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Mme B., 25 ans, suivie pour une SEP, adressée par le
service de neurologie pour hépatite cytolytique aigue

* ATCD
* SEP depuis 2004
* Méningite méningocoque 1998
* Hépatite sous oestroprogestatif et AVONEX (interferon beta 1) en 2006
* Allergie AINS (Quincke)

Forum Hépatologie Vendredi 1 Décembre 2018 @



Mme B., 25 ans ...

 TTT AVONEX puis IMUREL puis COPAXONE de 2006 a 2010 puis stop
 Poussée annuelle de SEP 2011-2012-2013-2014

* Nouvelle poussée en juin 2014 (troubles sensitifs main G et ataxie)
* bolus de CS avec bonne récupération clinique
* Mise sous AUBAGIO (teriflunomide) (immunomodulateurs) septembre 2014

» 2 poussées séveres juillet et septembre 2015 (troubles de la marche)

e Décision d’arrét AUBAGIO (avec procédure d’élimination rapide Questran) fin
septembre (demi-vie 20 jours)

e ttt par GYLENIA (Fingolymod) envisagé &
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Mme B., 25 ans ...

* Bio 4/10/15 : ASAT 4N, ALAT 4N

e Bilan pré-GYLENIA 25/11/15
* ASAT 44N, ALAT 45N, GGT 3N, PAL N, bili T 63/29, TP 60%, FV 93%, NFP N, creat N
Echographie abdominale normale
Sérologie VHA, VHB, VHC, VHE, EBV, CMV, HSV, VZV
autoAc négative, gammaglobulines 14,5 g/L
Céruloplasmine normale, A1AT normal
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Mme B., 25 ans ...

* Hépatite médicamenteuse ?

» Pas d’autres prises médicamenteuses depuis fin septembre
« AUBAGIO?
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Hepatotoxicity

In large randomized controlled trials of teriflunomide, serum ALT elevations occurred in 13% to
15% of teriflunomide compared to 9% of placebo recipients. Elevations above 3 times the upper
limit of normal occurred in 6% of teriflunomide versus 4% of placebo recipients, usually within
the first 6 months of therapy. The enzyme elevations were usually transient and not associated
with symptoms or jaundice, but led to drug discontinuation in 2% to 3% of patients. The
abnormalities resolved rapidly with drug discontinuation and resolved spontaneously in at least
half of patients without drug modification. During preregistration trials, a single case of severe
liver injury with jaundice was described, ALT elevations appearing 5 months after starting
teriflunomide. Because of this and the known hepatotoxic potential of leflunomide, teriflunomide
was given a "black box" warning regarding hepatotoxicity, and routine monitoring of liver tests is
recommended monthly for the first 6 months and intermittently thereafter. Since approval and
more wide scale usage, there have been no cases of clinical apparent liver injury published in the
medical literature, although the package label mentions hepatitis and hepatic failure as possible
adverse events. Clinically apparent liver injury has been reported with leflunomide, generally
presenting with a hepatocellular or mixed pattern of serum enzyme elevations within 1 to 6
months of starting therapy. Immunoallergic and autoimmune features have not been prominent
in these cases. Some cases, however, have been severe leading to acute liver failure and

death. Whether similar cases occur with teriflunomide is not known.

Likelihood score: D (possible cause of clinically apparent liver injury but experience with its use
is limited).

Mechanism of Injury

The mechanism by which teriflunomide might cause liver injury is not known. It is extensively
metabolized by the liver largely by the cytochrome P450 system (largely CYP2C8) and is
susceptible to drug-drug interactions, particularly with warfarin, oral contraceptives and agents
that are metabolized by CYP 2C8 (paclitaxel, pioglitazone) and possibly others.

Outcome and Management




Outcome and Management

While chronic therapy with teriflunomide can be associated with mild-to-moderate serum
aminotransferase elevations, it has only very rarely been linked to cases of clinically apparent
liver injury. Nevertheless, the product label for teriflunomide recommends monitoring of liver
tests monthly for 6 months and intermittently thereafter. In instances of suspected
teriflunomide toxicity, elimination of the drug can be accelerated by cholestyramine or activated
charcoal. Teriflunomide is eliminated slowly from the serum probably due to enterohepatic
recirculation. Without an accelerated elimination procedure using activated charcoal (50 g every
12 hours for 11 days) or cholestyramine (8 grams every 8 hours for 11 days), drug levels can
remain elevated for months. Cross sensitivity to hepatic injury is likely between teriflunomide
and leflunomide as well as thalidomide, but there is no reason to believe that there is similar
cross sensitivity with other disease-modifying agents used to treat multiple sclerosis such as
glatiramer acetate, dimethyl fumarate, fingolimod or interferon beta.
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Région centrolobulaire
Nécrose systématisée centrée
par la veine

Remerciements au Dr V. HERVIEU

Forum Hépatologie Vendredi 7 Décembre 2018




Région centrolobulaire Espace porte
Nécrose systématisée centrée Important infiltrat inflammatoire
par la veine Lésions d’endothélite

Remerciements au Dr V. HERVIEU
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Région centrolobulaire Espace porte
Nécrose systématisée centrée Important infiltrat inflammatoire
par la veine Lésions d’endothélite

Lésions lobulaires associées avec
corps acidophiles

Remerciements au Dr V. HERVIEU
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Résultats de |la biopsie hépatique

 Lésions d’hépatite sévere dysimmunitaire

* Lésions diffuses avec nécrose hépatocytaire en pont tres inflammatoire
prédominant dans région centrolobulaire +/- veino-occlusive

e Fibrose F1

* Hépatite médicamenteuse ?
* Hépatite auto-immune séronégative ?
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Evolution
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Evolution

* Bio/15 jours : tjrs en amélioration

e Cs février : normalisation BH
Feu vert pour GYLENIA (suivi BH/15jours)
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Evolution

* Bio/15 jours : tjrs en amélioration

e Cs février : normalisation BH
Feu vert pour GYLENIA (suivi BH/15jours)

e Cs début avril : BH normal, fibroscan 5,6 kPa
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Evolution

* Bio/15 jours : tjrs en amélioration

e Cs février : normalisation BH
Feu vert pour GYLENIA (suivi BH/15jours)

e Cs début avril : BH normal, fibroscan 5,6 kPa

« Biologie fin avril : AST 5N, ALT 10N, GGT N, TP 90% &
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Cs urgence fin avril

* Ttt en cours : GYLENIA
* Poussée SEP il y a 15 jours avec bolus corticoides 1g sur 3 jours
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Cs urgence fin avril

* Ttt en cours : GYLENIA
* Poussée SEP il y a 15 jours avec bolus corticoides 1g sur 3 jours

* Bolus corticoides fin septembre 1g sur 3 jours
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Cs urgence fin avril

* Ttt en cours : GYLENIA
* Poussée SEP il y a 15 jours avec bolus corticoides 1g sur 3 jours

* Bolus corticoides fin septembre 1g sur 3 jours

* Antériorités : bolus 2004 avec cytolyse, 3 autres bolus sans suivi bio
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Cs urgence fin avril N\@

* Ttt en cours : GYLENIA
* Poussée SEP il y a 15 Joursg‘&s'bolus corticoides 1g sur 3 jours

Y\G

* Bolus corticoides fin septembre 1g sur 3 jours

* Antériorités : bolus 2004 avec cytolyse, 3 autres bolus sans suivi bio
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Dumortier, Guillaud, Clin Res Hepatol Gastroenterol, 2017
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Enguéte pharmacologique
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Stéatose - NASH

Réactivation virale (VHB)

HAI de novo apres ttt courte durée
Hépatite apres bolus CS : restauration immunitaire ? Idiosyncrasie ?
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Hépatite de restauration immunitaire apres bolus CS

Finally, there have been several reports of an acute hepatitis-like liver injury arising after a
short, high dose course of intravenous methylprednisolone that can be severe and even fatal,
and in which viral hepatitis and autoimmune hepatitis cannot be clearly implicated (Case 3). The
cause of this apparent hepatotoxicity is not known, but it may represent severe autoimmune
hepatitis triggered by the sudden profound immunosuppression and subsequent immune
reconstitution. Importantly, symptoms and jaundice develop 2 to 4 weeks after stopping
methylprednisolone and the pattern of serum enzyme elevations is typically hepatocellular.
These episodes are usually symptomatic and can be severe. Immunoallergic manifestations are
uncommon and autoantibodies may not be present. Several instances have resulted in acute
liver failure resulting in death or need for emergency liver transplantation. Restarting
corticosteroids may be appropriate in this situation, but it has not been evaluated systematically
and many instances have resolved spontaneously. Recurrence of injury, often in a more rapid
and severe form, arises upon reexposure to high dose pulse methylprednisolone.
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Clinics and Research in Hepatology and Gastroenterology (2017) 3000, 00— 300

Available online at Elsevier Masson France
ScienceDirect EM
www.sciencedirect.com wWwWw.em-consulte.com/en

CASE REPORT

Methylprednisolone liver toxicity: A new
case and a French regional
pharmacovigilance survey

Jérome Dumortier *°+*, Judith Cottin¢, Caroline Lavie ™9,

Olivier Guillaud?, Valérie Hervieu®¢,
f

Christine Chambon-Augoyard®, Jean-Yves Scoazec’,
Sandra Vukusic®9, Thierry Vial©
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CEFA HGE
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Table 1

Characteristics of the 5 patients included in the survey.

Case no Age/gender Indication [ Cm‘tis-temid\ Humber u{ Time frurn\ ALTxH  ASTxN (Hati{: ALT.FAI} Time to LFT  Biopsy (Rechallenge )
regimen previous last MP normaliza-
well pulse to tion
tolerated clinical (weeks)
MP pulse symptoms
therapy (days)
1 40/F Alopecia 1.5¢ every 1 45 34 29 34 30 MHP MP
areata maonth
2 26/F Multiple g per pulse | 3 71 33 14 33 3.5 Portal Positive (2
sclerosis therapy fibrosis, no times)
sign of
autoimmune
hepatitis,
cholestasis
or steatosis
(performed
2 months
after the
second
episode)
3 27I/F Multiple g perpulse | 2 61 9.6 5.3 9.6 11 Focal liver Positive
sclerosis therapy cell necrosis
in acinar
zones 3.
4 36/H Alopecia g every 1 30 50 MP 50 7 Central MP
areata manth lobular
nNecrosis
(30% of liver
parenchyma)
5 (CR) 27/F Multiple 1g perpulse | — 25 50 41 50 154 Central Positive (2
sclerosis therapy lobular times)
\ / \ / \ / nNecrosis \ /

ALT, alanine aminotransferase; ALP, alkaline phosphatase; AST, aspartate aminotransferase; CR, current report; LFT, liver function test; NP, not performed.

Dumortier, Guillaud, Clin Res Hepatol Gastroenterol, 2017
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Merci pour votre attention
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