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Objectifs pedagogiques

 Rappeler les données générales (prescription,,,,,)
* Principales causes d’arrét du traitement

* Evolution de la MICI aprés arrét de Azathioprine
e Facteurs prédictifs de rechute

e Résultats du retraitement



Benefice des Thiopurines

* Maintien de rémission (MC, RCH)

S. Candy, Gut, vol. 37, no. 5, pp. 674-678, 1995.
D. C. Pearson, Cochrane Database of Systematic Reviews, no. 2, Article ID CD0O00067, 2000.

J. P. Gisbert, Alimentary Pharmacology andTherapeutics, vol. 30, no. 2, pp. 126—137, 20089.
A. Timmer, Cochrane Database of Systematic Reviews, vol. 9, Article IDCD000478, 2012.

* Along terme: Oxford, plus de 30 ans

Taux de rémission : 45% (MC) et 58% (RCH)
Maintien de rémission 12, 24, 36, 48, et 60 mois: 0.95, 0.90, 0.69, 0.63 et 0.62
Taux de rechutes: MC = RCH

The effect does not “wear off” for up to 5 years.

A. G. Fraser, Gut, vol. 50, no. 4, pp. 485-489, 2002.



En pratique

Azathioprine et la 6-mercaptopurine

Bilan minimal, 2,5 mg/kg, prise unique

£) A Pinterrogatoire, rechercher :

- Antécidants d'infections :
* baotérienres [spéoilement urinaiss)
* fngqum
* viales : VHB, VHC, varinede-zona, herpes simples
- Un risque da tubsrculoss latents ou active (surtout avec lee ant-TNF) ;
* dafe da b dsmisne vaoonation
* pantaot aves des patients ubsroulas
* pays d'arigine ou séjours prolongés dars un pays endémigus pour b iberouoas
* ariosdents da iraitement de bbsroulass lsbents ou active
- Sédjour ou voyage en zone fropicale ou dane dee rgions dinfections endémigues
- Antécédant da lupus
- Brossesse dvolutive

- Néoplasia récente < 5 ana
- Pathologie démydlinzants comme la SEP (CI: ant-TNF)
- Inguffizancs cardiague congastive sévére stade 1] ou I NYHA (1 : anti-TNF)

£) A Pexamen physique :
Me pan igrorer des signss ciniques minaurs qui pauvert avoir des corséguances chez dea patients
immunod&primss :
* sign=s looauwou pinéravd'indsofion (gingiie, candidose orals ou vaginals, nberrigo, ...
* foypars infeckieu : dentaire, Lrinais, oulans, OAL

£ Quel bilan bislogique prescrire 7

| d&alernent, raaliser oa bian dés b diagnostio de maladie inflammatnics pour cornaies ke statut mmoniie
des palients et ideniifisr lss risguss avart [a mise en rocte dun ratisment immunosuppresaeur :

De fagan systématiua :
* MF3 avac numération des neutraphilss, lymphooytes st Sosinophies
* CAP bian hépatique, deairophorées des prolénes sériques
* graafining & Cnogramme sanguin
* wiralogiss EEY CMV st VZV si abaerce da varicells documentée
* wiralogias VHE (Ag HBa, Az HBs =t HBa, ADN wiral si AgHEs+), YHC et HV
* befa-HCG, mi famme

Cas particuliers :
* AC Arth nuckaasres o anti- DNA natfs (nacue de malkadie aito-mmune, lupus surtout aveo fes anb TNF)
* coproculire avec anakse parsstologaue s resgue dinfection parastaire (voyage)

sernlogge e strongyfoidase s retour de zone endémique

ECB.) g ATCD dinfection unrase & rapéstion

cholesteesiérnia o magnisemie pout 'uiisation de lo cideeparne

) Comment rechercher une tuberculose ? (Obligatoire avec les anti-TNF)

La techevche de fubeculose est obligaioire pouwr les anti.TNF, et dot e corsidéeie avan |utfision
dimmunosgpresser Une racherche, avart mee en route d'un rallement meurosuppyessew, simplifie
souvert | ilarpeitaion dos resulats ultenieurs
* Inesrogatolrs : of supea
+ radio thorax de face
* IDR 5U1 (rubertest) : posit o damidre de lindurtion supéneue 3 & mm ou virage tubercuiniue
on cas d'mntecedants de vacaration par ke BOG
* ou 188t Imevtéron-gamma (OueraFERON.TE® (imet ELISA) oule FSPOTTE® fyest ELISPOT)) sedon
recommandation AFSSAPS

&) Organiser :
« Consultafion gynécologique : froms cervicad (dimine HPY of dysplasia)
* Blian dematologique (recherchee méarome ou e, ui duute a Fexamen chmgue infal, .. )

£) Contrdler et mettre & jour les vaccinations +++ [cf. fiche vaccination) :

* T poin
Vaccins recommandés :

* vacein VZV 5 sérologe negative ou abserce de vancede

vacci HPV (Human Papilicena Views) si jeune file adolesicente

wncein rduenzas (vecen bivelent inact) lous les ans

vocen preumoceique lous fes 33 b ans

vaccn hépatte B sinon-at e séralogie nigatve

* vacen contre la grippe saisonnisse of A (HIN1) fous les ang




Quand arréter AZT ?

, Rémission
Intolérance .
prolongée

Observance
(interrogatoire, GB, VGM, 6 TGN)
3-6 mois

Autre alternative
Anti TNF




Quand arréter AZT ?

I I I
, Rémission
Intolérance .
prolongée

Pancréatite
Hématologiques, Hépatiques
Allergie, Fievre, Eruption

Arrét définitif
Réintroduction progressive




Arrét llaire intolérance au cours des Thiopurines 39%
Souvent 3 premiers mois

50% des intolérances a AZT répondent 6 MP

Hématologiques 2-5%

(1¢¢ année) 25%
Hépatiques (cytolyse, HNR, péliose) 2,6%-7,1%
Nausées, malaise, VMS 15%
Céphalées, alopécie, asthénie, myalgies, arthralgies 10%
Pancréatite 4%




Quand arréter AZT ?

Rémission
prolongée




Données générales
Anciennes peut étre ?!

 Alarrét, taux de récidives élevé
Réintroduction AZT efficace dans 75 % des cas
» Mais! Etudes hétérogénes
Durée du trt, définition de rémission™, Co TRT
Données du retraitement (peu d’études)
*(CDAI, HBI, Physician Global Assessment (PGA))

French H, Dig Dis Sci 2011,;56:1929-1936.

Lémann M, Gastroenterology 2005; 128:1812-1818
Bouhnik Y, Lancet 1996,;347:215-219

Treton X, Clin Gastroenterol Hepatol 2009;7:80-85.



Oui pour un arrét apres 4 ans

M. Vilien, APT vol. 19, 1147-1152, 2004
Y. Bouhnik, The Lancet, vol. 347, 1996

Oui pour poursuivre apres 4 ans
M. Lemann, Gastroenterology, vol. 128, 1812—-1818,2005
M. H. Holtmann, Digestive Diseases and Sciences,2006.

« CRP> 20 mg/L

* Neutrophiles >4.0X10°/L
 Hémoglobine <12 g/dL
MC # RCH * Sexe masculin

* Age <31

e Rémission <4 ans




Long-term Outcome of Patients With Crohn’s Disease Who Respond to
Azathioprine

Clinical Gastroenterology and Hepatology 2013

MARINE CAMUS, PHILIPPE SEKSIK, ANNE BOURRIER, ISABELLE NION-LARMURIER, HARRY SOKOL,
PHILIPPE BAUMER, LAURENT BEAUGERIE, and JACQUES COSNES

Cohorte MICISTA : N =220; age moyen =32 y; median follow-up=12.6y
Controles: 440 AZT -

RESULTATS:

Taux de maintien de rémission a 10 ans: 38%.

Taux de rechutes, complications: 17.6%.

Réduction du R de resection intestinale et chirurgie péri anale

Taux de Kc non mélanique plus élevé (9.5% vs 4.1%; P <.01)

Taux de Survie a 20 ans: 92.8% *+ 2.3% (AZT) Vs 97.9% *+ 0.8% (controles) (P=0.01).

CONCLUSIONS: Based on a study at a single center, patients with CD who responded to
azathioprine had a smaller proportion of patient-years with active disease, and
were less likely to be hospitalized or undergo intestinal surgery, than patients with
CD who did not receive immunosuppressants.

These benefits, however, could be offset by an increased risk of malignancies.



Taux cumulé de rechutes: 45%-62% (5 et 10 ans)
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® AZT continue

» AZT interrompu

Perte de réponse 23.7%

Effets llaires 15.8% (FNS, Foie, Kc, Infections)
Décision meédecin, patient 44.7%

Grossesse 4.4%

Cause inconnue 11,4%s.



114 patients AZA (-)

41/114: Rechute (36%)
Durée moyenne d’arrét: 3.4 ans
Réponse au retraitement AZT: 78%




Thiopurine withdrawal during sustained clinical remission in

inflammatory bowel disease: relapse and recapture rates, with
predictive factors in 237 patients Aliment Pharmacol Ther 2014

N. A. Kennedy*, R. Kalla®, B, Warner", C. J. Gambles®, R. Musy”, S. Reynolds?, R. Dattani®, H. Nayee®, R. Felwick
R. HarrisY, S. Marrictt*, S. M. Senanayake™, C. A Lamb**, H. Al-Hilou®, D. R. Gaya™, P. M. Irving®®, J. Mansfield**,
M. Parkes™, T. Abmad**, J. R. . Cummings), |. D. Amott*, J. Satsangi”, A. J. Lobo?, M. Smith', J. O. Lindsay® & C. W. Lees®

Aim
To investigate the succaess of planned thiopurine withdrawal in patients in
sustained clinical remission to identify rates and predictors of relapse.

Methods

This was a multicentre retrospective whort study from 11 centres agoss the UK
Patients included had a dehnitive diagnosis of 18D, contmuous thiopurine use =3 years
and withdrawal when in sustained clinical remission. All patients had a minimum of
12 months follow-up post drug withdrawal Primary and secondary end points were
relapse at 12 and 24 months respectively.

Results

237 patients were induded in the study (129 CD; 108 UC). Meadian duration of thiopu-
rine use prior to withdrawal was 6.0 years (interquartile range 4.4-8.4). At follow-up,
moderate/severe relapse was observed in 23% CD and 12% UC patients at 12 months,
39% CD and 26% UC at 24 months Rdapse rate at 12 months was significantly higher
in CD than UC (P = 0.035).

Elevated CRP at withdrawal was associated with higher relapse rates at 12 months
for CD (P = 0.005), while an devated white cdl count was predictive at 12 months
for UC (P = 0.007).

Conclusion
Thiopurine withdrawal in the context of susained remission is associated with a 1-year
moderate-to-severe relapse rate of 23% in Crohn's discase and 12% in ulcerative colitis.




Rechutes au cours de MC
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Rechutes au cours de RCH
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Proportiion without moderate to ssvers relapse
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OBJECTIVE

Whether The American Journal of 7A) affects the outcome of

ulcerative GASTROENTEROLOGY any predictive factors after

METHODS

In this multicenter observational retrospective study, 127 Italian UC patients, who were in steroid-
free remission at the time of withdrawal of AZA, were followed-up for a median of 55 months or
until relapse. The fre
according to demogr: Maintenance Treatment With Azathioprine in Ulcerative
RESULTS: Colitis: Outcome and Predictive Factors After Drug
After drug withdraw, Withdrawal d
two-thirds within 5 years. After multivariable analysis, predictors of relapse after drug withdrawal
were lack of sustained remission during AZA maintenance (hazard ratio, HR 2.350, confidence
interval, Cl 95% 1.434-3.852; P-O 001), extensive colltls (HR 1 793, CI 95% 1.064-3.023, P=0.028 vs.
left-sided colitis; HR gu24 aali aalitig ent duration,
with short treatmen ts (HR 2.783, CI
vyl Taux de co I ectomie 10% ot sustaines
remission durlng AZ net 0. Predictors of
colectomy were drug- related toxmty as the cause of AZA W|thdrawal (P-O 041), no post-AZA drug
therapy (P=0.031), and treatment duration (P<0.0005).

CONCLUSIONS:

Discontinuation of AZA while UC is in remission is associated with a high relapse rate. Disease
extent, lack of sustained remission during AZA, and discontinuation due to toxicity could stratify
relapse risk. Concomitant aminosalicylates were advantageous. Prospective randomized controlled
trials are needed to confirm whether treatment duration is inversely associated with outcome.




Proportion without moderate-to-severe relapse

Survival curve of relapse following thiopurine withdrawal

97 MC et 78 RCH

Age médian au DC: 26 ans
Femmes :49%

Durée d’exposition AZT: 73 mois
Follow up : 39 mois

0.6

| 4
— 47 Ll 4 J3-00-1 |
i - LI IR UL | J

p=0.024

04

Risque de rechute MC (27%) > RCH (14%) p=0.024
Retraitement: 87% MC et 94% RCH = Réponse +
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Envisager l'arrét de AZT
Possible, Mais !!!



Patient-related, noninfluenceable
factors:

(i) younger age
(ii) male gender

Environmental factors:

1 () smoking in CD

Criteres de séveérite.?,

—
/mre aggressive

disease course:
(i) perianal disease

(ii) extensive colitis
(ii1) lack of sustained

remission during
wtenanc

<

—_——

W

gl

B 1T T

(i) partial response

(ii)) GRP =5 mg/L slightly
increased risk; 220 mg/L
severely increased risk

(iii) leukocyte count >6 x 10”/L

(iv) neutrophil count >4 x 10°/L
(v) hemoglobin <145 g/L
(vi) fecal calprotectin =300 ug/g

relapse after
withdrawal

7

More intensive therapy in the

past, suggesting a more

aggressive disease course:

(i) higher medication doses
required

(ii) steroid use in the preceding
year

(iii) previous anti-TNF therapy

(iv) dose-intensification during

MC ou RCH

oscopically active

isease:
(i) CDEIS >0

\_/

FiGure 1: Risk factors predisposing to a relapse after drug withdrawal.

-~

Short tr hission

tion:

(i) 3—-6 months in case of
ucC

(ii) <4 years in case ofC)

\_/




Systematic Review of Effects of Withdrawal of Immunomodulators or Biologic Agents From
Patients With Inflammatory Bowel Disease; Joana Torres Gastroenterology 2015

Young males (risk of HSTCL)
Older patients

Patients demographics

Young age at diagnosis

Short disease extent

Short duration between
diagnosis and start
of effective therapy

Disease features

Perianal disease
lleal disease
Extensive disease

Stable therapy with no
need for acute therapy
or dose-escalation

Treatment history

Previous surgery
Previous IM failure
Previous need for anti-TNF

Previous relapsing course
(need for steroids, need for
dose-intensification)

Mucosal healing
Biological remission

Trough levels (low for anti-TNF/
elevated for IM)

Prolonged sustained remission

Current disease status

Markers of inflammation
Mucosal ulcerations
Transmural thickening
Short duration of remission

History of cancer or
serious infections

Patients preferences and
willingness to accept
various risks

Absence of comorbidities

Factors favoring
de-escalating

Patient in
clinical remission

Factors favoring
continuing




Conclusion (1)

* AZT: large prescription, indications, efficace
* Dose optimale, bilan minimal, surveillance
* Rémission soutenue au dela de 4 ans
* Rémission prolongée:
suspendre AZT difficile
sans crainte chez certains patients™
bons résultats au retraitement

*(Facteurs de risque -, cicatrisation, inflammation, RCH>MC)



Conclusion (2)

Challenge: individualiser une sous population a risque
stratifier les patients avant l'arrét

mmmm) prolonger le trt

mmm) surveillance plus étroite

(effets Il a long terme, co morbidités sujet > 65 ans,
vieillissement de population MIClI....... etc)

travaux futurs




