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English Abstract

Key word: hepatitis B, hepatitis C, treatment, efficacy, reimbursement,

cost-effectiveness analysis

Chronic viral hepatitis is an important health problem in Taiwan. Chronic
hepatitis B virus infection is the main cause. Among the hepatitis B carriers, about
60% patients remain healthy and asymptomatic, even to the end of their life. In
contrast, some of the other carriers developed bouts of hepatitis activity, progressed to
liver cirrhosis at different speed, and eventually some into liver cancer or other
end-stage liver diseases. Chronic hepatitis C virus infection is the second most
common cause of chronic liver disease in Taiwan. For hepatitis C infection, around
20-30 % completely recover from acute infection but around 70%~80% become
persistently infected. Among the chronic infected patients, 20-30% are at risk of
progression into end-stage liver diseases and liver cancer.

Although previous studies clearly demonstrated that in those who successfully
controlled or eradicated the virus, the risk of progression into liver cirrhosis or
developing hepatocellular carcinoma decreased, the data were mostly derived from
clinical trials. Whether similar benefit could be obtained in the general chronic viral
hepatitis patients remains to be examined. In addition, the costs of the relating
treatment are relative expensive, the cost-effectiveness of the regimens is left to be
studied.

Taking advantage of the reimbursement program from the Bureau of National
Health Insurance to treat chronic hepatitis B and C, we investigated the treatment
efficacy of this National treatment plan. Using loss of HBeAg and HBeAg
seroconversion as evaluation endpoint for those with HBeAg, we found around 52%

rate of losing HBeAg and 38% HBeAg seroconversion among those hepatitis B



patients treating with Lamivudine. Among hepatitis C patients using Peginterferon
with ribavirin, approximately 57% of them remained normal at both tests (sustained
biochemical response). Among 137 with complete virological information, the
sustained viral response rate was 72%, with genotype 1 much lower than genotype
non-1(67% vs. 85%). This large population study showed similar treatment efficacy
to various smaller scale clinical trials.

The cost-effectiveness analysis showed that the ICER for HBeAg-positive chronic
hepatitis B patients treated with lamivudine is 225,880 NTD/QALY; and the treatment
strategy that use pegylated interferon combined with ribavirin in chronic hepatitis C is
a dominant alternative. There still is no consensus on the cost-effectiveness threshold
for the BNHI reimbursement system in Taiwan nowadays. However, according to the
common cited threshold levels in the US, Canada, UK, Australia and the 3 times of
the per capital GDP recommendations for less developed contries made by World
Health Organization, the ICER in lamivudine treatments could be considered
cost-effective in rigorous standards. Subgroup analyses suggested the
cost-effectiveness is comparable across different age groups, either in

HBeAg-positive chronic hepatitis B patients or in chronic hepatitis C patients.
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Crowley[60-61]7% % et o @ S¥c2 W& > Pl S8R B2 M H2 52
"2 MEDLINE % i & W& & ¥ Uoc e 7 4 L2 3 82 ~EMALH
> 5 o
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- BREREEY LR SR £ T - BETE LR E T

Aok 2% mi2FY (durable) > @ * w 3] HBeAg B ek &6 (reversion » w 3

THREFEEEBAPFL ) A F R RGP EIRERET TR o2
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MAFR ST ST s R F AR
ot s T2 MR v R A > B g ] e 0 TR

BT ABFERRE

A TR RREE S RIRR G TA0 L ARTARRE
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FAEAMORFEIRT AL MEBATARFRER ST AR 2
i 2 i 13 [HBsAg(H)2 "R i3 2 (PT=3 )&
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LEF AN I(EEZFIREZBI)ZEFEAN(REN)E FE T Bt
(ALT22X) » 5 % %> 3 12 METAVIR system 7§ 42 & 4k 81t & 55 & %20 F1
AR D EH R R 2E] R d A R S E TR 7
500 ALT 5B 2ai® i 88k FIP AR 2 B CAPFLF T A S AREETRiL
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SRR IRF T IRy T
S %= D R4 lamivadine jady (TR 100mg) 0 I 5 i 18 B Y o
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ARG VRIT Gk &
FE- IREAREEPPURS R
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R = S

B2 B 2 &

Loipf? 55
PR R Y L (22 e ) R B L Y 8k 2 0 b
5 126% (iF2=2 282 B5#Hcs 4949 &> BP9 672 A =0k » alr"‘,f—?'—\ R 7]
P )]‘9‘5)"*230’\ VAR 642 & ,ii'w%:iifi?'fﬁ%228’é’llfi%;%%\1iéf1%’
a‘v”“$—ff'<}§!.r*1§~?<‘ R T I SR B LUR SRR Tl g
[(642+10)/(4949+228) = 12.6%] )e F5% ¥ #-12 12.6% 5 B i 6 25 & & » » 2 14 95%
BEHE 11.7%~13.5% 5 5t R A 1740 o ¥ b biofp = 5o 0 R
b HI[(30+1)/(4949+228) = 0.58%] % » 5% ¥ 12 0.4%~0.83% 5 Fef B A 47 4
B -
AR A L Ris R YT SEG YV M N S B FIEKF - 4K
ENCE S R
PRS- N oW A o %
Wy 3 ) P AL > MEBAFLLF Y @ % lamivudine 2 ¥ = =
e s 1357 A AR R R 0 F 4601 LA B A RE IR L
(e-seroconversion) » ¥ 13- B H e Lk R S K 5 34.0% (Rl= ) # 95%f
R A 31.5%~36.6%; H58 ¢ A nl gt = e o it Rt E R AR R AT
B o
Ao 2P %P APSAL consensus e73LE » B & SARGE L TR Y ch R B E o

7'\1531 3}"7#10%@ #\/r-)%‘ Eme#’mﬁﬂ-/ﬂ-ﬁ*ﬁ

3. Incremental response

BLZATF H % lamivudine ¥ = R BRI Fn R 0B kY 05 896 L hink S

23



AR AZI el FEEFPIE > LGRS EHFE > 2P 146 (16.3%)
FRuEBEF R (BZ)e FP A8 3 058 -2 16.3% 5 incremental response 1%~
BlE o~ o 3 14%~18% 5 AT R AT fE T

FipFER A L gt Flk (2 ERDp FHE e i aFmg
10% ) »
4. ik & PO o)

FooRBAMAL e FHEE > AR S EH(S B 1) FIEFR #
& HBeAg B4 » #-2 ARG o A pee iy H P 05 93 LR R T iR
95 J A 2 e-seroconversion Ji & (n=461) 7 120.2%° *# F H5¢ "f 71220.2%
RorH P g ek s oy 167%~242%m§;@15f1*!(},§\; VAP

Hsu % 4 % 2002 & § § 47 2 [66] * # £ Bi283 7 p AL b 12
7(42%)* # 5 HBeAg B2 - iR B#cF 2 557 Ripflep REKisx
W el f i o AT R AT B E 2.3%~7.4% -

Lamivudine ;55 15 Bisf = S s - £ 0 2 5 (EHE) F
Bk & b it AR (4.2%) o

F4R L R B R R AN ISR S e

B C A &,
1 s g
1R R Y P L REBCIF R B P B 20 515 59.9% (42
BHEEHO034 L 1P AR R AR A FH RFIG S S s 464 4598
7o gt B P BT B 5 [598/6034 =9.9%] ) N ¢ H-r19.9% 5 Bt B E & A~
H0295% 0 4 B B 9.2%~10.7% 5 SO R A AT R o F b Gin B B S g
T 5[46/6034 = 0.76%] % » HE2N 0 F 120.6%~1.0% 5 SR B A 17§ B -
Fipdp PR A T e P g2 Sl ¥R R - E 2 KRR R - AR

R R
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2. Ji# ¥ 4 F Ji(sustained virological response; SVR)

BRI R At MBS ALT 2 ¥ &2 F » & - BGANTR gtk
FAFEAF EF o2 FIG BB RHERDIEBRT b o Gt I anE il 1
£ % FrEp ¥Rk A2 HCVRNA i@ 2 SVR & % 5 e 2Tt - 1345 4
< Franigsk o 137 Ep LR Y o SVR B 72% - AT K Helb AR R
FHE 0L 63.6%~79.2% % AR B A o

ko B SVR 3 G0 AR Y $E Lai & 4 [67] > 1996 # g% Bk &
0% o I 12 Siebert & 4 [68] e ;¢ 4@ 0.2% = ATR A A ﬁ% #1(0~0.2%) ©

1y = fER peAp M ik > 24 #—ﬂ‘ﬁf}\’\/r%wl IrBlT o

= A2 R &

B2 B A

AR ERGERL N e T EFRAPM N A o fRA R (o B RR
E)EP R UREEARFREARY OTH 2R E R B ER S AL
R R AN 2 AR IR <

(SRS TR SR STEIFCAS

R R

- AR Y Fupd B ZRIEHG Y -
2. lamivudine i¢f 2 4 7 2 2 ERIEHG P EFHTRRE T -

PRI GRS S A GREFI R R 20 B2 R AT

E

FLZEREHRE Y 02 Lﬁf‘@ APASL : 32 TRk 2R3 G § c BT A2 L A%
e B 2 EI% TR AT ;@ EPR iftjkﬁ ifé-'é;?ﬁ—%;%\pﬁﬂa%\‘\‘z\*‘iz\/\"
Rk S ,__#ae,s#m}gs*%' o 2w G %‘j * 26,807 &~ _H%ﬂ 7 * lamivudine

GEPEY L2 A R EESTRIE Y 516264 % FinK AR
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Pwu & Chan(69) ** 2002  &75¢ 4 * i » ** HBeAg 1 1% 5 6,864 < »
HBeAg 1A 124 5 3,432 ~ -

F NN R A 2 E)iif”g;flis%\ * > AFF 7 #5842  Pwu & Chan (69) %
oo K 31,980 & o 2L MR L2 R fegs S A TR E R fep SRR
11 Hsieh & Kuo #F 2 [70]% #7318 > 36,621 ~ % 95741 =~ (%4 )

B2 C A% &,

FiERREBAPFLINE o AIFLISRIEER 0§ 7
Lo— Sk * fupd Fd2 TRIEHG
2. EoxltF 3 E & & ribavirin jpfr 2 B G ~ 2 F iﬁi’k?q*:‘ﬁpg
BTRRE Y o
PRk LRAEL BRI R ERFLAT A ZRIEHRG Y 2R IR
AL R E  ARIIURS FF LT aRER Y F 6,035 1 EH R
£ F P& 0 B E B 95 4200 &~ -~ ribavirin 200mg HH § T35 4] &> X
PR FS TR 5 105720 2ot B P ZFRFH(EF LR )5 15800
AT SRR ARG AERG Y LERZ 5950 o hm - AR FUpE EH

HE RIE B * 0 3% Pwu 3t 2002 £ [71] #r4 % 2 #kF 15931 & o

>

T - L a0 E B SVRARE T AR A A o @ 3B k)

e

2 ERA DS 4o TR TR R R s 2 TR B R

i B AR Y s RlcEAnl (£ - )e

-~

BB 2 &

4 2 4 Pwu & Chan (69) it 4 & & [l & 46— AR " Fup 4 %
P2 b B AT B K (HBeAg H 2% 0.95 1542 0.95) ~ 8 ff 20 218 if phos

A (0.9 2 0.65) ~ "#(0.5)%F o ¥ ¢t 443" Lamivudine s g f’g-%z g o]
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Al 24 > 3 19 *’é)]?aé, et A 2% ¢ H ¥ rating scale 3 B 41 eh - B R B

PixiEs 085 (&L )

Bt C A1 Lo &

M CAPF LR R (Rinf) 2 FET il 174302002 # 4 & 0

BLe? § 1 83 95 097(0.9~1.0)(72) = d 5t R LRP < et 12 C 3
R A (T R T R & & # ribavirin Jof PR eng A B RS ST A Tt A
o B In R B B en2 B R RS 0755 £ 0.55~0.90 e Bl (T AR &
AT e F B - Linf P ERHFFAL R B8 - R A g R

e fi e

AR TREER G 1.0 V2 0.95~1.0 LA R AR o H BBk
BEREBAFLE Y AR AR ST iR, BApRFOBK (212 )

AR R AT

‘q?’l/":’?_;!;:”— rﬁxlil": :J"_ FFSE—L

Wi

Atz g Sl AR R B
' g (high estimate) |~ 2 — T ¥ it 2. 7 *Lig (low estimate) | > ™ FIFT R B A 472

i {7 o A7 73 14 tornado diagram i€ {797 R H AR B A7 (F X gH - B

B A w il FPREE TRE A MNP s F D Sl B ASTR R A TR

\\\?{r

(\x,

¥
R I DINEIRE R o 5 A A
¥ oeh 4% A7 B 4 37 (probabilistic sensitivity analysis) & i & £ B = & st
v (incremental cost-effectiveness ratio; ICER) e #f §= ] o # e {2 e fdic - § 1
TS TN NP o A AT RN A A A RH A F A G
B o S RS 2 RS FBUET 0~1 2 Bl ® 0 TR T PG
Beta &4 i o AT 7 2 WX AR R A 470 ‘«%Bf:}fiﬁ._f’ A E R (B0 Sl
B A 2 ) 2 A F 0 KR (FL S SRR
B > 12 table A5V 3%~ o F @ E T A TR M 05N ) 2 b AT S diEt G A

BN Rl o

B B 215 &,
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AP 30}%‘)]%%»? 1 RITECE G LB A iTAdeE# S 40 2 50
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BSR40 Rl b A RIERH R 0 Lt A A A ER S 50 2 60
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La SRt o _?_-:)?5 Sz s 7 S
BAFBEN A 2t R EREF L L
Pt APFR BFE TR gL AR TE RS A 2
AIF LA Az PR f BT IOR S BRI R TR E A 2
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AR AT RSP R 2 A I TR O
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e EEER Y

EHFXN PRAARELE RELSRYF ORI

&R R R [ (R S LY S [RREE/ & RC LI
FAN AL L L P (A FRIZE > § 3 mp LB ERH &
LA 2 RERRE T L BRAATLT MBI AR
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=S UES o EX 2 FRKEE L RERE A Lo R A2

Fhpa vt o d pRATEATRED FRIE - RREESEA
BTSRRI ek L R R R BN S
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ERMER SRR S LR R NS & A BE B & EL SRS
B2 For FRERSRARS G AT URE R A G
LR SRR T A RIS U SR € X R JER R
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HBeAg 42 @ R A4 18 B 1 i & it jnf » 7w F 44 fs(ALT) £ ¥
TetRIEE OGS B o F 18 B SR EE FAY AZ I ALT
EL Y2 efiRbl L opt R ERY S Lo i REM B a7 i
Mod mRATAT R FEIR -

WERS18 B Y 1824 ~ = 24 T eI TEF L[S B D
B~ BERY BB IR EFLE o

e LR IEaE A 18 B2 hF L acin Ko R Wis > kALY P F &
LR BEFEFIOR I ZEVRSISH Y S1824 B2 v = 24 B P ks
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L

LT E a BExaFEEa o R A BJ—,\;{;; RiESRTS Y

IpA A FFRauE 4 0 A 16,383 X RSN RESR R o b 16,383
AF Y3 A BAPFLRE (10349 ) d < g w5 C AR K (6,034
A)oipdtops A AR - L enk 8,050 4 B nh R d 0 @ 5412 ARl A

.‘)%“t‘ o

- iR A T

B A"+ X R v s {9 -

-

TP WAk 4322 4 Bk He 2248 4 (52.0%) EFiak ¢ ETR
= @2k 2014 4 (46.6%) Fich R ST EHKOB Y o FlEa RkEAITP A
R A ﬂyﬁwwrz}?ﬁsr%ﬁ*ﬁﬁ*mmltpu AR S LA AL o N
72 HBeAg #ui i % ﬁ? F)% HBeAg:} % %2 Anti-HBe 2. 148 2 #
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e ICER H 95% 1 #f % R f[dominant]~49,593 2. /& ; # ¢ 7% % [dominant]
Huk R o

d 4 %k B AF ICER B Bk 3 FIpt g - Rorg 3 B A
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Briefly, 79% of the patients were male; the mean age was 50.9 years. Eight
(0.5%) patients were foreigner and the others were Taiwanese. Six hundreds
and fifty-two (43%) patients showed echo-evidence of liver cirrhosis. Two
hundreds and eighty-eight (29.1%) patients failed to previous antiviral agents
therapy. The mean pretreatment levels were: ALT (normal<36 U/L) 768.2 U/L
(3-5274 U/L); total bilirubin (normal<1.3 mg/dL) 10.4 mg/dL (0.2-47 mg/dL),
creatinine (normal<1.4 mg/dL) 1.2 mg/dL (0.1-14 mg/dL). Fourteen hundreds
and ninety-one (99%) patients showed prolongation of prothrombin time over 3
seconds, the majority of them (98%) demonstrated prolongation between 11
and 50 seconds. After a mean of 6.0 months (0-22.3 months) treatment,
1126 (75%) patients died from hepatic failure and related complications. The
clinical features and baseline biochemical data were compared between
survivor and death patients. The survival patients were younger (46.8+14.3

years vs 52.3+15.0 years; P<0.001), more positive for HBeAg (160 or 43% vs
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332 or 30%; P<0.001), higher serum ALT levels (974.5+869.7 U/L vs
713.1£890.1 U/L; P<0.001), lower total bilirubin level (8.5+7.6 mg/dL vs
11.0+£8.8 mg/dL; P<0.001), lower creatinine level (1.0+0.6 mg/dL vs 1.3+1.5
mg/dL; P<0.001) and less prolongation of prothrombin time (16.9+9.5 seconds
vs 18.8+9.8 seconds; P<0.001) than those with mortality. Four hundreds and
nineteen (28%) patients died within one month after lamivudine therapy. They
were older, demonstrating higher total bilirubin and creatinine levels and longer
prolongation of prothrombin time when compared with those died between 1-3
months or 3-6 months or >6 months. Stepwise logistic regression analysis
disclosed that age Odds Ratio (OR), 0.997; 95% confidence interval (Cl),
0.967-0.986; P<0.001 , positive for HBeAg (OR, 1.470; 95%Cl, 1.114-1.940;
P=0.007), ALT level (OR,1.000; 95%CI, 1.000-1.000; P=0.043), total bilirubin
level (OR,0.958; 95%CIl, 0.941-0.976; P<0.001), creatinine level (OR,0.698;
95%Cl, 0.555-0.877; P=0.002) and prolongation of prothrombin time
(OR,0.978; 95%CI, 0.959-0.998; P=0.035) were independent determinants to
survival. Younger patients, seropositive for HBeAg, lower total bilirubin and
creatinine levels and less prolongation of prothrombin time will benefit to
lamivudine therapy and survive. Additional stepwise logistic regression
analysis further demonstrated age (OR,1.041; 95%ClI, 1.030-1.052; P<0.001),
total bilirubin level (OR,1.030; 95%ClI, 1.010-1.050; P=0.003), and
prolongation of prothrombin time (OR,1.061; 95%CI, 1.029-1.094; P<0.001)
were independent factors for early mortality (within 6 months). Older patients
with high total bilirubin levels and more prolongation of prothrombin time died

early, even after lamivudine therapy.
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without # #14 4] ~ 2)% A F13] 1 ¥ |12 PegIFN 24 <& ~ non-1 % 12 IFN 24 ¥/
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i A B Asgfdat 5 225880 NTD/QALY ~fft C A3+ 10 £ »c 3] + 3 % &
& ribavirin 24 ¥ o P R B ¥ B % o 7 5 ICER 225,880 £.F 7 1UAR 5

B3 kg o By FRP £ o 2 B4 £ W (US$50,000 > £ & 164
AR L) 4 £+ (CANS$S20,000~100,000 » % & NTD 576,000~2,880,000 )
# R ( £30,000 > & NTD 1,824,000 ) ~ ;£ (A$42,000 > £ & NTD 1,042,000 )
Fpopred Ao R R E G 2 2R i pgerd (B REY RO =
& GDP ez 3% (2005 & ¢ £ {2 GDP % US$15,271) 4 %4 % &% B 7
’”—:\%4 % * lamivudine jofy 0 BT MALE L EApE L F 2 ARE o VA EE
AITERET 0 hEERE DR S

Lamivudine may prevent fatality of acute exacerbation patients with

hepatic decompensation if therapy starts early once jaundice developed.
Younger patients, seropositive for HBeAg, lower total bilirubin and creatinine
levels and less prolongation of prothrombin time will benefit to lamivudine
therapy and survive. However, older patients with high total bilirubin levels and
more prolongation of prothrombin time died early, even after lamivudine
therapy.
6) FHERFT S %5 LA

13 F 2 3F T P

BT

P wIRG TR AT A PRI R A2 E S R R R
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B = -3yt d? mie B u—:}g:;?;,& % = lamivudine ;5% % 1&@*:'5"'

Higis F
HBeAg+
1357
HBeAg - HBeAg - HBeAg +
Anti-HBe + Anti-HBe -
461 146 750
(34.0%) (10.8%) (55.3%)
| —l HBeAg - HBeAg +
HBeAg - HBeAg + Anti-HBe +
Anti-HBe + 146 750
368 93 (100%) (100%)

(79.8%) (20.2%)

End of treatment

End of follow-up
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Tornado Diagram at
LAM v. No antiviral tx

]
9
]
]
e
sy
]

[

T T T I T [ T I
-NT190K -NT90K NT10K  NT110K NT210K NT310K

Incremental Cost/Eff

4 cHCC: 50000 to 600000
cMonitor: 8132 to 32528
caCHB: 3432 to 13782
cLC: 15990 to 63960

[ ] cLAM: 73.6 to 110.4

B cMonitor2: 4191 to 16764
1 cCheckup: 3400 to 1360C
i csCHB: 1716 to 6864

"] cDLC: 18311 to 73242
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Tornado Diagram at
LAM v. No antiviral tx

B pSeroconvertSpontaneous: 0.06 to 0.1.
pRelapseSpontaneous: 0.023 to 0.074
pDeadonTx: 0.0040 to 0.0083
pEOT_Resp: 0.315 to 0.366

[ pIncResp: 0.14 10 0.18

M pRelapse_LAM: 0.167 to 0.242

] pDropout: 0.117 to0 0.135

T T T
NT100K NT200K NT300K NT400K

Incremental Cost/Eff
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Tornado Diagram at
LAM v. No antiviral tx

B paCHBtoHCC: 0.008 to 0.02
paCHBtoCLC: .024 to .039
pCLCtoHCC: 0.03 to 0.077
N pCHBtoCLC: 0.005 to 0.013
[] pCLCtoDLC: 0.023 to 0.056
M pDieDLC: 0.1 to 0.39

71 N\

E pDLCtoHCC: 0.03 to 0.077

[ i Y 7

T T T T T
NTO.1M  NT0.6M NT1.1M NT1.6M NT2.1M NT2.6M NT3.1M

Incremental Cost/Eff

] pCHBtoHCC: 0.00005 to 0.0002
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Sensitivity Analysis on
paCHBtoHCC

NT3.1M LAM v. No antiviral tx
NT2.6M—
NT2.1M—
NT1.6M—

NT1.1M—

Incremental Cost/Eff

NTO.6M—

NTO0.1M | :
0.0080  0.0120  0.0160  0.0200

paCHBtoHCC
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Sensitivity Analysis on
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LAM v. No antiviral t

Incremental Cost/Eff
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Tornado Diagram at
LAM v. No antiviral tx

qLAM: 0.80 to 0.95
gsCHB: 0.9 to 0.95
gaCHB: 0.86 to 0.95
gqHCC: 0.3310 0.75
[ 1gLC:0.8100.95

M oDLC: 0510 0.8

.

7
2

T 1 1 1 1
NT110K NT160K NT210K NT260K NT310K NT360K NT410K

Incremental Cost/Eff
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Tornado Diagram at
No antiviral tx v. PeglFN + rib

[ ]
[]

.

[

I

T
-NT60K

I
-NT110K

| | I
-NT310K -NT260K -NT210K -NT160K

Incremental Cost/Eff

B8 cCHC: 7966 to 31862
cHCC: 50000 to 600000
cLC: 18311 to 73242
cPEG: 3360 to 5040

£ cMonitor: 7900 to 31600

B cRib: 33 to 49

2 cCheckup: 3017.5 to 12070
ff cFU: 2975 to 11900

7] cDLC: 15990 to 63960

-NT10K
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Tornado Diagram at
No antiviral tx v. PegIFN + rib

- B pDeadonTx: 0.006 to 0.01
PSVR: 0.636 to 0.792
pSpontaneousSVR: 0. to 0.002
pDropout: 0.092 to 0.107

T T T T T T T T T T T
-NT132K -NT130K -NT128K -NT126K -NT124K -NT122K -NT120K

Incremental Cost/Eff
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Tornado Diagram at
No antiviral tx v. PeglFN + rib

; B pCHCtoLC: 0.01 to 0.05
pCLCtoHCC: 0.03 to 0.077
pCLCtoDLC: 0.023 to 0.056
pDieDLC: 0.1 to 0.39

[} pDLCtoHCC: 0.03 to 0.077
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T T T
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Incremental Cost/Eff
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% — ~ APASL $H 1% B 3% % th5 % 12 3% (2005)

. . . .. 26 .
Asian-Pacific consensus statement on chronic hepatitis B ©°: recommendations

1.

10.

Thorough evaluation and counselling are mandatory before considering drug
therapy.

Patients with persistently normal or minimally elevated ALT should not be treated
except in cirrhotic patients, but need adequate follow-up and HCC surveillance
every 3-6 months.

Liver biopsy is recommended in viremic patients with raised ALT prior to therapy.
HBV-DNA seropositive (>10° copies/ml) patients with ALT > 2x ULN should be
considered for treatment. Start treatment as early as possible in case of impending
or overt hepatic decompensation. Otherwise, 3-6 months observation is
recommended.

Patients can be treated with conventional or Pegylated IFN, lamivudine, adefovir.
Thymosin-a can also be used. Lamivudine is recommended if there is a concern
about hepatic decompensation.

During therapy, ALT, HBeAg and/or HBV-DNA should be monitored at least every
3 months. Renal function should be monitored if adefovir is used. During IFN
therapy, monitoring of adverse effects is mandatory.

After the end of therapy, ALT and HBV markers (including HBV-DNA) should be
monitoring monthly for the first 3 months to detect early relapse and then every 3
months (for cirrhotic patients and those who remain HBeAg/HBV-DNA positive) to
6 months (for responders) required to recognize a delayed response and to plan
retreatment when indicated.

For IFN, the current recommended duration of therapy is 4-6 months for HBeAg
positive patients and at least a year for HBeAg negative patients. For Peg IFN, the
recommended duration is 6 months for HBeAg positive patients and 12 months for
HBeAg negative patients. For Thymosin-a, the recommended duration of therapy is
6 months for both HBeAg positive and negative patients.

The recommended duration of lamivudine or adefovir therapy is a minimum of 1
year. In HBeAg positive patients, treatment can be stopped when HBeAg
seroconversion with undetectable HBV-DNA has been documented on two separate
occasions at least 6 months apart. In HBeAg negative patients, treatment can be
stopped if undetectable HBV-DNA (PCR) and normal ALT have been documented
on three occasions in a minimum of 6 months.

Adefovir of IFN (if CD4>400) is preferred if patients” HIV IFNection does not

require treatment. If patient’s HIV IFNection is being treated, tenofovir or
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11.

12.

13.

14.

15.

16.

17.

18.

lamivudine/tenofovir combination should be included in the active antiretroviral
therapy.

Lamivudine is the agent of choice for patients with obvious or impending hepatic
decompensation.

Before receiving immunosuppression or chemotherapy, patients should be screened
for HBsAg. If HBsAg is positive, prophylactic lamivudine therapy before the start
and at least 6 weeks after the end of immunosuppression or chemotherapy is
recommended.

For patients who developed drug resistance while on lamivudine, switching to
adefovir monotherapy is indicated. If ‘rescue’ drugs are not available, stopping
lamivudine therapy with close monitoring may be an option.

If any of the following are present, it may be appropriate to list the patient for liver

transplantation:

1. Child-Pugh score > 10

2. Diuretic-resistant ascites

3. Portal hypertensive bleeding not controlled by endoscopic therapy or TIPSS
4. Episode of spontaneous bacterial peritonitis

5. Intractable hepatic encephalopathy

6. Potentially reversible life-threatening extrahepatic manifestations, including

hepatopulmonary syndrome, portopulmonary hypertension and protein-calorie
malnutrition.

7. Unresectable HCC, provided the lesion is less than 5 cm in maximum
diameter, or up to three lesions less than 3 cm and without wxtrahepatic or
vascular invasion.

Lamivudine (100 mg/day) (or ADV if lamivudine resistant) should be commenced

in all patients with HBV-associated liver failure (acute and chronic) who are listed

for transplantation and are PCR(+) for HBV-DNA. In the elective candidate,
transplantation should ideally be delayed until serum HBV-DNA titre has fallen by
at least 2 logs or is undetectable by PCR.

Lamivudine plus low dose HBIG (400-800 U, i.m. daily for 1 week, followed by

400-800 U monthly long term) provide safe and effective prophylaxis against HBV

relFNection of the allograft. There is no target through serum anti-HBs level.

Lamivudine (or adefovir is already receiving lamivudine) should be commenced if

there is HBV-related allograft injury, and corticosteroid therapy should be

minimized and HBIG stopped.

Late conversion (at least 12 months posttransplant) from HBIG + lamivudine to

lamivudine monotherapy may be considered in “low-risk™ patients.
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19. An HBV-naive patient receiving a liver from an anti-HBc (+) donor should receive

long-term prophylaxis with either lamivudine or HBIG.
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52 BB AFR AR HS Y Sk A R T A g

Health State Parameters
Base .
From To ) Low High
estimate
Active Chronic Seroconvert CHB
. 0.1 0.06 0.12
hepatitis B - no treatment
Compensated
} ) 0.032 0.024 0.039
Cirrhosis
Hepatocellular
) 0.014 0.008 0.02
carcinoma
Active CHB/
e 2004 # &
seroconvert CHB/ .
Death Fo £ #4555
compensated .
. . .
cirrhosis
Seroconverted )
Active CHB 0.042 0 0.06
CHB
Compensated
) ) 0.008 0.005 0.013
Cirrhosis
Hepatocellular
) 0.00014 0.00005  0.0002
carcinoma
compensated decompensated
i . ) i 0.023 0.023 0.056
Cirrhosis cirrhosis
Hepatocellular
) 0.05 0.03 0.077
carcinoma
decompensated ~ Hepatocellular
) . i 0.05 0.03 0.077
cirrhosis carcinoma
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Health State Parameters
Base )
From To i Low High
estimate
decompensated
. . Death 0.235 0.10 0.39
cirrhosis
0.424 (1™ yr),
0.300 (2" yr),
Hepatocellular ,
) Death 0.232 (3%yr),  --- —
carcinoma

0.202 (4" yr),
0.154 (5" yr+)

82



22 BB CAFERF N Y kA Ak T s i S

Health State Parameters
Base .
From To ) Low High
estimate
Chronic hepatitis C SVR 0 0 0.002
Compensated
) ) 0.021 0.01 0.05
Cirrhosis
compensated decompensated
) ) ) . 0.023 0.023 0.056
Cirrhosis cirrhosis
Hepatocellular
i 0.05 0.03 0.077
carcinoma
decompensated Hepatocellular
. . ) 0.05 0.03 0.077
cirrhosis carcinoma
decompensated
. . Death 0.235 0.10 0.39
cirrhosis
0.424 (1% yr),
0.300 (2™ yr),
Hepatocellular ,
) Death 0.232 (3%yr),  --- ---
carcinoma

0.202 (4™ yr),
0.154 (5" yr+)
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A v ABP RARL L2 E30AN Y L ERk - BF (PP ERNLEL)

e g e e e
0.00104 0.00333 0.01133 0.06361
0.00112 0.00356 0.01248 0.07128
0.00121 0.00381 0.01378 0.07989
0.0013 0.00408 0.01524 0.08951
0.0014 0.00437 0.01689 0.10027
0.0015 0.00469 0.01875 0.11228
0.00162 0.00503 0.02085 0.12566
0.00174 0.00539 0.02322 1
0.00188 0.00579 0.02589

0.00203 0.00624 0.0289

0.00219 0.00673 0.03229

0.00236 0.00728 0.0361

0.00253 0.00791 0.0404

0.00272 0.00861 0.04523

0.00291 0.00941 0.05066

0.00311 0.01031 0.05676




%27 - H i%: %: BFRLEFERE L35 ((last access:2006/12/1))

il 9§ o
LR 525 (4 -%5 P22y P 8 325+H 5L 200 ~3H)
Full blood counts 50 - s (vl nIfEad %)
HBsAg & HBeAg 500 B A= X £ 6 Pk bt f A 17(200)+ B A7 e Rk 3 b L A 15(300)
HBV DNA 2000

AFP 200 Alpha-?2 52 %% & &

Ultrasound 882 FLIRAZ R

Ultrasound (followup) 643 IR L 0 B

Biopsy 2500 AR S

Prothrombin time 150

ALT 50

AST 50

Thyroid function test 240

Lamivudine 100 mg once daily 92

HCV RNA 2000

Bilirubin 50

Albumin 40

Antinuclear antibody 330

TSH 240

Glucose 50
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22 " BARPIFLEE 2y Tivhipd iz gfﬁ,wq #E A
‘?*IEEI #p H 8 ¥4 w2t
PELEF Every 3 months 4 525 2100
whp* 4764
Liver function test Every 3 months 4 100 400
Full blood count ~ Every 3 months 4 50 200
HBeAg & HBsAg Every 3 months 4 500 2000
AFP Every 6 months 2 200 400
UsS Every 6 months 2 882 1764
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%= ~B AR T K7 lamivudine io R 2. B F Y C EREBRS Y EENE (¥- £)
7o IE P #E Hix8 Hix24 B3t
5 - &
oy R 6807
LEFEHEY 1 1 525 525
K 6282
Full blood count 1 1 50
HBsAg & HBeAg 1 1 500
HBV DNA 1 1 2000
AFP 1 1 200
US 1 1 882
Biopsy 1 1 2500
Prothrombin time 1 1 150
i gt 1 tab/day 365 92 33580
R 16264
PELET Monthly 12 525 6300
wh P 9964
Liver function test Monthly 12 100 1200
DNA testing Every 6 months 2 2000 4000
Full blood count Monthly 12 50 600
HBeAg & HBsAg Every 3 months 4 500 2000
AFP Every 6 months 2 200 400
uUsS Every 6 months 2 882 1764
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# A B AR K07 lamivudine in R 2. B F Y C EREEBRS *EENE (¥ #)

7% IE #g & 8 Hix A 83
F
i 1 tab/day 180 92 16560
=R %‘f e R 8132
PELETH Monthly 6 525 3150
whp* 4982
Liver function test Monthly 6 100 600
DNA testing Every 6 months 1 2000 2000
Full blood count Monthly 6 50 300
HBeAg & HBsAg Every 3 months 2 500 1000
AFP Every 6 months 1 200 200
UsS Every 6 months 1 882 882
TR GoRd) 8382
ML 5T monthly for the first 3 months and then every 3 months 4 525 2100
Wwhp 6282
Liver function test ~ monthly for the first 3 months and then every 3 months 4 100 400
DNA testing Every 6 months 1 2000 2000
Full blood count monthly for the first 3 months and then every 3 months 4 50 200
HBeAg & HBsAg  monthly for the first 3 months and then every 3 months 4 500 2000
AFP monthly for the first 3 months and then every 3 months 4 200 800
US Every 6 months 1 882 882
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P T Sk AE Annual cost
HBeAg+ CHB (not on treatment) 6864
HBeAg- CHB (not on treatment) 3432
Compensated cirrhosis 31980
Decompensated cirrhosis 36621
95741

HCC
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2 L CARPEFE LA FIEF & @ ribavirin 5B 2 BH 3T - EREEES T Y 4

;%3 # :g p #E 8 Hixs A 23

o #* 6,035
LERZ #i%i?’ 1 1 525 525
ook 5 5510
Full blood count 1 1 50 50
ALT 1 1 100 100
HCV RNA 1 1 2000 2000
Bilirubin 1 1 50 50
Albumin 1 1 40 40
Biopsy 1 1 2500 2500
Prothrombin time 1 1 150 150
Antinuclear ab 1 1 330 330
TSH 1 1 240 240
Glucose 1 1 50 50
o 105,720
Peg interferon 1/wk 24 4200 100800
Ribavirn 5 caps/daily 120 41 4920
TR e R 15,800
e ;’; B3 ?“T 7o Weekly 24 525 12600
wah 7 3200
ALT Bi-weekly first 2 months, then monthly 8 100 800
Complete blood count Bi-weekly first 2 months, then monthly 8 50 400
RNA End of treatment 1 2000 2000
TR e e 6B ) 5,950

PELEYH Monthly 6 525 3150




3 % 37 p 4 % H iz Hiza4 3t
e 2800
ALT Monthly 8 100 800
RNA End of follow-up 1 2000 2000
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P T Sk AE Annual cost
SVR 0
CHC (not on treatment) 15931
Compensated cirrhosis 31980
Decompensated cirrhosis 36621
HCC 95741
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2L CREBIPFUES Y RELBETHEK

At i EE 2 RS
Seroconverted CHB 0.95
Active CHB 0.95
Active CHB #% Lamvudine ;5% ¥ 0.85
£ 2R+ % & & ribavirin J5f P 0.75
Decompensated cirrhosis 0.65
HCC 0.50




P [%,1»': Ak, " %ﬁﬁﬁ’t
SVR(ieFr = #) 1.00
£ 2R+ % & & ribavirin J5f P 0.75
Compensated cirrhosis 0.90
Decompensated cirrhosis 0.65
HCC 0.50




Lt B BIAPFRE AR Y L Sk ki B3 E(Value) ~ B3R iE(low) ~ & B 3t E(high) ~ ¥ 1
ATR R P PTIEK 2 & # (distribution) ~ F 5 ¥ A4 F 2 ¥k Ti5E(mu) > $8k- EEE(se) s 5 beta & F
2_ %#— alpha & (alpha) ~ %% - beta(beta)

‘Value ‘Low High ‘ Distribution mu alpha beta

Cost parameters

Unit cost of LAM 92 73.6 110.4| normal 92 9
Initial checkup costs of LAM treatment 6807 3400 13600 normal 6807 2602
Monitoring cost of LAM treatment (annual) 16264 8132 32528 normal 16264 6223
Monitoring cost of F-U LAM treattment 8382 4191 16764 normal 8382 3207
Annual of seroconverted CHB 3432 1716 6864| normal 3432 1313
Annual cost of active CHB 6864 3432 13782| normal 6864 2640
Annual cost of compensated LC 36621 18311 73242 normal 36621 14013
Annual cost of decompensated LC 31980[ 15990 63960/ normal 31980 12237
Annual cost of HCC 95741)  50000{ 600000 normal 95741 140306

Efficacy parameters

Drop out rate 0.126 0.117 0.135 beta 658.0 4563.9
Death rate during treatment period 0.0058 0.004| 0.0083 beta 31.2 5047.4
Response rate at end of treatment 0.34| 0.315 0.366 beta 451.4 874.3
Spontaneous response rate 0.1 0.06 0.12 beta 31.4 317.2
Inremental response rate 0.163 0.14 0.18 beta 206.4 1083.4
Relapse rate 0.202| 0.167 0.242 beta 90.7 352.7
Spontaneous relapse rate 0.042f 0.023 0.074 beta 13.2 258.5

Disease transition probabilities

95



Name ‘Value ‘Low High ‘ Distribution mu SE alpha beta
Prob from active CHB to compensated LC 0.032| 0.024 0.039 beta 65.6 2016.9
Prob from active CHB to HCC 0.014| 0.008 0.02 beta 20.6 1451.4
Prob from seroconverted CHB to compensated LC 0.008 0.005 0.013 beta 19.3 2121.2
Prob from seroconverted CHB toHCC 0.0001| 0.00005|  0.0002 beta 10.7) 85346.5
Prob from compensated to decompensated LC 0.023 0.023 0.056 beta 21.1 513.2
Prob from compensated LC to HCC 0.05 0.03 0.077 beta 18.8 332.5
Prob from decompensated LC to HCC 0.05 0.03 0.077 beta 18.8 332.5
Prob of dying from decompensated LC 0.235 0.1 0.39 beta 8.0 24.8

Utility weights
Active CHB 0.95 0.86 0.95 beta 146.7 15.4
Seroconverted CHB 0.95 0.9 0.95 beta 393.5 31.9
Active CHB on LAM treatment 0.85 0.8 0.95 beta 64.5 9.2
Compensated liver cirrhosis 0.9 0.8 0.95 beta 64.5 9.2
Decompensated liver cirrhosis 0.65 0.5 0.8 beta 24.6 13.2
HCC 0.5 0.33 0.75 beta 11.1 9.5
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217 S RECAFEHBAENY & 282 & FHE(Value) ~» &1 &3 Edlow) ~» £ F 53+ & (high) ~ # %+
R R TR 2 A P (distribution)~ F 3 ¥ & A F 2 Flik- Ti5E (mu) F8- HFF(se) F 5 beta
& % 2_ 48— alpha & (alpha) ~ %% - beta(beta)

beta

‘Value ‘Low

High

‘ Distribution mu

alpha

Cost parameters
Unit cost of Peg interferon 4200 3360 5040 normal 4200 429
Unit cost of ribavirin 41 33 49|  normal 41 4
Initial checkup costs of Peg IFN+rib treatment 6035 3018 12070 normal 6035 2309
Monitoring cost of Peg IFN+rib treatment 15800 7900 31600, normal 15800 6046
Monitoring cost of F-U Peg IFN+rib treattment 5950 2975 11900, normal 5950 2277
Annual cost of CHC 15931 7966 31862| normal 15931 6096
Annual cost of compensated LC 36621 18311 73242 normal 36621 14013
Annual cost of decompensated LC 31980[ 15990 63960/ normal 31980 12237
Annual cost of HCC 95741)  50000{ 600000 normal 95741 140306
Efficacy parameters
Drop out rate 0.099 0.092 0.107 beta 608.8 5509.5
Death rate during treatment period 0.0076]  0.006 0.01 beta 61.0 7559.8
Response rate at end of follow-up (SVR) 0.72|  0.636 0.792 beta 91.3 36.6
Spontaneous response rate 0 0 0.002 beta 3.8 3832.9
Disease transition probabilities
Prob from CHC to compensated LC 0.021 0.01 0.05 beta 8.4 270.1
Prob from compensated to decompensated LC 0.023 0.023 0.056 beta 21.1 513.2
Prob from compensated LC to HCC 0.05 0.03 0.077 beta 18.8 332.5
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Name ‘Value ‘Low High ‘ Distribution mu SE alpha beta ‘
Prob from decompensated LC to HCC 0.05 0.03 0.077 beta 18.8 332.5
Prob of dying from decompensated LC 0.235 0.1 0.39 beta 8.0 24.8

Utility weights
SVR (cure) 1 0.95 1.00 beta 145.1 3.7
Active CHC 0.97 0.9 1.00 beta 68.4 3.6
Active CHC on Peg IFN+rib treatment 0.75 0.55 0.90 beta 17.4 6.6
Compensated liver cirrhosis 0.9 0.8 0.95 beta 64.5 9.2
Decompensated liver cirrhosis 0.65 0.5 0.8 beta 24.6 13.2
HCC 0.5 0.33 0.75 beta 11.1 9.5
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2LA s oRBR BELERE. BT ZRGER
Lamivudine Interferon
(N=1357) (N=122)
B n (%) n (%)
R ER 4 missing
HBeAg i ',ﬁ% F 693(51.7) 42 (35.6)
HBeAg/ Anti-HBe
(—/—) 232 (33.5) 21 (50.0)
(—/4) 461 (66.5) 21 (50.0)
whE% 1 missing
HBeAg i ',ﬁ% F 657 (48.4) 44 (36.4)
HBeAg/ Anti-HBe
(—/—) 143 (21.8) 7 (15.9)
(—/+) 514 (82.2) 37 (84.1)
R Y S
e LR & F % 514 (37.9) 35 (28.7)
HBeAg/ Anti-HBe
(—>—=)>(—"+) 146 (28.4) 18 (51.4)
(—>+)=>(—>+) 368 (71.6) 17 (48.6)

eFR2Z BEF
HBeAg/ Anti-HBe
(= =)=+ )

93 (6.9)/(13.4%)*

4 (3.3)/(9.5%)*

* The first percentage was based on total cases, and the second percentage was based on the

numbers who turned negative of HBsAg at the end of treatment.
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321 B n—;;;%“%#(f;g

£ o Anti-HBe %1% ']“3‘.)-%," Hoarp g 2 i

I HE6 B 7 )7 e-Seroconversion (HBsAg %

Lamivudine Interferon
(N=514) (N=37)
=] n (%) n (%)
S B R [z
>40 147 (28.6) 14 (37.8)
<40 367 (71.4) 23 (62.2)
Incremental Responder 146 18
>40 49 (33.6) 6 (33.3)
<40 97 (66.4) 12 (66.7)
Sustained Responder 368 17
>40 98 (26.6) 8(47.1)
<40 270 (73.4) 9(52.9)
EEES B e &
>40 85 (16.5) 10 (27.0)
<40 429 (83.5) 27 (73.0)
Incremental Responder 146 18
>40 28 (19.2) 6 (33.3)
<40 118 (80.8) 12 (66.7)
Sustained Responder 368 17
>40 57 (15.5) 4(23.5)
<40 311 (84.5) 13 (76.5)

Incremental responder: Anti-HB

M AR SAFEY AEL 0 BB
Sustained responder: Anti-HBe 288 feis R S ko pFre & 4 > ¥ 35 5 B3 B

BPisd A2 -

TB;E o
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2L ANCFARR(BELIEROBY)
i T+ TR eI+
Interferon(N=148) Interferon(N=3,498) Interferon(N=3,646)
¥ n n (%) n n (%) n n (%)

PR B A RR
ALT (U/L) 148 3498 3646

<40 103 (69.59) 2,351 (67.21) 2,454 (67.31)

>40 45 (30.41) 1,147 (32.79) 1,192 (32.69)
AST (U/L) 148 3498 3646

<40 103 (69.59) 2,412 (68.95) 2,515 (68.98)

>40 45 (30.41) 1,086 (31.05) 1,131 (31.02)
wRERBEGBY)
ALT (U/L) 148 3498 3646

<40 109 (73.65) 2,659 (76.01) 2,768 (75.92)

>40 39 (26.35) 839 (23.99) 878 (24.08)
AST (U/L) 148 3498 3646

<40 102 (68.92) 2,545 (72.76) 2,647 (72.60)

>40 46 (31.08) 953 (27.24) 999 (27.40)
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EBE-FEY & SPENEE 3

Interferon(N=148)

E T 4R

Interferon(N=3,498)

T+

Interferon(N=3,646)

L& n n (%) n n (%) n n (%)
ek w ik L
ALT (U/L) 148 3498 3646
<40—<40 7 (4.73) 73 (2.09) 80 (2.19)
<40>40 1(0.68) 10 (0.29) 11 (0.30)
>40—<40 96 (64.86) 2,278 (65.12) 2,374 (66.11)
>40>40 44 (29.73) 1,137 (32.50) 1,181 (32.39)
AST (U/L) 148 3498 3646
<40—<40 4(2.70) 8 (0.23) 12 (0.33)
<40->40 2 (1.35) 1(0.03) 3 (0.08)
>40—<40 99 (66.89) 2,404 (68.72) 2,503 (68.65)
>40>40 43 (29.05) 1,085 (31.02) 1,128 (30.94)
eRWoeRBELA R BEREG BY)
ALT (U/L) 148 3498 3646
<40—>40—>40 1(0.68) 2 (0.06) 3 (0.08)
<40->40—<40 0(0.0) 8 (0.23) 8 (0.22)
<40<40—>40 1(0.68) 6 (0.17) 7(0.19)
<40—<40—<40 6 (4.05) 67 (1.92) 73 (2.00)
>40—>40—2>40 25 (16.89) 558 (15.95) 583 (15.99)
>40—>40—<40 19 (12.84) 579 (16.55) 598 (16.40)
>40—<40—>40 12 (8.11) 273 (7.80) 285 (7.82)
>40—<40—<40 84 (56.76) 2,005 (57.32) 2,089 (57.30)
AST (U/L) 148 3498 3646
<40—>40—>40 1(0.68) 0(0.0) 1(0.03)
<40—>40—<40 1(0.68) 1(0.03) 2(0.05)
<40<40—>40 1(0.68) 0(0.0) 1(0.03)
<40—<40—<40 3 (2.03) 8 (0.23) 11 (0.30)
>40—>40—2>40 26 (17.57) 585 (16.72) 611 (16.76)
>40—>40—<40 17 (11.49) 500 (14.29) 517 (14.18)
>40—<40—>40 18 (12.16) 368 (10.52) 386 (10.59)
>40—<40—<40 81 (54.73) 2,036 (58.20) 2,117 (58.06)
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B e EoTOREE BEBEBL BY FIRPLA
> TR
N=137
Age (years) 55 + 11
Gender (M/F)(M %) 78/59 (57)
249 + 3.5

Hb (g/dL) 142 + 1.4
WBC (/dL) 5300 * 160
PLT (K/dL) 169 + 54
International normalized ratio (INR) 1.07 =+ 0.10
Albumin (g/dL) 4.1 £ 0.3
Bilirubin (mg/dL) 09 + 0.2
AST (IU/L) 102 + 56
ALT (IU/L) 144 + 83
Cre (mg/dL) 1.0 £ 0.2
HCYV RNA (log) 5.63 + 0.78
HCYV genotype

1, n (%) 98 (72%)

non-1, n (%) 39 (28%)
Fibrosis (Metavir)

F0, n (%) 1(0.8)

F1, n (%) 14 (10.2)

F2, n (%) 67 (48.9)

F3, n (%) 37 (27.0)

F4, n (%) 18 (13.1)
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Y SRR TN e

% BE:

N=137

End Of Treatment Viral Response (%) 91
Sustained Viral Response (%) 72
genotype 1 (%) 67
genotype non-1 (%) 85
Early Biochemical Response (%) 59
End Of Treatment Biochemical Response (%) 66
Sustained Biochemical Response (%) 65
Sustained Biochemical Response + Sustained 63
Viral Resnonse (%)
On-treatment ALT flare with HCV RNA (-) 33

(“0)*
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$- L ¢ AT RBRZBEL R
ok v ¥ et E O
ERLHRELTIp R F 1077 408
o 791(73.44) 237(58.09)
7 90(8.36) 133(32.60)
#* mAE 87 131
22 (25.29) 86 (65.65)
57 (65.52) 33 (25.19)
* 5(5.75) 8 (6.11)
Hu 2 (2.30) 3(2.29)
PS4 80 35.37424.85 104  28.90+19.55
* i 191(17.73) 38(9.31)
1,%* PRYELRELATIAE 89 131
13(14.61) 16(12.21)
¢ 4(4.49) 8(6.11)
* i 53(59.55) 67(51.15)
AN RFECREGSL > RELE 1075 408
A EHR¥F
2 129 (12.0) 197(48.28)
7 86 (8.0) 102 (25.00)
* i 293 (27.26) 37 (9.07)
567 (52.74) 72 (17.65)
eRiERT 3 RFL & 4077 408
i
2 358(33.24) 274(67.16)
7 235(21.82) 85(20.83)
* i 80(7.43) 8(1.96)
£ el BE b gt 1076 408
Bl F AR 27(2.51) 8(1.96)
X R Ry 197(18.31) 65(15.93)
e & 58(5.39) 30(7.35)
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W

1
I

I

ﬂl:‘-"

M iR B AR EHL

o T g o Non- Incremental |Sustained Relapse
responder |[Responder [Responder
R EREALT Y
7 * Lamivudine
£ 47(59.5%)  |8(72.7%)  [35(76.1%)  |10(58.8%)
3 31(39.2%) |327.3%)  [11(23.9%) |7(41.2%)
Missing 1(1.3%) 0 0 0
AR
8
B BrTRAAEL
7
TIEHL B o
ek ERE TR Y B P
v Nei

R HARELHISR SRR T F el
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%:JE\$4E ~

P SR T A

B C Total
(N=2,248) (N=644) (N=2,892)
L 243 n (%) n (%) n (%)
¢ ¥R F]
SRl ) 1204 (53.6) 46 (7.1) 1250 (43.2)
BEEMSAEE. RE 52 (2.3) 12 (1.9) 64 (2.2)
REAFBE L B 723 (32.2) 185 (28.7) 908 (31.4)
¥ TRIRZIRK 195 (8.7) 49 (7.6) 244 (8.4)
R G R FL DR TR 107 (4.8) 22 (3.4) 129 (4.5)
R AR R REF 11 (0.5) 5(0.8) 16 (0.6)
130 (5.8) 2(0.3) 132 (4.6)
FRPA A4 267AD) 0 (0) 26 (0.9)
BERE® £ 5@ % * 551 30 (1.3) 274 (42.5) 304 (10.5)
& R
2 2 14 16
PR T At 0 7 7
R 0 0
R JE TR 2 1 3
AR 1 9 10
P 0 16 16
BN 0 11 11
H 25 216 241
AAD 20(0.9) 0 20(0.7)
2B 67(3.0) 30 97(3.4)
e s 23(1.0) 7 30(1.0)
6(0.3) 0 6(0.2)
Hi 118(5.2) 36 154(5.3)
EREy 2] 17(0.8) 2 19(0.7)
ik 10,349 6,034 16,383
gk 21.72% 10.67% 17.65%
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APF LBy R FlREE LS4

B 3+ (N=2,248)

- e E= ik g
(n=1,185) (n=369) (n=672) (n=11) (n=23)
%% n (%) n (%) n (%) n (%) n (%)
v ¥R F)
S Y 652 (55.0) 230 (62.3) 30 (4.5) 1(9.1) 4 (17.4)
HEETCLITBE I RE 7(0.6) 5(1.4) 1(0.1) 0 (0.0) 0 (0.0)
FRAFLEL D LB 327(27.6) 54 (14.6)  327(48.7)  5(45.5) 10 (43.5)
¥ THIKZ IR 59 (5.0) 30 (8.1) 104 (15.5) 1(9.1) 1(4.3)
RS A ELAB FRD 88 (7.4) 7(1.9) 11 (1.6) 0 (0.0) 1(4.3)
R e EREY 3(0.3) 1(0.3) 7(1.0) 0 (0.0) 0 (0.0)
17 (1.4) 9 (2.4) 101 (15.0)  0(0.0) 3(13.0)
R4 A2
il 10 (0.8) 3(0.8) 13 (1.9) 0 (0.0) 0 (0.0)
BEEH T & FHiTr 5 9 (0.8) 1(0.3) 16 (2.4) 2 (18.2) 2(8.7)
PR R
AAD 17 (1.4) 3 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
AR 40 (3.4) 17 4.6) 10 (1.5) 0 (0.0) 0 (0.0)
NI AT 13 (1.1) 4 (1.1) 6 (0.9) 0 (0.0) 0 (0.0)
5(0.4) 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0)
Hu 48 (4.1) 23 (6.2) 44 (6.5) 2(18.2) 1(4.3)
£ fFN 6 (0.5) 3(0.8) 6 (0.9) 0 (0.0) 2(8.7)
PR ES 3,526 1,221 4,949 228 425
v 33.62% 30.22% 13.58% 4.82% 5.41%
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242 s BV Z B % - BB APF LY lamivadine J5 % 2 £ ¥ st B %

Expected life years®

Expected QALYs"

o Bal
no anti-viral treatment 33.30 30.56
Lamivudine treatment 35.00 32.14

LORITIR
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22 SR SR REBIATLSR FLEPFRS A

Lifetime costs®”

Incremental costs®®

R R
no anti-viral treatment 452,135
Lamivudine treatment 500,525 48,389

LORITIR
b H +:NTD
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BN SRR - REBASTLNR S F2 3 A R

Rt & Discounted Incremental Discounted costs*” | Incremental costs” ICER®
QALY* QALY

no anti-viral treatment 18.43 257,845

Lamivudine treatment 18.62 0.19 300,866 43,021 225,800

& ITIE 3%
b ¥ +:NTD
. H =: NTD/QALY
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2 44 B EERZES - = B AIF L 7 lamivudine J5 B 20 X EFH A T

Age Incremental® Incremental costs®” ICER®
QALY

30 0.19 43,021 225,800

40 0.27 45,016 167,037

50 0.26 46,510 181,860

& ITIE 3%

°. ¥ :NTD

‘. H =: NTD/QALY
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Rl S5 A

F - | CAPFE MR F 2 & @ ribavirin 5F 2 £ B %

A B S Expected life years® Expected QALYs"
no anti-viral treatment 30.77 28.97
Peg IFN + rib 32.92 32.19

LORITIR
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£ 24— SR CAPFL R A FEA & @ ribavirin isf 2 £ FoR A

Lifetime costs®”

Incremental costs®®

R R
no anti-viral treatment 669,000
Peg IFN + rib 379,430 -289,569

#: undiscounted
b unit: NTD
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2L CHSHORLRESY RBCAFLNERATEE L

ribavirin ;5% 2. & X 3Tt @

R & Discounted Incremental Discounted costs*” | Incremental costs” ICER®
QALY" QALY

no anti-viral treatment 18.68 410,751

Peg IFN + rib 19.67 0.99 287,305 -123,446 dominant

& ITIE 3%

°. ¥ {=:NTD

. H =: NTD/QALY
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2242 EGYHEERZ BEE - R CAPFL M E 3] F EE & @ ribavirin 5K 2 X HEAL 47

Age Incremental® Incremental costs®” ICER®
QALY

40 0.99 -123,446 dominant

50 0.64 -5,940 Dominant

60 0.16 2,858 dominant

& ITIE 3%

°. ¥ :NTD

‘. H =: NTD/QALY
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Lzw R FREEFT CUFLR K

%f%wj ;ﬁ; A
FREATR 338 (25.6%)
i ARKTR 268 (20.3%)
ke LA TR 219 (16.6%)
LAEATR 212 (16.0%)
i4%m 125 (9.5%)
0% B FR 103 (7.8%)
H2 Fr 54 (4.0%)
i =1l

QB

1319 (100%)
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2=t 7 ~pAARTR

L &1 TIHE (FFL) & RFvlk
(%)
e
71 781 (59.2%)
+
538 (40.8%)
£ 8 (k) 53.6+11.3
<30 46 (3.5%)
30-39 95 (7.2%)
40-49 307 (23.3%)
50-59 435 (33.0%)
60-69 o
70 357 (27.0%)
79 (6.0%)
BE(27)(0=1003) 65.7£10.9

gk s b A g (n=1301)

F1
F2
F3
F4

R L4 & (HAID (n=877)

RS I
S
L

EEEESE 3
2a
2b

el Y
iRy 8

4 AR (0-1055)

1

118 (9.1%)
526 (40.4%)
330 (25.4%)
327 (25.1%)
6.843.1

1209 (91.7%)
110 (8.3%)

742 (56.3%)
565 (42.8%)
12 (0.9%)

1213 (92.0%)
106 (8.0%)

1185 (89.8%)
134 (10.2%)
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Fi# kR (IU/ml) (n=773)
<200,000
>200,000

v % 3 (10°/mm’) (n=1193)
<4
4-10
>10

& ¢ % (g/dL) (n=1245)
<135 %
<12

% - 4% (10°/mm’*) (n=1208)
<150
AST(U/L) (n=1279)
ALT(U/L) (n=1291)
<80

80-160
>160

Total bilirubin(mg/dl) (n=1195)

>2

Cr(mg/dl) (n=1136)
>1.5

Free T4(ng/dl) (n=1095)
<0.7
0.7-2.0
>2.0

21 (2.0%)
18 (1.7%)
595 (56.4%)
17 (1.6%)
142 (13.5%)
127 (12.0%)
113 (10.7%)
2 (0.2%)
7 (0.7%)
13 (1.2%)

587 (75.9%)
186 (24.1%)
5.6+1.7
165 (13.8%)
1013 (84.9%)
15 (1.3%)
14.3+1.6
84/707 (11.9%)
59/499 (11.8%)
164458
528 (43.7%)
111469
169+111
137 (10.6%)
652 (50.5%)
502 (38.9%)
0.94+0.48
31 (2.6%)
1.0£0.5
11 (0.97%)
1.2742.20
13 (1.2%)
1067 (97.4%)
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TSH(mIU/ml) (n=1105)
<0.4
0.4-5
>5

15 (1.4%)
2.145.2
38 (3.4%)
1035 (93.7%)
32 (2.9%)
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2212 S RXERTAFEZ 2087 AL FEE2DRH ALK
v AL+ EF 2a AL+ EE 2

%7 n=742 n=565 p-value
E#(F) 53.4+11.7 53.7+10.9 0.683
MR|(F /) 452/290 322/243 0.085
HE(=T) 66.1%11.3 65.2+10.5 0.179
R A 48 (6.5%) 61 (10.8%) 0.004
A F3-1 369/613 (60.2%) 270/445 (60.7%) 0.463
SR L 167/733 (22.8%) 156/559 (27.9%) 0.021
e SN - 3 6.4+3.2 7.6+2.7 <0.001
G A ik 2.6+1.0 2.7£1.0 0.066
% % 3 (10°/mm’®) 5.6+1.6 5.6+1.7 0.988
o @ 7% (mm°) 297441210 2906+1117 0.330
& ¢ % (g/dL) 14.4+1.5 14.241.7 0.009
& -} 47 (10°/mm’) 167458 160458 0.040
AST(U/L) 110+69 114468 0.295
ALT(U/L)) 165+105 173£117 0.200
T-bil(mg/dl) 0.9£0.4 1.0+0.6 0.171
Cr(mg/dl) 1.040.3 1.0+0.7 0.641
FT4(ng/dl) 1.342.8 1.240.9 0.727
TSH(mIU/ml) 2.146.6 1.9+1.9 0.470
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R
T
I
Ve

CEA Rk WRFIZ A

Total £t EF 2a £+ E % 2b
(N=1307) (N=742) (N=565)
B n (%) n (%) n (%)
- B 104 (8.0) 49 (6.6) 55(9.7)
VERRA R AP B 6 3 3
e § 3 1 2
S f 3 2 1
B % R 15 2 13
BRER
B % 9 5 4
R 7 3 4
= IRE ¥ 6 3 3
VS 355 2 2 0
Hu 7 4 3
AP FE 52 27 25
7 R 7 (0.5%) 4 (0.5%) 3 (0.5%)
I 2 1 1
B3 PiR 4 3 1
-3 2B 1 0 1
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=LA L“ﬁina’ive:)?s AL | FIEE-2a82-2b5l4en B

A0 M B iE#
YE»THEE 22 9 YE%xTHEE 2D
2] n=694 n=504 p-value
v o 35K 9 (mm’) 5680+1640 5675+1680 0.909
v IR ORE LK
SRz B -43.2421.1 (%) -38.8+21.8 (%) 0.001
eREL -43.7420.4 (%) -39.6£22.1 (%) 0.003
RS B 505042310 506042320 0.969
oY s (mm?) 2981+1214 2910+1140 0.350
R E T
SRz B -42.1432.5 (%) -36.8+43.8 (%) 0.029
eREL -39.8+37.6 (%) -31.8448.5 (%) 0.005
Y RIREBREA B 295441292 29621399 0.930
s ol s F 5 (10°/mm?) 168+59 160+58 0.027
® o[ TR K
SRz B -22.2429.6 (%) -17.1421.1 (%) 0.002
eREL -18.9+39.2(%) -13.6436.7 (%) 0.031
molERELEA B 169+60 166+60 0.372
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=14 - L“ﬁina’iver)ﬁs AR A LT IEE-2a8-2b —‘)}%i R
R AR B
P ALt 4E4 2a A Let g4 2b
2] n=694 n=504 p-value
SVR rate (n=690)* 276/395 (69.9%) 199/295 (67.5%) 0.276
AST<40 U/L
Rz B 315/659 (47.8%)  273/473 (57.7%) 0.001
Y 334/631 (52.9%)  277/442 (62.7%) 0.001
BdiEa B 380/533 (71.2%)  232/357 (65.0%) 0.028
ALT<40 U/L
Rz B 354/672 (52.7%) 304475 (64.0%)  <0.001
Y 377/643 (58.6%)  302/445 (67.9%) 0.001
BhiEa B 371/539 (68.8%)  234/360 (65.0%) 0.130

PEF LR R 4106 2 690 5 4

A

F

SVR data
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