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BEMRICERT 5 2 &R &7z (Table 1)WY, %
EDO#HETD Core RO 70 FH 07 IV BBHRIH
TANVAERICEBRT 52 L PRI NP,
Consensus Statement 4:

Core SHI%D 70 7 H, 91 BHD 7 3 7 1B, IFN -
RBY (f#ikIcE17 % SVR, NVR ICBIF3 2 7:0,
BBREICHESRETHA. (Level 24, GradeB)

F 7= NS5A I 2a2334-2379 (IFN/ribavirin resis-
tance determining region, IRRDR) ®7 3 JEEER#
7 PEGIFN - RBV StRBBOWFSRICERT L v
IRELHBHD. SLIHRBERECHLTusr7—F
FEHI T, NS3HEHBOBETFERITEICHET S
tHESINRTWS. —F, BRLoBEFTE, Core
HROT I BEBEROFES NS3EBEHOZ KIEEHH
BTHLIFEIRINTVEA, ThE5OMICH
LT, SH25REAPLETHS.

3. BREA L IFN BEHEIS (BHE, PNALT 241)

C HAHIFRD 60~80% 2B LT B L ShTwa
2, WD CIIBRERAPEETE RV
¥, T, WERCTRELBARELLLIENE
Wic C BBHFROBABICETHAZEIS . b
B { HOV ISR L 78 % B L 7Bk ofE ¢,
HCV B BRgBE LD EMTRICH 2 58813 h
<, 20 B LERTH % L IR b o ER
DEEICLETHELTWAY, ORI, WmBT
FEBFIZBV LT 20 £~30 OB THIEE E
BL, P30 F~40 EOFBTHBERRET L)
OYREORE L TEREESKE (TRHET 5. —7,
C RUBHMIF RO LORER L FFEORE L OB D
FELEERES { ORLTRINTE ), bIEIC
BT EHHEOFERFEEIL 5~8% 1225 (Table 2.
IOz, LToarye A Eosn.
Consensus Statement 5:

DB DI EERE DFFREFIIRRE VL,
5~8% THBZ LEBBLTHRERIEEEINTRET
B35, (Level 2b/3; Grade B)

C BB REEOMMELOERERISENC I D F
LFHCTHHAS, Poynard T &R BED C RISH:
JF I3 O SRR LE IR 5875 0.133 (stage) TH 5
LIRS L, Shiratori Y 58 4 F#EIZ 0.10 (stage) Th
5L LTwA ALT BREE o C RIBMFRELECIE

ML OERIL S HITIRIRT, 5 FROFFEMROMMEL

50 % 115 (2009)

WWEELPo e T 2GR, FEFBHEERER
005 (stage) Tholo b TrHENH LY, K
T, 7ha—nERUSMI S, B~ 080 RE
i, IR, 4 >R YEFiEDS C BIBMIT LD
it 2Rt T CH Y, EETBEOUEIE
BTHhHrLENTWES,

PlEi & b i ALTEOBFFHE ClIREEIE o
7275, ALT fEAS 40 TU/1 AT o C BUHEM T4 T Mk
ALT BB BET 5 2 LASR SN EBROH
RO¥TIE, CRBMIFABZEOMTE ALT 141X 3010/
IDTICHEO BB RETRETH S,

Consensus Statement 6;

B PRED7=idIZiX ALT % 301U LIFIC{Ro~

XTH5. (Level2a, GradeA)

T 7o bAETCRBHIFRERITH T 5 IFN B
PIEE o> T 20 FPEARBRLE L OBENEN2ET
WAED, BHRICOESRET 22 L8050, B
Bl OISO LIRS, BEE, BCirEet
FEO) A ZHFFH N EHHESNTH S, Burne S 52
FERER USRS OFERSER T IEE SR 0o
37D TIEHBH KK 066% THHZ EERL.
Consensus Statement 7:

C BGPEIF R B Tl I Z iFED R 2

Y=V TREZTINETHS. IFEN B TENH
BohTd, WICHHILERED, =i, FEic
IHFFSED VR 2 4585 <, SEHINZ EHRZ N - 1B~ —
A=k BREDTIEHELETHS. (Level 2b,
Grade A)

C EMBMEIF 33 2507 4 W ATl Peg-IFN -
RBV $F BB S —BIROBEETH 5285, TR
BE L ORIER S 5. BICHBETIRZL—F 3L
LoOREHOREENEL, MEHMOHEL AR
ShaZEdAR{Bwv. UL, IEN BEOERH
RicowTid, ERZL35%, 75KIT64% LS
BERTHY, bPEITIEBHEZIC BB IFN BB
EEALTWEIEFHEAL L o7 AASLD O F A4
FS4 0Tl BEESIFROEEE, BlfslEOY
A7, FEWROTWEYE, EGFEHE~NOEE, BEOVE
NOERE ERRECRA, EIMEL CHBT X
THhHELTWAD &5, Zeuzem S SO ISEIEFR
180 ALT #HEER O C BT LBEIH$ 5 Peg-
IFN * RBV St HEEOEMNEIA0% TH D I L 2
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C BUF DT & iBR

L TRk, bHETH ALT IEE O C BB BRI
T BEENIEL FbRB LH IRy, [IFEMH%Z B
L7z ALT IEH o C EUBMIFREEITH§ 5T 4
FI4 V] PRENTWE (BEEFEHEFRAERIRE
B ERTFEERE AR ML) . R OXFBIRIC BT ALT
EEFTH o ThM/MREAS 15 HET T, M
IS LR L CW BEADPS W EAFHELPITS
- (Fig. 2. SEONFNVF L AA v ¥ a ViZBw
Th, IFN OS5 RE LCTROT V2V H A5
¥ (AR

Consensus Statement 8;

IFN 7538 12FHIE D Grade/Stage 2 5F 4, LED

W&, ELEEPPEDTPRNZOTRELE, EELEE

JH2ERT 2R Z RIS L CERT 5. FIC
REBICBNTD, HEBFERPRESETEHE
20, REMRICT BB LU IFN BB BRTRETDH
3. (Level 6/3, Grade A)

Consensus Statement 9:

HCVRNA BHETHERBICES LEZ VAR, K
Rl & U IEN G IRBID D 5 5. I mEZ Hig L7
BA, ALT 30 IU/1 BUF 2o 1/h 4% 15 5 /ul KT
SN IFN BB OBIETH Y, BBEISEPIC ALT 31
IV BLEE o /i D R EE BB I NETH 5. ALT
30 TU/L EUF A2/ S 15 J5/1ul BLE TR RIS
BTHLD, IHROTHLEIEAEE, Fi8, 1WA
HEBETH, HSHEILDOERE, GOHEDORE &
TEHDERZHEERICTHEL, RO UL RED
YRZESERTIHREEEEIRETDHS. (Level 3,
Grade B)

2R &

1. PEG-IFN - RBV #{H#E%

bHETIE, PEGIFN - RBVBEH#EEICH L T2
OOLEERRARBRS T O NID,. ZORKE, AEEIZ
Y 4 VAROWEIHEEGE R CEBERROE
WRE RS TWE, TRHORERTIE, genotype 1b
POBmTA VABERICHEIT BT 4 VAZRER (SVR)
PHFLALVHETE LT, EiEvE, it B
176, B4 v 2 — 7 x 0 RRENR, 5 80%
LUFS, BIFohTwsd. ThbHomITERE ks
BCR2 250 TESBHL ) SUREFRNwZ LT
H5. LaL, byENBIT 5 THIREOEH ORI
BTN EIRTEFTEIHFL LRD LD ko

55 : 669

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

mF2-F4
®FO-F1

Serum ALT 401U/t and Serum ALT £401U1 and
Platelet counts <15 X 10% 1 Platelet counts = 15 X 10%¢1
{n=119) {n=345)

Fig. 2 The relation between platelet counts and the

histological findings in the patients with normal
ALT.
Forty hundred and sixty four HCV carriers with
normal serum ALT ( = 40 1U/]) were classified ac-
cording to the platelet counts: Around 20% of pa-
tients: with ALT = 40.1U/I and platelet counts =
15 x 10%/ul (n=345) were in stage F2-4, whereas ap-
proximately 50% of patients with  ALT = 40 1U/I
and platelet count < 15 X 10%/ul (n=119) were in
stage F2-422),

consensus statement 2 S v/
Consensus Statement 10:

PEG-IEN - RBV $FHBEHEIZ BT, 7 £ NV AEIE
FHMZEY LT VIEGIDRFRIE, 60 R LORERE,
E IRk EE, BELETTE, BE D IFN BlHE
MY, BRG] 80% EUF DD, e EAEITH N5
(Level 2a;, Grade B)

WBHFEHO HCV RNA ORI & SVR & ofICi3%
BLREE;D 5. EEBRRABRORE TR, 7 7
) a7 ETHE L/ HCV RNA S 55-h1% 4 8 CH
S LRI SVR B2 100%~76%, 5 @128 F
TIHELIERITD 73%~71% L BETH 7. L
AU, 13D 24 8 F Tloilk LERTIX 36% ~
29% T A8 EBETIIHERIE 2, 24 BURICEMAL
LRSI L BIS SVRAVESNE o2 /5T,
BEF O HCV RNA BRI B L OB IR ED
RoFHNEHTHY, HCVRNA lEriig, 458,
1238, 24 BAHEEI NS,

HCVRNA (770 a7 9128 T 2log Bl Lo
KT F 720 24 BB O IE SVR 25
HRHEW fEo T, BRAKD practice guideline TiE, &
D& HEONCH L CHREPIESEREI L THS. L
L, bPENCB) 5 52 B0k A & T, R

-456-



56 : 670 lind i

B, BN BT BB TR 6 4 A0 ALT EHLE
BZEhENn56% (5/9), 62% (8/13) T, 1HlZEKw
TEPITHERT 245%F ORI biochemical re-
sponse D LN, PEoT, BkERR DY bAEIK
BWTRUTOI Yy AFELh.

Consensus Statement 11:

Genotype 1 B2 T, HCV RNA 25128T2log
LI EDIT & 721 24 38 TRIELS R 5 ki, 48
BHIDEHERBE T T A WA RHENZB SV
(Level 1, GradeA). L L, 248 HCV RNA 3k
PAE L2 & THEHD biochemical response 7513561
BZ 2B N, ALT BEFBELTHORITIRE /ST
BE#EPDHS. (Leveld, GradeC)

Genotype 1123 5 72 Hik5oFARICOWTIE,
INETEDT ¥ MUBREBIHRE ST 529,
Wi b IFN ORRERLEEA LT 2 RENFR L
570, INOOBREE—IFHET S LIETE
2w LA L, ¥ 7% 35 L HCVRNA #%13~24
BN REHEALT B, Wb W B late virological responder
TUE 72 BRSOH MR EN TS,

HYBEICBWTE, genotypelbEY A VAE 113
FlicBuvT, 48 8% 552 HCV RNA 2 etfbLTh
b 44 B RIEER ST 5B CEESIESBRThhT
BY, SVREBEREEKRGHTI6%, EERSTH3%
TH Y, FFICTHCV RNA H¥16~24 Bl b L7=EH
TEE#HSO SVREFFEICEP-72(0%  vs.78%,
p=0005)®. F 7z, Akuta b i, E# M5, HCV
RNA Bt il 2 &b8 1= caseicontrol study 217\,
48 Y5 (n=130) D7 4 W AF LRI D 33% ThHo
DR L, 72HEE (n=65) TIL62% LEETDH
D, BRICTOFONFa7EEM L ISDREFAB T T2
BRGOFRLSEH /- L HHE LT, 55T, Geno-
type 1 BIIZBWT, HCVRNA(7 ¥ 7Y a 78) 5512
DI 24 B F ok s s Epl ¢ 72 BERR 5%
3T 5.

B3 CiE, HCV RNA oM Lo EI2id, SEkE &
DVREOBEVY TNVIAAPCREZHVTVS. YT
V¥4 APCR ZRWAET2AKZSOFRKICoWTE
FTHBEEF AT R v, 368 F T2 HEVRNA
DML L ZERD G TH 72 85T SVR B ELR
TWAh, it o T, tRD consensus statement FRH S
AR :

50 % 115 (2009)

Consensus Statement 12:

Y 7% 4 A PCREZGHE, 36 BF TICBHYE
b9 0L 72 3885 T A VA FHBESNFEOR LA
3. (Level 2b, Grade C)

—7, Genotype 2/3 iz BiF 288G & FEIC
DWTIE, ZThIT620DT V¥ AMULLEREBRIHRE
SNTVEE0 Ui, 20FHKCOWTIE—K
LRBEFBE LR TWR W, &I Mangia 513, 12
BEP®RE BT ABRCHES T ORTF2MTL, £
545 BLE, /MR 14 75 /uL &6, BMI 30 kg/m®
DEXFBEET L EHRELLY. $hobb, Zho0BER
HF%H T 2EATIERREIITIRETIERL,
EHERLRELEROZWbABETIZ, —RIcE
g5 2R IRV,

R, 4 OB EDROBERTIZ HCV B
B EOBBRIIHNT BT 4 VAORISHEICRNT 5
LDEZIFHFEERNTHD. #o T, Bk practice
guideline TRHTEHBEO Y4 VADOFRIGEOAIZ L B H
—RREREF T TV, L2 LbBETE, BB
BAFOFEIC L) 2k 2 FAHROBETORISESES
N7z LTHBRREEDRIIRLZ 2 ERBREINT
W A Akuta 51 viral kinetics 12 B5§ 5 R
FEBEL, L EVR 288 5T b Xtk & BEREL
BITIE SVREFBNZ LEHMELTWBEY, $#57T,
PEG-IFN - RBV #fHRE T, BEROT A4 VAR
HEZRL CHEIHLRETRETH SIS, BRY
A7 EBATHEMOZVHOHYETIE, BEVNHORE
LI EOBREF2ERTIRETH S,

Helibling i3 CHEMEFFEZ 124 41% RBV 1000/1200 mg
(ExR5-E) B L 600/800 mg (RHE) BlCEMESIC
FIft U PEGIFN L HEREEZ T, FRMZ BRI L9,
ZORR SVR RIBER G B T2%, BHERT
8% EHIBTRIFCh -7 HERBEBERB R ER
14%,18% T, EHBRE L LEL LIzERNIE 78%, 57%
Tdh o7z SVRICEST 5T genotype 2/3 L1/~
WI0X10Y/L BLECh o7z 1o, bAEIZBWT
S ACEMEIF 2RI U C, PEGIFN/RBV S B EIE T
HBThH5%, AMERBIICH L TEESLETHS.
(Levell, Grade A) :

BEDBEBERD IFN (RBV EHBIZ &) 2L T
ES T 3R 2ERICH T 5, PEGIFN - RBV
PFHRBBEOFRAEEZRE Lo Y ¥ A bR o
NETT2HBD 25D SVRER 6% 25 45%
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C RUF BBl L hig

EBATH LY, ELIBEOHRBICBITHHBAT
3, BWRESRNE Y. —7, AASLD O practice guide-
line? i, BF12+57% PEGIFN - RBV SEHEELT
biv/-EE - EHFICN LTk, PEGIFN - RBV 4:H
WEOFRSEZERINTYRW, Ll BF
@ PEGIFN - RBV $ERIREOTR - BHFICH o TH,
PEGIFN - RBV O B#H 51 X ¥ 128 THCVRNA
DOEMALISER S NNIE, 48~T2 BFEEIT L Y 48% ~
68% O SVR BAF SNz & OFRENH 5972, FIHE
& ) 12 BEEAESE LN ENE REICRET 2
ZrHEACHEEThL LR, ST T—EH
ERDOHRRR® BB T 5 LIRABEROAMIH 505
LLF @ consensus statement 25 S iz,
Consensus Statement 13:

BFED IFN EED R - BHHTH > TH, PEG-
IFN - RBYV BFHES##% D65 C, HCV RNA D 12 853
PEAEDSER S, 7 4 VA EHENFHRFCTE 5.
(Level 2b;  Grade B)

2. BEREYIFN % 3\ PEG-IFN BigEEnuE S

HAE T, 1992481 C BB RICH 3 % IFN
SRS BB SN, ZORKNHMEFSHEHES T
TWh. LR LBETE, 1b- B4 VAEMNIHT
%iE# 5513 PEGIFN - RBV $ s & & b, HCV
P2 B & ¢ 2 BlgEEO®SIE, —HoEFICR
EINTWA. IEN 5\ i3 PEGIFN BiEEON %
LT, 1 By AVAER, 2. VYY) U R
BlBHERERY), 3. AMFLER, 4 FRIREH,
5. MEEEE GRMMLERFISCH Y A WV AREELH)
PBEIT LN TR EY,

T o=ty FloBw T, [MEEEMNIEB LT, K -

YA WABOBELCLAESbOLWERE | YEELE
& =%, PEGIFN % 7-13 IEN BiBiEiid 60% (205
BN HAA S IEN - RBV o ER T ¥
LERIIT% RN BRRON 4 FF 4 VT PEG-
IFN - RBV SEHIBEOAZ L TV B, BAET
I AEIOEY 4 W AEHICI1X PEGIFN & 5 W X IEN
HRES —BOFMi2 2T TV A I L REN.
At HCV R4, 70% BREFEMRRIURITT 572
B, WENMADPLETH L. A% CHFRBE THER
B OBITSRDNLER TR, BER12R25 24
FLIPNC IFN6MIU & 3 [l 5 v 13 PEG-IFN # 1 [ 12~
24 BRI OBEMBENER NS, LAL, UNEY ¥
OPEHEIBENREZ ML LB 2, BEEkT
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T+ BT X B, ,

bHE T IFN OB AHFIRIC OV TE L OFf
REGRAITONTE 2D, FHELERAENSRET S
AFTFY Y AN TIZIFEN 512 X ) BBEET
THIEPHREINTVS, T ERR (F3-
F4) 128V TH IFN %512 C HCV 28R S h b & %
BRMET LPREEIRSD L HESh T
59 HAEORETE, 0RUELOBRE~NDOIER
i IFN Hlua#d, ALT BIX U AFP OE T 2FEL
JEHREH LB U THRBRBEZIHT A ARENT
WA K5I, TAE R ED TEEOMR D & IR
BEBNCHS 5 IPN OREIHIEIRIHRE S Tn 59,
BlC, IFNRSHTITRER, ZKERPEKT TS
ZEBDFHITREFPRTHAH®. —F, Bk CEMI L
7-Hif X 5 v ¥ bR (HALT-C) Tl PEGIFN -
RBV #RUSHNEHT 5 PEGIFN A BRI S HIFRE
OEBEHIELZ DS ERREINLD, Thbb
IFN MR IC T Ak L OB O FRRBE AR
THRERIR SN, CoEHE LT, BPEOHE
HNEFBHRTH Y, POFRERIE N L IEEN
A EBHROEIESTWAEI SR, 5%
HOSPICTRIFETH 5.

4], SVR BHIF X 2 WIBATYH, [IFN EF#k S
X ALT fEOE TR S i, FREIHEaTH
DUEHMRLHFTCEX LD ? L) HIICH L, 89%
DRIEFF SN,

Consensus Statement 14:

HERRGW T ER FRERIRZ L/ IFN

BE2HIRT S, (Levell, Grade A)

Consensus Statement 15:

SVR 7SI TEZVIEATD, IFN RIIR S ALT
HOW TR o hvhid, HFEEMEICEm PRONE
SEBHFECE 5. (Level 2a, Grade B)

3. BEAHOOEHX

CRIFF LR T 2B # L LC, CRF L0 HEH
B By 4 VABEOWREE, PegIFN - RBV 418
Tk (AL EL OBR), o4V ABERREE) - BT
WEBOEE, IR A VAFOKZLEBIZONT,
TROLICTED

B EE

R EEOE I3, HCV RNA HERIC X 5 FF&1BET
HY, IFNBEEICL 5Ty VARV E O I-EE
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58 : 672 FF B 50%11%5 (2009)

/ Peg-IFN > 1.2 pg/kg/ week
100 -

80 -
)
° 60 -
s 40 , Mean Peg-IFN dose*
% 2 (gl kg/ week)

20 - 1.5<

. ./'1.2—1 5
O T T T 1 ! 0'9-1'2

<8 8-10 10-12 12<
Mean Ribavirin dose (mg/ kg/ day)**

Fig. 3 C-EVR rate according to PEG-IFN alfa-2b and ribavirin doses during 12 weeks after
start of therapy.* p<0.0001; Peg-IFN **, p=0.34; Ribavirin' (Mantel-Haentzel chi-square
test) . The c-EVR rates were 54% and 56% for patients: who received more than 15
pg/kg/week and 1.2-1.5 pg/kg/week of Peg-IFN alfa-2b and declined to an average rate of
38% in patients given 0.9:1.2 ug/kg/week of Peg-IFN alfa-2b; to an average rate of 22% in
patients given less than 0.9 jig/kg/week of Peg-IFN alfa-2b; 61

100 /
. 80 -
2 60 T
o Ribavirin 12 >mg/kg/ day
g 40 - Mean Peg-IFN dose**
= » (ug/kg/week)
v

201 » <09

0.9-1.2
0 e 215

<8 8-10
Mean Ribavirin dose (mg/ kg/ day)*

Fig. 4 Relapse rate according to Peg-IFN alfa-2b and ribavirin doses during treatment of pa-

tients who: completed treatment. *, p=0.0001; Ribavirin *¥, p=0.15; Peg-JFN  (Mantel-

Haentzel chi-square test). The relapse rate: was 60% in patients receiving less than 6

- 'mg/kg/day: of ribavirin, and declined to 41% at 6-8 mg/kg/day; 27% at 8:10 mg/kg/day,
22% at 10-12 mg/kg/day and 11% in patients given > 12 mg/kg/day.

i, FRENEGRECEGTREAEELNS. B BEABICOVWTHE, CRFERNBREOFTREHE
BETREDBESEOSWITY 4 VASEL PegIFN - L, EHOBHERNOMN AN TCHEEEZ NS

RBV R ECTH L. E-0BEL LT, ¥4 VA ERRRY A VABEORNSR LTS TS L, B
BATERWEAICIRFREERTH 5 WIXFRE THEMENFHINBEMNS, "BOBEIL EFTH

FHERBRICEFEETHS 5. &5\, SVR o Wi v B s e bE R
HEEIG BITh, BEHERIZITRIEHY A NVAEELRRT
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CHIFROBHT & IRE

RETHHLVWH ZLIZ88% DRESFELNL.
Consensus Statement 16:

C BT B EE D FPHRENE L, BHORIER~D
MBDHTFETH B EEZ 6 NBIEBIIHL D A W Ak
DxIH%RLF 5. (Level 6, Grade B/C)

7-& z, SVR O REEMEWIER T & HR Bz L
FIUEHY A WARERRRTRETH S,
Peg-IFN - RBV tHEE (EFEEE & OBR)

Genotypel #2313 5 EVR (HEEK 12 0 HCV
RNA BiAL) ORI, PegIFN %5 E&XHEER
IS5+ % (Fig. 3). PegJFNo2a ¥ 58 80% LI E®
H B\ & PegIFNo2b FHHE5R 1.2 ug/kg/SBU L0 %
HEEE L, 8D, BEHRSFBIZET S (Level 2b/3,
Grade B). F7:, Genotypel o 4 v A RBHEALFIC
BT 5 R BERICIE, RBY SHBKERICES L,
FEREED 80% P EDH LT FEGHSE 10me/kg/
H (MaggThhid 12mg/kg/H) DEZBIZEL 359
(Level 2b/3, Grade B) (Fig.4). — %, Genotype2/3
Elic B 5B (PeglFNo2a135ug/58 & 5 wid
PegIFNo2b 1.0 ug/kg/38, RBV 400 mg/day) I22w T

2, BERSRCERERZBEERIZISEVIOLEZDL

n3 (Level 2a, GradeB)®,
7 AL ZHERRAEES] - FFEEEGIDEE

IFN B2 RBNICIT ) Z L BREOE—BIRTH
5%, IFN BB BRI U iR IF IR kR
BIFEOEZEREFERINTEY, 77% OFREIE
¥ (YAS
Consensus Statement 17:

IFN IEBISH2 IEN CALT i AFP OiE5518
SRLVIEBNICIE, AN X BiEZ 1T, R
F1nZBEE, BIELEEZPHT 5. (Level 3/6,
Grade B/C)

Wi, EEFEECI, IFN 2 24KL Li-BET
HCV RNA ¥Ebr% HIE L, FERUEMRE <, WFE
BROYECLHETHZ BIRL LaR2T). AHEN
FEETHRET~ HIEIHEICIE, AST - ALT 14,
AFPfEOSEL HIZEL L, IFN AL TR < FFIEEA,
B, SEET I BEH % Bld 5 vidlAS
bETHETHIEHFZET Ly, AASLD guideline!
TR, “CRBMFRRICH LTy {1 VAELENED
LzwEa, FBHEEERT S twihstoalct
EFsnlctl, FRE~OERE, BEFHICHT A

59 : 673

LA EMEOFIEEREICHN LT, 91% ORENES
ni-.
Consensus Statement 18:

AR CRE TR Z HiE 954X, AST -
ALT i, AFP{ipdt#E% AEE L, IFN DA TESL
HFIERER), IRIMERE, HSUesHT I 7 BERAIZ 8IS 5
Wit A EDETHESTS.

R ILXH

FERIA VAL LT, Tur7—EREER,
YA —EHEER L EPESTH Y, PEGIFN/RBV
L ORI TEMESM ET B (Level 1b, B). #ic, 7
u 57— ¥HEHTH S Telaprevir (VX950) |Z Peg-
IFN - RBV Mz 72 3 HOERHE I, FiHERI< 6~
7 #%, PEG-IFN - RBV $fHBREOFRBCH 7 2,
EHPITHH 4N SVR 2B DT 5.

SHOERESE LT, X0BRBoY 4 v AR
B SN A LER BB <3 PEGIFN - RBV
PERBEZ T ) A, FhUNOEACRITHBEELE
U ANTBRBERSVEL 205,

Bhic

DAEO CRBIFEIL, BRIz LS clfERM
BEV. IO, ERFHPAENEL, IFNBEIC
FLCHENFEPELBHERORESSZ . k)
ZREBAERICELDPEME O E T v X OREMLN
RKDOHNEH, BRCEEHEEORVWERIERE SN
TWiEWBhDhHw, S, 79—y F2HWT
BERLbrEORBEMEOEREEI, Thoo
LAV ARTF— AV PELTE LD
HREEMEOLERFELRRECED 5%, EEY
AR IND 12D IEEEN R SRR X 547
DOBGEFLETH S, ZO0—FT, bFEOREOH
REBROBREORREZRL TWAEERENENC
L, HAROERBICEHILETA Fo4 »EFiliict
WCRELENOMA LICRES 2 2id, HAFEES
BRITREBERBRELEEZSD. ZO), KEX
{Z Informative statement % Recommendation Z Bt L
T Hepatology Res. IC 845
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SRR ZPLY A VW ARBERIN Tl
7z%%, Zeuzem 512 XV, Peg-IFN/ribavirin #f
FAEE TIRIBEIT P & FEEOBRBENRIES
NBZEIRESNEY, KIRTH, MF ALT IE
B C ISR BNC RS BT 4V R BB A A
FoA4 RS, ALTIEEROS B, MIF

ALT fii 31~401U/1 TIX I HEIFRICHEE U7z 6%

24TV, E ALT il 30I1U/1 LUF Tl MR # S
15 73/l K3 ORI T 440 1T L, F2
(stage) Ph EICHMEALAEST L, A2 (grade) 2L
LI - KIEH D SN BEIIFT A VR
FEED D STV 5.
4, BB THEIND VML ARIGEE

B AR

P lEd X 51z, genotype 1 BIZH 3 5% Peg-
IFN/ribavirin Bf FI T 48 AL G5 2 &K &
355, WBPEBIATE 13~24 5B T HCV-RNA 78
BeEAb$ 5 LVR EHITiX 72 B0 B IR 5 s
HHITH B, I, HELG 4 HF T2 HCV-
RNA 251t 3 STk 24 M E T+
SRR RSE SN AT EMENH 520, F
VERHORBE WA T 48 HLLR OWERFRET %
ERLI 5.

V. #HEHD VA

Firedn CBIFRIG|IE L LT, I 4 W ALE
Holmz B L U7z L IFN 8%, ribavi-
rin 7 H FZ v 7 0iEh, HCV BIREHLY A
W2AHTH BT T 7T —EHEA], R RXF5—
PHEAZ ERD D, SO IIHRERFEH O
mEEHBE LASBERISIHABZHTHS (E
1).

1. TAF7—EHEEA

uy 7 —EHEAIT HCV OEFEEERO
WY MLEIHT S Z & TY A VADOHEE W
BT BT T, T4 VAT B ERE
S EBDALABEDHVIFEH I N TS,
Telaprevir i, BMAICY ALV ARE 1/100 %5
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Fz1 ¥k CRIRTRAREEE
1L U LR ERO RS

< #F U IFEN 3E albuferon®
HFFLWUNE Y S RESE viramidine
- HOV SEiRAYHE 7 1 1L X H
705 7 —EEE telaprevir
boceprevir
TMC435350
MK-7009
K A5 —GRAES| R7128
PF-00868554
HCV-RNA #BEEH]
2. GERIEEROES
TLR7ZOd=2 b CPG10101
isatoribine
ANA975
DCIUFL
- BEEAES nitazoxanide

1/1,000 i THHIL, Bk 7 =— X 11 3RBR
. THREGRERFELN TS, 2B D®E
WP ICERICER YA VASHIEAL, fivi
AFNRHIREGT B LI TE D, Bk
WRETOSEER T A VAR TE RWnwe
EZbhb. ,

Telaprevir O[PROVE-1J3ER i, genotype
1 MozRifEE C BFFRICH LCiRETL, B
Peg-IFN/ribavirin 48 ;B 58 D E5H= 41%

I3} LT, tolaprevir/Peg-IFN/ribavirin @ 3

ABEA 12 B3 5 +Peg-IFN/ribavirin 12 38

TR 61% EABICHELE b
I 1 ODRKAERCTH 5 [PROVE-2] HERTD
O BEATE ST H D, 3 AMEAIEEED
EHEIGHER TH % Peg-IFN/ribavirin @ 48 3 [
i 24 EBIBEICEH T 5 TEEED D 5.
Tz, BUEOEHEEESERI U b o 7-5EF %
XH& &35 [PROVE-3] BRERSSHEATH T, &I
CBWCBHHIET = — X M RBEIITFbRL T
%,

777 —EHEEH boceprevir ® 7 x — X
BRI, IR E L7 iail i cli =
D338% TdHho7zDITH LT, 1EHIAE 4 E
242 boceprevir Z B0 L 7= 8 Tl ZRh 3 s

HIEEMES 251985 55 6 S/FA121 (2009)E 9 B
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74%, 48 M 3H % PR L= BE D ERh R
66% TH Y, boceprevir ZPHT A LIT L
DW\BRFRIEXMEL A €512, TMC 435350
21 8 1E&RSCEILPEENE SN, BfE
7z — X LRI EITHTH 5.
INLOFERE, a7 7 — BHEHC Peg-
IFN/ribavirin 2352 ik p, o5
7 — SR T B R Y 4 L 23305
BN, AR YANVASREEL D LATE
H LR LTEY, HERRICKIBEER
AERETHTH 5.
2. RUXZ—FHEH
HCVEEZEFEBERITLIRY XS5 — ¥ ER
HWESRHES SN, HEHORRBEIEA T
H. L2L, FHICHEINARY X5 —FH
EFNIATECBIERCRIES D ), ZoPss
kS BIE, S EROBBE DR Y
A5 —ERHEHTHESE SN T3 DI R7128
"C, Peg-IFN/ribavirin S B LT,
WH4BEEBDOY 4 VAR RIITEIRIL 7.
INHE—ROBBRABEENEI S T5 7 —
ERHEAICIE L CHY 4V REE IR

FHoTuBN, 2V VREOBEE b T &

BETE2HE RO ERY X5 — BRHEAIXNG
WA <, 7 MR OB EH BRI ep ©
H5.

3. Toll-like receptor (TLR) 71=X b

HCV DOPERRITIL, BRI & BIR S s 208
BETH 5. HCV ITKHS 2 4 +45 2 s g i
X0, FRBRSRNTAEELZLNTEDY,
CIEBHAIOBAL, b L < i& IFN % E0Hy 4
NWARIE OPERIC X ) HCV HERAE 55 1)
RBMESH 5.

Toll-like receptor 1%, W EH% Rikd 2 25
WTHY, BRAEIECHES T 5. TLRO 7
=R FTH 5B CPG 10101 T, 4 ARSI H
W T 1.69 logIlU/mi @ HCV-RNA 438
SNz WESNTHY, TIR7 7 TR + T
& 5 isatoribine "T%, 7 H 51 & o CTFEY
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0.76 10gIU/;nl @ HCV-RNA A 8D 641 T
V5. A%, IRN BANC 2 5 L= stz % o
FF B L2k, BHiRnREsHERssnD
Wi 20 EZ NS,

BbbIC
C RBMIITFA BRI, IFN HAGHERS O,

Peg-IFN/ribavirin ffJHBIEDERIC X U, HRE
M7k 2 BiF 7z Lo L, WG TH % geno-
type 1 BIE 7 4 WA BRI W T, #FE
T A4V AHERAE S TRk L Tw»
BB D D, WHEIE B, genotype
& HCV-RNA B2t o 72— S N 720 R I7 &
23Tk, il DIEBIDOTEY A W AFIE~D
B % BRI AN 7GR e G- o g
CHERBETH L. i, TuF T —EHEEANI,
genotype 1 B LT HHVHLY £ VAFHR
HPERETE, &% TS uT 7 —EHER/Peg-
IFN (+ ribavirin) ffFBEHE DK BARERREER D
IRV NG,
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Abstract

Purpose A randomized, double-blind, multicenter study
(ETV-047) was conducted to evaluate the dose-response
relationship of entecavir and compare its antiviral activity

and - safety  with lamivudine: in Japanese- patients with: -

chronic hepatitis B: (CHB).
Methods ~ One  hundred  thirty-seven: nucleoside-naive
adult patients with CHB were randomized to' once-daily
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oral doses of entecavir 0.01, 0.1, or 0.5 mg or lamivudine
100 mg for 24 weeks. The primary efficacy end point used
to evaluate the dose-response relationship was mean
change from baseline in serum hepatitis B virus (HBV)
DNA level at week 22, as determined by polymerase chain
reaction assay.

Results. Entecavir demonstrated a clear dose-response
relationship, with mean change from baseline in serum
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HBV DNA level of —3:11,.—4.77, and —5.16 log;(. copies/
ml with entecavir 0.01, 0.1, and 0.5 mg, respectively. Ent-
ecavir 0.5 mg was superior to lamivudine 100 mg for the
mean change in HBV DNA level (—5.16 vs.
—4.29 log,, copies/ml; P = 0.007): The overall incidence
of adverse events was comparable between treatment
groups. Two patients discontinued treatment because of
adverse events (one with liver cirrhosis [entecavir 0.5 mg]
and one with grade 4 serum alanine aminotransferase (ALT)
elevation, nausea, and malaise [lamivudine 100 mg]).
Serum ALT flares were observed in four patients; flares
were associated with 2 log,o reductions or more in HBV
DNA level and resolved without dose interruption.
Conclusion Entecavir 0.01-0.5 mg is well tolerated and
produces a dose-dependent reduction in viral load in
nucleoside-naive Japanese patients with CHB. Compared
with lamivudine 100 mg, entecavir 0.1 mg demonstrated
noninferiority and entecavir 0.5 mg was superior in this
population.

Keywords Chronic hepatitis B - Entecavir - Lamivudine -
HBV DNA - ALT flare

Introduction

1t is reported that more than 2 billion individuals world-
wide have been infected with hepatitis B virus (HBV) and
approximately 350 million  people are long-term. HBV
carriers: [1]. Chronic hepatitis. B (CHB) is: induced by
chronic replication of HBV in the liver: and has a poor
prognosis, with 20-40% of infected individuals developing
liver cirrhosis; noncompensated liver disorder, or hepato-
cellular carcinoma: [2].: Treatment of CHB is aimed at
sustained inhibition: of HBV replication and remission of
liver disease [3], ultimately preventing progression to liver
cirrhosis or hepatocellular carcinoma [4].

Prior to the advent of the nucleoside analog lamivudine,
interferon-¢, formed' the mainstay of treatment, but this
immunoregulatory - cytokine requires parenteral adminis-
tration and is poorly tolerated [5]. Lamivudine is well
tolerated on oral administration and has been proven to be
highly effective in the treatment of CHB, but the emer-
gence of resistance mutations (including the: YMDD motif)
in’ the reverse-transcriptase domain of HBV polymerase
frequently: results: in overt viral rebound and disease pro-
gression [6-9]. The novel nucleoside analog: adefovir is
effective against wild-type HBV and lamivudine-resistant
strains and is well tolerated on long-term administration;
but its: clinical use is restricted by the need: for renal
monitoring in patients with impaired renal function [10].

Entecavir; a - cyclopentylguanine-derived  nucleoside
analog and: selective inhibitor- of HBV: replication, was

@ Springer

approved by the U.S. Food and Drug Administration in
2005 for the treatment of CHB. Entecavir displays potent
antiviral activity in the woodchuck and duck models of
HBYV infection [11, 12] and is reported to be 100- to 2,200-
fold more potent than lamivudine and adefovir in inhibiting
HBYV replication in vitro [13, 14]. Phase II clinical trials of
entecavir conducted in non-Japanese patients with CHB
have demonstrated entecavir to be well tolerated and more
effective than lamivudine [15, 16].

A global dose-finding study (ETV-005) conducted in
lamivudine-naive patients with CHB compared three doses
of entecavir (0.01, 0.1, and 0.5 mg once daily) with lami-
vudine 100’ mg once ‘daily over a 22-week treatment per-
iod. Entecavir showed a clear dose-response relationship
and was well tolerated at all three dose levels; in addition,
0.1 and 0.5 mg of entecavir showed superior antiviral
activity compared with 100 mg of lamivudine [15].

Phase I studies of single-dose: (0.05-2.5 mg) and mul-
tiple-dose (0.1-1.0 mg daily) entecavir conducted in Japan
have confirmed the drug’s safety in healthy men. As in
Caucasian populations, entecavir displayed linear plasma
pharmacokinetics over a wide range of doses, including
putative therapeutic doses (0.5 and 1.0 mg), in: Japanese
subjects; there was no: evidence of significant ethnic: dif-
ferences in its' pharmacokinetics and pharmacodynamics.
Similar findings to those obtained in the global phase II
clinical trials of entecavir might therefore be expected from
corresponding studies conducted in Japanese patients.

To evaluate the dose-response relationship, the antiviral
activity and safety of entecavir in Japanese CHB patients, we
conducted a 24-week phase II study comparing: entecavir
(0.01,.0.1, and 0.5 mg daily) to lamivudine (100 mg daily).

Materials and methods
Study design

This randomized, double-blind, double-dimmy study was
conducted at 38 institutions in: Japan from August 2003 to
March 2005 Eligible patients comprised 20- to 75-year-old
men and: women with- CHB" who fulfilled the following
criteria: (i) HBsAg-positive for 24 weeks or more-or IgM
HBcAb-negative with biopsy-confirmed CHB; (ii) HBeAg-
positive: or- HBeAg-negative for 12 weeks or more;" (iii)
serum HBV. DNA: level 40 MEg/ml or more (143 pg/ml)
by Quantiplex'™™ branched DNA hybridization method
(bDNA 'assay): (=7.6 log;y genome equivalent by the
transcription-mediated amplification = method or
>10"¢ copies/ml by Roche Amplicor™ polymerase chain
reaction method [PCR assay]) measured 2 weeks or more
before screening and serum HBV DNA' level 40 MEqg/ml
or more (by bDNA assay) at screening; (iv) serum alanine
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aminotransferase (ALT) level 1.25-10 times the upper
limit of normal (ULN); and (v) well-compensated liver
disease with prothrombin time prolongation 3 s or less or
international normalized ratio-1.5 or less, serum albumin
level 3.0 g/dl or more, and total bilirubin 2.5 mg/dl or less
(42.75 pumol/l). After a 6-week screening period, eligible
patients were stratified according to HBeAg status and
study site and randomized (1:1:1:1) to oral treatment with
entecavir (0.01, 0.1, or 0.5 mg plus matching placebo
capsule). or lamivudine (100 mg plus matching placebo
tablet). once daily. for 24 weeks. All' doses were adminis-
tered at fixed times of the day, avoiding the 2 h before and
after meals. Pregnant women were excluded. from. the
study, as were patients with liver cirrhosis, patients with:a
history or. evidence of. variceal bleeding, patients. with
hepatic- encephalopathy or: ascites: requiring: diuretics; or
patients with paracentesis. Patients: with other liver disease
(e.g., autoimmune hepatitis) were excluded from the study.
In addition, patients were: excluded if they had-a serum
creatinine level more than: 1.5 x ULN; hemoglobin level
less than:10.0 g/dl; platelet count less than 70,000/mm>,
granulocyte count less than <1,500/mm? or plasma o-
fetoprotein level more than:100 ng/ml; a history of allergy
induced by nucleoside analog or: exposure: to: nucleoside
analogs; a recent history (previous 24 weeks) of treatment
with immunosuppressives  or  interferonsa/f, or. current
treatment of CHB.

Treatment efficacy was assessed after 22 weeks; and all
eligible: patients: who  completed 24 weeks: of ' blinded
therapy were given: the option of enrolling in a separate
entecavir trial. Patients who discontinued therapy prema-
turely were followed up for 24 weeks postdosing. Patients
began anti-HBV therapy as recommended by their physi-
cian during the postdosing follow-up period:

Informed consent ‘was. obtained from all patients in
writing prior to their inclusion in the study. The study was
conducted in accordance with the principles of the Decla-
ration of Helsinki and Good Clinical Practice guidelines
and notifications were issued by the Ministry of Health and
Labor.

Efficacy and safety assessment A

The primary efficacy end point for the evaluation: of the
dose-response: relationship- of entecavir was the change
from baseline in mean serum HBV DNA level at week 22,
as determined by PCR assay: Secondary efficacy end points
for the assessment of the noninferiority of entecavir at each
dose to lamivudine. included the change from baseline in
mean serum HBV DNA level at week 22, as determined by,
PCR assay, the percentage of patients with a reduction in
serum: HBV: DNA ' level 2 logyg copies/ml or more or a
serum HBV. DNA' level below the limit' of detection

(400 copies/ml by PCR assay; 2.5 pg/ml or 0.7 MEq/ml by
bDNA assay) at week 22, the percentage of patients with
HBeAg loss, the percentage of patients with HBeAg
seroconversion (HBeAg loss and appearance of HBe-anti-
body), the percentage of patients achieving ALT normali-
zation (World Health Organization grade 0: <1.25 x
ULN), and the percentage of patients achieving a protocol-
defined response (HBV DNA level <0.7 MEg/ml by
bDNA assay, HBeAg negativity and serum ALT level
<1.25 x ULN for HBeAg-positive patients; HBV DNA
level <0.7-MEq/m! by bDNA: assay and serum ALT level
<1.25 ULN for HBeAg-negative patients) at week 22. The
incidenceof genotypic drug resistance was also assessed in
patients. who had a 1 log; copies/ml or more increase in
HBV DNA by PCR from nadir while on study drug.

Based on the results of the global dose-response study
of entecavir conducted: in nucleoside-naive patients (ETV-
005 study) [15]; noninferiority of entecavir 0.1 or 0.5 mg
compared with lamivudine (100'mg). was confirmed if the
upper:95%: confidence interval (CI) for the difference in
mean HBV DNA levels at week 22 was 0.8 logo copies/
ml or less.

Assay methods

Serum HBV DNA level was determined by Roche Am-
plicor™ PCR assay (Roche Diagnostics K.K., Tokyo,
Japan) and Quantiplex™ (Chiron) bDNA assay. Clinical
laboratory  tests, serum HBV DNA' assays, and: HBV
serology were performed at the central clinical laboratory
designated by the trial sponsor. Genotypic analysis of HBV
isolates: was : performed  using: samples collected  from
patients-on the first day of treatment. Genotypic analysis of
HBV DNA polymerase was performed at SRL Inc. (Tokyo,
Japan).

Statistical analysis

Numerical data were expressed by descriptive statistics.
Serum HBV DNA level, a continuous: variable, was ana-
lyzed -after  logarithmic - transformation. - For' treatment
group, comparisons  of continuous: variables, analysis of
variance models, incorporating baseline HBV DNA level
and HBeAg status. as covariates were employed. For: in-
tertreatment comparisons:of binary data; Cochran-Mantel-
Haenszel tests were employed using baseline HBeAg status
as a stratification: factor. For analysis of dose-response
relationships, . Student’s ¢ test: was' applied to linear
regression plots of serum HBV: DNA level against log
dose: A two-sided P < 0.05 was taken to indicate statistical
significance. For analysis of dose~response: relationships
using efficacy data; a two-sided' P'< 0.05/3 was taken to
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indicate statistical significance following Bonferroni
adjustment.

Results
Study population and demographic characteristics

A total of 137 patients, including 20- to. 73-year-old men
and women, met the study eligibility criteria and were
randomized to the following treatment groups: entecavir
0.01 mg (n = 35), entecavir 0.1 mg (n = 34), entecavir
0.5 mg (n = 34), and lamivudine 100 mg (n = 34). Three
patients (two in the entecavir 0.5 mg group and one in the
lamivudine: 100'mg: group) discontinued the study prema-
turely; the reasons:for discontinuation were noncompliance
(one - patient in the entecavir: 0.5-mg: group)- and- adverse
events: (liver- cirrhosis: in-one patient [entecavir 0.5 mg
group] and grade 4 serum ALT elevation with nausea and
malaise: in- one patient [lamivudine 100 mg: group]).
Accordingly; a total of 134 patients (entecavir 0.01 mg
group, 35 patients; entecavir 0.1 mg group, 34 patients;
entecavir 0.5 mg group, 32 patients; and lamivudine
100 mg group, 33 patients) completed 24 weeks of treat-
ment and were included in the efficacy assessment.

The four treatment groups were matched with respect to
gender, age, body weight, and proportion of HBeAg-posi-
tive. patients (Table 1). Serum HBV DNA levels by PCR
assay - (mean % SD) at baseline  were 7.94 £.0.87,
8.09 & 1.05, 8.39 =:0.73, and 7.94 + 0.83 logig copies/

ml for the entecavir 0.01, 0.1, and 0.5 mg and lamivudine
100 mg groups, respectively. With regard to HBV geno-
type, 124 patients were genotype C, 6 patients were
genotype A, 5 patients were genotype B, and 2 patients
were genotype F. All patients were nucleos(t)ide-naive and
none had been pretreated with interferon therapy.

Virologic response

Mean changes (from baseline) in serum HBV DNA level at
week 22 were —3.11, —4.77, and —5.16log,, copies/ml
with entecavir 0.01, 0:1, and 0.5 mg, respectively (Fig 1;
Table 2). Estimated differences in serum HBV DNA levels
between the 0.1 and 0.5 mg entecavir groups and the low-
dose - entecavir group (0.01 mg). were determined after
adjustment for baseline level and HBeAg status. Estimated
intertreatment group differences: (adjusted 95% CI). were
—1.61 (~=2.20 to —1.02) logyo copies/ml between the ent-
ecavir: 0.01- and 0.1'mg groups and —1.95 (-2.53 to
—1.37) logg copies/ml -between the: entecavir 0.5 and
0.01 mg groups; both of these differences were statistically
significant: (P < 0.0001). ‘In: contrast; the difference in
serum- HBV DNA levels: between the high-dose: (0.5 mg)
and medium-dose (0.1 mg)  entecavir groups was: not sta-
tistically significant (estimated -difference: [adjusted . 95%
CI] =023 [-0.69 to 0.23} log;g copies/ml). Taken toge-
ther, these results demonstrate the superiority of high-and
medium-dose entecavir (0.1 and: 0.5 mg)  compared  with
low-dose = entecavir  (0.01 mg): in’ terms ~of - viral ~ load
reduction (Table 3). Linear regression analyses indicated a

Table 1 Baseline demographics and clinical characteristics of treated subjects

ETV 0.0l mg ETV 0.1 mg ETV. 0.5mg LVD 100 mg
(n'=135) (n=34) (n.=34) (n=34)
Male, n (%) 25 (71.4) 23 (67.6) 23 (67.6) 28.(82.4)
Female, n (%) 10 (28.6) 11 (324) 11(32.4) 6 (17.6)
Age (years), mean £ SD 420+ 125 40.1'+9.8 39.8'+ 104 423 +12.6
Weight (kg), mean & SD 66.2 + 12.5 64.6 +11.9 653+ 11.1 644 49.0
Ethnicity Japanese, n (%) 35 (100) 34 (100) 34 (100) 34 (100)
HBYV DNA (log;o copies/ml by PCR), 7.94 £ 0.87 8.09 +1.05 8.39 4+ 0.73 7.94 1+ 083
mean £ SD :
HBeAg positive, n (%) 30.(85.7) 30(88.2) 30 (88.2) 31 (91.2)
ALT (IU/1), mean + SD 1501+ 111.8 162.0 & 127.1 1424 £ 822 185.0' +130.8
AST (UML), mean £ SD 83.2'+ 400 1143 + 109.4 81.0+£43.0 121.6 £ 854
Total bilirubin (mg/dl); mean 4= SD 0.65 % 0.25 0.56. %+ 0.15 0.66 -+ 0.25 0.71 £ 0.28
HBV: genotype (%)
C 32 (91.4) 30 (88.2) 32(94.1) 30 (88.2)
A 1(2.86) 2(5.88) 1(2.94) 2 (5.88)
B 1.(2.86) 1(294) 1(2.94) 2 (5.88)
F 1 (2.86) 1(294) 0 0

ETV:entecavir; LVD lamivudine
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