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CONCLUSIONS de SONIC
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Azathieprine et riIsgue de chirurgie
dansilamaladie de Crohn pediatrigue
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Hazards ratio 95% Cl P value

Behavior
B1
B2 1.58-4.01

B3 0.33-4.89
Medications

Corticosteroids 1.64-5.41
Azathioprine 0.33-0.78

Vernier -Massouille G et al. Gastroenterology 2008



Azathieprine et riIsgue de chirurgie
dans la maladie de Crohn adulte
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Azathieprine et risgue de lymphome:
Etude CESAME

Thiopurine therapy
[ Continuing

[ Discontinued
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Casesof LD
Patient-years 13595 7924 15732 2325 1524 4965 739 533 2375
Figure: Incidence rates of lymphoproliferative disorders according to thiopurine exposure grouped by age at

entry in the cohort
LD=lymphoproliferative disorder.

Beaugerie L et al. Lancet 2009
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CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2009;7:874- 881

Risk of Lymphoma Associated With Combination Anti-Tumor Necrosis
Factor and Immunomodulator Therapy for the Treatment of Crohn’s
Disease: A Meta-Analysis

COREY A. SIEGEL,** SADIE M. MARDEN,* SARAH M. PERSING,* ROBIN J. LARSON,* and BRUCE E. SANDS?®

Table 4. Characteristics of Patients With NHL

Age Type of Died & related
(y) Gender Agent IM use NHL to NHL?

IFX AZA E cell NR
IFX AZA NK cell Yes
IFX No B cell Yes
IFX NR E cell No
IFX MTX NR Yes
IFX H/o IM use B cell Yes
IFX  AZA Parotid® No
IFX NR E cell No
IFX AZA NR No
IFX AZA NR No
IFX AZA T-cell Yes
IFX 6MP T-cell® Yes
ADA  AZA NR No

70
25
79
24
a7
61
54

Table 2. Rate of NHL for SEER, Immunomodulator, and
Anti-TNF Treated Patients

MNHL rate per
10,000 ptyrs SIR 95% ClI

SEER all ages 1.9 — —
IM alone? 3.6 — — 71
Anti-TNF vs SEER 6.1 3.23 1.5-6.9 55
Anti-TNF vs IM alone 6.1 1.7 0.5-7.1 51

Abbreviation: IM, immunomodulator; ptyrs, patient years. 42
3IM alone is the rate of NHL in CD patients from the Kandiel 32

meta-analysis.1t 61

OO~ U kW

==nmmmE=a=STM=E=2=

Abbreviations: AZA, azathioprine; H/o, history of; IM, immunomodu-
lator; MTX, methotrexate; NK, natural killer; NR, not reported.

At last reported follow-up.

5No other information available.

“This T-cell lymphoma was a hepatosplenic T-cell lymphoma.




CLINICAL REVIEW

Hepatosplenic T-cell Lymphoma in Adolescents and Young

Adults with Crohn's Disease: A Cautionary Tale?

Joel R. Rosh, MD,* Thomas Gross, MD, Petar Mamula, MD,* Anne Griffiths, MD,® and Jeffrey Hyams, MD |

> 23 cas reportes a ce jour

(homme, jeune)
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AZA/6MP 3.07 (1.72-5.48) 0.0001
Infliximab : (1.15-17.09) 0.03




lolerance des anti-TNE (en monotherapie):
EXperience de lLeuven (n=734)

[1Malignancies (15)
B Death (12)
B Infections (59)

[ Infusion reactions (12)
] Other (18)

Pas de diffeErence par rapport aux SUjets Controles +++

Fidder et al. Gut 2009



lolerance des anti-TNE (en
monotherapie)

Serious infections with infliximab in the Treat Reqgistry

Registry Data as of August 2005
(N =6,273 With 15,000 Pt  -yrs Follow -up)

Cox Regression

Analysis (HR) 95% ClI
Current use of infliximab* 1.40 0.9571 2.07
(1.29 serious infections/100 pt -
years)
Current use of corticosteroids 2.01 1.407 2.90 A
Current use of narcotic analgesics 2.72 1.87 1 3.96 A

’fSerious infections were determined within 3 months of an infliximab infusion
AP < 0.0001 : :
Lichtenstein et al. CGH 2006



COLOMBEL 2007 (CHARM) ADA
FEAGAN 2005 CDP571

FEAGAN 2006 CDP571

HANAUER 2002 (ACCENT I} IFX
HANAUER 2006 (CLASSIC-) ADA
LEMANN 2008 IFX

PRESENT 1989 IFX

RUTGEERTS 1999 IFX
RUTGEERTS 2006 ONERCEPT
SANDBORN 2001 CDP571
SANDEORN 2001 ETANERCEPT
SANDBORN 2004 CDP571
SANDBORN 2007 (CLASSIC Il) ADA
SANDBORN 2007 (GAIN) ADA
SANDEORN 2007 (Precise 1) CERTO
SANDS 2004 (ACCENTII) IFX
SCHREIBER 2005 CERTO
SCHREIBER 2007 (Precise 2) CERTO
STACK 1997 CDP5T1

I
L
_|.._
.'_
_{_

TARGAN 1997 IFX
WINTER 2004 CERTO

H-.i.n. | Al

| SEENMET i

Total (Heterogeneity, P=1.0) 4

0.04% (-0.2-0.3%, P=.74)

Total (Heterogenity, P=1.0)

-0.14% (0.4-0.2, P=39)

il (Heterogeneity, P=.46) 4

0.1% (-0.4-0.6, P=.72)

Risk difference

Controls

AT

Controls Ant-TNF

contrars

Ant-TNE

I
-0.1

=

1
0.1

I
0.1 0

1
0.1

I
01

=]

Difference in effect : treatment minus placebo (Cl 95%)

01




lolerance des anti-TNE (en

monotherapie)

TABLE 3. Adverse Events of Interest During Double-Blind Maintenance Periods”

Adalimamab 4} mg Every
Placeka & = 170 Chher Week N = 274
Adverse Events of Inferes DR 6Py Bo (L 100PY's) 156.6-PYs E (I/100-PYs)

Any adverse event LR (G2
[4%.2)
[36.4])
[168.3)
ma"

-
(210

P
(=

Any serous adverse event
Any adverse event leading to discontinuation
Infectious adverse event
Senous infections
Malignani neaplasm
Injection-site pain

| =T 7 e G R |

Cpportunistic infections

Adalimumahb 4} mg
Weekly & = 275 162.3.-PY's
E (E100-PYs)

1246 (T67.T)
12 (19.7)

Colombel et al. IBD 2009
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R®s ub t.at S;-apr s arnt >t deel=f-od.nf |1 X1 |
en remission : etude STORI

A Rationnel : identifier les patients ayant un faible risque de rechute apres arrét de

| 6i nfl i xi mab
A Méthode
Patients (n = 115) avec maladie de Crohn luminale traités par une association -
immunosuppresseurs-i nf | i xXi mab pour une dur ®e mi ni m

clinique sans corticoides depuis au moins 6 mois (étude du GETAID)
Rechute définie par un score CDAI > 250 ou entre 150 et 250 avec une augmentation

de 70 points par rapport “ |l 6inclusion
ARésuItats1
79 + 4
0,8 -
56 + 5

o
o
]

50 +

Pourcentage
o
N
l

o
N
]

0
Mois aprés arrét infliximab 0 3 6 9 12 15 18 21 24 27 30 33

Nombre de patients arisque 115 102 79 63 51 47 39 27 20 12 9

AGA 20097 Louis E et al. Gastroenterology 2009;136(Suppl.1):A961;
données actualisées



R®S Ul t:a
en remission

6 arret e linflizimazd dans 1a mala:lie deCrornirn
otu’ Ie STORI

-5

Facteur Hazard ratio (ICgs)
Sexe masculin 3,6 (1,9-6,9)
Pas de chirurgie 4,5 (1,8-11,6)
Corticoides (mois -12 a -6) 4,2 (1,5-11,8)

Hémoglobine < 14,5 g/dlI 5,3(2,1-13,2)
Globules blancs > 6,10%/ml 2,2 (1,2-4,2)
CRP ultra-sensible > 5 mgl/l 3,1(1,6-5,9)
Score CDEIS >0 2,6 (1,3-5,3)




Arcr St de o l-mur,e e hez - l-es  p-at | ent
remission clinigue depuis plus de 6 moIs seus association infliximab-
azathioprine: etude prospective au CHU de Nancy: (n = 48)
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Oussalah et al. Am J Gastroenterol 2010



Arcr St de o l-mur,e e hez - l-es  p-at | ent
remission clinigue depuis plus de 6 moIs seus association infliximab-
azathioprine: etude prospective au CHU de Nancy: (n = 48)
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Oussalah et al. Am J Gastroenterol 2010



Arcr St de o l-mur,e e hez - l-es  p-at | ent
remission clinigue depuis plus de 6 moIs seus association infliximab-
azathioprine: etude prospective au CHU de Nancy: (n = 48)
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Oussalah et al. Am J Gastroenterol 2010
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Peut-on utiliser le méthotrexate en

assocl atil on




Azathioprine versus methotrexate pour reduire la formation
do.an t. b C oinfpimab&tnas reactions ala perfusion: EXperience
au CHUde LLeuven

MTX
Treatment group

Vermeire et al. Gut 2007






