EEETACEWV
delypatwv Tou BAevvoyovou Tou TeEAlkoU eltheou Ta onoia eAngBnoav dta péoou Tou oTopiou TG BaA-
Bidog. H vooog avranokpiBnke Tax€wg OTNV GUVTNPNTLKA aywyn PE XOPAYNON KOPTLKOGTEPOELIGY,
avTIBLOTIKWY Kal PECAAApivng. XTn SLApKELD TWV TPL@OV TNG NapakoAoUBnong KUpLo KAVIKO onpeio
ATav n peyain avayia (ATOON ToU ALEATOKPITOU KATWY anod To 6plo Twv 30) PE XapakTApEG oldnpone-
viag. H avranokpion otn xopAynon oldnpou unnp&e LkavomnotnTikn yta va enavéABel 6pwe n avatpia
peTa aAAoTe GANO XpoViKd dLaoTNpa Xwpig oudENOTE va undpget EPPavng anwAeta aipartog. Adyw Tng
OTEVWOEWG TNG ELAEOTUPAIKNG NePLOXNG OeV eMXELPNBNKE n €€ataon pe evOoOKoMikn Kayoula. H
aoBevng unoBANBnKe oe ekTopN Tou TEAkoU etheoU. O xelpoupyog dlenioTwaoe Tnv Unap&n pekeAleiou
ano@UOEWG Kal eNEEETELVE TNV EKTOUN Tou evTépou. H avavnyn unnpge taxeia kat aveu npoBAnpE-
Twv. Eva étog petd tnv enépBaon n acBevng eival oe aploTn KataoTacn xwpig evoeiEelg avalpiag.
Zupnépacpa: H unap&n pekeleiou anopUoews pnopet va ouvodevel aoBeveig pe vooo Crohn. H
unap€n Bapeiag avepunveutng avatyiag oe aoBeveig pe vooo Crohn npénet va epBarieL otnv unédvola
unap&ng pekeAeiou anopUoEwG.



OvOoPTNUEVEC OVAKOLVWGELG BB

Y®EXIH IKAHPITIAOZ KAl WAPIAZENX XE AZ6ENH ME NOXO CROHN ME THN
XOPHIHIH ANOXOTPOMOIMOIHTIKHE AIAITAZ (MODULEN IBD) OX AMOKAEIETIKHZ
AIATPO®HIX
I.K. TptavraguAidng', . Mavrzapnc?, Katepiva AcBéoTn®, T. Malyapwog', Aotepia
Ytapatakn', Mapyapita OkTwparou’

Taotpevtepohoyiko Tunpa Mevikou Noookopeiou Nikatag', A’ FaoTpevrepoloyiké Tpnpa
Noookopeiou «Euayyehlopog»?, Aeppatohdyoc®.

Ewoaywyn: H vooog Crohn (NC) ouvodevetat and cwpeia eEwevreptkv ekdNA@OEwY oxedov and
KaBe dpyavo n ouaTnpa. MeTa€l aut@v ekdNAOOELG anod Toug o@BaAuolg (okAnpitig) kat To dép-
pa (ywpiaon) pnopei va eivat oxt Hovo BaoavioTKEG yla Tov acBevn, ald kat e€aLPeTka avBekTL-
k&G otn Bepaneia. To Modulen IBD eivat dtatpopikd okevaopa udpoAupévng Kazgeivng, nholoto o€
MetatpenTikd AuEnTiko Mapayovra-Bita (TGF-B) pe onpaviikeg aviipheylovadelg dpacelg o aoBe-
veig pe NC. Zkondg: H nepypapn nepintwoewg acBevols pe vooo Crohn kat eEwevTeptlkeég eKONAK-
O€LG OKANPLTIOO KAl Ywpiaon Pn avianokpWOHEVEG OTNV QAPUAKEUTIKA aywyn. H aoBevig eppavioe
Beapatikn BeAtiwon ndn peTd TNV NApodo Tou NP®TOU 24MPOU anod TNV eQAppPoyn TNG avooodlaTpo-
eng. Mepypa@n nepinT®oews: MpokelTal yia veapad yuvaika acBevn nAikiag 26 etwv. H vooog Crohn
AenToU evrépou dleyvmwabn To €1og 2000. H eqappoyn ouvTnPNTIKNG aYwyAG PHE KOPTIKOELDN, HEGAAA-
zivn Kat avTiBloTika BeATiwoe Npoowpveg Tn vooo. H npoonabela peiwong Twv KOPTLKOEWDGMY KAT®
anoé oplopEVO Oplo eixe WG anoTéEAEoHa enaveppavion Twv ocupntwpdtwy. H évapgn Bepaneiag pe
azaBetonpivn eixe wg anotéAeopa eppavion ofeiag naykpeatitldog Tnv Tpitn npgépa Tng xopnynong
kat dlekonn optoTikwg. Ano To 2000 €wg To 2003 n vooog Atav oe NAnpn UPeon, OPWG anod Tov 8% 1ou
2003 unoTponiace Pe KUPLO XAPAKTNPLOTIKO EEWEVTEPLKEG EKONAWOELG (okANpiTida de€lov opBaipou).
Tov Mdio Tou 2004 apxioe Bepaneia pe Inflaximap (Remicade). Meta Tig np@reg 3 eyxUOELG UNNPXE
anpavTikn BeAtiwan. AkoAouBnoe eupavion Ywplacewg (MaAaun, TPLXWTO KEPAANG, OPPAAIG, YEWWN-
TIKa opyava). Tpignvn Bepaneia pe Tonkn epappoyn KopTKoeldwV BeATiwoe TG BAABEG 0TO TPLXWTO
TNG KEQAANG OXL OpwG oTa AAAa onpeia Tou owpaTtog. H ouvéxton Tng xopnynong Remicade BeAtiwve
Ta oUPNTOUATA TIG NPWTEG 1-2 eBOOPAdEG OPWG PEXPL TNV ENOPUEVN €yXUCN TA CUUNTMOHATA NTAV OE
€€apon. Itn dldpketa xopnynaong tou Infliximab epgavicBnkav kat aAa npoBAnpata 6nwg Kpota-
@oyvabikn apBpirig, ouxvég ekBUOELG enxeilou épnnTa, apBpalyieg (onovBuAikh oThAAN), kKataBoAn
Sduvapewyv Kkat duoxépela avanvong. TéAog n €yxuon Tou Remicade ouvodeuodTav ano nTw@on apTnpla-
KNG nieong kat évrovn kataBoAn duvapewv. H Bepaneia pe Infliximab dunpkeoe ouvoAikwg 18 pnveg.
Tov lavoudpto Tou 2006 n okAnpirLg unoTponLazel pe evrovotato alyog, epuBpotnta opBaApol, peiwon
pEXpL e€apavion Tng 6pAONG Kal NTwaon Tou BAepapou. XTig 28 lavouapiou Tou 2006 yivetat évapén
Bepaneiag pe avoootponowntikn diatra (Modulen IBD). To npaTo 24wpo BeATLONKaV oL eKSNAGOELG
ano Tov opBaAuo dpwe oL movol e§akoAouBoloav. LTo TéAog TNG npwTng eBdopadog Bepaneiag n
aoBevng aloBavertal onpavtikn BeAtiwon. To ywplopoppo e€avBnpa apxizel va unoxwpel apxikd ano
Ta YEVVNTIKA Opyava Kat oTn GUVEXELD OTLG unodAotneg BAABeg, ot ndvol oTn onovOUNKN oTAAN €Xouv
e€apaviobel, n akpn Tou npoownou (Aoyw Tou KopTlkoeldoUg) apxizet va e€apavizeTal kat n ékBuon
enwxetAlou épnnTta petwveral n e§agavigetat. 1o TéAog Tng 0eUTEPNG €Bd0pAd0C €NELdN n KePaiadyia
Oev unoxwypel evieAwg anogpaoizetat n xopnynon Mesulid. Zuvolikwg €éAaBe dUo Stokia otn didp-
KEL Twv enopévwy nuepwv. H kepaAalyia e€apavizetat. X1o TéAog TnG TpiTng €BOopadog n 6pacn
€xel anokataotaBel TeAeiwg, N Ywpiaon €xel UNOXWPNOEL oNpaAvTLKOTaTa. MeTd To TENOG TOU NPGOTOU
pnva apxioe BaButaia enavaocition pe dwatnpnon duo yeupatwy Modulen IBD npepnoiwg. Méxpt Tn
OTLYHA TNG ONPOCieuong Twv anoTeAecuaTwy n acBeviag ocugnAnpavel oxedov dUo pnveg Bepaneiag
€UPLOKOPEVN O€ APLOTN KATdoTaoN. Zupnépaopa: H avoooTponotnTikn aywyn n oroia neptéxet TGF-a
BeATlvel Tn okAnpitida Kat Tnv ywpiaon o€ acBevh pe vooo Crohn.



OvOoPTNUEVEC OVAKOLVOGELC HLIK

OITEOMNENIA LTOYXZ ALI6ENEIZ ME ®OAEFMONNAEIXZ NOXOYXI TOY ENTEPOY
1Pantaknc Epypavoun), opBonatdikoc, ZA)\OL(ppClYKhC Mnvag, opBonatdikog,
3/\OUK(JC Baoiing, opBonatdikog, 4Zewakn Ewpnvn, voonAeUTpla, Zaxaptoudakn Avva,
PEUHATONOYOG

'P¢Bupvo, 2XUpog, *Hyoupevitoa, “MATNH, SPéBupvo

Ewoaywyn. Yndpxel ouox€Tion peTagu TNG HELWHEVNG OOTIKAG MUKVOTNTAG KAl TV PAEYHOVWOMY
voowv Tou evrépou. Mepinou 1o 30% pe 50% Twv aoBeviv pe pAeypovadn vooo Tou eviépou (O.N.E.)
€XOUV PELWPEVN OO0TIKA HAZa.

IKOnOG: ZKonog autng Tng PeAETNG eival va eAéy§oupe Ta atopa Ta onoia nacxouv anod O.N.E.
Kat éxouv ooTeonevia, (ooteonevia kata W.H.0) T-score (-1,5 éwg -2,5) oTnv avranékptlon Toug otn
Bepaneia pe aoBeotiou kat vit D.

Mé£Bodocg kat agBeveig: MeAetnoape 25 aoBeveig, 15 yuvaikeg kat 10 avdpeg, mou €naoxav ot 12
ano véoo Crohn kat ot 13 and eAk@dn KoAittda. Ot acBeveic ixav nAikia M.0. 45 étn (23,5 €wg 56,2).
AnOKAELOTNKAV OL HETEPHNVONAUGLAKEG YUVALKEG KAl Ol YUVAIKEG MOU EIXAV KAVEL ONKN UCTEPEKTOUN.
Eniong anokAeioTnkav 0AEG oL yuvaikeg Kat ot avopeg ot onoiot €nacxav anoé vooo Tou Bupeoetdolq
kat eAapBavav Bepaneia. Le 6Aoug €ytve YETpNon ooTKNG nukvotntag OMLY, pe DEXA. T-score M.O.
-2,1SD (-1,5 €w¢ -2,4). T 6houg xopnynBnke aoBéoTio 500 mg kat vitD 400 I.U. yia éva €Tog. Alapkela
peA€TNg 1 €10G.

AnoteAéopara: Kavévag anod Toug aoBeveig dev StEkoye TNV aywyn. H p€Tpnon TG 00TIKAG MUKVO-
TNTAg PETA and éva érog ntav T-score M.0. -1,8 SD, (-1,5 éwg -2,2). P<0,005, 0TaTloTIKa onpavTike. H
xopnynon Tou acBeatiou kat Tng vit D nTav noAU kKaAd avektn and dAoug Toug acBeveig nou énaoxav
anod GAeypov@dNn vOoOo TOU EVTEPOU.

Lupnépaopa: H xopnynon aoBeoTiou Kat vit D oe aoBeveig nou naoxouv and ®.N.E., paiverat
OTL £XEL KAAN QVOXN Kal anoTeAeopatikotnTa. To BeTIKO anoTéAeopa and Tnv PETPNON TNG OCTLKNAG
pazag, nBava opeiletat otn BeAtiwon Tng anoppd@naong Tou Ca kat Tng vitD ano To évrepo, Adyw
Tng duoave§iag nou MapoucLdzouv ol NePLOCOTEPOL AMo TOUG napandavw acBeveig oto yaAa kat Ta
napaywya Tou.



OVOPTNREVEG OVAKOLVOGELG NP

EAEMXOZ AZ6ENON ME ®AETMONQOAH NOXO TOY ENTEPOY KAI OXTEONOPQIH
1Pantaknc Epypavoun), opBonatdikoc, ZA)\OL(ppClYKhC Mnvag, opBonatdikog,
3/\OUKc'lc Baoiing, opBonatdikog, 4Zewakn Ewpnvn, voonAeUTpla, Zaxaptoudakn Avva,
PEUATONOYOG

'P¢Bupvo, 2XUpog, *Hyoupevitoa, “MATNH, SPéBupvo

Ewoaywyn. H xpovia gAeypovn eival n kuptotepn attia anwAetag ootol. Ot peupaTikég voool, ot
anovdulapBondabeteg ala Kat ot pAeypovdelg voool Tou eviépou (ONE) npokaholv ooTeondpwon
Kat au§davouv Tov Kivduvo kataydatog. MpopAeypovmdelg kitokiveg onwg TEN-a, IL-1, IL-6 evepyo-
MoLoUV TOUG 00TEOKAAOTEG KAl NPoKaAoUv 00TEONOPWON.

IKkonog. Autng Tng HEAETNG eival va peleThooupe Tov niBavo kivduvo and Tnv avantuén xaunAng
0O0TIKAG Pdzag oToug aoBeveiq e PAEYHOVWOELG VOOOUG TOU EVIEPOU.

Mé£B0doc. MehetnBnkav 30 acBeveig (20 yuvaikeg kat 10 avdpeg) pe ONE. To epwrnpatoAdyio
nep\apBave TG akohouBeg epwtnoetg 1)nAwkia, 2JpUMo, 3)TUnog kat Stapketa Tng ONE, 5)Anywn kat
Slapkela Tng Bepaneiag pe KopTikooTePOEWdn, b)ndool ehapBavav eappaka yua tnv ONE, 7Jndoot
aoBeveig eixav Xelpoupylkn ekTopn eviépou. AnokAeioTnkav o6ool acBeveig €naoxav AydTtepo ano
Tpla éTn Kat 6ool aoBeveig eixav AdBet Bepaneia yia Tnv ooTeondpwaon, kat 60eg yuvaikeg ntav
HETEUNVONAUCLAKEG. L OAOUG Toug aoBeveig €ywve pETpnon o0oTikNg nukvoTnTag pe DEXA OMIE kat
1ZXI0Y . To 46,7% AauBavav KopTIKkooTEPOELON yla neplocdTepo anod dUo €Tn. 7 aoBeveig eixav KaAvel
evrepekTopn. Ohot edapBavav avti ONE pappaka.

AnoteAéopara. MehetnBnkav 30 acBeveig ano Toug onoioug ot 16 eixav N.Crohn kat ot 14 gixav
Ulcerative colitis. O pgoog 6pog nAkiag nrav 48,6 £1n (22-75). Z1nv peAétn autn Bpebnke 0Tt T0 25,3%
ano Toug aoBeveig eixav ooTeonevia Kat 1o 74,7% eixe ooteonopwon. To T-score ouoxeTizoTav 1600
pe Tnv dLApKELa 000 KAl PE TNV €vTaon TNG VOOOU.

Zupnépacpa. Xe 6Aoug Toug aoBeveig ot onoiot nacxouv and ®NE npénetva yiveral y€rpnon ooTtL-
KAG MUKVOTNTAG, NP®TOV N 1dla N vooog Kal deUTEPO N HAKPOXPOVLA XOPAYNGN KOPTLKOGTEPOELDWY, Ta
onoia xopnyoUvTat yta Tn Bepaneia Tng vooou npokaAolv ooteondpwaon. Ma 6Aoug autoUs Toug Adyoug
ot aoBeveic pe ONE €xouv au§npévo kivouvo va eKONAWOOUV 00TEONOPWON.



OVOPTNUEVEG OLVAKOLVOGELG N

EAEMXOZ ANOXHZI KAl ZYMMOP®OIHE ITA AIOOQIOONIKA IE AI6ENEIZ ME
OITEOMOPOIH KAl ®AEFTMONQAH NOXZO TOY ENTEPOY
1Pantakng Epypavoun), opBonatdikoc, 2A)\otqapa\(Kr'u; Mnvag, opBonatdikog,
3Aoukag Baaing, opBonatdikag, “Zewakn Elpnvn, voonieutpla, Zaxaplouddakn Avva,
PEUPATOAOYOG
'P¢Bupvo, 2XUpoc, *Hyoupevitoa, “MATNH, *P¢Bupvo

Ewoaywyn. Ot aoBeveig ol onoiot naoxouv and GAeypovadelg voooug Tou eviépou (ONE), €xouv
au€npévo Kivduvo va naBouv 00TEONOPWTIKO KATaypa. AuTd £xeL 0xE€on 1000 pe Tnv idta Tn vooo (ONE)
0600 Kal pe Tnv Bepaneia Twv KOPTIKOELOWV.

IKonoG. YKomnog autng Tng PeAETNG eival va eAéy§oude oToug aoBevelg ol omoiol Naoxouv ano
ONE, kat £xouv ooTeondpwon, T-score <-2,5 (kata WHO) tnv avoxn Kat Tnv anoTEAEOHATIKOTNTA TWV
OLPOOPWVLIK®Y OE auToUG.

Mé£Bodog kat agBeveig. MeAetnoape 32 aoBeveic, 14 yuvaikeg kat 18 avdpeg, nmou €naoxav ot
18 ano6 véoo Crohn’s kat ot 14 anod eAkodn koAittda. Ot aoBeveig eixav nhikia M.0. 47 €tn (25,9
£w¢ 68,2). ANOKAELOTNKAV Ol JETEUPNVONAUGLOKEG YUVALKEG KAl OL YUVALKEG MOU €iXaVv KAVEL OAKN
uoTepekTopn. Eniong anokAeioTnkav 6Aeg ot yuvaikeg kat ot avOpeg oL onoiot Eénacxav and vooo Tou
Bupeoeldoug kat eAapBavav Bepaneia Kal gixav OTopLlkod pe oloopayitida. e dAoug éywve pétpnon
ooTkng nukvotnTag OMEE kat aplotepou 1ZXIOY pe DEXA. To T- score nrav M.0 -3,5 SD (-2,9 €wg
-4,5). L' 6Aoug xopnynBnkav 500 mg aoBeotiou kat 400 iu vit.D, eniong xopnynBnkav SLpoo@wvika
(16 éNaBav Aledpovarn oe 86on 70 mg tnv eBSopada) kat (16 éaBav Poedpovarn oe d6an 35mg Tnv
eBdopada). Aldpkela peAeTng 1 £10G.

AnoteAéopara. H pétpnon TG 00TIKNG NUKVOTNTAG PETA aNo €va €106 nTav T-score M.O. -2.8 SD,
(-2.6 £wg -3,8), P <0,001, otatiotika onpavriko. Ano toug acBeveig duo diékowav Tnv Bepaneia, ot 30
oAokANpwoav TNV aywyn Kat ATav KaAd avekTn.

Lupnépacpa. H xopnynon Twv S1poopwvikmv oToug acBeveig pe ONE gaivetat 61t €xet KaAn avoxn
Kat anoteAeopatikotnTa. H al§non TnG 00TIKAG PAZAG HELWVEL TOV KivOUVO 00TEONOPWTIKOU KaTdypa-
ToG 0ToUG aoBeveig nou ndoxouv and ONE.



OVOPTNREVEG OLVAKOLVOGELG NLEP

HMATOTOZEIKOTHTA XE AI6ENH NOY EAAMBANE AZAGEIOMPINH ITA MAAIZIA
OEPAMEIAL EAKNAOYX KOAITIAAZ
M. Zenkag, I. . KaAwakpavng, I Wavng, K. KaMiyepog [”, M.Kapavravog,
E. Kapkavrzog

Taotpeviepoloytkn KAwikn 1°Y Noookopeiou IKA, Mevrén, (1) A MaBoloyikn KAwvikn  1°¢
Noookopeiou IKA, MevréAn

Etgaywyn: H 6 yepkantonoupivn (6-MP) givat To apuakoloylkag dpacTikd npotov

nou npokUNTeL anoé To peTaBoAopd Tng azabelonpivng. H azaBelonpivn xpnotponoteital eupéwg
yla Tn Bepaneia eAKOOOUG KOALTIOAG, OPWG Eival papUaKo To onoio Oe oTePELTAL NAPEVEPYELDV NMOU
OpLOPEVEG POpEG eival coBapeg.

Ikonodg: H napouciaon evog evola@épovTog MepLoTaTikoU nnatoto§lkdtntag and azabetonpivn,
nou eAauBave and dwunvou avdpag acBevng yia Tn Bepaneia eAKOOUG KOAITIOAG.

YAko péBodog: Avopag 67 €TV NpoonABe 0TO VOOOKOHELD PAG PE AVAPEPOPEVO AAYOG OTNV
avaToplkn neploxn Tou de§lou unoxovopiou anod 24wpou, EVM O €PYACTNPLAKOG TOU EAEYXOG AVE-
det€e Tpavoapvacatyia kat av§non ALP kat y-GT.Avagpépetal napopolo nepLoTaTiko npo 4npépou
onoTe enokEPONKe GAo voookopeio onou SLantoT@BNKe yla NP&TN popd dlatapaxn TNG NMATIKAG
Bloxnueiag. And TO ATOPLKO TOU AVAPVNOTIKO MpokUNTEL UNoBupeoeldlopdg Kal eAK®ON KOALTLOa
nwoTonoloUpevn ano ekBEoeLg BlowikoU UALKOU Nax€og eVTEPOU PUETA and voonAeia og €LOLKO KEVTPO
Twv ABnvav npo 5eTiac.0 aoBeving avapépet npoopatn évap&n Bepaneiag pe azaBetonpivn, n onoia
xpovoAoyeitat anoé 2pnvou.

AnoteAéopara: Ano Tnv KAwLkn e§€Taon dlantoTwBnke ,nnLo dAyog de&lou unoxovdpiou KaTa TNV ev
Tw BaBel ynhagnon. Ano Tov epyacTnplakod Aeyxo dlanoTwBnkav auEnpeveg TpéG Twy : AST:488U/
L (@.1:5-40U/L), ALT:525U/L (¢.1:7-56U/L),GGT:447U/L(p.1:5-85U/L),ALP:923U/L (¢p.1:17-142U/
L),CRP:17mg/dL (p.7 <0.8mg/dl),PT:13.63sec(¢.T:11-13sec) ,INR:1.28, APTT:29.5sec (¢.1:21-35sec).
Ev® oL TLEG TNG OMKNG Kat apéoou xolepuBpivng ntav :TBIL=1.8 mg/dL (¢.1:0,2-1,0mg/dl), DBIL=0.9
mg /dl(¢.1:0,0-0,8mg/dl) avrioTowxa. Kara tn dudpkela Tng voonAeiag Tou o acBevng uneBAnBn oe
nepaTépw €EETACELG ONWG :EAEYX0 QUTOAVTIOWHATWV(avTINUpNVIKG avTiompara,Avii-dsDNA, avtiom-
para, évavrt Aelwv putkv wav, avit-LKM,évavrt P-ANCA, evavrt C-ANCA,) Ta onoia anéBnoav apvn-
TIKa. Eniong, éywve €Aeyxog yia 10 avilpwo@oNndiko aviiowpa évavit kapdlohnivng (a CL) o onolo
ATV apvnTIKO €V N PETPNON Twv NpwTelv@dv C Kat S, yvwoTEG yla TNV avTLNNKTIKNA Toug dpdon ntav
€VTOG PuaTLohoylk@v opiwv.0 opohoytkog EAeyxog yia kapkwikoug deikteg (CEA,CA19-9,A-FP,PSA)
Onwg entong Kat o LOAoyLKAG €Aeyxog yla nnatindeg (HBV, HCV) anéBn apvnTikog. H nAektpopodpnon
npwteivov avédelEe au€npévo noooatd B-oeatpwav (16.84 %) (puo. Tipég= 9.80- 15.50%) kat n Tipn
TNG 0EPOUAOMAACPIVNG NTAV €VTOG PUGLOAOYIK®YV opiwv. O aoBevng napépetve yia voonieia 19 nuépeg
pe otadlakn BeAtTiwon Twv OELKT®Y TNG NNATIKNG Bloxnueiag peta tn dtakonn tng AZA. Metd and éva
pAVa 0L TPOVOAPWVACEG Kal Ta XoAOOTATIKA EVZUpa NTAV EVIEADG QUOLloloytka (AST:38,ALT:36,GGT:2
4,ALP:251 TBIL=0.76, DBIL=0.23).

Lupnepaopara: Au§npuEve apwvoTpavopepdoeg napouctazovrat nepinou oto 9% Twv acBevav Kat
oxeTizovral pe Tnv napousia uyniav entnedwv 6-MP. H AZA npokalei duo TUNoug nnatoTo§LkoTNTAG,
Mo coBapég xolooTatikég nnatitdeg eivat ondvieg kat apopouv Ayotepo and 1o 1% Twv acBevamv.
MpwTtov n xpnon Tng ouvdgeTal pe ofeia nnatitda xoAooTatikoU TUMOU TNG OMOLAG N NPWTEUOUTA
LoToAoylKN BAGBN BpilokeTal oTNV KEVIPLKA Zvn eV OEUTEPOV CUVOEETAL PE TN PAEBO-ANOPPAKTIKA
vooo (DAN] kat 0zwdn avayevvnTikn unepniacia



OVOPTNREVEG OVAKOLVWOGELG NLIPE

ENAIA®EPOYZA NEPINTAZH KAPKINOY MAXEOXZ ENTEPOY £E EAA®OX IAIOMABOYX
OAEFMONQAOYZ NOZOY TOY ENTEPOY.
I. I KaAMuwakpavng, X. KouBidou’,M. Lonkag, M. Kapavravog, B. ApT'LKnc;,2
E. Kapkavrzog

Faotpevrepoloyikn Khwikn 1°° Noo. IKA “"H MENTEAH", 1. NMaBoAoyoavatopiké Epyaotnplo TN " H
EANIZ™, 2. Evdookoniko Epyaothplo TN ™ H EAMNIZ”

Ewgaywyn: ApkeTég @opég n dlakplon peta§u eAkwdoug KoAiTdag kat voco Tou Crohn eivat
Oduoxepng. IdLaitepn npoooxn, yla Tov Kivduvo kakonBoug e§alayng anatreitat oe aoBeveig nou €xouv
noAd £Tn Slayvwopévn Tnv vooo.

Ikonog: H napouciaon evog evilaQEPOVTOG NEPLOTATIKOU KAPKIVOU MAXEOG EVIEPOU OE £0APOG
1dlonabolc pAeypovwdoug vooou, yvwoTth and 20etiag, n onoia apxikwg eixe dlayvwobel wg vooog
Tou Crohn, evi 10 Bloyikd UALKO TNG XELPOUPYLKNG APAiPESNG TOU MNAGXOVTOG EVTEPOU TEMKAG, ave-
0el€e eAKWON KOAiTLOQ

YAko p€Bodog: [uvaika 53 eTdv n onoia ewonxBn Adyw npwkrtalyiag, kowakoU aiyoug, dtap-
POIKWYV KEVOOEWV Pe BAevvoatyatnpn npodopelEn kat Tewveopd and 15vBnpépou TG eloaywyng Tng.
Ano T0 L0TOPLKO TNG ava@EpPETal yvwoTn vooo Tou Crohn anoé 20etiag, niotonoloupevn and ekBEoeLg
BloylkoU UALKOU Tou AenToU Kal TOU NaxX€0G eVTEPOU, and evOOOKONNOELG Nou gixav AdBeL xwpa o€
€10lkd kévtpa Tng EANGSaC kat Tou e€wTepikou. Eniong €k Tou aToplkoU avapvnoTlkoU ava@EpeTat
OKANPUVTIKN XxoAayyeitida and 7etiag, nnatikn avenapkela Child |, ooteondpwon, aykuhonotnTikn
onovOuAiTda, noAuozwdng BpoyxoknAn kat paoTtitida ap. paoTtol. H TeAeutaia npo €Toug KoAovo-
okonnon Tng aoBevolg eixe dlantotTwoel Tnv Unap&n yeudonoAunoda ota 5 cm ano Tov NPWKTLKO
OaKTUALO pE EAAPPEC BUONAAOTIKEG AANOLWOELG KAl PAEYHOVDANG EVTEPLKA VOOO Nou Npoc€Baile 6Ao
To Naxu évrepo oupneptAapBavopévng Tng eNe0TUPALKAG BaABidag, xwpig eupnparta npooBoAng Tou
TEMKOU €LAEOU.

AnoteAéopara: H aoBevig napouciaze oyn naoxolong, pe epgavn kataBoAn kat anioxvaon, eve
n anoBoAn agpiwv nTav 1BLAITEPWG eN®@OUVN KAt N ouvodog NpwkTaAyia pagi Pe Tig BAevvoalpatnpeg
KEVWOELG KAl TOV TEWVEOUO ATV Ta Npoegapxovia cupntwpata. H dlevépyetla Tng SAKTUALKAG €§€Taong
nTav duoxepng Aoyw peyaAou BaBpol oTevoewg Tou NPwKTIKOU 8aKTUALOU, eV EMLOKOMLKA napatn-
pnBnkav peyaka deppatika pakn. Meta Tnv dlevépyeta G1ad0XIK®Y OLAOTOAGV PE TN XPAGN ALMAVTIK®V
péowv, €ylve duvaTn n OAKTUALKN €§ETaon ondTe Kat OLanoTwBnke n Unap§n YnAaenTng pazag oTo
onioBlo Toixwpa Tou Naxéog evrépou, 4-5 cm anod Tov NpwKTikd dakTuAo. O epyacTnplakog EAeyxog
avedeL§e UNOXPWHN PLKPOKUTTAPLKN avatpia kat ugnAn Tiun tou CA 19-9. ZTn ouvéxela, n acBevng
unoBANBNKke o€ kKoAovooKOMNoN n onoia KATESELEE TNV Napoucia eEEAKWUEVNG alpoppayLkng dtndn-
TIKNG PAZag, evw ol An@Beioeg Bloyieg nioTonoinoav Tnv Unap§n adevokapKvwpaTog TUnNou signet
ring Kat 1a LoTOAOYLKA EUPAPATA aNod TLG NEPLOXEG TNG PAEYHOVNAG Tou BAevvoyovou KaTédetg§av BAGBeg
oupBatég pe evepyd eAkwAN KoAiTLda, yeyovog nou entBeBatwBnke and 1o BLoyiko UALKO Tou Xelpoup-
yelou oTo onoio uneBANBN n aoBevhg oe delTEPO XPOVO.

Lupnepaopara: H dakplon avapeoa otnv eAk@ON KoAiTda Kat Tn vooo Tou Crohn eival noAAeg
PopEG duoxepNG NApa Ta LOLALTEPA KAVIKA Kal LOTOAOYLKA XAPAKTNPLOTIKA TNG kaBe vooou. Ot naoxo-
vreg and L.O.N.E npénel va undKewvTaL o€ TAKTLKOUG KAl NPOoCeKTIKOUG enaveA€yxoug, avaloya pe Ta
€vOOOKOMIKA Kal LOTOAOYLKA €UPNPATA, YO TNV €yKalpn Oldyvwon Tuxouong kakonBoug e§aAlayng
LEVG ouxvd Ba npéneL va gnTeital n yvaun kat deUtepou naBoAoyoavatopou o€ NEPLNTMOELG apPLBo-
Alag kat navrote og NepNTwoelg uwnAoBabung duonAaciag woTe va Slevepyeital €yKalpa KOAEKTOUN.
H ouxvoTtnta e§aAayng otn vooo Tou Crohn eivat e§atlpeTikd xapnAn oe oxéan e TNV EAKWON KOALTLOQ
onou n ntBavoTnTta avanTUiEewg kapkivou eivat 3-5 %.



OvapTNUEVEC OVOKOWAOGELC [BLPZ

EMOANIZH OXEIAZ MATKPEATITIAAL ZE AI6ENH ME EAKNOAH KOAITIAA
N. ToeopeAn', K. NavvouAng?, X. ZaBBonouhog', E. MavvoUAng?

A" TL.P.M. Khwvikn, Noookopeio AXEMA Bea/vikng 2A" Xetpoupytkn Khwvikn, Nocokopeio
Nanayewpyiou Beo/vikng A" MaBoloyikn KAwikn, Noookopeio AXEMNA Beo/vikng

Zkonog: H ofeia naykpeartitida oe aoBeveig pe |.O.N.E. pnopei eUkola va StapUyel TNG NPoooxng
Kal Ta oupnT@pata Tng va anodoBouv eopaipéva otnv [.O.N.E. Eivat duvato va oxeTizeTal e ouvadn
airia, appaka n onaviotepa Tnv idta Tnv L.ON.E. (kupiwg v.Crohn). O€eia naykpearinda yia Tnv onoia
va evoxornoleitat n To§kn dpacn Tng peTpovidazoAng oe acBevn pe eAk@ON KOAITLOG Oev avapEpeTal
otn BiBAoypapia.

YAko-MéEBodog: Avdpag eTmv 31 npoonABe alTipevog Kothlakd aAyog Kal Tacn npog EUETo and
48xpou. Avépepe 1oToptko L.O.N.E. unéd aywyn pe peoaiapivn (1,2 gr/nu) ané Spnvou kat unotponn
TWV CUPNTWHATWV pE 6-7 atgatnpég dappotec/24wpo ano 20nuépou, ya Tig onoleg TEBnKe oe HETPO-
vidazoin (1,5 gr/np) and 56npepou. Mapousiaze euatoBnoia Kata Tnv YnAanon TG KOWAG Kat Agu-
kokuTTapwon (WBC 14700/uL) ue noAupopgonupnvwon (79,6/14,2/6) kabag kat au€npéva enineda
apuAaong opou (581 U/L) kat oUpwv (3198 U/L) kata Tov epyactnplakd €Aeyxo. LT0 UNEPNXOypaPNUa
Kal a§ovikn Topoypapia TnG KolAlag dlantoTwBnke €lkova ogeiag naykpeatitidag pe GUOLOAOYLKN
anekovion xoAndoxou KUOTNG Kal XoAndoxou Ndpou. Me oUVTNENTLIKA avTLUETOMNLON Kat dlaKomn TG
peTpovIdazoAng Kal geoaAapivng, To KOWALAKO GAyoG Kat n apuAdon eviog TETPANUEPOU UMOXWPN-
oav. Ta xoAooTaTikd €vzupa, aoBEoTio opoU, Tplylukepidia kat LDH Atav guotohoyika. Katavahwon
aAKOOA, KANVIOPO N OLKOYEVELOKO AVaPVNOTKO maykpeartitidag dev avageépBnkav. H enavaAnnrikn
kohovookonnon kat Anyn Bloylawv ntav cupBateég pe eAK®AN KOALTLda, N KAWLKN Upeon Tng onolag
enureuxBnke oUvTopa pe Tnv xopnynon npedvizoAovng (50 mg/np). H MRCP peta tnv anodpopn Tng
naykpeatitidag nTav puotloAoytkn. MeTd Tnv 0TadLaKn SLAKOMA TWV KOPTIKOOTEPOELIGV KAl TNV ENaAva-
xopnAynon peoakazivng dev napatnpABNKe UNOTPONN TWV CUNNTWHATWY yla Eva XpOVO TOUAGXLOTOV.

AnoteAéopata - Xupnepdopata: 1. AapBavovrag unéyn tnv mBavotnTa enidpaong ouvdlacpoU
napayoviwv npokAnong ogelag naykpearittidag, aAAd kat Tov anokAELoPO GAAwV dUVNTLIK®V attiwy, Tov
XpOvo €vapEng Kal anodpopng TNG PETA TNV €L0aywYN Kal dtakonn Tng HeTpovidazoAng, Tnv anoucia
UMNOTPOMNAG WETA TNV ENavaxopnynon pecaiapivng kat tnv dteBvn BiBAoypapia, anodidoupe Tnv eppa-
vion Tng o€elag naykpeartitidag atov acBevn pag pariov oe To§ikn enidpacn Tng peTpovidazoAng.

2. H eppavion n entdeivwon kolltakoU dAyoug oe aoBeveig pe |.O.N.E. Ba npénet va ouvodeleTat
ano npoodLloplopo eNtNEdwY aUUAGONG yla TNV €yKatpn avayveplon Tuxov oEelag naykpearitidag, Lot-
aitepa 6Tav AapBavouv duvNTIKA NAYKPEATOEIKA PAPHAKA, AKOUN KAl av auTa ouvoEovTal ue EAAXLOTO
Kivduvo nNpOKANONG TNG ONWG N PETPOVIOAZOAN.

BiBAoypagia: 1. EM Munk, L Pedersen, A Floyd et al. Inflammatory bowel diseases, 5-
Aminosalicylic Acid and sulfasalazine treatment and risk of acute pancreatitis: A population-based
control study. Am J Gastroenterol 2004;99(5):884-8

2. Morgaard N, C Ratanajamit, J Jacobsen et al. Metronidazole and risk of acute pancreatitis: a
population-based case-control study. Aliment Pharmacol Ther 2005;21:415-20
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