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DIAGNOSIS OF AIH

—)

Elevated I1gG _
lgG above the normal limit 1 po!nt
IgG 110 times above normal limit 2 points
Autoantibodies _
ANA or ASMA = 140 1 po!nt
ANA or ASMA > 1.80 1 po!nt
LKM =140 2 po!nts
SLA/LP positive 2 points
Histology of Chronic Hepatitis .
Compatible with AlH 1 po!nt
Typical of AlH 2 points
Absence of viral hepatitis 2 points

Points = 6: PROBABLE AIH
Points = 7: DEFINITE AIH

IgG: serum level of immunoglobulin G. ANA: antinuclear antibodies.

SMA: smooth muscle antibodies. SLA/LP: Anti-soluble liver antigen/

liver-pancreas. LKM: Anti-liver kidney microsomes.




PORTAL AND PERIPORTAL INFLAMMATION
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LIVER BIOPSY

MODERATE PORTAL AND PERIPORTAL
INFLAMATORY INFLTRATE INCLUDING
PLASMA CELLS

NECROINFLAMATORY LESIONS ARE
PRESENT.

PERIPORTAL AND PERISINUSOIDAL
FIBROSIS

FINDINGS ARE COMPATIBAL WITH AIH
WITH AIH- MODERATE ACTIVITY



LOBULAR INFLAMMATION AND LIVER CELL
NECROSIS
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PLASMA CELLS




CD138 IMMUNOSTAIN FOR PLASMA CELLS




ANY RELATIONSHIP B/W BIOLOGICAL
AGENTS AND AIH




Autoimmunity Reviews 9 (2010) 188-193
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Autoimmunity Reviews

journal homepage: www.elsevier.com/locate/autrev

Autoimmune diseases induced by biological agents
A double-edged sword?

Manuel Ramos-Casals **, Roberto-Perez-Alvarez °, Candido Diaz-Lagares?,
Maria-Jose Cuadrado ‘, Munther A. Khamashta “
and BIOGEAS Study Group'

* laboratory of Autoimmune Diseases Josep Font, Institut d'Investigadions Blomédiques August P i Sunyer {IDIBAPS), Department of Autoimmune Diseases, Hospital (fnic, Barcelona, Spain
® Department of Medicine, Hospital do Meixoeiro, Vigo, Spain
€ Lupus Research Unit, The Rayne Institute, King's College London School of Medicine at Guy's, King's and St Thomas' Hospitals, St Thomas' Hospital London, UK




Table 1
Characteristics of the main autimmune diseases associated with biological agents (BIOGEAS Registry, last update July 15, 2009).

Reported cases Mean age + SEM Female Underlying disease: Biological agent:
(n) (years) (%) RA Sp, [BD INF, ETA, ADA, other
(%) (%)
a) Systemic autoimmune diseases
« DIL 140 4951 + 168 17 2,71 37,33,25,6
* Vasculitis 139 51.55 +268 79 92,78 4,42,7,7
* APS/APS-like disease 42 50,00 +3.79 70 26, 11, 26 45,41,5,9
» Sarcoidosis 38 4941 +205 65 60, 37,0 26,61,10,3
b Organ-specific autbimmiine diseases
* Optical neuritis® 123 4347 £329 63 37,17, 25 43,497, 1
* [nterstitial lung dise ase 118 6279 +198 77 71,64 43 47,37
* [nflammatory ocular disease 87 4596 +2.16 81 4,4.0 18,79,2,0
* MS/MS-like* 55 42834199 70 5, 17,12 20,51,27,2

* Peripheral higs® + e B ——H1 K 74.12,14,0
E- @mimmune hepatitis 19 4524 +283 76 2,40 79,10, 10

DIL: drug-induced lupus: APS: antiphospholipid syndrome; M5 multiple sclerosis; BA: rheumatoid arthritis: Sp: spondyloarthropathies; 1BD: inflammatory bowel disease:
INF: infliximab; ETA: etanercept; ADA: adalimumab: SEM: standard error of the mean.

* Eight patients had the two processes.

" Excluding those appearing in patients with vasculitis.




Table 2
Outcomes of the main autimmune diseases associated with biological agents (BIOGEAS Reaistry, last update July 15, 2009),

Mean time of appearance £5EM  Stop of biological therapy  Corticosteroids immunasupp.  No resolution of induced AD  Deaths

(weeks) (3] (%) (%) (n)
Vasculitis 12554645 9 50,18 9 2(14%)
Lisps fupus-like H024413 % 4,13 1 0(0k)
APS/APS-like 11794604 100 1,7 1 1(24%)
Sarcoidosis %924 1362 8 210 1 0(0%)
Interstitial lung disease WN+27 100 0,13 3 14(12%)
Demyelinating CNS disease 23634324 9 46 30 1(04%)
Peripheral neuropathies 16.09+6.27 9 21,56 1 0(t)
Inflammatory ocular disease 47144733 4) B3 31 0(t)
<_ﬁumtmmune hepatitis 14754448 100 210 w

APS: antiphospholipid syndrome: CNS: central nervous systerm; [mmunosupp.: immunosuppressive agents, intravenous immunogbbulins andjor plisma exchanges; AL autbimmine
disease; SEM: standard emor of the mean.




CONCLUSION

Limited quality of available data

Growing number of reports of autoimmune
processes related to biological agents

Mild features cessation of therapy 1s advised
and generally sufficient

In case of internal organs involvement the
cessation of therapy is mandatory

Addition of steroids/immunuppressive
according to the clinical evolution



SUMMARY OF INFLIXIMAB RELATED
HEPATITIS 2009
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Infliximab-related hepatitis: discussion of a case and review
of the literature
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12F,5M

Mean age — 43

Indications ( CD, RA, PsA, UC)

liver injury appears after the 4th infusion in
average

11 patients had evidence of autoimmunity (AIH-1
like), according to serology profile and biopsy (7
cases)

All treated with steroids (10 respond)



CASE REPORT -2007

Autoimmune hepatitis following
Infliximab therapy for ankylosing
spondylitis

Gerard Ozorio, Bruce McGarity, Haesung Bak, Andrew S Jordan,
Henry Lau and Cathy Marshall




MECHANISM

Infliximab may contribute to development of AIH
In predisposed patients by triggering auto
antibodies

TNF-a blockade of cytotoxic T cells >
B cell production of auto AB grows.

Anti-TNF-a agents interfere with the induced cell

death of CD8 T cells, leading to an accentuated
lymphocytes



BACK TO OUR PATIENT
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SUMMARY:
AIH AND BIOLOGICAL AGENTS

AIH may become more evident with increased
use antl-TNF-a agents

Consider monitoring of liver function routinely
for patients treated with biological agents

STOP biological agent

Consider Prednisone or Budesonide/
Immunosuppressant



