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Hratikn ouppetoxn oto ZEA: BaolKEC YVWOELCG
(kan yevika ota APN)

1. Dappaka- Hratikn ToélkotnTa
2. Mn aAkooAwkn oteatonmnatitida
3. AAKOOAWKN nmatitda

4. oyevi¢ nratitda (HBV  HCV)

Leggett BA J Gastroenterol Hepatol 1993;
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Autoimmune hepatitis vs liver involvement in autoimmune rheumatic diseases

Mropel aoBOevic LE AUTOAVOOO PEVULLATIKO VOO A VAL EXEL
(adlayvwotn) avtoavoon nratitda;

To avtiotpodo (ARD oe AlH) tooo ocuxva umopst va cupaivet;

AA\QeL KaBOAOU QUTO TNV BEPATEVUTIKN TTPOCEYYLON;

Mropel va untapéel kamolov eidouc nPoofoAn Tou ATATOC O€
a00evr HE AUTOAVOOO PEVUMATIKO VOO LA TTOU VA NV
oxetiletal pe tnv AlH;
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The liver as a lymphoid organ: basics of liver immunology
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Autoimmune hepatitis vs liver involvement in autoimmune rheumatic diseases

Avtoavoon Hratitida (Autoimmune Hepatitis, AlH)

2uyvotnta: 10-25 per 100,000
ErtutoAaopog: 1.5-2.9 per 100,000
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Scleroderma
Ulcerative colitis

Thyroid disease
Diabetes mellitus

Myasthenia gravis
Multiple sclerosis

Rheumatoid Arthritis

Sjogren's



Autoavoon Hmratitida (Autoimmune Hepatitis, AlH)

Anuoypa@Ika: avecapTnTa €BVIKNC TTpoéAeuonc &
NAIKIAG

Me avoookaTtaoToAr >80% Twv acBevwyv £TTIRIWVOUY, UE
KaAAr troiotnta {wng, Xwpic avaykn yia JETANOOXEUON

XWPIC avoooKATAOTOAN: PTWXN TTPOYVWAN, TEAIKOU
BaBuou Kippwon og <10 £1n

K&z
1 YON




Overlapping Autoimmune Liver Disease

Bile duct cell Hepatocyte Bile duct cell

Primary Autoimmune Primary
Biliary Hepatitis Sclerosing

Cirrhosis Cholangitis
(PBC) (AIH) (PSC)

Vergani & Bogdanos Am J Gastroenterol 2003

Primary Biliary Cirrhosis and Primary Sclerosing Cholangitis DO NOT co-exist
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Time:
how long?

Damaged
bile duct

Cirrhosis
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HEPATOLOGY, Vol. 48, No. 1, 2008

AntAomolnpéva KpLTtipla avtoavoong nratitidog

Table 2. Simplified Diagnostic Criteria for
Autoimmune Hepatitis

Variable Cutoff Points
ANA or SMA =1:40 1
ANA or SMA =1:80
or LKM =1:40 2%
or SLA Positive
1gG >Upper normal limit 1
>1.10 times upper 2
normal limit
Liver histology (evidence Compatible with AlH 1
of hepatitis is a Typical AlH 2
necessary condition)
Absence of viral Yes 2
hepatitis
Optotiki} Atdyvwon 2 7 =6: probable AlH
MBavn Awdyvwon: 6 =7 definite A

*Addition of points achieved for all autoantibodies (maximum, 2 points).
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Autoimmune Hepatitis - Type 1

Homogenous

Anti-nuclear (ANA) antibodies and/or Anti-smooth muscle antibodies (SMA)




Autoimmune Hepatitis - Type 1

No single AlH-1 specific ANA
antigen

Targets: dsDNA
Histones
Ribonucleoproteins
Chromatin

Anti-nuclear (ANA) antibodies Centromere
Ribosomal P
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Smooth Muscle Antibodies (SMA): AlH-1

e Detection: IFT (VGT pattern)

¢ Prevalence: 30-85%

e Target antigens:  F-actin, various
often MF

e High titers SMA and ANA
suggest AlH

primate liver =

. . i .
5 X M other liver and non-liver related diseases

e.g HCV

e Also associated with viral hepatitis and

<



Autoimmune Hepatitis - Type 2

Liver Kidney

Anti-Liver Kidney Microsomal antibody type 1 antibody



Primary Biliary Currhosts: DIAGNOSIS

AMA:
antimitochondrial

A

Abnormal
Cholestatic
Biochemistry

Liver blopsy
features




Diagnosis of Primary Biliary Cirrhosis: Anti-
mitochondrial antibodies

Liver
' B
)

Stomach

Rat - K'd":Yl

Dept of Rheumatology, University of Thessaly



Diagnosis of Primary Biliary Cirrhosis: Anti-

mitochondrial antihndies
LKM-1 (Autoimmune Hepatitis)

L

SMA

(Autoimmune
Hepatitis)




Additional serological markers of Primary Biliary
Cirrhosis: Disease-specific anti-nuclear antibodies (ANA)

Nuclear Dots (Nuclear body)

Mitochondrion
N,

Rim Like (Nuclear membpdne)

BILTARY EPITHELIAL CELL



Autoimmune hepatitis vs liver involvement in autoimmune rheumatic diseases

Table 1. Histopathology of liver involvement in systemic rheumatic diseases

Histological definition Features

Chronic active hepatitis Piecemeal necrosis with mononuclear cell infiltrate

Chronic persistent hepatitis Chronic inflammatory infiltration of the portal tract with preserved lobular architecture and without portal fibrosis
Cirrhosis Diffuse liver degeneration characterized by fibrous tissue and regenerative nodules

Fibrosis Abnormal production of fibrous tissue in response to liver injury

Steatosis Abnormal retention of lipids within hepatocytes

Cholangitis Inflammation of bile ducts

Reactive hepatitis Aspecific and mild inflammatory cell infiltrate of portal spaces

Nodular regenerative hyperplasia Diffuse nodularity of the liver without fibrosis

Granulomas Aggregate of epithelioid cells surrounded by lymphocytes

Idiopathic portal hypertension Increased blood pressure in the veins of the portal system not due to liver diseases

Arteritis Vessel wall inflammation

Giant cell hepatitis Presence throughout the liver of enlarged multinucleated hepatocytes with abundant cytoplasm
Massive hepatic necrosis Diffuse hepatocyte necrosis
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Mackay and Burnet (1962) The first book on autoimmune diseases
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PATHOGENESIS, CHEMISTRY
and THERAPY

AUTOIMMUNE
DISEASES

IAN R MACKAY, M.D.  F. MACFARLANE BURNET, M.D,, F.R.S.

THe W phee wnt §has Yo buovmnnms o el Poassins
The Clmtvnd Fommareh L0t of o Pons’ MeBawsne Muniinl
L e )

Macfarlane Burnethasachievedinternational
fame for his studies in immunity. His decp
insight into immunological problems ecarned
him the Nobel Prize in Medicine in 1960,
Doctor Mackay's work on the immunological
aspects of chronic liver disease and systomic
lupus erythematosus has also gained world
acclaim, The present publication is the fruit
of their joint investigations garefully intor-
woven with rerearches of othor leaders in
thig flold--a vivid description of discascs
resulting from self-destructive or auto-
immune processes in man.
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TOPIC HIGHLIGHT
Pietro Invernizzi, MD; lan R Mackay, MD, Series Editor

Autoimmune liver serology: Current diagnostic and clinical
challenges

Dimitrios P Bogdanos, Pietro Invernizzi, Ian R Mackay, Diego Vergani



LUPOID HEPATITIS

Tan R. MAckAY

M.D. Melb., M.R.C.P., M.R.A.C.P. M.B. Melb.
ASSOCIATE ASSISTANT PATHOLOGIST

CLINICAL RESEARCH UNIT, WALTER AND ELIZA HATLL INSTITUTE
OF MEDICAL RESEARCH

D. C. Cowrning

M.D. Melb., M.R.A.C.P.

CLINICAL PATHOLOGIST,
ROYAT MELBOURNE HOSPITAL, VICTORIA, AUSTRALIA

Lancet 1956

FEATURES OF LUPOID HEPATITIS
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LUPOID HEPATITIS AND THE HEPATIC
LESIONS OF SYSTEMIC LUPUS
ERYTHEMATOSUS

IaAN R. Mackay *
M.D. Melb., M.R.C.P., M.R.A.C.P.

ASSISTANT TO THE CLINICAL RESEARCH UNIT

L. I. TAFT *
M.B., B.Sc. Melb.

PATHOLOGIST TO THE CLINICAL RESEARCH UNIT

D. C. CoOwLING
M.D. Melb., M.R.A.C.P.

CLINICAI. PATHOLOGIST
ROYAL MELBOURNE HOSPITAL

From the Clinical Research Unit of the Royal Melbourne Hospital
and the Walter and Eliza Hall Institute of Medical Research, Melbourne,
Victoria, Australia

A POSITIVE lupus erythematosus (L.E.) cell test may be
obtained in cases of chronic hepatitis and cirrhosis
(Joske and King 1955, Mackay et al. 1956, Wilkinson and
Sacker 1957). We called this syndrome ‘“ lupoid hepatitis”
and suggested that the L.E. phenomenon, rather than being
a “non-specific” or ‘ false positive ”’ reaction, might
represent evidence for abnormal antibody formation in
chronic hepatitis; in turn, this may be responsibje for the
downward progress of the disease, and also for certain
other lupus manifestations which may supervene in
lupoid hepatitis (‘Taft et al. 1958).

We have attempted to assess the relationship of lupoid
hepatitis to systemic lupus erythematosus (s.L.E.) by (a)

* Working with the aid of a grant from the National Health and
Medical Research Council of Australia.

with nutritional hepatitis and posi-
tive L.E.-cell test, showing the rash
of lupus erythematosus.

Lancet 1957
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Therapeutic algorithm for autoimmune hepatitis when starting with prednisolone monotherapy

AlH

Y

0.5-1 mg/kg prednisolone \

| Good response [ Insufficient response
‘ 1 .
Add azsthioprine Consider altemative
gradually up to diagnoses
1-2 mglkg
No / \Yes
¥ =
nage
Taper steroids Im‘;e s(::;:g? ‘r,ng alternative
35 disease
[I' Response | Insufficient response
‘ .
Individualize doses Refer to specialist centre _
to achieve and maintain for alternative immunosuppressives |
normal ALT and IgG | and/or LTX-evaluation

Manns J Hepatol 2015



Lupoid hepatitis (autoimmune hepatitis)
VS
lupus hepatitis



7ING'S
College
LLONDON

Uaiversity of Londen

The Liver in Systemic Lupus Erythematosus:

Pathologic Analysis of 52 Cases and Review
of Japanese Autopsy Registry Data

TOSHIHARU MATSUMOTO, MD, TUGIO YOSHIMINE, MD,
KOUJI SHIMOUCHI, PHD, HIDETOSHI SHIOTU, MD,
NORIYUKI KUWABARA, MD, YOSHIRO FUKUDA, MD,
AND TANJI HOSHI, MD Human Pathology 1992

TABLE 2. Incidence of Liver Diseases in Patients
With Systemic Lupus Erythematosus Recorded
in the Japanese Autopsy Registry Data (n = 1,468)

No. of Percemage
Liver Disease Patients of Patients
Fatty liver 164 115
Hepatic congestion R7 5.9
Chronic liver diseases
Chronic hepatitis 36 24
Cirrhaosis 17 1.1
Liver fibrosis |2 .8
Tuberculosis 27 1.3
Hemangioma 23 I.5
Fungus infection 11 1.7
Liver abscess 1} (.6
Hepatic infarction 8 .5
Nodular regenerative hvperplisia
of the liver 3 0.3
Acute hepatitis b 0.3
Fulminating hepatitis f 0.3
Cytomegalic inclusion discase h 0.3




HiraTikn) cugueToxn oto 2EA

O 6pog UTTOKAIVIKA NTTaToTTABEIa ¥pnoipoTroinke 1o 1981 yia

va TTEPIYPAWEI TNV KUpIa aitia diatapaxns NTTATIKNAG Bloxnueiag oto 2EA

Gibson J Rheumatol 1981
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HiraTikn) cugueToxn oto 2EA

Autodvoon ntraTitida (M61e va T okKePTOUHE —1WC va TNV ATTOKAEICOUE)

Leggett BA J Gastroenterol Hepatol 1993;
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Autoimmune hepatitis vs liver involvement in autoimmune rheumatic diseases

MTtropei aoBeviic e ZEA va €xer (adiayvwaoTn)
auTtodvoon NTTaTiTioq;

Autoimmune liver related autoantibodies are present in
approx 40% of patients with SLE

Li et al Clin Chim Acta 2006

The Chinese patients with SLE were misdiagnosed as
SLE and were true AlH patients

Bogdanos Clin Chim Acta 2006
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Autoimmune hepatitis vs liver involvement in autoimmune rheumatic diseases

MTtropei aoBevic ye ZEA va €xel co-existent (and
overlapping aAAd adidyvwaoTn) autoavoon NTrariTidq;

Prevalence of liver injury in the most common connective tissue diseases.

Disease Enzyme alterations Biochemical profile Histologic alterations
Sjogren’s syndrome 50% cholestatic > hepatocellular 18%

SLE 30% cholestatic < hepatocellular 20%

Systemic sclerosis 1% cholestatic > hepatocellular 9%

De Santis BPRP Bastroenterol 2013

Nai, aAAG TT600 ouxVvo €ival WOTE va Pag TTPoBANUATIOEl;

Liberal and Bogdanos Clin Res Hepatol Gastroenterol 2013
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TABLE 2. Concurrent Autoimmune Diseases in Our Cohort of
278 Patients With Autoimmune Hepatitis

No.

Concurrent Autoimmune Diseases Patients Percentage
Total no. concurrent autoimmune discases 140
Total patients with concurrent autoimmune  111% 40*

discases
AIH/PBC or AIH/PSC overlap 72 26
Autoimmune thyroid diseases

Hashimoto thyroiditis 20 7.2

Grave disease 5 1.8

Unspecified autoimmune thyroiditis 3 1.1
Vitiligo 5 1.8
Rheumatoid arthritis S 1.8
Sjogren syndrome 4 1.4
Ulcerative colitis 4 1.4
Conjunctivitis 4 1.4
Celiac disease 3 1.1
Systemic lupus erythematodes 2 0.7
Type I diabetes 2 0.7
Multiple sclerosis 2 0.7
Polymyalgia rheumatica 2 0.7
Urticaria 2 0.7
Crohn’s discase 1 0.4
Autoimmune gastritis 1 0.4
Collagenous colitis 1 0.4
Hypophysitis 1 0.4
Sarcoidosis | 0.4

Teufel J Clin Gastr 2012



[1600 ouxva aoBevC NE AUTOAVOOO PEUMATIKO vOanua
Exel (adlayvwaTn) autodvoon NTTaTitioq;

Prevalence of autoimmune liver disease in connective tissue diseases.
P

PBC / AIH \ PSC
SLE 2.7-15% 2.7-20% 1 case
aPL 1 case 4 cases 1 case
pSS 35-57% 6-47% 11 cases
SSc 51.2% 11 cases 1 case
PM/DM/AS 14.3% 71% -

\/ De Santis BPRP Bastroenterol 2013



SMA in AIH vs SMA in non-AlH diseases

Non-AlH (HCV) #

non-F-actin-associated



Available online at www.sciencedirect.com

ScIENc!@DIR!cT.

Hepatology Research 28 (2004) 137-139

ELSEVIER

Preliminary notes

Hepatolo
I-'iegearch!Iy

7
www.elsevier.com/locate/ithepcom

High frequency of anti-ribosomal P antibody in patients with
systemic lupus erythematosus-associated hepatitis

Hiromasa Ohira®*, Junko Takiguchib, Tsuyoshi Rai?, Kazumichi Abe?,

Junko Yokokawa?, Yukio Sato?, Isao Takeda?, Takashi Kanno®

& Department of Internal Medicine II, Fukushima Medical University School of Medicine,

1 Hikarigaoka, Fukushima 960-1295, Japan
b Division of Rh logy, Ohta Nishii

hi Hospital, Koriyama, Japan

Received 30 June 2003; received in revised form 24 October 2003; accepted 19 November 2003

Ribosomal P Renal CNS T-Bil ALT (IUM) ALP (IU/T) IeG (mg/dl)

antibody dysfunction lupus (mg/dl)

positive ratio  {positive {positive

(%) number) number)

Systemic lupus erythematosus (n = 61)

SLE-associated hepatitis (n = 16) 11 (6B.8)* 2(0) 0 (0) 1.0 £ 0.9 476.1 £ 13824 4855 £ 4704 19413 £+ 6417
Fatty liver (n = 7) 2 {28_6}b 4(2) 2(0) 0.8 +£ 04 533 4+ 255 231.5 + 988 1764.2 + 220.1
Drug-induced hepatitis (n = 6) 1(16.7) 11} 4 (1) 0.6 £ 03 57.8 + 626 5155 4+ 3614 14953 + 9266
With autoimmune hepatitis (n = 5) 1 (20.0)5* 3 1 {0} 394+ 67 362.0 &£ 4043 3832 £ 1332 32666 &+ 1187.5%
Mo liver dysfunction (n = 27) 8 (29.6)8-f 11 (2) 1 {0} 0.5+ 03 223 4+ 157 178.4 + T6.1* 19785 4+ 8492
Autoimmune hepatitis (n = 20) 0 (0) 0 (0) 0 (0) 59 4+ 109% 5229 4+ 13824 411.1 £ 2427 31390 £ 1002.9*




Assessment of liver fibrosis with transient elastography in autoimmune
rheumatic diseases with undiagnosed liver injury

Scan®

SMITH
JOHN
A12478
21/0311973
BROWN
07/10/03
00:02:55

Stifmess (KPa)

3.9

NMpoooxn: Oxi o€ odeia nmraTiTida Laharie J Hepatol 2010

Dept of Rheumatology and Clinical Immunology, University of Thessaly



Assessment of liver fibrosis with transient elastography in patients
treated with methotrexate

44/518 (8.5%) pts had Fibroscan test suggesting severe liver fibrosis

10 -
p =0.058

9- T Multivariate analysis

8 L Metabolic syndrome 1.17 0.40-342 0.77
o) Alcohol >14 drinks/week 2.95 1.11-7.80 0.03
o -
x 7 Psoriasis 1.58 0.60-4.10 0.35
% 6 - BMI >28 kg/m? B 1.92-14.78 0.01
3
5 °7
iC —

4

2

T T T

RA Pso CcD

Dept of Rheumatology and Clinical Immunology, University of Thessaly

Laharie J Hepatol 2010



Assessment of liver fibrosis with transient
elastography in patients treated with methotrexate

Whole
population Cases Controls p
n 518 390 128
Median FibroScan (kPa) 4.6 (3.7 - 5.6) 4.6 (3.7-5.6) 44(3.8-56) NS
Median FibroTest 0.16 (0.08-0.27) 0.16(0.08-0.26) 0.17(0.09-0.3) NS

MTX>1500mg MTX=1500 mg p

n 176 342
Median FibroScan (kPa) 4.6 (3.6-58)  4.6(3.8-5.4) NS
Median FibroTest 0.17 (0.09-0.3) 0.15(0.08-0.25) NS

Laharie J Hepatol 2010

Dept of Rheumatology, University of Thessaly



Liver stiffness correlates with methotrexate cumulative dose in patients with
rheumatoid arthritis
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Mote Ba kavelc BroYia Arartoc;

e Auénuevn IgG
* ANA(+)/ SMA(+) F-actin
* loyeveig Hratitideg (-)
MBavn AlH

e Otav £xouv amoKAELOTEL OAa TaL AL
* Otav epdaviletal wc ofela nriatitida
* [MIpoooxn: OxL o€ un OVTLPPOTIOUEVN Kippwon
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Overlapping AiRD-autoimmune liver diseases

(virtually all but more prevalent)

pSjS-PBC
pSS-AlH
SSc-PBC
SSc-AlH
RA-AIH
RA-PBC
PM/DM-PBC
PM/DM-AIH

Arena Dig Liv Dis 2012
Smyk Al High 2012
Rigamonti [JR 2011
Mytilinaiou Dig Liv Dis 2009
Smyk Arthr 2012
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MPpaKTIKA GUMTEPACHATO

Practice points

- Monitoring liver function tests is strongly recommended in the management of patients with
CTD, especially when the patient is taking DMARDs or drugs that are potentially hepatotoxic;

- Before initiating any immunomodulatory or antiinflammatory treatment patients should be
evaluated for the presence of viral hepatitis or liver cirrhosis;

- The presence of chronic hepatitis or liver cirrhosis does not per se increase the risk of idio-
synchrasic drug reactions;

- When liver function tests are altered in CTD, we recommend to first rule out a drug-induced
liver injury, second to evaluate the possibility of a CTD flare or the re-activation of previous
HBV or HCV infections, and finally to investigate a coexisting autoimmune liver disease.

- Coexisting autoimmune liver diseases must be evaluated with serum AMA, ANA, and liver
ultrasonography while a liver biopsy should be performed only in the presence of challenging
diagnoses.
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RA and liver abnormalities

Abnormal liver tests, mainly alkaline phosphatase (ALP) and
YGT have been reported in up to 50% of RA cases

Heterogeneity among studies- Incidence??
Differential diagnosis prompts exclusion of the following:

— Liver diseases (autoimmune liver diseases, exacerbation of
viral hepatitis)

— Hepatotoxicity related to treatment prescribed for RA

Smyk Arthr 2012; Kendall Ann Rheum Dis. 1970, Selmi Arth Res Therapy 2011
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Liver Involvement in Rheumatoid Arthritis

* RA and abnormal liver function tests
» RA and autoimmune liver diseases

» RA and hepatotoxicity due to agents administered for the
treatment of the disease

» RA and reactivation of HBV and HCV in the context of

immunosuppressive agents



RA and liver abnormalities

Prospective study of 31 RA patients with
clinical and/or biochemical evidence of
hepatic dysfunction with liver biopsy

4/31 (13%) definable chronic liver disease

27/31 (87%) normal hepatic histology or non-
specific reactive changes

Hepatic abnormality in rheumatoid arthritis
remains functional and unexplained

Mills Scott Med J 1980



PA and liver abnormalities

Retrospective evaluations of autopsy material in RA patients not treated with MTX

Recorded final autopsy diagnoses for [82 cases of rheumatoid

arthritis
Reported hepatic histology No. of cases* Mean age Of death . 657 years (24_90)
Mormal liver parenchyma 15 Mean d|Sease duratloni 16.1 yearS (1'53)
Congestion 112
Fatty change 47
Portal tract inflammation 30
Fibrosis 21
Tumour 15
Amyloid 9
Cirrhosis
Vasculitis

Cholangitis
Viral hepatitis
Other infections

Led bod Bed led LR

*In some autopsies, more than one finding was described.

Ruderman Br J Rheumatol 1995



PA and liver abnormalities

Retrospective examination of liver biopsies from autopsy material

Portal tract inflammation and fibrosis seen on blinded pathological
review of 90 normal and abnormal autopsy cases

Histologic grade

=Y

0 | 2 3 4
Abnormal autopsy cases (66) =
Portal tract inflammation 14 44 5] — 2 52/66 (78%))
Diffuse fibrosis 48 3 3 ] ]
Fibrosis with identifiable cause - 2 1 2
Normal autopsy cases (24)
Portal tract inflammation ] 11 - -
Diffuse fibrosis 22 2 - -

No clinical information for these

patients to rule out the possibility that oth

Dept of Rheumatology, University of Thessaly

Ruderman Br J Rheumatol 1995



Avutoavooec Peupatikéc MaBnoeic mov npoofBaiovv to Hrap

(oxedov OAec aAAad 1o cuyva)

1. Systemic lupus erythematosus
2. Antiphospholipd syndrome
3. Systemic sclerosis
4. pSjogren’s syndrome
5. Inflammatory myopathies
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Autoimmune hepatitis induced by anti-
TNF agents

Cases of autoimmune hepatitis (AlH) are rare,
representing less than 2% of all autoimmune processes
related to anti-TNF agents

Ramos-Casals Autoimmun Rev 2010

Most patients responded completely to anti-TNF
withdrawal

The majority of cases need immunosuppression to treat
the disease (prednisolone+AZA/or MMF) with a rapid
response to treatment, achieving complete remission in
2 months

Efe Autoimmun Rev 2013



Liver Injury From Tumor Necrosis Factor-a Antagonists: Analysis of

Thirty-four Cases CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2013:11:558-564
Anti-TNF-« agent and DILIN case number  Age (y), Duration of therapy before onset of DILI

or reference citation sex Disease Dose (wks)
Infliximab DILIN 1 28, M CD 5 mg/kg 20
.. Infliximab DILIN 2 54,F PsA 5 mg/kg 12
Infliximab more common Infiiximab DILIN 3 35, F cuC  5me/ke 2
Etanercept DILIN 4 34, F Ps 50 mg 15
Etanercept DILIN 5 35,F Ps 25 mg twice per week 16
L. Adalimumab DILIN 6 33,F cD 40 mg 52
Acute hepatocellular injury >75%psfisimab: 4EM A 5mglkg 14
Infliximab8 43, M AS 5 mg/kg 36
Infliximab!® 46,F PsA 5 mg/kg 22
. . Infliximab28 22,F Ps 5 mg/kg 6
- Infliximab32 54, F AS 5 mg/kg 12
Medlan tl me 13weeks Infliximab35 a3 M Ps NA 20
Infliximab® 38,F RA 3Img/kg 38
Infliximab3? 43,F CD 5 mg/kg 4
Autoimmune features (ANA/SMA#Yr" or ks Smele 2
nfli¥mab?3 64, M Ps 5 mg/kg 3
i i Infliximab3 53,F PsA 3 mg/k 30
H IStOIOgy SuggeStl ng AI H Infliximab32 36, F RA 3 mg//kg 12
Infliximab®® 34,F cuc 5 mg/kg every 2 weeks 16

Infliximab4® 28 M cuc 5 mg/kg 15
Infliximah!4 39,F RA 3 mg/kg 32
Infliximab, case 141 3TMm Ps 5 mg/kg 12
Infliximab, case 241 51, M Ps 5 mg/kg 10
Infliximab42 60, M CD 5 mg/kg 14
Infliximab!® 46, M CD 5 mg/kg 6
Infliximab42 45, F CD 5 mg/kg 7
Infliximab** 38,F CD 5-10 mg/kg 104
Infliximab2® 33, M CD NA 20
Infliximab*® 58, F CcD 5 mg/kg 12
Etanercept3! B0, F RA 25 mg twice per week 2
Etanercept®® 9,F JIA 0.4 mg/kg twice per week 40
Adalimumab?” 36, F PsA 40 mg every other week 12
Adalimumab'® 46, M PsA 40 mg every other week 12
Adalimumab?® 35,F RA NA 5




Liver Injury From Tumor Necrosis Factor-a Antagonists: Analysis of
Thirty-four Cases CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2013;11:558-564
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Hratikn ducAsttovpyia ota Aaiota PA kat
enavepyomnoinong HBV kat HCV uno
OLVOOOKOTAOTOATIK aywyn

Dept of Rheumatology, University of Thessaly



The risk of HBV reactivation depends on the
phase of the natural history of the disease

HBsAg+, HBeAg+, HBV-DNA+

active
Chronic HBV infectio Ing ey

HBsAg+, anti-Hbe+, HBV-DNA-

HB&\:tAg—, anti-HBc+, anti-HBs-

? occU
Resolved HBV infectio<

HBsAg-, anti-HBc+, anti-HBs+




Immunsupressants/ immunomodulatory agents
associated with HBV reactivation

Alkylators (cyclophosphamide, chlorambucil)
Antimetabolites (cytarabine, 5-FU, gemticabine, 6-MP, methotrexate)
Antitumor antibiotics (anthracyclines, bleomycin, mitomycin C)

Corticosteroids :
Fludarabine

Anti-CD20 (Rituximab)
Anti-CD52 (Alemtuzumab)!

Anti-TNF (Infliximab, Adalimumab, Etanercept, Certolizumab)

Dept of Rheumatology, University of Thessaly



Prevention of HBV reactivation

» All candidates for chemotherapy and
Immunosuppressive therapy should be

screened for HBsAg and anti-HBc prior to
Initiation of treatment (Al).

* Vaccination of HBV seronegative patients
IS highly recommended (Al).

AASLD Practice Guidelines Hepatology 2009, EASL Clinical Practice Guidelines 2012

Dept of Rheumatology, University of Thessaly



[ Liver Disease of Unknown cause ]

Conventional tests (ANA, SMA, LKM-1, LC-1, AMA)

Conventional tests negative
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