LAOJOG(3ITML
333000 Ma0o
oLbMBNOBNY

e
<=2/

B 3060l 69593035309 -
031b6MmbL3MG05

53000 393©®939¢o MD PhD
X905 Botdms MD

05059935 Bd39sd30¢0 MD

39353 MEMQ0M0-358GHOMIBEIOMWMY0HO ©I356E5T9bEHO
15990E0bM 396G M0 IMBg39w0

2016 Hgero

MRCHEVELI
2

MEDICAL CENTER
—— LIMBACH GROUP ——

@bodbrycmo 3699695300 85902996985 30209(5029¢0 o Y6900 539980 05300065350 ©1T298:9¢10S.



(72 | vd356033000
G414\ ) | 303000PM30
@ ALMBOBNY
Global impact of hepatitis B
2 billion with evidence of 15 — 40 % develop
HBYV infection cirrhosis, liver failure,

or HCC
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Centers for Disease Control and Prevention (CD€), USA
wwwnc.cdc.gov/travel/content/yellowbook/2014/map_3-04.pdf
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HBeAg- High infectivity
HBeADb- Low infectivity
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Yim HJ, et al. Hepatology. 2006;43:5173-5181.
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MM 450m3036m0 HBV 6954303530957

30OTLIWO | L HBY DNA 3m08s@s 10-x96 (> 1 log,, IU/mL)
56 04m 5 29bbs HBV DNA
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Hoofnagle JH. Hepatology. 2009;49:S156-S165. Terrault NA, et al. Hepatology. 2016;63:261-283.
Visram A, et al. Clin Liver Dis. 2015:5: [e)
35-38. Hwang JP, et al. Support Care Cancer. 2012;20:2999-3008. clinicaloptions.com
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Risk Level Serological Risk Status Immunosuppressive Agent
Risk Status

Intermediate HBsAg-, anti-HBc+, = TNF inhibitors
anti-HBs- = Tyrosine kinase inhibitors
= Other cytokine and integrin inhibitors
= Transarterial chemoembolization
= Low/moderate/high-dose corticosteroids*

Low HBsAg-, anti-HBc+, = Methotrexate
anti-HBs+ = Azathioprine
= 6-mercaptopurine
= Low-dose corticosteroids*

*2 10 mg for =2 4 wks for HBsAg+/anti-HBc+. T< 10 mg for = 4 wks for HBsAg+/anti-HBc+; = 10 mg for
> 4 wks for HBsAg-/anti-HBc+. *< 1 wk for HBsAg+/anti-HBc+; < 10 mg for = 4 wks for HBsAg-/anti-HBc+.

- 148 [©
Perrillo RP, et al. Gastroenterology. 2015;148:221-244. dlinicaloptions.com
Reddy KR, et al. Gastroenterology. 2015;148:215-219.
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Degree of immunosuppression

Antimetabolites Systemic TNF-« inhibitors  Local Costicosteroids  B-cell depleting Stem cell and
Azathioprine Chemo- infliximab therapy agents solid organ
6-mercaptopurine therapy™ ¥ adalimumab for HCC rituximab transplantation
methotrexate certolizumab ofatumumab
golimumab ustekinumab
etanercept natalizumab
alemtuzumab
ibritumomab

Bessone F, et al. World Journal of Hepatology. 2016;8(8):385-394.
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High Risk Group >10%

B cell-depleting agents such as rituximab and Lymphﬂmafleukamial rheumatoid arthritis, idiopathic
ofatumumab | thrombocytopenic purpura, cryoglobulinemia
o HBsAq positive/anti-HBC positive: 30%-60% (A)
¢ HBsAg negative anti-HBc positive: >10% (A)
Anthracycline denvatives such as doxorubicin and Breast, ovanan, uterine, and lung cancers; lymphoma
epirubicin and leukemias; transarterial chemoembolization

o HBsAg positive/anti-HBc positive: 15%-30% (A)

Corticosteroid therapy for >4 wk Inflammatory bowel disease, vasculitis, sarcoidosis,
o HBsAg posttive/anti-HBc positive: >10% (B) autoimmune disorders

(moderate/high dose”)

Perrillo RP, et al. Gastroenterology. 2015;148:221-244.
Reddy KR, et al. Gastroenterology. 2015;148:215-219.



Boxed Warning and new FOA
recommendations to decrease risk
of hepatitis B reactivation with the

immune-suppressing and anti-
cancer drugs Arzerra (ofatumumab)

and Rituxan (rituximab)

 Fatal: 109 cases 11/97-10/09 Anti-CD20
(rituximab & obinutuzamab) NHL & CLL

¢ 32 met reactivation criteria

« 22/32 HBsAg seroconversion
* 19/HBsAg- HBcADb+

www.fda.gov/Drugs/DrugSafety/ucm366406.htm
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Tur-Kaspa R et al, Virology 1988;167:630—-633.
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In conclusion, moderate doses of glucocorticoids for >3
months have been shown to be associated with an increased
risk of HBVr in HBsAg-positive patients. There is a high level
of confidence that the true risk of HBVr with long-term
systemic corticosteroid therapy is at least 10% when used
in HBsAg carriers. The risk of HBVr from long-term gluco-
corticoid therapy is anticipated to be lower in HBsAg-
negative, anti-HBc-positive patients. However, due to a
paucity of data, a precise estimate cannot be provided




Moderate Risk Group 1-10%

TNF-« inhibitors: etanercept, adalimumab, Inflammatory bowel disease, rheumatoid arthritis,
certolizumab, infliximab ankylosing spondylitis
o HBsAg posttive/anti-HBc positive: 1%-10% (B)

o HBsAg negative/anti-HBc positive: 1% (C)
Other cytokine inhibitors and integrin inhibitors:
abatacept, ustekinumab, natalizumab,
vedolizumab
o HBsAg positive/anti-HBc positive: 1%-10% (C)
o HBsAg negative/anti-HBc¢ positive: 1% (C)
Tyrosine kinase inhibitors: imatinib, nilotinib Chronic myelogenous leukemia, gastrointestinal
o HBsAg positive/anti-HBc positive: 1%-10% (B) stromal tumors
o HBsAg negative/anti-HBc positive: 1% (C)

Corticosteroid therapy for >4 wk Inflammatory bowel disease, vasculitis, sarcoidosis,
o HBsAg positive/anti-HBc positive: 1-10% (C) autoimmune disorders
(low dose”)
o HBsAg negative/anti-HBc positive: 1-10% (C)
(moderate/high dose”)

Anthracycline dervatives: doxorubicin and epirubicin Breast, ovaran, uterine, and lung cancers; lymphoma
o HBsAg negative/anti-HBc positive: 1%-10% (C) and leukemias; transarterial chemoembolization

Perrillo RP, et al. Gastroenterology. 2015;148:221-244.
Reddv KR. et al. Gastroenteroloayv. 2015:148:215-219.



TNF-a 0b30d0@mMhgdo

* 8887 35330960 3063 doomm TNF-a

0b3odo@mgdo (2001-2010) Patients
* 13Mobobyo BomEs®ms 37% (2001) - (n=8887)
72% (2010) Age (years) 49
 HBsAg +-0.5%, anti-HBc + - 3.9% Male (%) 38
e HBVr @b(BOjb()ﬁ)@b 9 306006@80 Time on anti-TNF (months) 41
— 7 HBsAg @5@©gd000 Treated by (%)
~ 1 anti-HBc ©3QBOMO heumatoiogy 3
— bmd0s (93MMboermdsdg 96 0gm  Gastroenterology 13
80%88868@0) More than 1 10
° 3@0603‘36)0 658(0[5585@0: Steroids + immunosuppressants (%) 41
— 6096 ©0fym 09MH5305 S Anti-TNF agent (%)
439eoLmSb ?)bambﬁ'y’m@@%) rdf!l’ri'rr:jr?‘ab ig
— 30,50 33ObsMds dfyd Etanercept 33
- ngd@ob 1305600LMdS 56 Logzoro More than 1 32
56 ©SB0JLOMOY

Pauly MP, et al. Hepatology.2014;60(suppl 1):232A-233A Abstract 72.
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Reactivation of occult hepatitis B virus infection, following
treatment of refractory rheumatoid arthritis with abatacept
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Fiz. 2. Dhagram of treatments and HBV reactivation. Diagram showing the
biological and antiviral treatments as well as the basic laboratory findings related
to HBV infection status over time.

Germanidis G et al, ] Hepatol 2012;56:1420-1421.
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Psoriasis, hepatitis B, and the tumor necrosis factor-
alpha inhibitory agents: A review and recommendations

for management

Amanda Abramson, MD, Alan Menter, MD, Robert Perrillo, MDEd &4

LAII:FnetrIc 2
il

DOI: http://dx.doi.org/10.1016/.jaad.2012.04,036 =] £ |w

Conclusions
Hepatitis B screening is essential prior to the initiation of tumor necrosis factor-alpha inhibitor therapy.

Psoriatic patients found to be hepatitis B surface antigen or hepatitis B core antibody-positive should be
referred to an appropriate specialist for evaluation and therapy. This would allow for the safe use of tumor
necrosis factor-alpha inhibitors in psoriatic patients despite recently published guidelines to the contrary.
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Low Risk Group <1%

Traditional immunosuppressive agents: azathioprine,

6-mercaptopurine, methotrexate

o HBsAg positive/anti-HBc positive: <1% (A)

o HBsAg negative/anti-HBc positive: <<1% (A)
Intra-articular corticosteroids

o HBsAg positive/anti-HBc positive: <<1% (A)

o HBsAg negative/anti-HBc positive: <<1% (A)
Corticosteroid therapy for <1 wk

o HBsAg positive/anti-HBc positive: <1% (B)

o HBsAg negative/anti-HBc positive: <<1% (A)
Corticosteroid therapy for >4 wk

o HBsAg negative/anti-HBc positive: <1% (B) (low

dose”)

Perrillo RP, et al. Gastroenterology. 2015;148:221-244.
Reddy KR, et al. Gastroenterology. 2015;148:215-219.

Inflammatory bowel disease, psoriasis, sarcoidosis,
autoimmune liver disease, arthritis

Arthritis

Asthma, contact dermatitis

Inflammatory bowel disease, vasculitis, sarcoidosis,
autoimmune disorders
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