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Glossary of clinical terms used in HBW infection

HBeAgs N HBeAg- ant-Hbe + P

Chronic hepatitis B

" ' mumup on !C:hrc:ur‘_nic ne;rcinﬂamr_‘n_atc:r'f_ disesase c:f_ the Iive_r _caused by persistent

p‘“" iNnfection with hepatitis B virus. Chromnic hepatitis B can be
subdivided into HBeAg-positive and HB=sAg-negative chronic
hepatitis B.

HBV DNA

Inactive HBsAg carrier state

Persistent HBW infectiorn of the liver without significant, ongoing
Nnecrainflammatory disease.

Resolved hepatitis B

Prewvious HBW imfection without further wvirological, biochemical, aor
histological evidence of active wvirus infection or diseass.

Acute exacerbation or flare of hepatitis B

Intermittent elevations of aminotransferase activity to maore than
10 times the upper hmit of normal and more than twice the baseline

walue.
E Reactivation of hepatitis B
Immune Immune Immune Control HBYV j> : . . . .
m“ cmm ﬂlmﬂ. c'm.r Rllc‘hlﬁon Reappearance of active necroimflammatory disease of the liver im a
(I “h) person known to hawve the inactive HEsAg carrier state or resalved

hepatitis B.

Clinical Liver Disease HBeAg clearance

Volume 5, Issue 2, pages 35-38, 27 MAR 2015 DOI: 10.1002/cld.426 Loss of HE=eAg in a person who was previously HEeAg positive.
http://onlinelibrary.wiley.com/doi/10.1002/cld.426/full#cld426-fig-0001 HBeAg sercconversion

Loss of HBeAg and detection of anti-HBe.

HBeMg: hepatitis B & antigen; HBsAg: hepatitis B surface antigen; HBW:
hepatitis B virus; anti-HBe: hepatitis B & antibody.


http://onlinelibrary.wiley.com/doi/10.1002/cld.v5.2/issuetoc
http://onlinelibrary.wiley.com/doi/10.1002/cld.426/full

(72 | vo3o6m3000y
GHA ) | 39300MMM3MO
@ dLMBOGOY
* (MHMYMO OI3L35 OIABMDO O 2539033900 LM MYOIE
do639690do?

ACT-First HEPATITIS B: PATIENT WITH POSITIVE SEROLOGIES AASLD CURRICULUM & T RAINING ""Iﬁ:-.-..r-

Interpretation of HBV Serological Markers

IgG Anti- IgM Anti-

HBsAg HBc HBc

Anti-HBs Interpretation

Never infected and
= = = = absence of immunity

)= -+ - - Chronic infection

Acute infection or
+ + + dlseas_e ﬂare_ in
chronic carrier

Re e m past
— =+ - -+ infe
im ity

Immunity from
= = = + vaccination

Hoofnagle JH. Semin Liver Dis. 1991; 11: 73-83.
http-/iwww_cdc.govivaccines/pubs/pinkbook/hepb_htmil
© 2014 The American Association for the Study of Liver Diseases
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ACT-First HEPATITIS B: ANTIVIRAL TREATMENT AASLD CURRICULUM & TRAINING |[ZRuin

Approved HBV Treatments

» Interferons (IFN)
- Standard IFN alfa
- Pegylated IFN alfa

» Nucleos/tide Analogues
- Lamivudine (Epivir®, LMV)
- Adefovir (Hepsera® ADV)
- Entecavir (Baraclude® ETV)
- Telbivudine (Tyzeka®, TBV)
- Tenofovir (Viread®, TDF)<

© 2014 The American Association for the Study of Liver Diseases
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1.
2.
3.

HCC 3693963309
GOOMBOL gob30mgdols 3699396305

3™3396L0MHGdMOo F0OMDBOL OMUL - BESdoWMEOHMdOL d9gbotBMbgds/qlsderm
1 399956300006900L dorf)935
290053990L MHoL3ZoL 993060905 (35.: MOLBMEgdOL 3OMBOWSYEH03IMOO 0I9MS309)

695J3035300L HoL3oL dga30Mgds (859.: 3MMTBOSYEH0ILIMO 09M3305 J0I0MMYIMS300L
f06)
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o 39LGHMMYbEHIMMEM0 (b5{er3900L 56079000 55350098900, FIBEBHOMMObEH LGNGO
Lodlbogbggdo)

o 39985¢Mmemy0 (¢r0dxmds/¢g039d05, 0EOM3500vIM0 0XMMIdM(30¢M3960M0
3MH39)6)

o mB3MEMy0

0 69305GHMEMY0 (93353 MOME0 SOMMOEG)0, 3OO0MYEMOY0bgdos, 3L39wod0,
LM 3MOMDBO, 355630 MDBGdgo L3MbOEOE0, BLMO0SHO)

0 BMY30 19M339330 (C 3935300l 3390bsMdY)
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Diagnhosis of Reactivation

Feature Criteria
Virologic =1 log increase in HBV DNA (1U)

Arbitrary HBYVY DNA cutoff if ALT increased
De novo detection of HBV DNA or HBeAg
Reverse HBsAg seroconversion

=3-fold increase above BSL or multiple of ULN
= 3 fold increase above BSL and =100 U/L

Aminotransferase elevations not always present
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Pre-Chemo During-Chemo Post-Chemo

HBsAg+ | )  HBsAg+ || e |3 Ao

HBV DNA +/- HBV DNA +++ HBV DNA +++
ALT Normal ALT Abnormal

\ |

HBV DNA
In&gcleus Vo

HBV DNA
Inpycleus g

Iq l&leys
“--ececDNA

HBV-specific Loss of HBV-specific Immune activation
B & T cells B &T cells HBV clearance
Control HBV replication Uncontrolled HBV replication Hepatocyte damage

AASLD LiverLearning®. Fried M. Jun 26, 2016
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Re: Question about HBV reactivation during/after HCV DAA treatment Dicital Sienature s VALID ¥
From: Perrillo, Robert P.

To: j-zarkua@mrcheveli.com

Cc

Sent: 11/29/2016 7:29:05 PM

It is certainly possible that other immunologic events could have been at play in these anti-HBc positive cases, but | do not think this is an adequate explanation in consideration of the fact that HBsAg-
positive carriers reactivate during DAA treatment. There is no consensus on what the mechanism is for these cases.

However, there are two possible shaping factors: oneis that as with HDV infection, there is viral interference and dominance of one when two viruses cohabit the same cell or liver; this means that one
virus actively inhibits the replication of the other. There is in vitro evidence for this. In this instance, due to the abrupt and rapid fall in HCV RNA levels with DAA therapy, there is a sudden loss of
regulation over HBV replication. The other explanation that has been offered has to do with immune sequelae of rapid HCV clearance. It is well known that HCV infection causesinnate upregulation of
interferon stimulated genes and an inflammatory cascade that may possibly control HBV replication.  Once HCV is eradicated, thisresults in a loss of immune control over HBV replication. You are
correct in assuming that neither of the potential mechanisms serves as classic immune suppression induced HBV reactivation. Stay tuned as our knowledge grows.

Bob Perrillo
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* 500N9M0o 0ym 0b3H9gMa3gtmbols 9emsdo.

* 23H30905 MMaMO 3 HBSAg (+) 35309639000, sbg39 HBsAg(-)/anti-
HBc(+) 353096390d0g.

* BogoM MM JoDYH0: HCV 30600530600 3MmbEOMEoL 45dM™mds HBV

©93¢035305H9 56 HCV 0bg3gdzoom g450mH39v9eo
03956MEMma0m©H0 3MbEHMMEOl 9356035, O™MIgeoi HBV

06%399305L 53MbEHOMdS.
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Patient 1
1.0E+09 tencfovir and
emtricitabine indtiated
sofosbuvir and
simeprevir initiated

1.0E+08

6 PEG IFN + RBV
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—— HCV RNA HBYV DNA

Collins JID 2015 61:1304 Yu Hepatology 2013; 57:2135
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* Weicheng Wang et al. AASLD 2016, poster presentation N1459
o N=327 CHC = 10 (3.1%) hepatitis = 3 HBVr (5609396@00/0d@9609e00/030d@ol v)305G:0bmds 1/1/1)
0 HBsAg (+) 9593035300 dgogho Molz-x3sddmeo (HR=15.0, p<0.001)

e Chen-Hua Liu et al. AASLD 2016, poster presentation N831

o N=103 CHC = 3 (2.9%) HBVr = 563 9600 ©©930339bbszool 930bmeo 96 ALT 360336900mgsbo da@gdes.
o 6 HBsAg (+) 2 3 (50%) HBVr.
o 97 HBsAg (-) 2 0 HBVr.

* Weicheng Wang et al. AASLD 2016, poster presentation N918
o (M930vy; 35 33939, 1121 353096¢)0.
o INT Tx = 12.4% HBVr = 0-1.1% 3935®0¢o0.
o DAATx = 12.2% HBVr = 0.2%-33.2% 39353)0)0.
o
o

95d3H035300b dgEglo 9dmbgg3gdo INT 3379Mbsemdol slMIEgdols 8989y - 3 33068 — 72 ™39
95d3H035300L dgEHglo 9dmbgg3gdo DAA 33790bsgomdol @MU - 4-11 3306.
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AASLD/IDSA 69309bcs3ogdo:
* HBV 3593065305 HBsAg(-)/anti-HBc(-) 353095@&9d0Lm3ol.
* HBsAg, anti-HBc, anti-HBs 33¢m935 439eo 353095300, H™MIgeos

o{ygodl 33EObosgrmdsl HCV 0bggdizool Hobssmdgy.
o HBV DNA 33¢n935 HBsAg(+) 353096¢3)90d0.

* 590900 HBV 0bgqgdizools 33w9Mmboermds oofjymls HCV

3396boermd0ob ©5)Yygds3g b MIbSOOHMIES.

* O0S0/36550Mbbso HBV DNA d9dmbggzqddo HBV
9593035300L IMboEMMobao HCV 336mbsenmdol commUs.

* 565l 339M0l0 dMbo3939d0 anti-HBc(+) 35309639030
69593H035300L MoLZOL FBLILIBEIEMS.
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HBV/HCV Dual Infection

HCV Therapy Candidate

!

Test for HBsAg, anti-HBc and anti-HBs
|

' , , ' , 1
HBsAg &/or Anti-HBc + Anti-HBs + All negative
Vaccinate

Check HBY DNA j No action

HBsAg &/or DNA + Anti-HBc+ DNA -
Assess fibrosis and determine HBV Monitor HBV DNA at
week 4 of DAA therapy;

therapy candidacy and end points;

Anti-HBV therapy concurrent to DAA

Anti-HBV prophylaxis if
increasing HBV DNA
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AASLD 2016, Hepatitis B SIG: Reactivation
in Persons Undergoing Chemotherapy
* Chairs:
Jordan J. Feld, MD, MPH;
W. Ray Kim, MD, MBA, FAASLD
* Objectives:
o Assess the risk
o Screening strategy
o Starting antiviral prophylaxis
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* HCC 93v90bognmdqdol commUs.

* J030M)MH305+bogMo mgMo30s > TACE, M990 >
©5EO0MLOLAOOHVICN0 SOWS(309, JISbMErol 0bgdi30o.
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