Clues in Discrimination of
Autoimmune Hepatitis
and Drug-induced Liver Injury
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A15799 1 Diagnosis Scoring System for Atypical Autoimmune Hepatitis in Adults’

Category Factor Score Category Factor Score
Gender Female +2 Concurrent immune disease Any nonhepatic disease of an immune nature +2
Alk Phos:AST (or ALT) ratio >3 -2 Other autoantibodies* Anti-SLA/LP, actin, LC1, pANCA +2
<15 +2
y-globulin or 1gG >2.0 +3 Histologic features Interface hepatitis +3
(times above upper limit of normal) 1.52.0 +2 Plasma cells +1
1.0-1.5 +1 Rosettes +1
<1.0 0 None of above -5
Biliary changest -3
Atypical featurest -3
ANA, SMA, or anti-LKM1 titers >1:80 +3 HLA DR3 or DR4 +1
1:80 +2
1:40 +1
<1:40 0
AMA Positive -4 Treatment response Remission alone +2
Remission with relapse +3
Viral markers of active infection Positive -3
Negative +3
Hepatotoxic drugs Yes -4 Pretreatment score >15
No +1 Definite diagnosis 10-15
Probable diagnosis
Alcohol <25 g/d +2 Posttreatment score >17
>60 g/d -2 Definite diagnosis 12-17

Probable diagnosis
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M1519% 2 Clinical guideline for drug-induced liver injury2

'NADRPS CIOMS/RUCAM MaV DDW-]
Axis Score  Axis Score  Axis Score  Axis Score
Chronological criteria Chronological criteria Chronological criteria Chronological criteria
Ilegibility in onset -lto+2  From drug intake until +lto+2 From drug intake until +1to+3 From drugintake until +lto+2
onset onset onset
From drug withdrawal Oto+l  Fromdrugwithdrawal -3to+3 From drug withdrawal 0Oto+1
until onset until onset until onset
Couxse of the reaction
Oto+1  Course of the reaction 2to+3  Course of the reaction 3to+3  Course of the reaction ~ -2to +3
Risk factors Age Oto+1 Risk factors
Alcohol (or Pregnancy)’  Oto +1 Alcohol (o1 Pregnancy)’  0to +1
Concomitant therapy 3to0
Exclusion of other causes -lto+2  Exclusion of other causes -3to+2  Exclusion of other causes -3to+3  Exclusion of other causes -3 to +2
Previous information Oto+2  Previous information Oto+2  Previous information Oto +1
Rechallenge -lto+2  Rechallenge -2to+3  Rechallenge Oto+3  Rechallenge Oto+3
Placebo response 0to+1
Drug concentrationand 0 to +1 Extrahepatic Oto+3  Extrahepatic Oto+1
monitoring manifestations rash, fever, manifestations
arthralgia, eosinophilia, eosinophilia
cytopenia
Dose relationship Oto+1

Previous exposure and Oto+1
cross-reactivity

Any objective evidence 0t +1 DLST Oto+2
=9 Definitive >8 Definitive =18 Definitive 25 Definitive
5to8 Probable 6to8 Probable 14to 17 Probable 3tod Probable
1tod Possible 3to5 Possible 10to 13 Possible s2 Unlikely
=0 Unlikely 1to2 Unlikely 6t09 Unlikely
=0 Excluded =5 Excluded
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Histologic Features

Severe portal inflammation (= grade 2) *

Prominent intra-acinar lymphocytes *h
Prominent intra-acinar eosinophils *

Cholestasis canalicular *h, *c
Prominent portal plasma cells *

Rosette fomation *

Any leveis of fibrosis (= grade 1) *

Prominent port neutrophils “©
Hepatocellular cholestasis *c
Severer focal necrosis (= grade 4) *

*h, DILI (HC); *c, DILI (CS).
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Drug-induce autoimmune disease (DIAIH)"°

DIATH fidnwasevaetlssmsnadenaaiy idiopathic AIH #1n ER
Sl
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2. anwoead LFT wWiuuuy hepatocellular pattern
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DRUG-INDUCED
AUTOIMMUNE-LIKE HEPATITIS

Asymptomatic Symptomatic

Mild activity Moderate activity
Discontinue drug Discontinue drug Discontinue drug
Monitor Corticosteroids Corticosteroids

" Abnormal >3 mo =
Normal =3 mo B A Treat until normal Treat until normal
Corticosteroids 3 ©
Re-assess monthly x 3 2 Discontinue therapy Discontinue therapy
Treat until normal

Normal liver tests Relapse Relapse Relapse

Confirmed as Re-start corticosteroids Re-start corticosteroids Re-start corticosteroids
drug-induced auto- Treat as classical Treat as classical Treat as classical
immune-like hepatitis autoimmune hepatitis autoimmune hepatitis autoimmune hepatitis

AN 1 BEWEILWININNSSNY12a9lsA DIAIH®
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Definite Drug Probable durg Possible drug Possible
associtation association association supplements/toxin
Dihydralazine Atorvastatin Adalimumab Black cohosh
Halothane Clometacine Benzarone Dai-saiko-to
Methyldopa Diclofenac Cephalexin Germander
Minocycline Infiximab Fenofibrate Hydroxycut
Nitrofurantoin Isoniazid Indomethacin Ma Huang
Oxiphenisatin Propylthiouracil Imatinib Trichloroethylene
Tienilic acid Meloxicam

Methylphenidate

papaverine

pemoline

penprocoumon

protrium

Tosuvastatin

Terbinafine
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A151991 5 ANwWEIENIINGN DIAIH waz idiopathic AIH'

Features

Female propensity

Age = 60 years

Acute onset
Asymptomatic

Jaundice

Hyeprsensitivity (fever, rash, eosinophilia)
Autoantibodies
Hypergammaglobulinemia
Cirrhosis at presentation
Progression to cirrhosis
Response to corticosteroid

Relapse after drug withdrawal

DIAIH (%)

80-90
18
<66
<39
27-73
12-28
96

90

96

Idiopathic AIH (%)

> 70
20

16
25-34
46-69
<18
<12
97
16-28
7-40
90
60-87
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