IAIONAOHE ®AETMONQAHZ NOZOZ TOY ENTEPOY
(IONE) ITA NAIAIA

[MaidoxelpoupyIkn eTaIpEia

ABrva 19-11-14



Nawdlatpikn IONE

EAKWONC KOALTLC
Crohn’s
anpoodloplotn (IBDU)

AN o PAeypovwdn voonpoto TOU EVIEPOU
— Autoimmune enteropathy (IPEX)
— Glycogen Storage Disease 1b
— Chronic granulomatous disease

IBD Journal 2005: 11:519




To paopa tnc IONE




2YXNOTHTA IONE 2TA NAIAIA

IONE : 5.2 /100.000 mada

* EAkwdNCckoAttic (29 % )
 Noococtou Crohn (59% ) »autavépevn ouxvomta
* Antpoodlopiotn (10-15% tnc IONE )

>e 25% tou ouvolou IONE : evapén otnv natdikn
nAKio



H entintwon tng mawdiatptk¢ NC av§AaveTal, eV auTth TNE TOLSLOTPLKAC
EK mapapével otaBepn

Incidence per 100,000 population

(A) YEAR

UC

Incidence per 100,000 population

™
N
2 ;

Benchimol etal. Inflamm Bowel Dis 2011;17:423—-439.
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Roma et al., EurJ Gastroenterol Hepatol. 2010 Jun;22(6):710-5




Current Etiologic Theories of IBD

Genetic

Environmental/
Infectious



AIATNQZH THZ IONE

KALVLKN €LkOVOL

Quokn e€€taon
EpyaotnpLlakocg EAeyxocg
Evbookomnon
loTtoAoyLKN €€€TaON
AKTLVOAOYLKOG EAEYXOC




Crohn’s Disease

GIRLS: 2TO 20 YEARS

CDC US GROWTH CHARTS* Name ______ Record # —

. — [12 13 1415 16 17 18 19 20 ROSS

= T oo T 1T 1Tem]in PEDIATRICS
} AGE (YEARS) =201 emszom
DATE AG TATURE | WEIGHT COMMENT eyt 190 <
' [ [ L74-| Pedialyte
: 11854 __
\ == 1 72
=== 80

PediaSure

EleCare

15

30 AGE (YEARS) 301
1 "T i 106 This chart is consis-
Ib : | I ]‘ 1 | 1 kg [ Ib | \entwith cC growth
2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 e Lo b

Interne
it/
g



http://www.naspghan.org/assets/gallery_Endoscopic/i1a.jpg

KAINIKH EIKONA

2UUTTW T UC (%) CD (%)
KotAtaka aAyn + 4+
Awappola ++ 4+
ALLOP. KEVWOELC +++ ++
ATtwAela fapoug + 4+
MupeToC + ++
MePUTPWKTLKN VOOOC - ++
E€wevt/ikec ekdNA + ++
(25%)

 KaBuotépnon otn dtayvwon( 1 w. — 11 xp, mean 5xp )



E-ZQENTEPIKE2Z EKAHAQ2EI2

KaBuotEpnon otnv avamtuén

KaBuotépnon otnv eviBwon

ApBpomaBela (pnexpL 25%)

Aeppatikec BAaBec (5-10%)

NOGoc NMATOC-XOANDOPWV ( psc tatty liver, pericholangitis, cirrhosis chronic hepatitis)
OdOaApkn cuppetoxn (4 %, episcleritis, uveitis)
Ayyelakn (thromboembolic disease)

ALLOTOAOYLKEC ETITAOKEC

Oupoloyikec (vedpoAlBiaon, vbpovedpwon, cupiyyLa)






Bapela EAkwdnc KoAttic

<%




Bapeta Crohn’s KoAttic




Extent of inflammation imn gut wall lavers

Bloodstained, mucous diarrhocea
T

UUlcerative colitis

Mucous diarrhoea

T

o=

Crohns disease

Fleh fa/ahasnss formation



AKTINOAOTITKO2 EAETXO2

/\ETITO EVTEPO UTTOPEL VA TIALOXEL AOYETA AV ELvalL
dUGCLOAOYLKOC O TEALKOC ELAEOC
SBFT n enetroclysis

BapuoUxoc UTIOKAUGLOC 0€ uTtoplol OTEVWOEWV
U/S lowc deiteL maxuvon-oxL evaiobnto
Gadolinium enhanced MRI or MRI enteroclysis:

e Qoaivovtal evaicOnta kot LKA

e ATLOLTOUVTOLTIEPLOCOTEPEC HEAETEC OTA TTALOLAL



MRI scan of the bowel with IV Gadolinium

Case 1. 12-year old girl with Crohn’s disease

-T1- weighted fat suppressed image in Tl—welghteq fat suppressed
coronal plane during arterial phase post -T2-weighted fat image in axial plane, post
gadoliniuminjection suppressed image in gadoliniuminjection

coronal plane
> wall thickening, edema, early - _; mulUpI_e sma!l bowel loops
increased enhancementatthe terminal » wallthickening and In the pelvis are involved

ileum edema at the terminal ileum



MRI scan of the bowel with IV Gadolinium

Case 2. 12-year old boy with Ulcerative Colitis (pancolitis)

-Tl-weighted image post -T1-weighted image post gadolinium
gadolinium

patulous ileocecal valve and absence of colic folds at the transverse and sigmoid
backwash ileitis colon, presence of multiple polyps and ulcers mainly

located at the sigmoid colon

early increased enhancement of large bowel wall



NMocoOOTO TTEPICTATIKWV

E§€ALEN tnG madLatpikg vosou

100 -

80 -

60 -

tou Crohn

H raudiarpikil NC Teivel va givai
TEPICCOTEPO ETIOETIK OE TTIO TTPWINO
OTAdI0 OTNV TTopEia TNG VOO OU

PAeypovwdng

2TEVWIIKN

AIndnTIkA

T T T T T T T T T T I P<0.0001

‘ETn ammé tn didyvwon

H aBpoIoTIKA ETTITITWON TNG QVATITUENG TTEPITTPWKTIKWY CUPIYYiwv ATav ~27% oTta 7 €.

Geographically derived incidence cohort of 404 ped CD patients diagnosed between 1988

and 2002

Vernier-Massouille G et al. UEGW 2006



CD - Clinical Patterns

Inflammation Fistulization

..\ Ry
: #

Obstructién

Microperforation
(appendicitis-like)




2TOXO2 TH2 OEPATIEIA2

» Ydeon KAWLIKN-EVOOOKOTILKN

» TIPOANYN UTTOTPOTING

» Alatipnon enopkoulc kataotoonc Bpednc

» OIOKTNOoN Tou 000 To duvatov KaAutepou UPoug

» evnBwon

» MpoAnyn xelpoupyeiou

» TPOANYPN LOKPOXPOVLWV ETUTAOKWYV ATIO T VOOoO N Tn Beparmeia
» BeAtiwon mowotntoag {wng

Griffiths A, et al. Crohn Disease.ln: Walker, WA et al. Pediatric Gastrointestinal Disease.4t" ed. Vol 1:789-824.
Baldassano R, et al. Gastroenterology Clin N Am.1999;28:445-458.
Griffiths AM. Crohn Disease.In David TJ, ed. Recent advances in pediatrics. Edinburgh:Churchill Livingstone;1992:145-160

H Bepameia pmopel eival cuvduaAoHOC ULOG 1 TIEPLOCOTEPWV TOPEUPACEWY



ANTIMETQII2H

* 2iton

* DopUOKEVUTLKNA

e XeLpoupyLlKkn

* WuyxoAoylKn

* MapakoAoUOnon



Increased  Suboptimal

needs intake o——
Malabsorption \ / / losses
MALNUTRITION

GROWTH FAILURE
Crohn’s 50% , UC 10% )
/ Xpovia @Aeyuov \
AML-6, WIGF1

Aarticanctarnide Cytokines



NUTRITIONAL THERAPY

*  MNpwtngypappngdeparncia yia Upeontng evepyol CD aAAd ot tng UC
MBavoipunxaviopoi ( acadeic)

— PBeAtiwon nutritional status, bowel rest, decreased gut motility,
— reduction of antigenic load, changes in bowel flora, transformation GF-1

Enteral Feeding

T

(unpalatable, NG tube)

(orally tolerated)

* Ox1 AAAeg TPOYEG
a6 eBOOUAdESG , HETA OTADIOKN £10aYyWYRH QUOCIOAOYIKOU diaiToAoyiou

* Mepitrou 85% TWV TTaIdIWY PE CD €mITUYXAVEIUQPEDN
* ETiTaxoveiTnv avamTuén & KaAUTEPO £TTITTESO CITIONG CUYKPITIKA ME TO OTEPOIOHN



OAPMAKEYTIKH ©OEPATIEIA

5-Aminosalicylates

*  'Hmo-pHETPLO AMOTEAEC A
*  Yodeon oe nrua-pétpla UC kat Statripnon Udeong
*  [twyn anoteAeopatikotnTa otnVv dtatripnon dpeong otnv CD

Corticosteroids

* Ydeon otn pétpla-Baped UC
* [lepevépyeleg, avOekTIKA 1 €EAPTWHEVN ATO TO OTEPOELSN

Azathioprine (6-Mercaptopurine)
1.5-2.5 mg/Kg (mapeVEPYELEG : KATOLOTOAN TO HUEAOU TWV 00TWV, TtayKpeaTitida)
Bpadeia évapén dpdong (3-4 months)

JuVOUOOUOC PXLKA LLE OTEPOELON N EVIEPLKN OLTION YOl TOUAGXLOTOV 3 MAVEG
To 1o ToAAG TtadLd SLOKOTITOUV TAL OTEPOELSN HEXPL TOUC 6 TPWTOUG LAVEG,SLapkela Bepameiog ouvnBwg xpovia

AN d)dp LOLKQL (Methotrexate, Thalidomide, cyclosporine)

Antibiotics

Biological therapies



XEIPOYPI'IKH NMAPEMBA2H

*  MewwbnkKe ta teAgutaia xpovia oto rtodia
BeAtiwon oitiong kot GpoPHAKEUTIKAG OLYWYAS

EAKWONG KoAltig : Oeparmsutiki

Proctocolectomy with ileo - anal pouch

*  Mn avtanokplon otn Beparmeia ) MAPEVEPYELEC TNG
*  KopTLKOEEAPTWHEVN VOOOC

*  To&ko peyakolo

*  Crohn’s Disease : Mn OgpamneuTiki

*  Adaipeon otevwoewv, TAAOCTIKES
*  AlatproeLg
*  Adaipeon tunpatikng ivwong N Bapetag PpAeypovig nou eunodilel thv avartuén touv natdov



Xeipoupyeio otnv tTaidiatpikn EK

O KINAYNOZ KOAEKTOMHZ 2THN NAIAIATPIKH EK AY=ANETAL........
ME TNV TTAPOOO TOU XpOVOoUu Kail Tn BaputnTa TOU VOO OU
0.4 -
0.4 o354 [—E1 —E2 —E3
0.35 — 8 89 .
g 0.3 4 f:'? 0.25 4
6 025 2 o2
£ oz _I_|—|_r % 0.15
g 0.15 E 0.1 4
CI T T T T T 1
0.05 ’-H-r'_’_'_“ Months since diE!g.r‘u:lsiS 0 12 24 36 48 &0 70
0 . . . . . ! H”gf'bemfrema'”'”g E1 32 3 29 27 25 23 19
Menths since diagnosis 0 12 24 36 48 B0 72 subjects E2 39 5 57 30 19 18 13
Mumber of remaining 113 103 100 83 &7 60 50 E3 42 34 54 o8 23 9 18

subjects
El = TpWKTITIOO

E3 = travkoAiTida

Gower-Rousseau, C AMJ 2009 104:2080.



Indications of Remicade

06/2007

- DPediatric C<

Ps, Arihr.  Osoriasis uc

V Vv v

EU 08/99 06/00 05/03 10/04 09/05 03/06




Oeparmneia pe Infliximab

A /% |
Pretreatment 4 \Weeks
post-treatment

Van Dullemen HM et al. Gastroenterology 1995



Maintenance remains the issue in UC




ENAEI=EI2 INFLIXIMAB 2TA MAIAIA

CD ywplc KAWVIKN avtamokplon otn ouvnOn Beparmeia
CD pe oupiyyla
UC ywpic KAWVIKA avtamokplon otn ouvnOn Beparmeia

Y€ avTomokplon =P Bepameia ocuvtApnong

—

Gastroenterology 130:035, 2006



[MPOBAHMATIZMO2 T'lA TO INFLIXIMAB 2TA
[AIAIA

Hepatosplenic T-Cell lymphoma

avéndnke ota tatdta (11 meputTtwoeLc)
ne ovyyxopnynon AZAn 6MP

f

Atakorn AZA/6MP 1 cuvexion pe methotrexate
VLo LELWON TWV avTLIoWMATWYV Kat infusion
reactions




AY2KOAIE2Z 2THN ANTIMETQIMI2ZH MAIAIQN ME
IONE

Mukpn nALkia

f

* Mn ouppopodwon

* Avoaveéia ota pappaka

* Bapela mopeia, cuyva avlektikn otn Beparneia
* KaBuotepnon otnv avamtuén

* Mokpa mopeia vOoou :

— EmutAokEcg amo tn Bsparneia
— EmutAokn He KakonOeleg



Ocparrsia 407 maidiwyv ue IPNE ornv A TIKTIA

“5-ASA: 405 (99 %)

Piechart for DRUGS

» Steroids : 303 (74%) 2 46%
6.88%

* AZA [6-MP IMT :177 (44%) 24.32%

 Cyclosporin: 31 (8%) 4 of DRUGS
il
N2
a3
i
l5

e Tacrolimus: 2

33.66%
* Infliximab: 35 ( 8 %)
Adalimumab 5

- Enteral feeding : 330 \-30.680%

« Surgery : 38 (10%)



90.0% -

80.0% -

70.0% -

60.0% -

50.0% -

40.0% -

30.0% -

20.0% -

10.0% -

0.0%

ATIKNA 2012 [poster] ECCO

76.5%

35.5%
31.8%

8.0% 8.4% - 7%

3.4%3.0%

UC CD

43.1%

14.9%

6.8% 6.2%

IBDU

AZA/6MP
Cyclo
MTX

B Anti-TNFa



Xelpoupyik TTapEupacn
43/483 aoBeveic




Disease Amplification and Chronicity

>

Disease severity

t t t 1

Repeated insults
Time




N CROHN Ymotponialovoa voooc

= EvOOOKOTILKN UTtOoTpOoTI): 60-80%
= KAwikn urtotpormn: 10-20%
= XELPOUPYLKN UTTOTPOTN

" 5% eneveneuBaon tov 1° xpovo

" 40% - 70% ota 5 kat 15 xpovia



Stricturoplasty

EC i Statermeert Fil

Strrtburoplasty i= & =afe altermativee T resssctHooam imm
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Indications

Multiple strictures,
large length of bowel

Prior significant SB
resection

Pt with short bowel
syndrome

Stricture without
phlegmon or fistula

Contraindications
= Malnutrition (alb <2.0)
= Perforated bowel

= Multiple strictures over
short length bowel

= Stricture close to resection
= Bleeding from planned site
= Neoplasia



Heineke - Mikulicz Stricturoplasty
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lNepiedpikn voooc




Ertiénuiodoyia

KakOC TpOyvVwOoTLKOC TTOPAYOVTOC

14-38% a0B. mepLledpLkn vooo

5% LOvVo TtepLedPLKN VOOO

Y UXVEC oL uTtotpoTeC (35-59% o€ 2 €1n)

> 80% Ba utoBANBoUV o€ YeLpoUpPYLKN ETLEUPAON
20% MPWKTEKTOUN

Robhbeaert T. Lewwis, raas—, Darwicd J. MeAlaraormi, macs™- =



Artootnua/ocupiyyto

OL 1o ocuxvn ekdNAwaon Tng mepLedPLKNC vVOCoOU
36% spdavidovv amootnua
29% spdavidouv oupiyylo



EmunAeyuéva oupiyyla

‘Eow oTtOoMLo AvwOev 0d60ovIwTNG YPOLLAG
AlaoPLykTnpLaka
‘Evboodyktnplokad
EE&wodLlyKkTnpLaka
YTEpoPpLyKTNPLAKAL
OpOitdba
MoAAanAad £€w octopLa
Me cuvod0O anootnua
2TEVWON

OpOokoATLKO cupiyyLo



Alayvwaotikn npooreAaon
* AaktuAikn e§€taon

* Mnopeiva anoteAégsl kat tnv
Hovadbikn eéetaan, eléika o€ anAa
oupiyyla

..... aAAd Oxt O€ EMUTAEYUEV




AlayvwoTtikn npooneAaon

MRI

ECCO Statement 9C

Anorectal ultrasound requires expertise, but can
be equivalent to pelvic MBI in completing
examinaton under anaesthesia if rectal stenosis
has been excluded. [EL2b, RG B]. Fistulography
is not recommended [EL3, RG C].

ECCO Statement 9A OPOOzZKOIMHZH

Pelvic MBIl should be the initial procedure because

it is accurate and non-invasive, although it is not g;:[:[:itat&mem EDT itant rectosiamoid
needed routinely in simple fistulae [EL2b, RG BJ. Y109 te prosence of concomiian’ rectosigmo’

| | inflammation has prognostic and therapeutic
relevance, proctosigmoidoscopy should be used
routinely in the initial evaluation [EL2b, RG BJ.




Alayvwaotikn npooreAaon

E¢€taon unto avawoOnoia -EUA
* INMUOVTLKO OTOLXELO N EUTIELPLAL....

ECCO Statement 9B
Examination under anaesthetic is considered the

gold standard only in the hands of experien
surgeon. It may allow concomitant sO p T
care should be taken to obtain appropriate

informed consent of the patient, since unexpected
findings may preclude this [ELS5, RG D].
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Alayvwaotikn npooreAaon

QEUA + (MRI 1 EUS)

100% oKkpifsla

Schwartz Da et al. A comparison of endoscopic ultrasound, magnetic resonance imaging, and
exam under anesthesia for evaluation of Crohn's perianal fistulas.
Gastroenterology 2001; 121: 1064-1072



AvVTIUETWITION



XEPOoUPYIKN AVTIUETWITLON

e 1°Bnua: Xapaktnptlouoc( arAo/ erurtAsyuévo oupiyyio)
ouvunapén TPpwWKTITIOAC N Oxt
e 20 68Ru0: TOPOYETEUON AITOCTNUATIKWY CUAAOYywWV

— TNV COUVEXELA....
* Juptyyotoun?
* XaAapa setons?
* Advancement flaps?

Glue?
Plugs?
Biolift?
Stemcells?

e Jtouia?
* [lpwktekTtoun?



XEPOoUPYIKN AVTIUETWITLON

* EmumAeyuéva oupiyyia

— XaAapa setons + poapuakeutik) Fepancia

ECCO Statement 9H
Seton placement should be recommended [EL4,
RGD] for complex fistulag. The timing of removal

depends on subsequent therapy.

Antibiotics and azathioprine/mercaptopurine
should be used as the first choice of therapy for
complex perianal Crohn's disease in combination
with surgical therapy, in spite of a lack of clinical
trials [EL4, RG D].

ECCO Statement 9K

Infliximab [EL1b, RGA] or adalimumab [EL1b,
RGE] should be used as a second line medical
treatment [EL1b, RGB].

* Taxutepn emoVAwoN
* MIKpOTEPOLTOCOCTA
UTTOTPOTING

 MeyaAutepa pecodlaoctipata
eAeVOegpa vooou






MpwkKtekTOUN

* 10-20% twv acBevwv

e Eniamnotuylog
bOPLAKEUTLIKAC KoL
XELPOUPYLKNG Bepareiog

e EnimoAU emuBetiknC Ko
KOTOLOTPOPLKAC VOCOU
oto opbo

Sandborn WJ, Fazio VW, Feagan BG, et al. AGA technical review on perianal
Crohn’sdisease. Gastroenterology 2003;125(5):1508-30.



EAKWONC KOAiTIO QL



2TOXOL XELPOUPVYLIKNC Oeparmeiog

20-30% ac0. pe EK Ba unmtoBAnBOouv o€

XELPOVPYLKN EMEUBaON
e BeAtiwon emBiwonc
* BeAtiwon rnowotntog Iwng

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

Percent of Patients

0] 2 4 6 8 10 12 14 16 18 20 22 24
Years After Diagnosis

B Colectomy
O Disease activity
B Remission
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Proctocolectomy without ileostomy for ulcerative coliti:

A G PARKS, R J NICHOLLS

British Medical Fournal, 1978, 2, 85-88

1978










J- pouch -Stapled IAA

-27%
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J- pouch -Manual
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[TPOBAHMATIZMOI T1A THN IONE 2TA
[TAIAIA

Av&non ouyvotntogc

Baputepn mopeila vooou

Auéavel n anpoodloplotn KoAtttda

AvOektikn otn Beparmeia

BloAoyLKol mapayovteC cUXVOTEPA KOl LlAKpOXPOVLa

AVOCOTPOTIOTIOLNTIKA HOKPOXPOVLA, E TIOAVEC
TIOLPEVEPYELEC



UC

[MPOINQ2H

CD

> 10% €va eEMELc6810

> 20% urnotporidovoa

» 50% xpovia Xwpic avannpio
eEWEVTEPLKECG EKONAWOELG

> 20% Xpovia e avarnnpio

> KivBuvoc Kapkivou

> peyaAutepn voonpotnta

» < 1% éva emelcodo

> GE VOOO T. EVIEPOU GUXVOTEPEC OL

> 1o avOeKktikn otn Oeparneia



YWHAO2 KINAYNO2 T'1A KAPKINO

» ExteTapEVN VOOOC (TTatvKOALTLC)

»Moakpa dtapketa (> 10 xpovia)

» OKANPUVTLKN XOAQYYELITLC



[MPOINQ2H

“H npoPAedn tnc EkPaonc elvat to SOUCKOAOTEPO
LEPOG TNG TEXVNG TNG LATPLKNG”

IMMoKpATNC



EYXAPI2T(



BonBntwkol OeLKTEC

e E&etdoelc aipatog, oupwv, KOTIPAVWV yla TNV ektipnon tng IONE
— Aldyvwon vooou
— Evepyotnta
— Npoyvwon
e JUYKplon He toa “gold standard”
— KAWLWKA vs evbookorikn evepyotnta (mucosal healing)
* [apadelypata
— TKE, CRP, Ht, Albumin
— Fecal lactoferrin, calprotectin, SI00A12 (koA AA evepyotntag, IBS)

— “IBD serologies” (ANCA/ ASCA Sensitivity 60%, Specificity 92)

» ASCA positive CD = A\ xelpoupyeio
— Avatpian avénuévn TKE — 83% sensitivity
— Avatpian avénuévn TKE —96% specificity

Y nAotepn Btk mpoyvwoTtikn aéla, molo evaicOnta, mo eLdLka
kot dBNvdTEPN oo Touc «opoloyikouc Seiktec ”



EvTepikn diatpon w¢ Oepartreiayia tnv Taidiarpikiin NC

Emraywyn Tng Ugeang
— 80-85% TWV TTAIDIATPIKWY 00BEVWV
— 11 nuEPEC — 2.5 €BB. xpOVOC TTOU ATTAITEITAI VIO TNV ETTITEUEN TNG UPEONG

EtTouAwon Tou BAevvoyovou
AtrokataoTaon 1nG avatrtueng (10 €BO. — 6 PAVeQ)
QETIKN £TTIOPACN OTNV UYEIQ TWV OOTWV

First line therapy for the induction of remission in patients with ileal /
ileocolonic disease rather than steroids (fewer side effects and a positive

impact on growth velocity)”




MELOVEKTAMOTO TWV
OLlVOOOKOTOAOCTOATIKWV

KaBuotepnuévn evapén avranokplong!

6-MP:

* KaBuotepnon >3-punvwv: 32%

e KaBuotepnon >4-pnvwv : 19%
MTX?2

* BeAtiwon >6 eBbéouadecOepaneiog

AveruBupunteg Evepyelec:

YuvnOelc: Auoavelia ek TOU YOOTPEVTIEPLKOU CUOTAMATOC, LUaAyio?

AcuvnBeLg: KaTtaoToAn LUEAOU TwV ooTtwV (2%), maykpeatitida (3%—
7%), AAAEPYLKEC AVTLOPACELG, NTTATOTOELKOTNTA, EUKALPLAKEG
Aolpwéelg?

MNBavotnta petarlaéloyovou dpaong, kivbuvoc veomAaoiac?
AZA/6-MP: HSTL?>

1PresentDH, et al. N Engl J Med. 1980;302:981-987. 2Feagan BG, et al. N Engl J Med. 1995;332:292-297.
3PresentDH, et al. Ann Intern Med. 1989;8:641-649. “Imuran® Package Insert
SMackey AC, et al. J Pediatr Gastroenterol Nutr. 2007; 44: 265-267



