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Harrison 16th edition. Chapter 285. Table2

* Goals
- Et7]:HBVE| A AXSH0] 7t S &%}, HRAE UX|
- 7| 0Hd BY 7t THAOM EBE 2ABIAIA
HEHZ, 2| SETH, B2 UASE TS K|

* End-points

- HBsAg A L= HH Mat

- HBeAg EHHEO XEHO FX|
X2 2 5 X0l HBY DNA 2ZZ: PeglFN
X|Z & HBV DNA E4=: NUGCs

N
0|

SR g B N
- DHYMH7| TN UM OtA B
- MBI (e 24 2t BH

N
0|

28 UY a8 A K7 AH

Immune Immune lglmtunle
tolerance clearance ontrol.
(Non-replication)
HBeAg+ve HBeAg-ve
o,
HBV-DNA ‘,' - 3
X
ALT %ot \,
monitor monitor
HBeAg +ve Inactive (carrier) HBeAg -ve active
chronic hepatitis state chronic hepatitis

Lok ASF, McMahon BJ. Hepatology. 2009;50:1-36. ol2Z¢ete) Ffo|=akel, 2009
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UEXIGY EH SYUALCHS

X| & CHAH X| & CHAH
- BHY BY 7t - 2FEs
HBeAg (+) HBeAg (-) Compensated Decompensated
HBV DNA HBV DNA HBV DNA HBV DNA
ALT (IU/mL) ALT (Iu/mL) ALT (IU/mL) ALT (IU/mL)
KASL (2007) > 2 x UNL > 20,000 > 2 x UNL > 2,000 KASL (2007) 2 1xUNL = 2,000 Detectable
APASL (2008) > 2x UNL > 20,000 > 2 X UNL > 2,000 APASL (2008) > 2,000 Detectable
EASL (2009) Detectable Detectable
EASL (2009) > 1x UNL > 2,000 > 1xUNL > 2,000
> 2,000
AASLD (2009) > 2 x UNL > 20,000 > 2 x UNL > 2,000 AASLD (2009) Detectable
> 1x UNL < 2,000
Cumulative Incidence of Cirrhosis Higher baseline viral loads
accordlng to baseline HBV-DNA increased rate of HCC
41 14 >10fcpm 15 N
- Baseline HVB DNA Level, Copies/mL
S o 12
3 | —=10x108 3 .
4 3] —vro99x1d I 105-106cpm
TE —1.0-9.9 x 10 8
9G 21 —300-9.9x10° g° >
28 — <300 26 RR=t1
S5 - o
E 1 2 4 4_105,
5] g 104-105cpm
- — 52 300-10%cpm
o e —— T o 13 7
0 1 2 3 4 5 6 7 8 9 10 11 12 13 0123 4567 8 9 101 1213
Year of Follow-up Year of follow-up
Toeje, Gastroentero! 2006 Chen CJ o al JAMA 2006;205:65-73
Disease progression in patients kx| o| MEH
with CHB T =T
KB Al ROR
Untreated LAM treated . X| El X‘||
(215 pts ) (436 pts )
Cirrhosis _
progreSSion 17 7 at 32 mon. (p—0001) . 7_|}_ QFX_" gl 78‘, EI_I_xE_II
HCC development 7.4 3.9 at 32 mon. (p=0.047)
IR R EREE
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ANg Al golg H X 25

o WX K20 ArEE[D U= THOIHAHSE2 BF
UErjzel ZEFES XD o0 H7|H Kz By ereron o
o= A7} 2 Lamivudine(Zeffix®) 1998
Adefovir dipivoxil (Hepsera®) 2002
« X2 E AZIS}7| o 2HRjo| A, ZHHSo| SSE,
X =20 it Bt27IsM, X 20| 2= X n} Entecavir (Baraclude®) 2005
StH= E9 131 K
Hoo o= Peg-interferon (Pegasys®) 2005
L e
l X2 O{8EZ AZS| THsS 20| TR Telbivudine (Sebivo®) 2006
Tenofovir (Viread®) 2008
Clevudine (Levovir®) 2006

chH X2 &1

| -
e B ¥4 uhd BY 7t
CE]
B elEEE Control Pe%/'F’N“ MV | ADv ETV LdT TDF cwv
0, ) 0 0, 0 0 0, (0
B |l @ | e | e | e | o | o
et Loss of serum % 9
o O, 017 25 40-44 21 67 60 76 59
Loss of HBeAg 6-12 30/34 17-32 24 22 26 11
O ZHI
EEETT HBerg 46 27132 | 1621 2 2 22 2 76
seroconversion
@oee Uy Loss of HBsAg 0-1 3 1 0 2 0 3.2
EEIEEE] OIM-FDA 24 & A8 Jtsd LHES: 2 (intermediate)
EL LNV ESEY -3 11-25% N lizat
" 724 39 4175 48 68 77 68 68.2
B EHI0f EErE °
Fanconi syndrome, 81715 X3t Histologic
stolog 38 49-56 53 72 65 74
improvenent
EEET Durabilty of 50-80 ~90 69 ~80
SHIOIH A S XIS response

A& =it ERE

© K= grEel ge

HBV DNA On (Peg) IFN therapy On NUC therapy
Control | PegIFNa | LMV ADV ETV LdT TDF cLv
(%) (%) (%) (%) (%) (%) (%) (%) Primary non-response | <1 log,olU/mL decrease <1 log,olU/mL decrease
at 12 wks at 12 wks
Loss of serum
HBV DNA 0-20 63 60-73 51 90 88 93 92.1 Virological response | <2000 (3.3 log;o)IU/mL Undetectable by RT-PCR
Normalization at 24 wks within 48 wks
AT 10-29 38 60-79 72 78 74 76 74.6
Partial virological >1 logyolU/mL decrease
Histologic response |
improvenent 33 48 60-66 64 70 67 72 P but detectable HBV-DNA
Durability of -2 <10 5 3 at 24 wks: LMV, LdT
response
at 48 wks: ETV, ADV, TDF
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* X|E 2 L|E 2 (Roadmap concept)

Start Treatment

!

Assess for Primary Nonresponse at Week 12
(HBV DNA <10 IU/mL from Baseline)

!

—

}

Inadequate VR
(2,000 1U/mL)

* X| & B L|E{Z(Roadmap concept)

Assessment of Primary Non-Response at Week 12

Compliant:
Add more Counsel on

Non-Compliant:

potent drug adherence

Assessment of Early Predictors of Efficacy at Week 24

Keeffe EB, et al. Clin Gastroenterol Hepatol 2007;5:890-7.

* X]|& BL|E{Z (Roadmap concept)

Continue with LAM/LAT: Add ETV/TDF ADV: monitor every Add more
same drug; second drug with monitor every 3 months; continue potent drug;
monitor every different genetic 3 months; until 48 weeks monitor
6 months mutation profile continue every 3
beyond 48 months

Complete response Incomplete
response at 48
weeks: add more
potent drug that
is not cross-
resistant

Keeffe EB, et al. Clin Gastroenterol Hepatol 2007;5:890-7.

‘X2 2LHY

- partial virologic reponse of NUCs

R 100%n Week 24 Week 48
3 87%
&
B 80%:
ES 68% HBeAg-positive
S HBeAg-negative
2 60% 55%
T
o
B a0%
o 37%
f: 29% 33%
T
3 0% 24%
£ 20%4
H 10%
o 7%
c
5 0%
& LAM o7 ADV? ETV3 TOF?
Baseline
HBV DNA 95 74 95 77 89 70 96 76 86 69

1) Lai C-L et al. NEIM 2007:357:2576-88; 2) Marcellin P et al, NEJIM 2008:359:2442-55;
3) Chang T-T, et al. NEIM 2006:354:1001-10; 4) Lai C-L et al. NEJM 2006:354:1011-20.

Therapeutic options for partial
virological response

Lamivudine, clevudine, telbivudine
— change to entecavir or tenofovir
— add tenofovir

Adefovir in LAM-resistant pts
— change to tenofovir
— add lamivudine

Entecavir
— add tenofovir

X & 230 mE 8

Resistance
(%) at

Week 104

Lai et al Hepatology 2006;44:222A
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% Resistance

<200 <3log <4log >4 log <3log 3-6log >6log

Yuen, et al. Hepatology 2001; 34:785-791 Locamini S, et al. J Hepatol 2005; 42(Suppl 2):17 (EASL 2005. Abstract 36)

K= 7|2t

HBeAg (+) HBeAg (-)
H| S A YEf7t 7|2
KASL (2007) e 24 F Hojz 14 oY R WX A& £o
& sEE AY gnR|
cUB BETBI BUHEV_ | o= 67" 2oz 3w Huoy
APASL (2008) 27“%7 %%%g’;gzﬂﬁﬂ; A HBV DNAZ} ZEE|X] &8
ol utx| £of Fo S 2
za gunn 3
EASL (2009) :_f;“ﬁéiﬂs o 27150
eghdl YT at g HBV
AASLD (2009) | DNAJH ZZEIR| 920 SolEl | satel 24 TR X|&H Sof
= Ho|E 6718 0[4} F7pE0]

fo
2

« X2 30| Cfet RISl FHE

Case

* 41-year-old computer technician recently
learned he has CHB. He is asymptomatic.

* He drinks occasionally and is overweight

* LFTs: ALT 72, AST 55, ALP 76

* AFP: 45

* HBeAg (+)

* HBV DNA 2.3 x 10° copies/mL

* Liver US showed coarse echogenicity,
but the liver surface is smooth

Audience voting

* What are the causes of his slightly raised ALT?
CHB

> W

HCV co-infection
NASH
Any of the above

Panel discussion

* What are the risk factors for cirrhosis for
this patient?

* What recommendations would you make
for his management?
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Case answers

* What are the risk factors for cirrhosis for
this patient?
- Male, older age, HBeAg (+), high HBV DNA, ob
esity

* What recommendations would you make for his
management?
— Monitor regularly or liver biopsy

Case follow-up

* After 3 months, ALT was 85 and
HBV DNA was 3.5 x 10° copies/mL

* The patient's BMI was 28

* Liver biopsy showed steatohepatitis with
30% fat, no lobular hepatitis, no portal h
epatitis, and no fibrosis

Audience voting

* Would you start antiviral therapy now?
1. Yes
2. No
3. Maybe

Case follow-up
* Weight loss and exercise were recommended

* 6 months later: weight loss was 3 kg,
ALT was 55, HBV DNA was 5.5 x 10° copies/mL,

and HBeAg remained positive

Key learning points

* Marginally elevated liver function tests could b
e due to NASH in HBV infected patients

* Liver biopsy is useful to distinguish NASH
from active CHB

* Careful evaluation is essential before starting t
herapy
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