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Hmatotofikotnta amo anti-TNFa -
EVOEIKTIKEG ONUOGCIEUGEIC

Risk of elevated liver enzymes associated with TNF inhibitor utilisation in patients with
rheumatoid arthritis.
Sokolove J, CORRONA InvestigatorsAnn Rheum Dis. 2010 Sep;69(9):1612-7. Epub 2010 May 6.

Drug induced autoimmune hepatitis and TNF-a blocking agents: Is there areal relationship?
Efe C., Autoimmun Rev. 2012 Jul 25. [Epub ahead of print]

Autoimmune hepatitis following treatment with infliximab for inflammatory bowel disease.
van Casteren-Messidoro C, J Crohns Colitis. 2012 Jun;6(5):630-1. Epub 2012 Feb 9.

Infliximab-induced autoimmune hepatitis with successful switch to adalimumab in a patient
with Crohn's disease: the index case.
Goldfeld DA, Dig Dis Sci. 2011 Nov;56(11):3386-8. Epub 2011 May 20.

Infliximab-related hepatitis: discussion of a case and review of the literature.
Mancini S, Intern Emerg Med. 2010 Jun;5(3):193-200. Epub 2010 Jan 27.

Toxic hepatitis induced by infliximab in a patient with rneumatoid arthritis with no relapse
after switching to etanercept.
Carlsen KM, Clin Rheumatol. 2009 Aug;28(8):1001-3. Epub 2009 Apr 16.

Infliximab-induced hepatitis: absence of cross-toxicity with etanercept.
Thiéfin G, Joint Bone Spine. 2008 Dec;75(6):737-9. Epub 2008 Aug 6.



Hmatotofikotnta amo anti-TNFa

CORRONA Registry (USA)
n=6861

|

> 1XALT: ~ 6 %

>2xX ALT: ~ 0.8 %

Infliximab=2.4
OR via > 2x ALT ‘ éf:.-l\ier?gg:;t—)?11.72

Sokolove J et al, Ann Rheum Dis 2010



Hmatotofikotnta amo anti-TNFa -
oupmepaocpara |

XapunAog aAAd utapKTog o Kivouvog
[eplOCOTEPEC MEPITTWOELS avagepovTal pe to infliximab
- infliximab >> adalimumab >> etanercept
- Bloyia:
e AIH vs DILI (autoimmune hepatitis vs drug induced liver injury)
AVAoTPEWIUN NTTATOKUTTAPIKA BAGBN ~ Cumel Ffe, Autommuniy Reviews 2011

AcpaAnc n aAAayn tou BloAoyikoU mapayovid
- meploootepa Osdopeva pe to etanercept

Thiéfin et al, Joint Bone Spine. 2008 Dec;75(6):737-9
Carlsen et al, Clin Rheumatol (2009) 28:1001-1003



Integrated safety in tocilizumab clinical trials

Michael H Schiff'", Joel M Kremer”, Angelika Jahreis®, Emma Vernon?, John D Isaacs® and
Ronald F van Vollenhoven®

Table 6 Changes in ALT/AST values from normal at baseline to highest value in the all-control and in the all-exposed
population

ntrolled, double-blind study population All-exposed
population
Tocilizumab 8 mg/kg  Methotrexate Tocilizumab 4 mg/kg Tocilizumab 8 mg/kg DMARD Tocilizumab,
monotherapy, (control), + DMARDs, + DMARDs, monotherapy, % (n/n)
% (n) % (n) % (n) % (n) % (n) n = 4,009°
n =288 n =284 n=774 n=1582 n=1170
ALT? n = normal n =269 n =269 n= 706 n= 1465 n = 1,080
at baseline
> 1-3x ULN 33.8 (91) 320 (86) 42.8 (302) 459 (672) 19,1 (206) 573 22/
= 3-5x ULN 1.1 (3) 26 (/) 4.0 (28) 43 (63) 0.8 109 3,696)
= 5x LN 0.7 (2) 1.1 (3) 10 (7) 14 (20) 0303 7.2 (267/3,696)
22 (83/3,69)
AST? n = normal n =283 n =269 n=743 n= 1502 n= 1,123
at baseline
= 1-3x ULN 208 (59) 249 (67) 32.4 (241) 388 (583) 145 (163) 514 01,951/
> 3-5x ULN 04 (1) 1.1 (3) 08 (7) 15 (23) 0303 3.818)
> 5x ULN 0.7 (2) 04 (1) 0.2 (3) 0.1 (1) 26 (98/3,818)
06 (22/3.818)
Dose held® 8.0 (23) 9.9 (28) 2.5 (19) 25 (39) 0.7 (8) 103 (413/4,009)
Discontinued 03 (1)° 14 (4)° 13 (10)° 13 (21)° 02 (2° 2.3 (91/4,002)

Bloyia nmatog os 9 acBeveic: aAAolwoel oTteatonmatitidoag

Schiff et al. Arthritis Research & Therapy 2011, 13:R141



Hmatotofikotnta amo tocilizumab -
oupmepacparta ll

o AUENOEIC OTIC TIHEC TWV TPAVOAULVACWY

ATEG KAl AVTIOTPETTEC

OUYKPIOLIYEG pe Bepameia pe MTX

IO GUXVEC 0T ocuvOudoTIKN Pe MTX Bepareia

XwPIi¢ cuvodo gpgavn KAWVIKA nmatikn BAGBn

e JUuvlOoTATAl OTEVN TTApaKoAoubnon

- 10laitepa o€ ouvouaoTikn Beparmeia pe MTX

Schiff et al. Arthritis Research & Therapy 2011, 13:R141
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HBV Aoilpwén
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Hepatitis B
virus

% of general population

Level of endemicity
with chronic HEV infection

%% of world population

- high endemicity greater than 7% about 45%
\:| intermediate endemicity 2% to 7% about 43%
\:I loww endemicity less than 2% about 12%

A6 Xxpoévia nmratimida B maoxouv 350.000.000 dropa (7% TOU GUVOAIKOU TTANBUCHOU), Kal
padi ue Tnv nrraTimtida C euBuvovtal yia 1.000.000 8avdToug £TNOIWG



Avalwnmupwon HBV Aoipwéng
TMTPOKAAOUMEVN ATIO (pApHaAKd

dapuako HBV DNA 1
Koptikootepoeldn ++ (50%)
DMARDs
Methotrexate/Leflunomide Rare
Cyclosporine (CsA) PN
Hydroxychloroquine PN
BioAoylKoi TapdyoVvTEeg
Anti-TNFa + (39%)

Rituximab (anti-B cell)
Abatacept (CTLA-4 Ig)
Tocilizumab (anti-IL6R)
Anakinra (anti-IL1)

++ (27-80%)
?
?

?

Hoofnagle, J. H. Reactivation of hepatitis B
Hepatology 49, S156—S165 (2009)

Perez-Alvarez, R. et al. Medicine 90, 359-371 (2011)
(review of 89 published cases)

Evens et al, Ann. Oncol. 22, 1170-1180 (2011)
Mendez-Navarro et al, Liver Int. 31, 330-339 (2011)
Chen et al, Med. Oncol. (2010)




Rheumatologists’ Awareness of and Screening
Practices for Hepatitis B Virus Infection Prior to
Initiating Immunomodulatory Therapy

Stine et al, Arthritis Care Res, 2010

‘EAéyyxeTe yia HBV 1rpiv TnV évapin Noéoo cuxva eAéyxete LFTs/HBV

BioAoyikoU TTapdayovra? DNA,;

« NAI 69% * 3 punAvec: 24%
« OXI: 6% * 6 unAvec: 20%
* Yo mrpoUTtroBéocic: 25%* e 12 punvec: 16%

Av xpeLaletol, toLo avVTLLKO PAPAKO

Mowa screening test xpnoiwponoteite? XPNOLLOTIOLELTE;
 HBsAg:92% * JupBouAn nmatoAdyou: 81%
* Anti-HBs: 51% * YnoAouto 19%

* Anti-HBc: 43% *  AauBoudivn: 67%



E€EMEN tng HBV Aoipwéng

ALT Normal Elevated Normal Elevated
HBeAg status Positive Positive Negative Negative
HBVDNA 505,000 1U/ml >20,000 1U/mi <2,000 1U/ml >2,000 IU/ml
(serum)
Liver biopsy Absent/minimal Moderate/severe Absent/minimal Moderate/severe
inflammation inflammation inflammation inflammation
Line active p .
o BeAg-negativ
HBgAg-posm ronic hepatitis

ronic hepat

. 8-10%
;ompensated cirrhosis
3-5%

Rate of chronicity adults); 10-30% (children);
after viral exposure O0% (mother to child)

2compensated cirrhos|




BioAoyikoi Trapayovteg & HBV

TNF

—  EVEXETAI OTNV Apuva Tou ¢evioTn évavTi Tou HBV katd 1n didpkeia
TOO0 TNG 0&Eiag OO0 KAl TNG XPOVIAG AoiNweNng

IXETIKOG Kivouvog HBV & Bepameieg :

Evepyog Aoipwén > amAn popeia >> maAid Aoipwén

Chung et al, ] Rheum, 2009 H B SAg (+) H B SAg (+) H B SAg (_)

Carroll and Bond, Semin

wmen s HBY DNA (+)  HBVDNA () Anti-HBc (+)
39% 5%

2 case reports
Vassilopoulos et al, ARD 2010: 0/19 pts
Charpin et al, Arthritis Res Ther, 2009: 0/21 pts

- MovokAwvika > Etanercept



Anti-HBs (IU/L)

BioAoyikoi Trapayovteg & HBV

Rituximab : A\ kivduvog: OR 5.6

xpovia (27%—80%), } TraAaid (3%—25%) HBV Aoipwin
(o€ ouvduacopéva pe tdose Cs OXAMATEYns et al, Ann Oncol, 2010
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Long-term safety of rituximab in
patients with rheumatic diseases
and chronic or resolved hepatitis B
virus infection

Patient characteristics

Anti-HBc+/anti-HBs+ (n=9) Anti-HBs+ (n=4, vaccinated)
10000
— — —_
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Baseline After RTX Baseline After RTX

» No viral reactivation
* No change in anti-HBs titres

N 4
Sex (M/F) 3/38
Age (years), mean+SD 60.1+13.6
Follow-up, months, mean=3SD (median) 18.9+13.5 (13)
Cycles of RTX therapy, mean=SD (median) 3.7+2.1(3)
Rheumatic disease
Rheumatoid arthritis 34
Other* 7
HBV infection status at baseline
Not HBV exposed: HBsAg—, anti-HBc—, anti-HBs— 23
HBV-vaccinated: HBsAg-, anti-HBc—, anti-HBs+ 4
Resolved HBV infection: HBsAg—, anti-HBc+ 12 (9/3)
(anti-HBs+ or —)
Chronic HBV infection: HBsAg+, anti-HBc+, anti-HBs— 2

Mitroulis |, Vassilopoulos D et al, Ann Rheum Dis. 2012 Aug 28



Moiol acOeveic xpRlouv TTPOANTITIKOU EAEYXOU;

‘OAot ol acBeveig mpiv TNV
gvapén BloAoylkou mapayovta!

[Mola screening tests;

« HBsSAQ+: qopeia 1 Xpovia NTTATITION (anti-HBc - 7 + avrioToia)
— HBV DNA!

* Anti-HBc+: TrTaAid Aoipwen (resolved/occult) #esag-)
— HBV DNA;

« Anti-HBs+: GV(’]YKr] EIJBO)\IGO'HOU; (ue HBsAg - kar anti-HBs Ab #)



AvTiukn aywyn

® VY kivduvou avalwTUpwonc HBV pe guyxopriynon
Aapioudivng

i Xwpi
Me Aapioudivn Aaplﬁoﬁéivn
Emravevepyotroinon 14% 73%

HBV

Zingarelli et al, J Rheum, 2009



[Moiol xpriouv Bepartreiag;

‘OAo1 o1 HBsSAQ(+) aoBeveig — mpiv TNV Evapén
BioAoyIKoOU TTapAyovTa

- HBsAg | anti-HBs Ab | anti-HBc Ab AST/ALT HBV DNA
QPopcia
(inactive carrier + 2T100Epa KP < 10° copies/ml
state)
Xpovia N N Z100epd > 10° copies/ml
nmrartitida B EPIOOIKA AN

Monitoring

ALT/AST ava 3 pnveg
HBV DNA ava 6 pAveg

aFP/US Anatog ava £10¢




Mo16 avTiK® @APHOKO;

HBsAg | anti-HBs Ab anti-HBc Ab AST/ALT HBV DNA

Popsia + - - Z100epd KP < 10° copies/ml

@opeia HBV : AapuBoudivn AAAA ALT/HBV DNA kaBs 6 HAVEG

HBsSAg | anti-HBs Ab | anti-HBc Ab AST/ALT HBV DNA
Xpovia N ) N 2100gpd > 10° copies/ml
nmraritida B TTEPIOBIKA A

Xpovia nrtatitiéa B : evtekaBipn/tevodofipn

Kivbuvocg avamntuéncg oteAéxouc avBOektikou otn AaptBoudivn!

2UVEXION AVTI-IIKAG aywyng X 6-12 HAVEG META TN JIQKOTT TWV BIOAOYIKWY TTAPAYOVTWY

Vassilopoulos et al, Ann Rheum Dis, 2010
Carroll and Bond, Semin Arthritis Rheum, 2008



MaAia Aoipwén (resolved/occult)

HBsAg | anti-HBs Ab | anti-HBc Ab AST/ALT HBYV DNA

MaAid Aoipwén - + 7 2Ta0Epd KP -

Aev xpnlel Oepanceiog AAAA:

* ALT
KAOe 3-6 UNVEC
* HBsAg

+ HBV DNA ??

Enavevepyomnoinon HBV
2 case reports
Vassilopoulos et al, ARD 2010: 0/19 pts
Charpin et al, Arthritis Res Ther, 2009: 0/21 pts




Mn ekTeBeipévol og HBV

HBYV DNA

HBsAg | anti-HBs Ab | Anti-HBc Ab AST/ALT
Mn exTeBeIpévog i _ i .
o€ HBV 2Ta0EPA KP

v EuBoAlacudg
— EmAeypévol aoBeveic / ecartopikeuon
* NEéol
« A0Bgveic ye OUXVEC VOONAEIEC
« AoBgveic ye avaykn METAYYIOEWV
* EVONUIKEG TTEPIOXEC




AoBeveig utTrown@iol yia évapén
BioAoyikng BepaTreiag

|

‘EAeyxog yia HBV Aoipwén
(HBsAg, anti-HBc, anti-HBs)
|

HBsAg+ HBsAg- HBsAg- HBSAG-  (aoeeveic mou
(xpévia nmarinda B) Anti-HBc- Anti-HBc- Anti-HBc+  cixav VOZZC{EI)
H OTO TTAPEATOV,
Anti-HBs- Anti-HBs+ Anti-HBs+/- ?
(naive aobeveic) (euBoAiaouévor acBeveic)
(ISAVAIB]\JA
Y
‘Evapgn EupBoAiacuég o€ Aev xpeialovral ‘Evapgn 2TEVA TTapakoAoubnon
QAVTI-IIKAG aoBeveic uynAou TTEPAITEPW EVEPYEIEG QavTI-IIKAG (HbsAg kai LFTs 1 HBV
Bepartreiag KIvOUvou Bepartreiag DNA k@0¢ 3-6 prveg)
Y
HBsAg+ i/kai
{ HBV DNA+
y

MapdayovTeg e XapnAn 1k avTtiotaon TpoTihwvTal (tenofovir, entecavir)
Xopriynon aAwv trapayoviwy (lamivudine, adefovir) o€ avevepyoug QOpEig
(HBV DNA <2,0001U/ml, LFTs ko)

Nat. Fex Rheurraicd B, 343-227 2042t
Management of rheumatic disease
with comorbid HBV or HCV infection

(Dimitrios Vasslopowos and Leanand H. Calalress




HCV Aoipwén kai
BIOAOYIKOI TTAPAYOVTEG

Resolved
infection
15-40%

% Death or transplantation

Chronic 15-30% 1-3% natocellu
Cirhos’s

Time (years)

EmmimroAacpég otnv Eupwn: <0.5% (Bopeia Eupwn) £éwg >3% oTn Poupavia Kal aypoTIKEG TTEPIOXES
>UvoAIKd, TTepiTTou 180.000.000 aTopa gival poAuopéva kai 350,000 Bavarol atrd niaTikf vooo oxeti¢ovral pe HCV Aoipwén eTnoiwg



2uvutrapén PA kail HCV Aoipwéng
B1OAOYIKOI TTAPAYOVTEG

* Anti-TNF

— MaAAov aoc@alnc & KaAd avekTr) Beparreia

« [MBavr euepyeTikn €TTidpaoN Tou etanercept otnv avtiikr Bepartreia pe IFN
Zein, J. Hepatol. 42, 315-322 (2005)

— Aonuavtec aAhayeéc oe AST/ALT & KO @opTio

Brunasso et al, Rheumatology (Oxford) 2011
(systematic review of anti-TNF use safety in chronic HCV infection - 153 pts).

 Rituximab
— Ao@aAéc o€ ouvuttapen RA-HCV
— O¢gpartreuTikn €1MIAOYA o€ HCV-Kpuoo@aipIvaidiKr ayyeliTidoa

Sneller et al, Arthritis Rheum 2012

De Vita et al, Arthritis Rheum 2012

(efficacy of rituximab in HCV-associated cryoglobulinaemia - phase Il RCTs)
Saadoun et al. Blood 2010

(rituximab superior to antiviral therapy alone)



PA / HCV TTapakoAouOnon

‘EAgyxocg yia HCV Abs, HCV RNA
e HCV Abs+, HCV RNA-

— Agv ouvioTtaral avTikn Bgpartreia AAAA

v' AST/ALT
KABE 6 unveg
v HCV RNA

s Evepyog nmratiTida C (N AST/ALT, HCV RNA+)

* HTraTtoAoyikn ekTipnon:

* Bloyia ATTaTOC

* Beparreia: IFN - a =»on autodvooa @aivopeva



MpoAnwn avalwmupwong IoyeVoUug NTATITIOAC
peTa amo BioAoyikn Oepameia - cuunepacpata i

HBV
» 'EAeyxoc og 6Aoug Touc acBeveic MPIN tnv évapen BioAoyikou trapdyovTta
HBsAg, anti-HBs, anti-HBc
 HBsAgQ(+): pakpoxpoévia Bepartreia
— Evepyoég nmrartitida B: EvrekaBipn/TevogoRipn
— Qopecia: Napipfoudivn
— ZUuvEXIoNn avTI-IIKAG aYywYNAGS X 6-12 PAveg META TN JIAKOTTH TWV BIOAOYIKWY TTAPAYOVTWV

« HBsAg(-) Anti-HBc(+): oTevh TTapakoAoudnon
— ALT/HBsAgQ kaB¢ 3-6 urveg

* AoBegveic TTou dev €Xouv eKTEDEI OTOV 16 — €PROAIOOHOG

HCV
HCV(+): MdA\ov aoc@paAnc n xopriynon PloAoyikwv
— 2TeVI) TTapakoAoubnon



'Hmap kat BloAoyIKoi TaApAYOVTEG

Juvepyaoia e NTTAToAOYo Yia Ayn BepATTEUTIKWY
amoPAcEWV Kal EMBAsYN tNS aviamokplong otn Bepameia

"Ten Surgeons tn Pink Transplant a Liver' xavier cugat 287 x 22



