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Since the implementation of universal vaccination in 1984, the
chronic HBV carrier rate in our general population reduced from 15-20%,
down to < 1% in the post-vaccination population. However, even
receiving full vaccine protection, cases of chronic HBV carrier, even
hepatocellular carcinoma and fulminant hepatitis still exist. In recent
years we have studied the children born to HBV carrier mothers, and
found that HBV infection often occurred in children born to HBeAg
positive mothers. In this population the HBsAg carrier rate is as high as
10%. To further reduce the HBV infection in our people, it is mandatory
to do the HBV prevention to people in high risk.

Previous studies have suggested many causes of vaccine failure,
including intrauterine infection, high maternal viral load, host HLA
typing, mutations of surface antigen, etc. Small scale studies using
lamivudine treatment in pregnant woman in the third trimester has proved
effective in reducing children infection rate. However, larger scale studies
on the efficacy and safety to mother and fetus as well as the efficiency of
lowering the rate of infection are still at a vague level. Recently there are
emerging new antiviral drugs; these drugs are promising to be used in
pregnant woman. The aims of the present study are to evaluate the
acceptance of pregnant women in receiving antiviral drugs in Taiwan; and
to conduct a clinical trial in using category B drug to reduce

mother-to-infant transmission.

This is a continuous project of DOH during 2010-2012 entitled "The
effectiveness and feasibility of using antiviral therapy in pregnant women
to reduce mother-to-infant transmission of hepatitis B." The project has
detailed evaluation for the acceptance of pregnant women to antiviral
drugs, and proceeded prospective clinical trial in many medical centers in
Taiwan since 2011.We used antiviral drug Tenofovir disoproxil fumarate
(TDF, pregnancy category B) in the third trimester of pregnancy to reduce



maternal viral load at delivery.

Up to now, there are 12 collaborative medical centers that have
started recruiting cases. From January 2011 to October 2013, we have
enrolled 77 participants, 40 joined the treatment group and 37 joined the
control group. At baseline, the treatment and control group had mean+
standard viral load of 8.49+0.39 log10 copies/ml and 8.66+0.41 log10
copies/ml, respectively. In the treatment group, the HBV viral load
decreased to 5.41+0.71 and 4.7540.95 log10 copies/ml after 4 weeks and
8 weeks of treatment, respectively. In the control group, there had been no
significant changes in the HBV viral load at 4 weeks and 8 weeks during
follow up : 8.66+0.41 log10 copies/ml and 8.55+0.45 log10 copies/mL,
respectively. The results showed efficacy in reducing HBV viral load at
the time of delivery in high risk mothers.

Among all the participants, 76 have given birth to their children,
whose number at total is 79 (M: F=48:31), including 3 pairs of twins.
39/43 in the treatment group (M: F=26:17) and 30/36 in the control group
(M: F=22:14) have completed 6 months of follow-up. None of the
treatment group (0/39) and 3 of the control group children (3/30) (M:
F=3:0) were tested positive for HBsAg at 6 months. All infants will be
followed-up at 6 and 12 months after delivery to determine the outcome
to see if they have the protective antibody.

The results of the present study will provide potentially applicable
methods for reducing HBV carrier rate in infants of high risk mothers.
The results will be important in the effort toward eradication of HBV

infection in our country.

Keyword : hepatitis B virus, mother-infant transmission, nucleoside
analog, HBeAgq, pregnant women
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Previous studies have shown that under our universal vaccination
program for hepatitis B virus (HBV) infection, about 10% of children born
to HBsAg (+)/HBeAg(+) mothers still became HBsAg positive carrier; on
the other hand, children born to HBsAg (+)/HBeAg(-) mothers had much
lower rate of infection below 1%. However, cases of acute and fulminant
hepatitis may occur in infants born to HBsAg (+)/HBeAg(-) mothers. The
efficacy of current vaccination program has reached its limitation. To
further reduce the mother-to-infant transmission of HBV, careful

investigation of this high risk group is mandatory.

Previous studies has shown that infants born to HBV carier mothers
may have abnormal liver functions and found that maternal high viral load
Is most likely the cause to breakthrough infection of infant received
vaccination. For those infants infected, asymptomatic hepatitis occurred
during the first year of life, which could be overlooked without prospective
study. The present study is a multi-centered, three-year prospective study.
In this year (the first year); a total of 98 mother-infant pairs has been
recruited from 4 collaborating hospitals, including 47 prenatal
HBeAg-positive mothers and 51 HBeAg-negative mothers. The mean age
of maternal age was 34.1 years. Eight of the 98 mothers had elevated serum
aminotransferase levels. Among the 98 children born to the
HBsAg-positive mothers, 41 were followed more than 4-6 months after
birth. Two of them were HBsAg-positive. Both the two mothers were tested

HBeAg-positive.
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The second part is to clarify whether severe contraction of the uterus,
amniocentesis, invasive procedure of chorion, maternal hepatitis B viral
load are higher risk factors of intrauterine infection. And understand
whether HBIG injection timing affects mother-to-infant transmission.\e
have collected 6 placenta samples from carrier mothers, 3 from HBeAg(+)

and 3 from HBeAg(-) mother for further analysis.

The present project will provide important data from prospective study,
and obtain extensive and detailed clinical and virological data about
high-risk group mother-to-infant transmission of HBV. The results will
provide solid base for our further strategies in further reducing HBV

infection rate in our population.

Keyword: hepatitis B virus, infant,viral load, mother-to-infant

transmission, intrauterine infection
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Maternal ~ Children Children Children
HBeAg status HBsAg(+) HBsAgQ(+) rate
(N) (N) (%)
HBeAg(+) 22 2 9.1
HBeAg(-) 19 0 0

Total 41 2 4.9
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Background & Aims: Chronic hepatitis B patients with high viral
loads are at increased risk of cirrhosis and hepatocellular carcinoma
(HCC). In those with low viral loads, higher hepatitis B surface antigen
(HBsAQ) levels have been shown to predict HCC development. However,
little is known about the difference in risk for other hepatitis B virus
(HBV)-related adverse outcomes with varying HBsAg levels.

Methods: A total of 1068 Taiwanese hepatitis B e antigen
(HBeAg)-negative HBV carriers with serum HBV DNA level <2000
IU/mL at baseline were followed for a mean duration of 13.0 years.
Patients were categorized based on their HBsSAg levels, and the
relationships between HBsA(g level and development of HBV reactivation
(HBV DNA >2000 IU/mL at year 3 for follow-up) - HBeAg-negative
hepatitis, hepatitis flare, and cirrhosis were investigated.

Results: Of the 1068 patients with low viral loads, 280 developed
HBeAg-negative hepatitis with an annual incidence rate of 2.0%. HBsAg
level, but not HBV DNA level, was found to be a risk factor for
HBeAg-negative hepatitis. Multivariate analysis showed that the adjusted
hazard ratio in patients with HBsAg level =1000 versus <1000 IU/mL
was 1.5 (95% confidence interval, 1.2-1.9). The positive correlation was
present when evaluating other endpoints, including hepatitis flare and
cirrhosis, and remained consistent when the study population was
restricted to those with normal alanine aminotransferase (ALT) level at
baseline. In addition, the HBV reactivation rates were 18.3% and 10.5%
in HBsAg level =1000 and <1000 IU/mL, respectively (P<.001). The
annual incidence rate of HBeAg-negative hepatitis was lowered to 1.1%
in those with low levels of HBV DNA, HBsAg, and ALT.

Conclusions: In HBeAg-negative patients with low viral loads and
genotype B or C virus infection, a higher HBsAg level can predict disease
progression. HBsAg <1000 IU/mL in combination with low levels of
HBV DNA and ALT help define minimal-risk HBV carriers.

Keyword: Hepatitis B virus, HBsAg, HBeAg-negative hepatitis , cirrhosis,
HBYV reactivation

Part 2
Background: According to current reimbursement guideline for chronic
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hepatitis B, a 3-year reimbursement plan was initiated since 2009. After
discontinuation of anti-HBV agents, clinical relapse is frequently seen and
even resulted into liver failure. Therefore, it is important to find clinical
predictors for viral relapse after discontinuation of treatment.

Methods: We plan to collect 200 HBV patients to stop the anti-HBV
therapy and quantify the viral loads serially to investigate the frequency of
viral relapse. In addition, the associated virological and host factors will
also be investigated to find the predictors for viral relapse.

Results: Till October 2013, from retrospective chart review, we included
153 patients completed entecavir treatment (HBeAg-positive: 70 and
HBeAg-negative: 83). Among HBeAg-negative patients, 16% patients
experienced clinical relapse about 12 months after therapy. In
HBeAg-positive patients, about 27% of them had virological relapse about
8 months off therapy. The predictors for virological relapse are under
investigation.

Conclusion: After 3 year entecavir therapy, about 16-27% of patients will
experience viral relapse about 8-12 months off therapy. This finding
provides important timing to observe the viral relapse for re-treatment
strategy.

Part 3

Background: In a community-based cohort study (REVEAL-HCV), among
925 chronic hepatitis C carriers older than 30 years, the higher HCV RNA
load, higher ALT levels as well as genotype 1 infection were associated
with HCC development. This cohort focused on health volunteer; however,
hospital-based natural history cohort study is still lacking.

Method: We plan to establish a hospital-based cohort of chronic hepatitis C
patients including 300 treatment-naive HCV carriers. We would like to
investigate the virological and host factors associated with the progression
of cirrhosis and HCC.

Results: Till October 2013, we enrolled 672 patients with a mean follow-up
of 11 years. The preliminary analysis showed greater HCV RNA load
(n=266) associated with a greater risk of the development of liver cirrhosis,
HCC and all-cause mortality. The higher baseline ALT level also caused
higher risk of liver cirrhosis, HCC and all-cause mortality. However, there
was no association between HCV genotypes and these advanced disease
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conditions.

Conclusion: from preliminary analysis, the higher HCV RNA and ALT
levels will associated with a greater risk of liver cirrhosis, HCC and
all-cause mortality.

Keyword: hepatitis B, hepatitis B surface antigen, chronic hepatitis, liver
cirrhosis, viral relapse
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2, ﬁ’%éi g o Fl LR g 4 X 5 650/100,000 A #E o AFf e
BAEA ST CAFLp A B A6 M HLI%0RS 15 12)
| 6.4%(1"3:1[}‘3-% )% 14.7% (% :}I}%—% ) (P<.001)° 4p o e 3 Ffp e %
FBH A FEFIFF A @ H A 8L T%(ALT<15 U/L) 3] 4.2% (15-45
U/L)" ] 13.8% (% >45 U/L) - ')]%:i ATl % - J"Jm%—"z B3 B f7 8

F(12.6%)~ Hzt% - ﬂ']—"z&fp‘—*f 2 (4.5%, P<. 001)01:&”3 4p 0
%*é\Wﬁ ﬁ%*éﬂﬂﬂﬂmwﬁﬁ4a¢$nfwoﬂﬂd
A BAEE B A llwfﬂ = Fé‘ﬂ LR T Rm AR
L CAPFLp Rp R B FRBF R A 5 L g
Bﬁm%%oﬁwwg§&&ﬁ%wxﬁﬂﬁwwﬁ$’fﬁﬁim
Lt Bt g 7 RE TRE 2 i) .

TR TR R TS WP C AU E &
ﬁ“ﬁ&%’\ILZSB 2 %) % 254 - [L28B (rs8099917 &t r312979860) AL F)
’ﬂ%f}&gi&ﬁﬁﬁ% Cm]u-%;}?;%g ZR 5 f,]/g{ﬁ/ééfs I“'J'j'a%
% v o [18-21]i B A F] 5 A5 P ﬁi‘LZPF«&;fé*q““éiHC

A L B e A B A T LT B g i B
r IR N T ’F i oo

Flt A FEFFE - B PR &—"2;; alE e C AsFL
EH g & TR pA 2 A FS f@wt;wmgu
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e P

dARBACAPFLA R gd B F RO B 4T
%~@%‘%?%%&ﬁ&%~ﬁ%ﬁmé F R TFF R
i %mkﬁﬁﬁﬁ%ﬁ%’{@Bﬁﬁ%ﬁ%iﬁ”%ﬁ@%“
Para b g w R R e Bl Sy d w3 Rk
X3 rst,ﬁ—i 20 & Ry UrA B CAWLRLEZHEE » B
i?f ,l,);;gf}%*}v}u—u—éz@ 7 F] S o
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EN
A A BRI R E R T iR

WEPFF O RBEFERRBFAFE 0 TN UE B
B = & PF o :ﬁfﬁi{‘i_ﬂ’*? 2000 IU/mL %:}%i&'}?@lﬁv# =L
BHEIFL e & s ALT @ 2 <305 el § Eat U pF
£ & F e ma £ 3 2000 U/ML o 255 & gt (T eh
HHALTE P2 x5 2y §F Gt A pFs fifﬂ';‘}pi" v
#8420 2000 lU/mL e r2 b 5] B 5% 4 g % #rig = e F
KZEF g0 P g2 b BF R PE & B IEE L
SESEE EE LA SR T A £
S L
® 77 HBsAg, anti-HBs, HBeAg, anti-HBe, anti-HCV % & % -
" H_i¢ * Iy £ & (Abbott Laboratories, North Chicago, IL,
USA) o o i ¢ fhanti-HBC shfg s » £.41* B <~ B3 4 %
ke S se A e
Y BTS2 AR R AR iR R
fI* real-time PCR & A #:H 2 » T o 57 1:}?3% £% A&
FA o T 2 %‘gv} A L4 di e F ¢ o DNA(QIAamp DNA
Blood Mini Kit; Qiagen Inc., Valencia, CA) » # % * real-time
PCR 1= sV kiv 2 £ > & F £ §1* melting curve 4 45 > %
A Tp A 2 A T e m 4 LR e F 100 F] 10" copies/ml -
[22]
e BAPFL A e R IER DTE
I ;g—:‘ BAIF & 4 o Fh kR hTE ¢ & * &3 chArchitect
HBsAg QT (Abbott Laboratories, Abbott Park, IL, USA) - - i 5
FREGE P 5 X A FR B o [23, 24]
ca g ? CAPFRpA TE 2 A T3 e iR
AP R * 2o e e 2 o 2 > 2 QIAamp RNA Blood Mini Kit
FPgp? i C AL m4 0 & 41 * LightCycler (Roche
Diagnostics Applied Science, Penzberg, Germany):& i= realtime PCR
cFECAPFLpS » LRFRF AT -
. ¥ % IL28B £ 7] % A5

AP r 2w e gaE g 2 s (kB OABI TagMan allelic
discrimination kit i {7 #L %] % 2514 ek B o [25]
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7. 473 E

W3R g RAE > ¢% THEZRELRLT WA HERA
(categorical variable) ¢ * 7 A+t K £ 5 o T s 7 0 € ik
#EF > # * Chi-square test, Fisher’s exact test, Student t test,
% one-way ANOVA k35 o 3 B 3im 2 A 4 39 it {oiF
s 45 0 #-¢ 1% Cox-regression model o #75 vt i > 14
P & -] 005 15 7 & &L w o St g #-ig * STATA
software (version 8.2; Stata Corp, College Station, TX) & 47 o
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25
PRI
Tk ik A

%\ 14, & ERADICATE-B & %7 ¢ 71068 =M {2 B A"+ &—‘*‘
2 A £.<2000 U/ML gk & 3R oﬁ ¢ 600 % (56.2%) = ri,
910 n:& 2_(85.2%) ALT #ciz <40 U/L; 523 = & 1‘1 I7.(19.5%) e Fo
R 754 > B —‘g e (28.1%) B 3|7+ :U};f,i £ 2200,000 IU/mL; 585

= b4 (54.8%) 4 @ #k ik R <1000 IU/mL -

i B &

TR AL LG 139044 i B A £ o T EeE UL 13.0 £ 5.7
years (¥ = #c:13.3 #£; #§:04-264 &) AEBEBIH TP -
280 A FHL e FLRIEEZBPIFL > F L F 5 N E 20% 0 7
98 &,&ﬁ%i'ﬁ’ﬁi”*-‘ﬁ%ﬁ’% T B4 X% EE 069%°m 72 980 =
FEBG = EFpF ROk FY 03 138 ZA2 HA UL E
(14.1%) -

1% Youdenindex A 45 % F % & FRE R TERIRPIFRF 4 hiR Y

NEGEF ik e FLRER AP * ROC ¢ % Youden index
AR AR FRERIERIREIFLS A gy AP AT 718
EHUE 14 BB o Y 243 A4 e RIEHZRBIFL > &
P87 & By ghepsensitivity 12 2 specificity 2 7 > 41 * Youden index
P ‘T’”% (4r# 2) EEEiE 5 9935 IUML, » 4p 3§ #HiT
1000 IU/mL. 5 7 * i % 4= 8 » Az @ * 1000 IlU/mL § 7+ g
P O

et RKEEEY > LG RER B MES BeEH > fre sk
et N e At S B‘lk*_’”f (B Tl T

R 2A Y 7 Lo & 6 dR Uk & =1000 IU/ML s & 4 - 4p 437 ]+ 1000
U/ML e > 5 4 WAL ehh G RE > 8 5 RAREE Db G
5 15(B% T HE®EF: 1.2-19) ARy FIRA G IR R ol 1
AR T M (40B 2B) 0 #9045 Fuk k& =1000 IU/mL e,
o H A 4 WP & B (kg 5] 1000 1U/ML 52,3 (95%
R L 1535) -

refiiirit g F ¢ A G R ER EMEE B AR o fog 4 g
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4L R N

o p 3 R 0 pF AT Wen E i (HBV reactivation) £ p 12 &
AT L L Fle FP AP EX LY hd e R kR AL B
FAFREEC G RAOM o AG URBESEL A4 25T 0 F AR
WPl - ARG Fm A kR EA P TR AEHRE Z EFDG R
0980 £ i i (E & B R0 XA AT el BT PR G PR 0B
oo KR 3 ¢ 7 av B = # 4G Lk £ 32 1000 1U/ML h g,
% 0 E AT 297080 = & % (18.3% versus 10.5%, P<.001)# &_i*
ALT <40 U/L s %3 4 45 (17.2% versus 9.9%, P=.002) » 45+ % &
Fulit k&) ¥ 1000 IUMML sn f > A2 4 A7 flend e it (0 i
o md B 4 2000 IU/ML) s ¢ 3k cng o

i opA B LG FRER 2 ALT Bl Fo4f3t p (o5 4 4 0F
X el B

B ALY RF E AR FRIER 2 ALT B do 3t p 152
BEIFER G APy RS - ERFL T RE 2 £
BIRIER TR I W2 ERFFLREIFUDEF TS Y
P ALT <40 U/L 60797 = & % » iFie— i s o p e 3 B
B IR AT RIEIHAR B F]F s 1L E P s g 2 T e R o K
3¢ WA AEFipaAryY o APENITL L EFF RS L MA G
FRER A EAEF AT Ecopt  nR 3 27 - AR EAFER &
24 F RPN R EHF L 2 o Bola 3 o Ay~
TEUEBS = EFF > Lo dRhkR &3 B ESR< 3T 1000 1U/mL
IR K o APET A G PR R R 371 2 1000 IUMML R 2 b v S
2.0 (95% 7 #f % R :11.4-2.9) o pteh o %”:;ga B ﬁv:)?;—% £ 3 4 5 % 2% 2000
lU/MmL > H 3 4 BoEsF L anh "t » g B4 5 2.7 (5% EE & [ ¢
18-4.1)« 5 R A 45+ B o 4 B CALT B 2~ £ 5 duh ok
BEEFEFREY > M2 ALT EFFREV DR FMLp AL efiRIEE
B afh B g TS o

o hEt P RY R R TS

ETRE L WS B AGTR RS EIL TG i d St
iR > FRERRAERE (- 592000 %) Fpt gt T g
R E ey B T ER R R F A G PR TR B
o7 % LHEE TR Ea* o A A 451 ERADCICATE-B #

T b'“r’ﬁ efLRIEM T ALT *t 4 %/Eﬂ’i']:‘%<40 U/L m,ﬁ'fsjz Q=Y

z
A
F
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AT EEER RE ) & 1686 i AP E RE A+ £>20,000
U/mL (%% 20k %) 3 19.4% (B 4A) > Fit- # A eifsd
Zd R fopd £ M %o APF R AL G FR<I00 IUML S
(W B RS 9 20%) 0 ©F 56%p L3 op4 £>20,000
IU/mL(B] 4B) >\t Gidp g ™Mo d SYIRFEERE 8+ L 2 & 2 T dm (-
%% 160 & )0 fd Gk FR<250 IU/ML 2. pF ¢ § TR @ hlgr o 7

I—L L=y

PEEHNER A S F A o

E L
T A AR TR R A HA e R IEILEE F 0 A s
783 tRSIERFLBESRL T e ARSI  BK
BT T0 LR BN 1 e g A
befiRIEIE83 LK s Tinie B Ede S 50 koo § 0k
T2%¢infif 2 g H SR e bR iag R e § 15 = (18%)
B EE W fupd Fh oo o # T HRL 3 & dentecavir ip
Fo M LRI L FR R ERE LG 431 (52%) ¢
E~4172 38 (5%) @ 36 1 (43%) Fla T2 & a2 2470 s
PR eRK e ALT T 355 367 IU/mL » HBV DNA % 5.04 logy
U/mLe 35y ch i B~ 304 B F] 5 R F 008 18, 5 380 (7 1, 8%)
A BE TN TR 9 0 2 1 (decompensation ) o =25 > 3] 102 &
10 7 4= > T35 B 13 B 2 (%%}{0-48 B2 )23 131=(16%)
,&‘ﬁ?’%{%?ﬁ%‘ (ALT @+ 2 53 a 2engt § Gt WU pF i fifi‘)%"“
Jid £ 2000 1U/mML) - T30 & FIRF R G 1260 o
beRBEST0 LY T F el 0K T
61% - = infwme 7 9 (13%) B H<EH - ﬁﬂ#ﬁ:}l’,\‘s—% s
B0 T 03X 2.8 & dhentecavir (o 0 MY EF E L SRR F
Fecnia @B 25 371 (53%) #6327 & (46%) 7 1
= (1%) 7] & ?f}:il R et PR ISFK D e ALT T35 5 392
IU/mL > HBV DNA % 6.88 logo IlU/ML o £ % /5% ek F] < 384 §_F]
TR I D IRA (2 ,3%) & FREFUH TR TR G A
(decompensation ) - i % {5 > 3] 102 & 10 * 4~ > T35 E HE 13 B *
(FEE0-37B? ) 7 19 (27%) &4 wAr@s (ALT &+~
LA el F Bt R RS B md £ 42 2000 IU/ML) ¢
TR EGIRF T L 8B c RE T EAR L BEEE (dre
FRFFHEL) TRER > PZ 12 =R BH B ELIFL
( Withdraw hepatitis ) e
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EANIAE LY T m&ﬁﬁ’éﬁ N ERTIINEES 2 N :1%5# T ipkisd Vg
F ) & ehpF R ‘}ﬁai WA RERILFKGPER B ok~ 22
AT f”‘bqh"”‘}?‘?ﬁg%‘?gm@fgﬂ—g‘g Einfra ik P o ddic
«Erfﬁ RALP FRGE FHEARFERTF 2 Frog k¥t

@,;w.pémw-ﬁ At }?5'*-— BAI'FX 4 aih &% 52 215 3B
: m”‘ﬁ e FRELOLETLAP O FRARFEZRFEF LT
sFFErmi R o[£ 5 6]

\

Fi (O “*‘x%““a‘%i{ﬁﬂiﬁymﬂz&* PRI A T o P oAk
Jih 7 672 ?%a‘&»#m}%*%#’ﬂm%m&ﬁ C A3+ é—‘*‘ =k
S 55 /gt 37% H 26%&1,&%73 a%/;]u,;aJ%&i* SFEL v oo
®7F WP HCV :)]%i ¥ e 284 f“;,&ﬁ ¢ iir’aév’v:;]%i ¥ 5 4.5 logyg
lU/mL - m C 3 B:—:Q:}?;i A F1Al 1 5 ik 63% o igut %%lialgﬁ;,@
11 & -
EANLRNPAR S LY BT méﬁz v T HEH (2 A A AT A 1Y

”‘:}ﬁ’pli 7= A e PIRK G 171 = (27%) ﬁ,"z‘ EELP A A Fren
3FE v > 109 i+ (18%) ﬁ—gg_i TR 0 ¥ ?F,ii”ﬁ 47 = (10%) &
—‘55‘”‘ o PR (T TS AT 0 R IR B A TR G :)}%fr iz f}’f‘ii
AT G 3Bt BELFAZ T IR E - ) 0 Bk
I EE 7019 A & o ik 3 ik ﬁﬁ:}ﬁai B > 2 e A = <10, 10-10,000,
10,000-1,000,000, > 1,000,000 IU/mL % B % %] » ¥ I&“&‘Ei%:}%—* g e
deoo F oS mé—‘gfii "+ i* (B 6A, Log rank test P<.001) > = )}%4
¥ 10,000-1,000,000 % > 1,000,000 IU/mL = = & # " i* enfh "G 4P fF o
@ A2 SRR AR 6B AP HRARF hpd L FARTE AL
# % 9 & (Log rank test P=.028) » i 10,000-1,000,000 k& ¢ # # 3+
ik % #%> 1,000,000 IU/mL ‘& %k % o 7#= (all-cause mortality ) #»
b'e4oR] 6C o Ffheh AP HFRARE Supa £ 0 FARS g FRET
er17* = (log rank test P=.110) » e 10,000-1,000,000 ‘e @ 5= = ik ' &>
1,000,000 IU/mL & %k ehg o

—z:"f;tﬁéyrﬁi AFA KT B A LI SRR = Gk e P
RAFA L 23 F 4905 L TR 2 = oa ¥ 3pp§ E(log
rank test all P>.05) -

% ik PR b BEEF e ALT 4 5 (<40, 41-80, 81-200, >200) %
R BT OLFEIRLY B ALT B0 ¥ OUIERIE-R A 4 R T F
Fpee E = k% o (B 8ABC) -

¥

\\\

) }35 11\4,
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ApiEKR S %8447 1% Cox regression model & 377 &
78 outcome iRk S R F S R RRIHS B0 B o Bt

Pehtk 4 P R0 R f g Bl E AR A T L IERIFA LR R 2
(p<.001) -
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i
b — iy

4»’:—].4‘;(\.& lv} B :n]a:r- g)i j\F;U R BI—% - ﬁw : 'E’L'H—”‘:’E s BFFf L
3‘ g;f%'ﬂ;%?ﬁ‘?gﬁﬂ; n._m)%‘ﬁf’a B BW 33 ek 3E[26] o e B KA
TP oA PEF AT - PawTy P ’]?m;__f}i}-a- ¥ -] »% 2000 1U/mL
e FLi J‘ﬁ_'b‘_m,&i » Fewm U R R < 3 1000 1U/mL E_3g p) A i
B VR 4 i — 7]55“% F15[8, 27] o @ el Eeanrtd P o A [ -
B oL MopE RR B F AR A S LW ,};)ifrﬁfa-wr; g
B RPBIFLERBIFLESR T TG ANPE IR e Rk
B <22 1000 lU/ML > 28 25 g chh *e > A2 ma AL F o
MAFE B BT E MR T

R g P s T EA Ae R RANM > IR RGO
it o Bdd ] )I*'«!-\z\ m Rk R AR i“’f Fom FUR S € AR
[23, 28] @ f&_p A % mp‘ FLEE T o FAT R 4}?—3% A 74 B & CaB
APFLF REF 0 F R+ kA<2000 IU/ML & & & & $k k& <1000
lU/mL > R A2 2 e ez PsF Loty ¢ 8 £ 2%T " 5= &
1.1% (B 5) Flet ¥ 0% kg (T8 2 5o & B fch & hifRl3p ik o

HEE A - AFE LR 4B+ A3 D Al R B APFUA R

—‘F'% PRI AwmdRER Y1000 IU/mL o T o RIER A R =
EVEFAHIRERI] @B {4 MAGFRRER T
R T AR A L R A] XA MR RT3 F
2o b Moo SFE U AnEdy 0 A PRLE & G Fk kA 3 1000 TU/mL
FOLAR G OBCR 2 Bt B AP R i i e

FEE I R iﬂ”# n(mactlve carrler state) Bl edk 177 T 75@{
L EHALT &0 §F % }?saqr & -] %+ 2000 IU/mML[30]> £k @ » | * 3538 2 &
B 45 A1) 0 SR /Saz F RFITL OEEE o FIS R arL o 3
}é:a:‘r%'ri%“lﬁzﬁ TEE 36 B ’ﬂ fjﬁiidv- Faoo P AR - A g 5 3R
B REDFRM %‘”J%'—‘F’Tffﬁ;% TR AFEBEE m%—‘ﬁ A A A
2L R EEMEF RE f ot H - el ’Zj‘k»;&”i,ﬁ;ﬁ;%,éﬁv
BARE % TPRBLEDDAEF BFEREF REARE > B
RO §% f,srpi;l% g)ﬁ,% S R B R L &

* MR R 2 R K M,ui e FRISI SR K & H G m4 £ <2000

lU/mL & & % 6 $# R kAR <1000 IU/ML - 4 ¢ LR kR hé & i z”a
WA SR VLA KR A A R B AT (8
WL AR SR A S b A PERA g HEnE L T '12" IR {7
BN n3-6 0 s 3 12B 0 oG § ik A S BMA
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1 %Eéa‘%fﬁ“*ﬁ’vﬁ 7@ R
IS TR 3D REd B"'J’”—ké,J’@ FEeriRIEMEE ALT<40

UL 3V g3 s EME % m,&'ﬂz P Rmim 8 ZO%L_’ﬂJJI% ,&3}?’7% f&l‘
>20,000 IU/mL > 7 i85 4+ % & #U;’? <100 IU/mL #nig 2 » &4 5.6%
r’v'ﬂrfl;‘e&’f':f[;%i%>20000|U/mL’ WoIAR R D o SN ILPE B E R I
B (X2 E) @@ doo 1 R<250 UmL 2 pF ¢ 5 2
& #cim el ot o FIpbEE R N & 0 A 4 S p scendl B oo

#0954 £ 420 2000-20000 IU/ML (¥ 54 B)h R % > 1 3
>20000 1U/mL (% )?34% %)m%i’ I TR AR e SVAE o S W ,}@}i'fr’?"
m&?lﬁotﬁff«”ﬁpi’%mim@)a)i PRAEME A A
EH R opE £k a)jh,x PORIES > AR AP E R SRR s
17 o
E L A

AET R RIAE EP RBLERF et F 2 K he FLR B
%%]; 27% > &e#‘@}%'rﬁlr}mii ' 5 16% o ﬁ?}.%ﬁfﬁﬂi‘ﬁ*%ﬁi
RE(SB8-12 B0 oipfRe b ftlﬂml%mfw LP-RCE FER R AT
ey 0 Bio® FEHGER Bz BEL 6 'E‘ PR omipe 448
P iR s = ‘zég’ﬁ-‘%ﬁﬁﬁﬂ#&ii RELER BRERET
=

B EAFRAOF L N HN B ELFFEBERE D
REEEREF P (n=95) » X 2 # mentecavwm)%% v X173 45.3%
S A g’ﬁ TRk iy o P A BB 8 BT P Sk
Fis g A B F R B E S p A £ HO0 R g K
B3 % B4R BT LR R ) [BL] B E A
Fo AR F R I T (16%) B MR R Feamapd > 2 AR
R %*F»}%%F”—‘ﬁ??ﬁ“’i P RFIV A A F AR TG 2%
R @ R R R R r’ﬂ*x%lp A1%R K F PFAL - o B ow gHEITA
Pk 2RELY KA FFRBE T - 25 > APRLFT
PER 3 Eaentecavir io g 0 T R HIo kR L 19 B (,fsfj 76
F) BROPFENEARFRIIBN 15 B HE R o Ka o &
* R FedR £ AR e A T i 2 erip B 4 1R (@ 45 HBsAg <& )
WA A TFRBEL DR F o BAFL Pxﬁﬁiév,%:f%%%;é;w‘i F %
& ?#Bﬁﬁﬂ?ﬂ@%%%}%’*ii B A Re AT o

EAPET P TR e R &J‘f@a)’;ﬁ S EIAIEA o S fg
P AL B EREOLFRF R F 5 10%:F 4B
A FEPE S “*Iﬁef%éﬁ‘ ReNiBEALIE S $ 7 £ R ERE
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J[,lu FEEIHR P IR o ¥ - 3 ) j‘r%ﬁbf'féf,“ff{;?‘ g

95 g E 7 L_Bﬁn_ﬂ/%‘ﬁﬂf:'&“ E I I
n—\?.hfv\,‘/‘ i EpE R € R b e (S R
7'\_ E\‘-%’-‘Fﬁﬁ? KT o

W
T
W e

= 5

~ml "3:

>
>

i

R4
AN PR R PR BRI FURF Ff iR 89 o AP g R
B Ap L B S A £ 2 T SRR R 2T T S R
b " o itk IR REVEAL-HCV A L dp i & o fRm > VP33R
R TE R SRS R T S A 2 TR S QR NI 2
BBl g { - Hhodfsd o d AP Rk F T P oy
P RFHLpE EOTAH ﬂl“#ﬁ?&@m‘“%\ﬁﬁ" A FELE
5o & mp;,j Yo g P e E AR RIS £ -
#H e 47
ApEDEE S A o REFHEF EE F R gk g o

iz¥ REVEAL-HCV 2 REVEAL-HBV # 3 g sAp ¢ & > & Vi i

PEEE A S L R T LS BRE - EROE R T R

FRBERTA R > R MEA 2R T - 2 e T RERER
FARBEF R ITRABM RS ST o

=
¥
;
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.
3
B

b

>
>

P

R (>

T4

3 edumiz(r e }?\5—% % <2000 1U/mL méiﬁ BRI
AL R KL EFEY Y B RA R 3}?5-‘} # <2000 1U/mL
% w FuR kR <1000 IU/mL> % = & - #¥ch % (minimal risk) s
wswwm%@ﬁ°*£%&a4%iﬁ@ﬂ%ﬂ’&ﬁwﬁﬁﬁﬁ
AR TR R o ARk FEBRARARAR FET A
(R r{'z];_gﬂ B A o uf BOH g HREOPF Y 0 A ER SN e 3-6
xﬁﬂﬁﬁidrﬁi1ﬁ|zﬁ’wéﬂ@&'“ﬂﬁ% IR &
AR KRR R T OURT U g R TR B RSR  N Al B4R
$5 5] 20%<ch 2 it B AL R o B AL CORE S
ZSRTE 2 q’%mlf’ofﬁwmﬁ‘f%%%& AELIFHA A

\

"SW

—
a3
o

WP Rz ER RS s O RER T 16-2T%
R F R BEL 8123 Y R F Rip K R T E UK
ﬁ%m“”owﬁ VR F RO REL Ry A L F Pk
P ROEERERDE R BEE- H IR Y o

EER LA

R SRR SRR sk £ 5 1L g R
K B v Fen H%ggfu\ax—;%;;u{m;?ﬂzo/\rﬁ%aﬁy FES EN
Fak 2o Bl ¥ o &Rty ¢ R IR A AR A BT NI e
PPCAPFU LA BE 252 ALT B F > 2074 9Pk 2 42 % 5
Kfﬁ%‘i’)@: /]ﬁ’}]% #?i-)»fr'}%‘
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PFEEEFATIAERZ AR
Bip- EAntF O oRP AT ed RIS 54 £<2000 IU/mL
Sk E o B d R R R TS ek
FILE F m Pk AR<1000 1U/ML > p 63 24 &3 @m%g g
& FuR kB >1000 1U/ML % > BB AFE % B 0 b MG EE £ 20T
1 11%> ¥ 3 2 ’”x*’%*v?fﬁrlﬁs% 2 li%\iﬁ}%u}a)im%%‘ » AP
T E H G HEE ) KL ER AT - E ?;;w;}fprﬁg%g;;%; ar o
R BAPFLR F Dl te RIT U g * S r A G LR T
’ %%j‘ e L IE L ”‘#ﬁﬁh— ¥ooARF R Y ¥ 4
FR B E<100 IU/mL » B ¥ 23 g B 4R 5 Ach Kﬁm%—ﬂ o
it B qu:‘“’;}mjﬁi-*g i = EIRELS )3 16- 27%m§, g

B \m\m H

hinE 812 B SEFURT TR & &%pﬁﬁﬁéﬁmiﬁw,\’ °
AT IRE S HY T EE RN AN RS T 3
R TSR o

:]ﬁ:r’} —Fl]ﬂ-‘F‘ %im[?ﬁ—‘ﬂ‘ E‘ﬁ B-F‘;é :b‘[ggﬁ/ 3?]‘5#&154:_).}%mg}—. fL
(FFARL T 32 72 )0 Bt F R R F RS o 2 EEL
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No. (%) of patients

Gender
Female 468 (43.8)
Male 600 (56.2)
Age at enrolment
28-39 565 (52.9)
40-49 317 (29.7)
50-59 132 (12.4)
= 60 54 (5.1)
Serum ALT level (U/L)
582 (54.5)
<20 328 (30.7)
20-39 158 (14.8)
= 40
Serum HBV DNA level (IU/mL)
438 (41.0)
<200 630 (59.0)
200-1999
Serum HBsAg level (IU/mL)
117 (11.0)
<10 167 (15.6)
10-99 301 (28.2)
453 (42.4)
100-999 30 (2.8)
1000-9999
= 10,000
HBV genotypet
515 (81.7)
B 105 (16.7)

10 (1.6)

74



C

Undetermined

NOTE.
ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBV, hepatitis

B virus
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A0 ¥ & £0 Sensitivities, specificities 12 2 Youden indexes

HBsAg level (IU/mL) Sensitivity (%) Specificity (%) Youden index T

>10 91.8 9.7 0.015
>100 78.2 24.4 0.026
>500 65.4 43.4 0.088
>950 55.6 54.3 0.099
>993.5 54.7 55.6 0.103
>1000 54.3 55.8 0.101
>1050 52.3 57.1 0.094
>2000 39.2 70.0 0.092
>5000 13.6 90.7 0.043
>10000 3.7 97.9 0.016

T Youden index = sensitivity + specificity - 1
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L3P R BB E MY mA R AR FURER A ALT & 0 A
17 A 2 BT R

oA EEA £<2000 IU/mL & & ALT<40U/L 2 & » £ 797 =

EF 4 F(F R (95% S RIEAKZ DG
100,000 + &) f i & ) W (95% 1 #F e )

i F ¢ mad E (UmL)
PrEIFE RSz E

<2000 <2000 961.9 1.0 1.0
<2000 >2000 2548.3 2.7 t 2.2 $(1.5-3.4)
(1.8-4.1)

i ¥ & duRrEAR (UML)

KNP - B 1 (I

<1000 <1000 806.3 1.0 1.0
<1000 >1000 1353.2 1.7+ 1.6
(1.0-2.8) (0.9-2.7)
>1000 <1000 829.5 1.0 0.8
(0.3-3.3) (0.2-2.7)
>1000 >1000 1599.3 201 1.9t
(1.4-2.9) (1.3-2.8)

i ¢ ALT & (U/L)
KNP =Sl B 1 (I

<40 <40 937.6 1.0 1.0
<40 =40 4177.9 5.1 + 3.81(2.4-6.0)
(3.4-7.6)

8 » 3 RIE A {TnTFF AL Hu] :f}%i To&mfiRER > 2 ALT Eeng it .t
P<.05, 1 P<.001
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HBeAg neg HBeAg pos
N 83 70
Age (year) 50 (11) 40 (11)
Male, n(%) 60 (72) 43 (61)
Liver cirrhosis, n(%) 2(2) 0 (0)
Treatment experienced, 15 (18) 9 (13)
n(%)
Alb (g/dL) 4.5 (0.4) 4.4 (0.4)
ALT (U/L) 367 (821) 392 (457)
AST (U/L) 220 (582) 203 (236)
Cre (mg/dL) 1.0 (0.2) 1.0 (0.6)
PLT (k/uL) 203 (62) 188 (61)
T-Bil (mg/dL) 1.6 (1.9) 1.3(1.7)
HBV DNA (log IU/mL) 5.04 (2.10) 6.88 (1.63)
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15 e RMHELE Y BN RECARE R AF Y o og

LS R T 3°F S

Heert i)
No relapse Relapse P value
n 70 13
Age (year) 49 (11) 52 (12) 431
Male, n(%) 50 (71) 10 (77) 487
Treatment experienced, n(%) 15 (21) 0 (0) .059
Alb (g/dL) 4.5 (0.4) 4.3 (0.3) .0504
ALT (U/L) 377 (885) 313 (310) 797
AST (U/L) 220 (621) 218 (315) .988
Cre (mg/dL) 1.0 (0.2) 1.0 (0.2) 492
PLT (k/uL) 192 (63) 162 (37) 104
T-Bil (mg/dL) 1.5(1.7) 2.2 (2.8) .200
HBV DNA (log IU/mL) 5.02 (2.0) 5.12 (2.47) .878
Time to DNA negative (mo) 18 (12) 17 (10) .786
Consolidation to DNA negative 19 (11) 20 (12) 772
(mo)
ETV duration (yr) 3.02 (0.64) 3.03(0.76) .974
STOP_rule (APASL guideline) .676
Meet 36 (51) 7 (54)
Not meet 4 (6) 0 (0)
Unknown 30 (43) 6 (46)
(B2 i
ALT (U/L) 23 (14) 25 (11) .638
AST (U/L) 25 (13) 25 (8) .874
AFP (ng/mL) 3.4 (1.8) 3.1(1.3) .535
HBV DNA (log IU/mL) 1.2 (0.4) 1.1 (0.1) .363
HBsAg > 250 IU/mL, n(%) 26 (63) 6 (86) .398
{2 4% 3month
ALT (U/L) 24 (16) 26 (14) .618
AST (U/L) 24 (10) 23 (7) .632
AFP (ng/mL) 3.2 (1.9) 3.0(1.4) .753
Time to relapse (mo) NA 12.3 (8.0) .690

26 eABRRAYY BN BREFCARFZAFE SR T ok 2 REL S
Bt i

No relapse Relapse P value

n 51 19

Age (year) 39 (11) 41 (12) .523
Male, n(%) 32 (63) 11 (58) 711
Treatment experienced, n(%) 8 (16) 1(5) 427
Alb (g/dL)

ALT (U/L) 397 (492) 380 (356) .894
AST (U/L) 204 (36) 201 (41) .959

Cre (mg/dL) 1.0 (0.1) 0.9(0.0) .312
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PLT (k/uL)

T-Bil (mg/dL)

HBV DNA (log IU/mL)

Time to DNA negative (mo)
Consolidation to DNA negative (mo)
ETV duration (yr)

STOP_rule (APASL guideline)

Meet
Not meet
Unknown

Sy
(E2ais

ALT (U/L)

AST (U/L)

AFP (ng/mL)

HBV DNA (log IU/mL)
HBsAg > 250 IU/mL, n(%)

NN

1£4% 3month

ALT (U/L)

AST (U/L)
AFP (ng/mL)
Time to relapse (mo)

210 (62)
1.3 (0.3)
6.82 (0.29)
22 (9)

13 (12)
2.78 (0.71)

30 (59)
20 (39)
1(2)

20 (12)

23 (10)
3.2 (1.3)
1.15 (0.25)
11 (65)

20 (11)
20 (7)
2.9 (1.1)
NA

197 (59)
1.4 (0.3)
7.07 (0.51)
24 (10)

12 (10)
3.02 (0.48)

7 (37)
12 (63)
0(0)

19 (16)

21 (8)

3.2 (1.5)
1.41 (1.04)
5 (100)

28 (36)
25 (18)
2.9 (1.3)
8.4 (2.5)

444
197
.678
480
.926
174
.185

.851
424
941
127
.266

.202
175
.984
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Parameters Value
N 672
Age (year) 55 (13)
BMI (kg/m2) 23.7 (2.5)
Male, n(%) 248 (37)
Smoking, n(%) (n=552) 92 (17)
Alcohol, n(%) (n=555) 55 (10)
DM, n(%) (n=598) 158 (26)
Alb (g/dL) 4.2 (0.4)
T-Bil (mg/dL) 0.9 (0.7)
AST (U/L) 79 (96)
ALT (U/L) 105 (155)
<=40 218 (32)
41-80 180 (27)
81-200 199 (30)
>200 75 (11)
PLT (k/uL) 175 (73)
HCVRNA (IU/mL) (n=284) 4.5 (2.2)
10-99, n(%) 64 (23)
100-999, n(%) 13 (5)
1,000-9,999, n(%) 14 (5)
10,000-99,999, n(%) 41 (14)
100,000-999,999, n(%) 65 (23)
1,000,000-9,999,999, n(%) 69 (24)
>=10,000,000, n(%) 18 (6)
HCV genotype 1 vs non-1 (n=307) 192 (63)
FU duration (year) 11.0 (4.8)
Liver cirrhosis, n(%) 50 (7)
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#11 ERADICATE-B+ i %347 3 > 5 & 3 » i 42 [

3947 HBsAg-positive patients enrolled
from 1985 to 2000. All of them had a

regular follow-up for 3 years at least.

Y

3775 patients without evidence of

co-infection with HCV or HDV

v

172 excluded (co-infected with

HCV: 153, HDV: 13, HCV+HDV:

v

3489 patients with adequate serum for

analysis

A\

v

286 excluded (inadequate serum

for analysis)

A

3078 patients without evidence of

cirrhosis at baseline

411 excluded (cirrhosis diagnosed

at enrolment)

A4

2688 patients without treatment during

the follow-up (ERADICATE-B cohort)

A 4

390 excluded (received anti-viral
therapy either before HCC
diagnosis or befare the end of

follow-up)

Y

1068 HBeAg-negative patients with HBV

DNA level <2000 IU/mL at baseline

82

v

1620 not included for analysis
(either due to positive HBeAg or
HBV DNA level =2000 IU/mL at

baseline)




Bl2A 2 LR ERARE > A2 e RIS 2 I F X ek "G AR
404

HBsAg level (IU/ml) =
<1000 —=="

0 2 4 6 8 1b 12 14 16 18 20

Cumulative incidence of HBeAg-negative hepatitis (%)

Years of follow-up

Number at risk

Serum HBsAg levels at baseline (IU/ml)

<1000 585 551 536 521 503 454 357 265 146 90 58
=1000 483 460 435 410 394 350 288 210 132 100 57

FI2B # o il ik RAXG > A2 e MiF L &g Tk 'Rdx <
404

HBsAg level (1U/ml)
<1000

W
o
1

—————— =1000
Logrank P =.004

-
o
1

Cumulative incidence of hepatitis flare (%)
N
it

o
1

0 2 4 6 8 10 12 14 16 18 20
Years of follow-up

Number at risk

Serum HBsAg levels at baseline (1U/ml)

<1000 585 579 572 567 559 514 414 300 174 106 70
=1000 483 476 466 453 441 412 351 258 165 121 71
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13 % 6 FoR ik &+ 30 1000 UMM ehd % > g Bidh = 24 2 pF o 5 2 4 WA 2 1 (s
# £ %3 2000 IU/mL) s 5 "% e %
30
HBsAg O <1000 IU/mL
§ < o5 L 0 =1000 IU/mL
2 < P<.001
< 2 20| P=002
o 9 18.3
> > 17.2
m ©
I 15 -
5
S 105
g g 10 - 9.9
Q O
L ]
o
2 A s |
0
Patient number 980 834
HBV DNA <2000 IU/mL @ ®
ALT <40 U/L [

Bl 4A % 1686e +ihisft® ALT & <40 U/L mﬁ_—‘*ﬁ ¢ s :;’;5,% =2 AT

60% -
54%
40% -
26.60%
0,
0% | 19.40%
0%

HBY DNA (IU/mL) <2,000 2,000-19,999 >20,000
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MAB 4 £ et b M 4 uhikR ? b %
(%)
80 -
70 -

60 -
HBV DNA level (IU/mL)

W <2,000

50 -

40 -

W 2,000-19,999
30

-
20 | 20,000

10 -

0 -

<100 100-499 500-999 =1,000

19% 18% 12% 50%
RS 1% fdpag ALT B2 2 e iRk > KA 24 T APt 2 e FuR s i f25F

CL

25
2.0(1.8-2.3)
20 J_
1.4(1.2-1.7)
15 1 1.1 (0.9-1.4)

1
10 - J_

Incidence rate of HBeAg-negative
hepatitis per 100 person-years

05 A

0.0
Patient number 1068 910 485
HBY DNA <2000 IU/mL @ ® ®
ALT <40 U/L ® ®
HBsAg <1000 IU/mL ®
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Kaplan-Meier failure estimates

o

o .

-

[Te]

~ i

<]

o

n .

o

Yol

N .

(=] ,_’—l

o

C)_ -

(=) T T T T T T T T
0 2 4 6 8 10 12 14

analysis time

Number at risk

hcvrna_gp2=1 58 57 54 48 40 36 31 22
hcvrna_gp2=2 28 28 21 16 14 8 7 4
hevrna_gp2 =3 97 86 71 53 43 33 27 17
hcvrna_gp2 =4 80 70 62 50 37 28 21 16

hevrna_gp2 =1
hcvrna_gp2 =3

hevrna_gp2 =2
hcvrna_gp2 =4

B 6B C 3P+t s 4 £45F > Rl A 24 %9 hh *6 4% F (log rank test p=.028)

U.25 u.bv V.75 1.0V

[VAV]V)

Kaplan-Meier failure estimates

T T T
10 12 14
analysis time

hecvrna_gp2 =1
hcvrna_gp2 =3

hcvrna_gp2 = 2
hcvrna_gp2 =4

[ 6C C 2137 ey 4 £ 22

7= e % (log rank test p=.110)

o Kaplan-Meier failure estimates
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0 2 4 6 8 10 12 14 16 18 20
analysis time

Number at risk
hcvrna_gp2=1 58 58 56 50 44 39 32 23 13 7 0
hcvrna_gp2=2 28 28 23 18 16 9 7 4 3 0 0
hcvrna_gp2=3 98 98 85 68 54 43 34 23 15 6 2
hcvrna_gp2=4 81 81 75 64 47 38 28 20 13 5 2

hcvrna_gp2 =1
hcvrna_gp2 =3

hcvrna_gp2 =2
hcvrna_gp2 =4
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Kaplan-Meier failure estimates

0.00 0.25 0.50 0.75 1.00
Il

T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
analysis time
Number at risk
hcvgenotype =1 178 162 139 105 85 64 52 38 21 11
hcvgenotype=2 98 84 65 56 42 32 23 12 4 2
hcvgenotype =4 1 1 1 1 1 1 1 1 1 1
hcvgenotype =6 1 1 0 0 0 0 0 0 0 0

OO FrWw

hcvgenotype = 1
hcvgenotype = 4

hcvgenotype = 2
hcvgenotype = 6

B 7B C 7|+ I;"\::}rﬁ—i & T3] & 5 chkg % (log rank test P=.773)

Kaplan-Meier failure estimates

0.00 0.25 0.50 0.75 1.00
L

T T T T T T T T T T T
0 2 4 6 8 100 12 14 16 18 20
analysis time
Number at risk
hcvgenotype =1 180 177 156 130 101 77 61 43 27 1.
hcvgenotype=2 98 98 84 70 56 41 25 14 5 2
hcvgenotype =4 1 1 1 1 1 1 1 1 1 1
hcvgenotype =6 1 1 0 0 0 0 0 0 0 0

N

(o NN ]

hcvgenotype = 2
hcvgenotype = 6

hcvgenotype = 1
hcvgenotype = 4

B 7C C A4 A FA& 5~ = il % (log rank test P=.763)

Kaplan-Meier failure estimates

j

T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
analysis time

0.00 0.25 0.50 0.75 1.00
L

Number at risk
hcvgenotype =1 180 180 164 136 109 86 67 49 31 17
hcvgenotype=2 98 98 85 76 61 46 28 17 6 3
hcvgenotype =4 1 1 1 1 1 1 1 1 1 1
hcvgenotype =6 1 1 0 0 0 0 0 0 0 0

(o NN

hcvgenotype =1
hcvgenotype = 4

hcvgenotype = 2
hcvgenotype = 6
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Kaplan-Meier failure estimates

0.00 0.25 0.50 0.75 1.00
L

T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
analysis time

Number at risk
alt gp=1 205 199 192 173 158 134 113 80 57
alt gp=2 158 147 138 119 96 73 57 34 18
alt_ gp=3 187 165 140 105 87 64 47 32 13
alt gp=4 67 61 50 40 26 21 14 6 2

w
= @@ &g
[
rrol

alt gp=1
alt_ gp=3

alt gp=2
alt gp=4

B8 LH ALT 4% » Rl 24 "k *45% (log rank test P <.001)

Kaplan-Meier failure estimates

0.00 0.25 0.50 0.75 1.00
1

T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
analysis time

Number at risk

alt gp=1 206 206 199 181 162 138 114 82 58 33 12
alt gp=2 160 160 151 133 111 86 64 42 23 6 0
alt gp=3 188 183 164 134 108 83 61 42 18 7 1
alt gp=4 67 67 58 49 36 26 16 7 3 1 1
alt gp=1 alt_ gp=2
alt_gp=3 alt_ gp=4

Bl 8C éﬁ ALT 4%% > Rl A& 24 7= a9k %4 4% 3 (log rank test p=.02)
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Kaplan-Meier failure estimates

e ——
T T T T T T T T T T

T
0 2 4 6 8 10 12 14 16 18 20
analysis time

0.00 0.25 0.50 0.75 1.00
Il

Number at risk
alt gp=1 206 206 201 183 166 144 122 88 61 34
alt gp=2 160 160 154 139 118 96 76 49 28 11
alt_ gp=3 188 188 173 147 124 94 69 49 20 9
alt. gp=4 67 67 59 51 40 32 17 7 3 1

=
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alt gp=1 alt gp=2
alt gp=3 alt gp=4
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