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WEIRYT M HI3T, ¥ & CHB HAIAYT I M K15 5 R4
KETEE AL,

FHEX S HRF TS FBERES ST 2005 £HR
HHAXERHITT (BHZHFRBGHBREE (1K),
FT 2010 58 1 kBT, 55§k, ENIME X CHB fE
RIS RBI T BB R AR, AT AR EIT .

AIEEE B EFBGREA % CHB 20, WBfiimE
BT P AR, EARIEBIERRE, AT RE D B
gk CHB 26 REH A 8, Wik, WKEAEE
MRE—BEN, NIERSTBE XARNRERKIEE. A
HERRE B ARERHEEMER L, RIEE S L
RBRZEA AT A ETRE, 5T 2 E S BN £,
BATREE AN X, A IE T AR E
s,

AIETHIEESERSS I A, B C =R, HEFEE
Forh 1 F 2RSS (R 1, R GRADE H4E1T),

—. Rif

BB AR (HBV) &Y (chronic HBV infection)
HBsAg #l () HBV DNA Bt 6 MHPA L,

BHZAF4 (chronic hepatitis B, CHB) : i HBV
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Z51 PR
FREER
ABRE  #BHRAKATREA S T ROIHESE R E L
Bo&mE A TR TR LS R B A EE
=207
CIERE  #H—HRBAEREEWMEITSIMAESE, Bixih
LR B AR
HEHER
| SR FAEEE TIHEMNRE, BERNTUEEILEE
ST RAG MR
2 EEEE IHEMESELRS, WEENFEARTENE, SfEE
KT E LA RESE REMEAITF %, EfET
BARERMIES
FRELRAL G RS AR RAEMERR R . W44 HBeAg M
CHB #1 HBeAg BH#% CHB,

HBeAg FH¥EEMEZRIAT4 (HBeAg positive CHB) . Ifl
75 HBsAg fEfE. HBeAg A%, HBV DNA [H#:, ALT #4
BREAR, SAFESERT,

HBeAg FAtEE M Z BAT 4 (HBeAg negative CHB) .
Ii#% HBsAg FHYE, HBeAg W1, HBV DNA [H#, ALT
RFEFREFE, JAFELERE,

JEiEFME HBsAg #E4#F# (inactive HBsAg carrier) :
I 7% HBsAg FH 4, HBeAg FA£, HBV DNA X F#: M
EHTHR, | FHEEHED 3 RAE, BRELRARKIAA,
ALT JFEEHERER, FAS¥REERETR . A49%ED
1 (HAD 34 < 4 S BREH ML TR T REHE

ZRT S BEE (resolved hepatitis B) ; BEAEH 24
CHB #%2, HBsAg Fit4, #i-HBs FAM:E3A%, #1-HBc fH
£, HBV DNA EFRAUE TR, ALT fFIEETER.

etk Z BIF R &M %VE (acute exacerbation or flare of
hepatitis B) : HERRHEMAFRGHEEG ALT AR ZEEMHELE
R (ULN) 10 f5RAE,

BT R EIES) (reactivation of hepatitis B) ; 7 HBV
DNA ¥R g 8%, HBV DNA F&> 2 log,JU/ml, B
#4£ HBV DNA [At:E R MY > 100 1U/ml,
FHZ HBV DNA # HBV DNA > 200001U/ml, AAER
I ALT JHEFIFIERAERSE. % &4 TFIEiEshE HBsAg
BRER LB RREE, 5 RAEZREMHIGTH L
ERTTEY

HBeAg A% (HBeAg clearance) : BEf: HBeAg FHYERY
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H# HBeAg JH<.

HBeAg Il 7 2% # #: (HBeAg seroconversion) : BE
HBeAg RIS E HBeAg BA%E, BT -HBe,

HBeAg i#i%: (HBeAg reversion) : BEf: HBeAg BH1%.
i -HBe FRIEREFH K 13 HBeAg,

HAENE (histological response) : fiF4H LR R IEIFIE
WAL= 2 43, HIUHFA4ALITARISE § 8% Metavir 14},
FFAAEAIT R 1 4,

584 M % (complete response) : ff & H¥ N & H
HBsAg Fis¢alifH 5L -HBs fHF,

I ARG & (clinical cure) : #F&EF B ¥ W2 H HBsAg
FASSEEA 41 -HBs [H# . ALT IE% . FFASRTR2MET

JE AT (primary nonresponse) : ## (AR) %
254 [nucleos (t) ide analogs, NAs] YT KM PE BEFHY B,
69T 12 it HBV DNA BEZ TH1EF < 1 log,JU/ml 5
24 it HBV DNA ®EZ TRIRE < 2log), [U/ml,

FEANEX T HEFFENE (suboptimal or partial
virological response) : NAs HUREEIGIT PR R EE,
1BYT 24 Rt HBV DNA 8B4 TREIBRE > 2 log,, 1U/ml,
{EARSR AT AR,

SREESE W (virological response) : JE¥TIITET, M
HBV DNA T ME TR,

RSP (virological breakthrough) : NAs &K
M RIFRIBRE, FEREBURITHWELT, HBV DNA K-
WiBTF RS B 1 4 log fE, si—BREAGEXEF N,
HE 1 A G AR RN EE R ARE, WAST ALT
HE.
REFHE K (viral relapse) : FIBRFENEN B HE
#5855, 1R 1A 2 &N HBV DNA £ >20001U/ml,

e K& % (clinical relapse) : JHE%¥ K &} H ALT >
2x ULN, {ENHBREMEESERN ALT H45.

F i E S W% (sustained off-treatment virological
response) : ## IL{&YT /5 M11E HBV DNA RRETHMIE TR,

fif#5 (drug resistance) : | F1 NAs A X# HBV fif
ZHEERA, FAENBMMZY (genotypic resistance), #4h
LRERDRTURBAYBUBMERK, HRERHZHX,
FroAZEM 2 (phenotypic resistance), ¥ —®iEEZ
)t TR TR 25 28 A8 X 53 S — RS LA B 22 25 9 1 o B
7y, FROAZ M2 (cross resistance), ZE/DRBHFA R
B NAs TiZh, #2257y (multidrug resistance),

= WATREAI TR

WATHRY¥ . HBV B 2 tEAMRAT, EARMK HBV
BRMRTREERRK, EHF TAEASRE, £3Kk420
fZ AR HBV, Hb 2.4 Z A W18H HBV Bipg ", &
94 65 5 AFETF HBV BELT BT ThRET R, HEE(LFN
FF4fasE (HCC) ¥, £IRATEELAN HCC B, & HBV
B R F B4 B A 30% 1 45%%7, FEFFE LA HCC
B, f HBV Bufs R 4 12 60% 71 80%, @

LB REH AL R, 2 HBV BREAER /D, AR
. HBV AOKERL, BN LRSS ZNA, i
% HBeAg fit: CHB BE WM LHAFT LAY,

2006 £ £ H R RIMEHITHFERERE, KE
1 ~ 59 % —fiz \Bf HBsAg #E33 7.18%°", BIMtHEH,
FEAEM OBV RYE 49300 7 A, H+ CHB &4
2000 A6 ¥, 2014 4P EEFFPEH L (CDC) X4
E 1~ 29 Z ABZEFRMERITRFRESERER, 1 ~ 4
£ .5~ 14 FF 15 ~ 29 % A\ HBsAg #5510 0.32%.
0.94% #1 4.38%,

HBV £B£1 (MALEHS%) B8R mEE Y,
BTk 0 5 SERE T /4% HBsAg #1 HBV DNA g, £
i 10 =% M ) W5 ES HBV B ER /D RE ; EHHNKE
RRFRAB I EEH THERARE™ B HENES SR, &
ANEGITHRIE, A LT REHENS  HE 2.
X&. HERIL. EFARTIERREINRE. AR
FFRI S0 E3E ", BREREERAERLY, KSH
SHiRE s HBY Y BRI M Mk, BEE B 5%
HEE LB RRERED (HBIG) WM, BREEE
HERD", 5 HBV FHtEE &4 TR, 552
BLMMEEEE, HEY HBV HERMNE.

HBV AEMFREFIHLESRE, Al, HEFS, T
fESAE TR, WR—HhAZETE (BFLATENSEIA
A, BF, W, Rd—Ee. m—ETREMNLBWET
£ MK BRENEMASEY HBY, HITREMNSSRBTAR
K HBV e2R MBS (SfRhL) %",

by -

(—) ZEFRBEEHT : BB RE 2T
HBV BREHAR . B REHNERNREERN
AL B BAL, 15 FPA T RGBSR ARE (I
E£& AR, SESMOBMAR. BIVMITEAR, B2
HEBHEEE EFEZHMS IR HE ., RETRETE.
HBsAg FREEMRER R . BRREMEETN. FEMEE
EMBRANETEMES).

AT REEEBEFTHM &, R0, L 6 MHAER,
BIEEREE 140 E, 1 DHM 6 MHABHESE 2 F15 3
SHEE ., BiAEJUEME | H B RERERAERENG 24 h
W, RS, BEREAETAE LB RITRSMURLER ek
RS, JLEMR A BB =AU S .

BA ) 7, TR0 FF 46 928 i OEL DT 5 A B 0 FELIRT 3R 28 87.8%2,
*T HBsAg FHEEEERTAES AL, MEHRAR 24h ARE (&
e 4SS 12 h) B4t HBIG, RN > 100U, RBER
EEOIEERD 10 pg EABRZRATREY, £1MAfM6 A4
AR 5IEME 2 ME 3 HIBFREY, TEERSBE
FEIB I FRBTRL SR 1, 3k JL7E A4 12 h POyt HBIG
ZBIFFRE TG, W87 HBsAg PRV EIHE, ",

HBV DNA /K F-E#1 HBV B & HH R X aEE v,
HBV DNA KF&E (>10°10/ml) BEMEEILER K4
UL, IFEMRERER, SXHEETRY S



- 890 - ch AR AR 25 20155F 12 88 234558 1231 Chin J Hepatol, December 2015, Vol.23, No.12

BN O RUR Y, FIEZEM AT MEY HBV DNA /K
TRRAE, - REHREKAIR T, BAES N B
TR ABEDURBEIRSTHER B W, — JLIRA X L AL FE”

X HBsAg BV AE A LT 10 ng EABRZ
RN RIEE S s XA LR IR SR CBIF R EH M LE
REHEFTAMRR, FIBH 10 pg BHBRZRIFFREH® 20 ng
G EUNEAM (Chinese hamster ovary, CHO) &EHZ &
FERIETE 5 ATBAEDERR 3 41 20 ng BARR BT RE
BE 20 ug CHO BAIZBFREHE ., XMamhiEf e
WL, NIEMEHKEMRTR (1160 pg) FEHK ; Xf3
HERBTF TN EETBEMN 1460 ngs 3420 ng
B REES, A TH 2 REMCBEFRERE 1 ~2 1M AK
WM FP0 -HBs, QTN E, aJEEM 14160 pg EA
BRI R B

B R R W R A TR S & MR R R E D
AR 24, FHik, —BWABAFEETH -HBs K
IEESRE, (B G AR TP -HBs i, 44t -HBs <
10mIU/ml, "J4-FhsRgs ),

(Z) BANRBIRTBY

B BT B B BOR E SMR 8 HBV B i MR
G, FIHREBDAT kAL H .

1. Il 24 @ . 5757 B & W) HBV DNA, HBsAg.
¥i-HBs, HBeAg, #i-HBe, #i-HBc T8k, BIIELE 3
MHAME6 NAREE,

2. EEhMBEh R - e 2B KR, BEA
§i-HBs PHMEE, AIAHITHFRATE, MRS Z BT %
Y, SRR B RRE®, {BH1-HBs < 10 mIU/L 5
Pi -HBs /K EARFEE, WALREINES HBIG 200 ~ 400 1U, /A
BIEARRERALEER 1 $t B R (20 ug), T 1AM
6 B IG5 ERREE 2 FI%E 3 H 2R 4O (&8 20 ng),

(=) MBREMEEENSE

Xt 2 &8 € B HBsAg FEYE R, 3% HLSE [0 24 5%
B O E, RO R E A K E R R T ILE
HBsAg. #i-HBc fl¥i -HBs &, HXfHPHHRE (%3
MRS YIANEE ) MR RZE.

CRBFRBEM HBV &M A s KESTBULT
IiLf# HBV DNA /KF, S ALT, AST sRIHLLEKFE
Fok. Xt CEBFFREBEMGHE WM RAE “BERH
WER,

YEE HBV & K ARG M HBsAg #7#, BA
BETEMRIVA . ZHEER T RO FEFHSCHUE R B B TR,
AR TAEMES], (AR E BT SR,

() YIwitkasiEes

RO L2 (BRI R), HmHEREE
PrR B AP BT RN, ST AT L, i, &
M. SFERIRSC S S8 BN R, BEMATA, M4
AR IMABER MR, SHMEEN HBsAg FEE, W
BT REHRRAREE KRR RN
BT, —EEFRAZEE, AFEFZBHF 4 K H A iR

EMEEIEER . X HBsAg MR 21T, MWl EREEsEm,
TR RN, REBDHALRE THOMIA,

HHEER . HBsAg AW B £ # AL, Rib4
BE24hART (RIFAEEAE 120 A) 24 HBIG, #EA
=100 [U, FlotERESREER 10 pg THBE LA XA
G, BEINAFAANSAENE 25 34 ERLE
& (Al).

HEBR 2 44 L PAR R AR R R GGILE
BAFAME, FEH 10 ugEM 20 ngCHO £48 2
RAFXEY (AL),

WHEENI3: #H4ILE LA 12h W4 HBIG Fo LA
RIEYE, THZ HBsAg FaH&FeHI (Bl).

WEERN4: LA RIKTRAELE, Z¥MEY
HERFFE (60 ng) Fobtk; H3IH4EBEFLEEE
TR 14160 ng R 34H20 ng ZRFLEY, #F52
KRB R EAGE 1 ~ 24 ARWfiE F 35 -HBs, 4015
RELA, THEA 14160 pg THBEFLRFLES (AL)

=, WEE

HBV JEFERF DNA %&E%l (hepadnaviridae), HRAEK
#53.2kb, AT IEEIFR DNA, HE HH 415 HBsAg,
HBeAg. HBcAg. ## DNA ZXEA HBx EH, HBV i
HHL155%, H65C 10h, ¥ 10 min BEEXEIH K
% HBV, &5, LB, SE BB HBV A
BAFHY KGR

FRFFF A, FrAfiE ERoah s+ - 4B RHER - th e
¥izE [ (sodium taurocholate cotransporting polypeptide,
NTCP) £ HBV BYFrEm M4k ™, 24 HBV #AFH
fE, FBOAIEEIRK HBV DNA 7E4HfIA% A PASAEE DNA Sk
WRAEA IEEEME RN E S IRIRIX, B &34 DNA
(cccDNA) 5 #RJ5 VA cocDNA MR, BRI AR E R
mRNA, 25I1E R E1EE%E RNA #4958 HBV M &R E,
cocDNA % () HRK, EUANEHARER, M@t
RREEHEA, HBV 208 9 MERA (A~ 1) 2, HREM
B 2UF1 C 25 F, HBV HEHEH 55mHFRMTHE o« IFNa)
WITHNERX, 5 CHARMBRLEEM, BERERLER
DUERABIERT R, FHELA HCC®™, HBeAg MM SEE ST
IFN o JRITHIN R, BEEHET C ERA, A ERAET
D BERR, EMEFTTHETE HBeAg ME3 5. SmEERA
BRI TR AT AR EER L P,

M. BT RERILE

B . HBV BRILE R TR, 5 EMIFE
Z A EAER ., HBV BRep w2 e bR 2
RE, EREA ML LAY HBV &, 4514 90%
M 25% ~ 30% ¥ K BRSBTS, M5 5 ARRSRENE
5% ~ 10% R ER ety ™, H%E HBV BRieE £ @
B R4 LB BB,

B4 LEA HBV Bgeity B AR 8] A %14 4 M,
RISt 24, S, dE8asg () EHEmE
TEEE P,
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IETiT 2 . 1% HBsAg f1 HBeAg FHiE, HBV DNA
K¥EE, ALT BE#, FHALTHERESRERIENRE, X
HAVE BT T4 rtt R ™.

SR, IME HBV DNA /K ¥ > 2000 1U/ml,
ALT #8sa 8 &, FESFEHESE RN,
HEALATREVE R, S50 KRB AR LA AR,

& (k) EHI# . 75 HBeAg BAE. 4T -HBe Y,
HBV DNA K Esiie i AZ], ALT IE®, FHHATRE
BAUERERIE. X E NS Z 61 HBeAg I
AN RE, RAERELR HCC MK IAERED .

FEH 5% ~ 1% WIEES BB ETHA 1K
WK AT R & AE, Kk HBeAg Bit%, #i-HBe [, HBV
DNA 7KF# > 2000 IU/ml, ALT &R ERE, KN
HBeAg Bt CHB™, thalEw i8] HBeAg FR%E,

FAEFA HBV BEHZF AL 43, FOFEMBE
ARG HBY, £ JC %8 32 T A Bk A S v R

H &1 HBeAg MLE¥ iR FE L HERZEFRY, F
BN Y, ~ 15%, FEH<40% . ALT #5&. HBV EH
A IR B BE A RS P, HBeAg MiE¥HG, &
A 0.5% ~ 1.0% By B E %% HBsAg % ™, BABIR4
RER, HBsAg 4% 10465, 2 14% RRE RS T
Wt coccDNAPY, HBsAg ki B EER > 504, HEL
RIERFEL, B&¥H HCV 5 HDV e, RERA
HCC WRIE, Baaegs ™.,

CHB B LI & E 3R 2% ~ 104, BREE
FEEE (A, B, &4 HBeAg MIIEFHEHNAER: > 40
2 U0 ALT #4894 ™), %% (HBV DNA >200010/ml:,
HBeAg # £FI#E ™, CERA, & HCV, HDV 5 HIV /%
WA RIS (FRSHIBERE) ™, REHIRTRECE R M EhiE
FARIEAE R AETRA % ~ %, RAVEEMBITEEIL 5 FAEFEN
14% ~ 35%,

AEATREAL HBV S E A HCC 4% 24 0.5% ~ 1.0%%,
FrifL B HCC ERER K 3% ~ 6%, %4 HCC FIfF
WAL R EEMALL, o, BEAFEL. WKW, ERE
JB%F HCC #%. I HBsAg B/KT, UREHEHFES
HCC KA AR 5 B 0 44 sk ) HBsAg 7K P # KB AE £
Xt HBV & $il fskd A KW R izhl. T HBeAg A
£, HBV DNA f7KF (<20001U/mi), B= CEHHE
¥ HBV B, &K HBsAg (HBsAg = 1 000 1U/ml)
5 HCC W& ARG RIEH X,

RIEH . CHB AR AE R, L€5MRTEE
MU, KEBISEY, HBV AEBRAUIAM, H5IEM%
N2 R AR 15 e RAE K AE I FEALH . MRAERETF
TR CHB BE R AT EE HCC WEERE.

BE e HBV B R HEER, HiERREN
RHeENE, B HBY BREE IR RN & Z 25
5“9, HBV W@t B 5 HBeAg i HBx % ZFEL Y,
St T3 Toll- #32{& (toll-like receptors, TLRs) Fl4EH
% SEMA (retinoic acid inducible gene-1 , RIG-) BfR

WRESH SRR, FH R AR ERE, CHB &
FHHRI BN ZORAME (mDC), FAMMIFER sk
(pDC) 7£ M E ML 3R %E, mDC fE7E B 8 &rg, pDC =4
IFN o HIEENHERIE, MTSBYIEEEERRFENES
HBV $534 T B4 ThREF= A RE T TR, AFITHE

HBV B8 47 HBV ERHREEHA Y., *
BEHLMAMESY MHC) 14 FREMHN CD,” 41
FW T KEARETHSFARMAT, a2 IFNy, PAFE
S S AR DL 30 60 AL FF R L P BV BRI Ak 7,
v, HBV #5544 THKEARSFET, ERRFE,
SHIBERALIR T I RERIER AR ) BE R, T KBTI
%, HBV #eess ™,

. ERERHE

(—) HBV IM#E¥H0

HBV Ifl & % 4% & 47635 HBsAg. #i-HBs. HBeAg.
¥t -HBe, #i -HBc fi#i -HBc-IgM, HBsAg [H{:%R HBV
YL P -HBs AR SR, HHEMRRX HBV FRZ ),
WFZRBF RS REM BT REEE + $1 -HBc-IgM [
HEZRTaMZRF4 % CHB 24 %4E ; ¥ -HBc Sk
FER oG Bk, RERY HBV, TR BEREHIE
%, Itk Z NP, 7F HBeAg FHIER CHB BEH, &
£ -HBc EEMBEZ TBTHE (Peg IFN) F NAsIASS
BT B0E —E MBANE 7, 3% HBsAg & & a] A
FHREBRERE. PoRsTasE® .

(Z) HBV DNA, HFAFAE A5

1. HBV DNA FE#W . R THKISHE HBV B
HIREES HIKE, B THUREATT &N UE R P8 BT
Hir, BUCRAREERSHE RS TR RO Y
(real-time quantitative PCR) ¥,

2. HBV E R BT 25 22 Ml . 3 A « (1)
EHASGRAS I REMER N (PCR) ¥ (2) BEFY
WEE s (3) KR RMBELE,

(Z) EPiFERsE

1. I ALT &1 AST . M3 ALT 1 AST KF—fa
BRAT AU EMGRERE, BCAER,

2. MAHIBLIE . MEHIZEKFSETRE, AR
X, HAEASTEEFEF AFABRE. FHSMEERE
MM, AFohaesnRE MBHa R SR, 88X
EF = 1xULN, BRHHABLEF &S ALT M1 AST T
Ay “RERRSET R

3. MEEEAMERES . KBS RZIeE, CHB, i
BB RE B R E WA ME 0 EE TR,

4. wRMEEERE (PT) REMAEFEEE (PTA) : PT 2
SRR I 7 A& N R R E BT, % E PriRiEfL e
{8 (INR) R, STHIBHERIER R BUE A BN E.

5. v- S EBt KBS (GGT) . E# AIMEH GGT £
KA. WRSTE SRR . BHEESIIE R B R A
MU ET . SRR E S B H A SMEH R ERE AT A
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RBEAS.

6. MEMEBIRRS (ALP) : ALP £iFlH R GFTHEm .
FTPA24 ALP 7=t 5 2 siHEM Z BHAT, #aT @i+ ALP &£
Bk, WK LFEER ALP MsiZSMERANRE LR, BiE
FE RIT R

7. SHEMER (TBA) . (R A G BBl LI o I 75 A R
FERK, MHABRESAN. SNEER, BHERRBER
SR ¥, TBA SIS,

8. EBRAERAS . o] ST & BEhAE, X T AR 2 Th
BRI R IRER S EME.

9. B4 M (AFP) ; IiliE AFP REFRERZE HCC
HEEEN. NEEAFPHEAEE, shSTHhERS
ALT M AST WK R R, AEASBARAMTREEGREL
BERBITE AR P,

10, BAERKEZHHEHN - 1S EH (protein
induced by vitamin K absence or antagonist- I,
PIVKA- T ). X & i v # K % Il 8 /7 (des-gamma-
carboxyprothrombin, DCP) , 22 ¥ HCC 1A — 1 EEIEHE,
A5 AFP B R#h5e 1,

VAN s Xt il s

1. APRI 34> : AST #MIfil/ MR (PLT) LLE3RFEHL (aspartate
aminotransferase-to-platelet ratio index, APRI) A T fF
WLRYIFE,. B APRI W4 > 24y, BIRBEEEKREN
ik, APRIITE A AAST/ULN) x100/PLT (10°/L)f*,

2. FIB-4 6% : BT ALT. AST. PLTHI & H4E B
FIB-4 {88(FIA T CHB BEITHAALRISRIFI M, FIB4=
(4 x AST) + (M/IMR x ALT B3 F548),

3. B (transient elastography, TE) : TE 4E
R MBI &, KB A RAEEE . TR T,
BB HU R HEBR ML IR 5 R BE P T e A R B P AP L LR
BARFREAL 7, (B ASh AR ZAERE . BRI B /INDA Ko 4
EENZRERERW, HEHEZFERERE., BitR
MUARIER RS ZMEARL N, BTHIEREN TE B
REEMEET N, NEEEEAEEFER FHHT TE 1,
TE R FIEFLE G R E ALT K FEHE4, & TE 5HMM
TR O 0 T AR IS i 5,

TEMWRNE: BAREHBRAHTIHIAS
BIFEFEEMNEME (LSM) > 17.5 kPa 12 W fF f# 1L,
LSM > 12.4 kPa (ALT<2x ULN Bf 3} 10.6 kPa) #] ¥ 7
RBERMERT A 4E4L s LSM < 10.6 kPa A] HERR FFAE 4L 7T 6E
LSM = 9.4 kPa 15 R ERFA 41k ; LSM < 7.4 kPa TJ#E
et B AT A 4L ; LSM % 7.4 ~ 9.4 KPa BUEF DA IERT
HHPRE, HERBAKBLEDESHE LSM > 12.0kPa i
WifFiE4L, LSM = 9.0 kPa S Wit BIERT £ 4k, LSM <
9.0 kPa HEMRIFRE{L, LSM < 6.0 kPa HERR R T4 2E4L,,
LSM 7 6.0 ~ 9.0 kPa i AR B R, % EFHEHR
*ﬁ[ﬁ [69—70]°

., BRFLW

BRERENTEAMNERN CHB WikKERE., THR

BIREAL, RIS AR RIS B AR, Ul A
Bk HCC,

(—) BEHEs (US) e . BEwE. B0, Tl
g, USKRECHANEEERERNEETE, &HE
AT AT BRI A RE AR AR B R/ NFITEAS . PN EEMAEE AR
BRFRAE TSR, BE5ZERE. AR
BB ANERSEENRS,

(Z) BAEVEERE (CT) . BRRHIbRESK
MEMNSWHEEERFRENE, ATHEFIES, T
HAE TR, R AR SAERERMESEER, 3h5E
SREMR T HCC W W AR B EBUBEAR 71,

(=) BREIHR (MRIZ MR) ; TRUHERS, A
PR, UEHAL ZFARE, XSFFENARENEL
s MIAIE, R R RS TR ERASHRET CT
M US, ShaSias L 801 SRR s 0 4 5 R Mo
EPERT O AEERRILT CTO,

I\, IREREEDW

A4 &R H r 2P CHB BEIFIERAERE,
HEBR HCA RS . FIWTTS F IR R 2

CHB MpRIEFFE R A AR EMILE R R A BRAE,
BRI R M AR AN E, FEEEREHM L5
KAMAMERAMN, RAMREEIIRICERY K, #075]
EAAR AR AR SE U E 4%, IBFRRBREIRSE, /N
N, SRPERIHT, FEAT BB,
MRINFEN LB SAORIAFE, IR SE MR A IR,
AR AT /IME, B RIERAE S iniE 2,
RE/VH CHB A LA 40T AL, BEHEARRER S
TG SERAR TE S F R AN B O, 2R RRE
FERCER AN K, FARBER, Mason Z@fa K
FPR AT 43 05 BY T I AR e AU R AOTEA . B S 49 (significant
fibrosis, Metavir 581> F2) FigtEHF4-4E{k (advanced
fibrosis, Metavir 4> F3) #f—5 %8, TR/
WEEL, FRRGTHEEE, R/, BIFEL,
WEEREIH, RIERTHIR, HE%¥ EFF40RATE
el 2R FRRERLEEE O,

SR A AR Ak R MAT 427 A HBsAg 1 HBcAg
WK, WERRE, "RABRFEAIZAT S PCR 1T
JFHZIP HBV DNA 8 cocDNA #:] ™,

CHB FFER RIESRFLH) 7 RAA LR W 530, HE
7R A B br L A B Metavid ™ 34 B4 (£ 2, £3), It
&, RATTENHE B E G 5T 4 8 R mAR
3 (collagen proportionate area, CPA) W] AR TIEFIRIS
WA EBIPY, (BE AR A TIRESE ™™,

Ju. KIS H

RAE HBV BLF W ILES. REE. YRk
IR, TR HBY B

(—) 18M HBV #H##

ZHFERRRAT Rt 2 81 HBsAg, HBeAg #
HBV DNA FH#E, | EHELMT 3K, BKEVNERE3
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R 2 Metavir o RGE—FAHRRIEENE D

REK  DHRRERE HEEESE (histologic activity, A) °
0 () 0 (k=sE) 0 (%)

0 1 (F5) 1 (%%)

0 2 (EF) 2 (BE)

1(88) 0, 1 1

1 2 2

2098) 0,1 2

2 2 3 (EF)

3(FEE) 0, 1,2 3

I PR A SRR ARV RS S S
F3 Metavir iF0 ARG —ATHREG MRS

W H4Av 53 (Fibrosis,F)
piwaxiiala 0
IR AUEEY K, (BICEA4ERRI A 1
ICERAHET K, DA% RRIER 2
ZHAREREA, EXELEST 3
FrREfL 4

AH, BWERILE ALT # AST ZEIE#7EE, HBV DNA &
HEKE, FEASKRETTRT SRR 7,

(™) HBeAg A4 CHB

1 & HBsAg FH ¥, HBeAg FH ¥, HBV DNA B 4,
ALT #HEE R E R E S E A AR TR,

(=) HBeAg FAf% CHB

7% HBsAg FA#:, HBeAg ##£2[AHE, HBV DNA fH,
ALT BEXRERY, SFHAERFRFEE,

() deiEshts HBsAg &

3% HBsAg FHYE. HBeAg B, #1 -HBe PHIESBAM,
HBV DNA £ T#:ME FRREK < 200 1U/ml, 1 FRELEE
PW3WALE, BKELRERE 3N, ALT Hl AST HFEEH
EE, FHImELERER  A48EaHER (HAD ##4 <
4 IR EH AL EREIT S RE R ERTERM.

(i) FaEMH: CHB

I #% HBsAg ¥, B EHM () HHLE$ HBV
DNA [, 76 CHB MaREI, % HBV DNA FEESL,
BEAA MBS -HBs, #{-HBe M (8) #i-HBc ftE, B
2y 20% BafEE CHB BEMIMLEEREY B NAE. BT
E@ i HBV DNA &, JLHI$1 -HBe RrEefitEs.

(%) ZBIFFRITEELL

757 HBV 8 X FFRE (b I R 2 W i b & S 845 (1)
2R B R IR R TE AT AR AL BOIESE 5 (2) FREEHBE
HBV RRUSIEHE, &1 s s R AL & T DARA SR S HERR R
ft# B | RAFFELRRE I HCV B, BRIz ™,

IR BB RRIRA T B AR AR AR A2 Sk
R, REVFELERY. EVLFESMRFOER T
2 A AT BE R RG R  Ee Bk TR AETEHE . SRR TR AT IE
iz, AREE TR N, KSR
SFERECEH RE s RREHFECRETALHEES
TR BRI L FFPERER . MUK A e B R

HE M T AT (L RS PR, HIRTPE TR,

A 5 B THME R L T R RETE 0L, 1 B . ToRebkd oK,
FTHEK 28 . ki, THIMEEAK 3 B8 HHEK,
FothIfl, B AREERAKERTK 4 B9 . B I, AEERPERK |
S5H1 . BREILAE. 1. 2 B0 REATEES, 3 B SHRERNA
EEIREA, 1. 2, 3, 4815 89 1 FHRFERDHIN < 1%.
3% ~ 4%, 20%. 50% F1 > 60%, H &KFERIHISFELE
EWRASET R DI ™ o,

+. ®ITHAR

RITH B AR - BRI KBRS HBY & H, BRH
M RYEIRFE R T 4L, EERBO IS, HEL
SR, HCC REMIF AN EE, MNBELEREM
ERAFHE, FERTIEY, S THMEGHEEN
fEifsk CHB MIlGIRIGE, BIME LG ERE RTINS
HBsAg k. H4EE ALT EEMARALWELE.

WITER .

(1) MR A HBeAg M5 HBeAg FRIERE, &
25 S RB A 19 HBsAg 2k, A[fEE{Af; HBsAg Il {2
ik,

(2) WRML S HBeAg AN E, BHEREBRE
HIRBFENE, ALTEH, H1EHA HBeAg MLIE¥ 7k
HBeAg FAtE B, (24 SR RERBENEM ALT HH,

(3) BAMAR . WAERBEARRENE, URE
WITHRK %R EENE (HBV DNA &RAE]),

+—. PURTRITRIENIE

PURERIAIT IS NIE F EARB IS HBV DNA 7K, Il
7 ALT MATBER R B ke ™ ¥Y, A aRE
F, FREAMEERREEE, SEaHERERMIERR
W fREE RS BERERT (B ). ST ERRE
HEEAIGES X, % HBeAg HEEE, K ALT KF
&G, FAEENE3 ~ 6 ~H, WRKAH KE HBeAg
MmE¥H4, B ALT F805, BEETURTRIT.

BRI B R RIRNR R A F AR ™ = 9,

(1) HBV DNA /K% : HBeAg PHH:#EE, HBV DNA >
20000 IU/ml (M 34 F 10° #% 01 /ml) ; HBeAg M 14 & &,
HBV DNA > 20001U/ml (#124F 10*#0 /ml) ,

(2) ALT KF . —E K ALT #H4EH & = 2x ULN
WATIMELT, —BERT ALT W< 10x ULN, M#ER
HHETZER < 2x ULN

YH#r4E HBV DNA [, BAE EiRigTingE,. BA
AT —# Rt R KRR, \] R FHUREIRIT :

(1) FEHEMFERE QH®AL) RAEL, 55
RATE4Ed 2 /0L L (AL,

(2) ALT 24t F 1 x ULN £ 2x ULN Z [6], #5182
FE > 30 %E, BUTINGHERER LAMRE, FHE
FERE SRR S AF HEAL N 45 TR EEIRTT (B2),

(3) ALT #ZE® (B3 MARE LK), SR >30%,
A FFEfLEE HCC Rk S, BUUTHEALRER T
B, FHBAERESA AN A FIRERIT (B2),

(4) FEMEMZEIKIESR, Tt ALT 1 HBeAg 1§
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o, WRIFURGURRET (Al),

TEAFHIRMERR, TEFF RIS RN & AR R
HRREAY). EREMAESHRIB ALT 75, 4%
HENMARRAYE ALT BEEESR,

HBsAg FAtE
HBV DNA Bt
(HEZE 3 IR HBV DNA #E
JElfE >3 4H ) 5 2
J/ <THiLT
6 ~ 124~ . ##L, | | HBeAg FfE#E .HBV DNA >200001U/ml Ifau?ﬁ;ﬁl
ﬁ;%k#,' éa»;ﬁ% | HBeﬁi FAtEEE HBV DNA >20001U/ml _%ﬁci’éﬁ
HEH. BRESS
\'/_ LN ALT
ALT #8FE#HREMAE - | [ 1~ 2xULN | [[>2xULN ]
- FRELL, FHRRIRE
............... L ALT ABAHMBER" |
| X FHA HBsAg/ |
P L
CREMN Ay
& P TR CFEEE3 A ALT > 2%
! ﬁf’f ﬁﬁﬁé@g ﬁ ! (1 ffz;ﬁ JjﬂN) %%If éy\‘tﬁjfafsh‘ﬂiﬁ
‘- 1 3 1%/ s
. PR - R TR
--------------- J ARG
BB S AGE -
7| &R IR
E3la 0
N2
- e R R IER
e (R

iy
CUHEARE, #ksE
it

o HTEM . OARLGUERIERIR AT IER « OB
By HBV BEYE, i s s R A T AR B s HE R At 3
R EAERRREG HCV RY, THEMZIY%, © . ALT A EML
R LRI - HATRARRGZS, 2459, XS, S, PREITAE
B 1 e TR SRR R T AR

+Z. %@ IFNa Hl Peg IFN o 3457

B E EHHELESE IFN o« 1 Peg IFN o« I Fy497 CHB,

(—) & IFNa 1 Peg IFN a ITHITERITH

EEIFNo JRT CHB B E B A — & W JT %, Peg
IFN o A8 T 58 IFN o R M %1 8 5 i HBeAg If &
HF%E, HBV DNA M| KAWL M A R 215
Fr % .0 REPLY Bl K AT 7R, HBeAg FHYE#) CHB &
&, KA Peg IFNo-2a 180 pg/ FIRYT 48 &, EZ5HEH
24 JFny HBeAg MEFHHREN 32% ~ 36%, HoHzk ALT
2 ~ 5x ULN #1275 24 [ HBeAg MIIEE R 4 44.8%,
ALT 5 ~ 10x ULN ## 61.1% ; {25 24 &I} HBsAg %%
BEH 2.3 ~ 3% T, HRERDFE, 3T HBeAg IR
CHB, W ] Peg IFN a -2b L ATEUE3{LIY HBV DNA #li) .
HBeAg Il 5254/ HBsAg i ™, {224 3 4F HBsAg
EhEn 1%,

Xt HBeAg [ ¥ CHB B #& (60% X W ¥4 A ) i Peg
IFN o -2a J&9T 48 J&, 5Z5kE1h 24 i HBV DNA < 2 000
1U/ml ) 85 43%, 1Z25 /5161 48 N 42% ; HBsAg
THRBLEAEZGRETT 24 RS R 3%, 2SR E 3 ERENE
8.7%™, 224 S EMME 129, HHIRLEREREK Peg
IFNo JPRRE 2 FE R E T AR O (B BT K877
WRMWEE RN R METFRE, NESYRREmEEE,

BB B AR KIBIT .

(Z) Peg IFNa 5 NAs BRABFBIRIT : R Peg
[FN o 5 NAs WERAIRYT /T RRE R ST RN AHY], FH
PERE I RE Peg IFN o HZHTEIRYT 45K A HBeAg Hi.
HBsAg k. WHEENE, EPENESEFEAE—EMR
%, BRBERBELFHFANER Y, BEHRESE
SRTE Peg IFN o ER EMMABE£SE (entecavir, ETV),
JARIEH HBeAg MIiF¥56H R AR HBsAg &R ™,

/] NAs W B R E S AZUT 5 Peg IFN o B9
£, B NAs 25 7f HBeAg Ifl i& 2 %% #: &% HBsAg T & 7
FAH—EHmE Y, —FZ PO RS R ER,
HBeAg FH: CHB B&#H ETV 8251697 9 ~ 36 M A 3k
¥ HBV DNA <1000 #1 /ml PA} HBeAg < 100 PEIU,/ml
HIEHE, FFi PeglFN a-2a JAYT 48 AR BE TR AkEEF A
ETV BT BE R RSN HBeAg MEEFHIRE (14.9%
H.6.1%) #1 HBsAg 5% (8.5% b 0%) *7, B—WiHF5
2R BN HBeAg P B E % NAs [ KK E (lamivudine,
LAM), ETV = fif & 15 =5 i (adefovir dipivoxil, ADV) ]
1697 1 ~ 345158 HBV DNA < 200 [U/ml }z HBeAg #
P&, % Peg IFNa-2a FBIAYT 48 M) HBsAg i&
R BB FH 16.2% F1 12.5%, R, ik 2 FigFst
R Peg IFN JAY7 T BEHTRAYE 2R RS A K
SR, FENRMNZIYETTF A E 1T,

(=) IFNa HURFTRTNEE

1 WBITRIM T % . BF AT EH HBeAg Y
CHB #E#3 Pec IFN o 1597 HBeAg IMESHERKRER .
(1) HBV DNA < 2x10°TU/ml; (2) & ALT 7% ¥, (3)
ERAH A BH ; (4) HLL HBsAg /KT (5) PSR
AEIRFE G2 LA L ; HBeAg Bt CHB B % LA AT il
FR SN SNEE ™, EETRERIENRES, M
ERWEE (BT VERE ). FEIFNETHERE. ¥
BEHSERUGITH R E VIR EZREISTHEE, T
S8 Peg [FN o J8Y7.

2. ISR % . HBeAg FHE CHB BEi657 24
J& HBsAg fl HBV DNA A 87K P-4y F R Sty fm s g ™,
#% Peg [FNa J&J7, WR 24 J& HBsAg < 1500 TU,/ml, 4k
SERRZNRITE 48 JARTHAFIE N HBeAg Mg ™, 2
25t 24 FI6Y7 HBsAg fFEEA5 > 20 000 [U/ml, EHYAE 11 Peg
IFNo 3457 ™, BUH NAs 457,

HBeAg [ ¥ CHB & & 4 47 i3 # + HBsAg #J T B¢,
EBV DNA /KF-RAZ 2 G Hespma s A mmEE ®,
At42id 12 Ei6J7 /e HBsAg K THE A HBV DNA B ELTF
M < 2log,lU/ml, =l Peg IFN o 3597 "' g/
NAsVRY7. BEES N “GURIRIrikEE N,

(M) IFNa B RN R HAb B

1. FUBFRIEIREE . RICAER. LF. IUBMZ h%,
FJTERERIHESS IFN o, SUAEH ST A9 R AR B A B2y,

2. — I HEASMNE IMAN LI D - 40 eb M 40 26 X 8 <
0.75x 10°/L A (=) Il/M < 50x10°/L, R
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IFNa FIE ;1 ~2RBGEE, MKE, WEHEME
FE., PHRMAEAXiTH<0.5x10°/L# (5) M
B < 25x10°/L, WIS MR IFN o, S H R4l
R RKE, T ANAREENEEF (G-CSF)
BUORLZH Y B A B AR VE R T (GM-CSF) 847 .

3. KEMRE - ATRIUCHIVES., RAEMERE RS
SRR, XHERMEE, MENER FNa, LDERNSERH
O ENERERHE—518E,

4. HHRERS . —SRETMHAE SGHUE, UDFS
BEMBRRIRER. BIRW. /MU, BER. 3.
KRBT RHNAREHE ARG EES, MiEHXHE
BEIfEEI2TG, REENEY,

5. HAbD A B RV AR EIERE. OILEHFRAE.
PRI BREAE . W NIRRT 4 %6, AR Ik IFN o Y897,

() IFNa JRIFRIZERIE

IFN o JRITHAEST 2R SAEELES « (R IRBUE A IR
. BHRE (BERMSSUESEMRNESRE ). Kk
REFEHImN . RACEEFREIL. RIEHIM B B R ERR.
A PEERY, WG, O EBME M EN RS
B,

IFN o G RIFEXT SR 45 - FRIRER, BREHAR
ES, FKARIEHAERBAS MR, §7780 P4
T <1.5x10°/L #1 (5) M/MRITE <90 x10°/L,

+=. NAs &IrAE T

(—) 5% NAs T (R4, RS)

1. ETV . Il R ETV J477 48 JERT, HBeAg fH
M CHB #& w1, HBV DNA # (<300#% 11 /ml) &%
67%. HBeAg IliF¥E#% R 21%. ALT HHHRH 68%. FF
AL RE N E RN 2%, 1E HBeAg Bt CHB #& F,
HBV DNA 3 (< 300#0 /ml) X 90%, ALT EHEH
2 78%. KFAZURATHER A 70%",

ETV AT S EMBEVI BT 5K 9, HBeAg fHH: CHB &
# HBV DNA # [ (<300 # Il /ml) % 94%, ALT & #
#47 80%™™, 7 NAs ¥4 CHB E & (HBeAg FH %5 B
), ETV ST SEMBBMARAEE R 1.2%, AW, EC
K LAM TRZ5E B, ETV 67 S i B R AT
BAERIEE S1%', W ETV 477 S 8T IEH g%
R B, 88% (55/57) KIBHFLF 4L, 40% (4/10)
Fragfeigngs 7 Y, R TR R E A KA LRI BRI
W5 ERE,

2. BiEEEHE (tenofovir disoproxil fumarate, TDF) .
II #ERIREE R B, TDF J&¥7 48 J&IiY HBeAg FHIH CHB &
#h HBV DNA %8 (<4004 01 /ml) #f 76%. HBeAg
MR N 21%, ALT 5 #3% 68%, 7 HBeAg Bt
CHB 2% HBV DNA %[ (<4004 1 /ml) 2k 93%,
ALT E#%H 76%",

TDF J&77 5 FFRHAFWER R 87%, FHRLTEER
51% s FEIRIT RIS W A ATIELI B & P (Ishak PF4rh S B
6), £ 5 HEIBITIE, 14% BHH Ishak W4 TR 147,

2 3 8 4E TDF 457, HBeAg fH ¥ 8 & 8 HBV DNA
BB (<400 # D1 /ml) 3% 98%, HBeAg Ifl i F# %
7 31%, HBsAg i % %5 13%, HBeAg B B & /) HBV
DNA #F1 (< 400# D1 /ml) R4 99.6%, F&: il TDF
MR, TERPGI IS, 2.2% BE 24 EF S
= 0.5mg/dl, 1% MEEEENEBFRERKT 50 ml/min,
KR 2500 B 15 ST B R S AR R & A 1Y,

TDF &J7 NAs 23553 48 I Z 168 FWFRGERER,
it LAMZy, ADV fit#y. ETV iiiZ, 1R ADV W4
AME. LAM fl ADV KRG 25 5150, TDF HRAHLES
BN E, SRy,

3. BHHKRE (telbivudine, 1LdT) . B I 885 K16
B 52 AR, URERE .0 104 BPREREEYR, LAT
PURFE B MM T LAM, ey &4 RETF LAMPN, |7
SERRNA WS, £4 HBV DNA < 10°#01 /ml }&
ALT > 2x ULN #) HBeAg fA#: 8%, 5 HBV DNA < 10’
01 /ml ) HBeAg FAtEEE, £ LAT I8JT 24 R 053|
HBV DNA <300 # 0 /ml, 38573 1 4. 2ERNFELHH
SRR TR 25 A A 17,

LdT WS R R AR LAM AU, EV4Y7 52 A
1104 FRT & 3 ~ 4 RAEREEE (CK) ARmEDIHNT.5%
1 12.9%, i LAM 443518 3.1% Fi1 4.1%"° " BEAEER
AR, BEERAIRRTESHMRE, M IRXE,
A5 IFN o KA ANTBORMHER, NS,

4. ADV : ENSMEVIE R IARSE 2R, HBeAg IH
£ CHB &% 1R ADV "B £ 1% HBV DNA £ #l. {2
ALT 5%, BEFHASRELIEFRL 410, XT HBeAg FHE
BEWRYT 1. 2. 3F1S4ERE, HBV DNA <1000 #01 /ml &
435K 28%. 45%. 56% 1 58%, HBeAg I iS58 4 0%
12%. 29%. 43% F1 48% 5 Tif 29 3 43 Bl 24 %, 1.6%. 3.1%
20%1 19 St HBeAg FRMEBEIEST 54, HBV DNA < 1000
¥ 1 /ml # 4 67%, ALT EHEERN 69% ; 16IT 5 FHH B
it 25 R 28 %t 3l 29%™,

ADV BtA LAM, XFT LAM TitZj/9 CHB B & A
# HBV DNA, HECAFRZHET ADV BITHZY & 4 R EE 1,

ADV KHIBYT 5 ER, MENEFF & 0.5 mg/dl &
i5 3%, (EmEIE Tk " Y, BRe RS Rk
BEHAR (CFDA) EXREH ADV KEFERAE TS
EBEMAE B B RS, B E B R IET LA B R 413
A, BEEWK, GrEEEE. BB, BIr% - RIEKE
PRFELE, KBIF 20 B NS S R SRR B,
AR R AR EE.

5. LAM : BN Bl K ARG REH, OR
LAM 100mg, 13K /d, W 8 & #f fil HBV DNA /K
HBeAg IMiFE R RIA T AE KRS, 877 1. 2. 3.
4 F1 S A BIH 16%, 1%, 23%. 28% 1 35%"2, BEHLM
BiRKIAK R, CHB U S RT 4 4 4 230 Br sk &
HE LAMIGIT 3 FrEERMHE. BIRFRERRER
HCC Mk AR 17, S RELAIFFRE (L 82 2 LAM J&y7 /5 e
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WEFIIEE, KA,

BRIP4, I R B R A RIS (551, 2.
3. AEESFRIR 14%, 38%. 49% F1 6%,

(Z) NAsJ&IT PRy IasT

Il NAs16¥7 CHB, RBIAHERMAEFEFRENHZAY
AR R 25 25, N T AIaTT AR =T
BB T2, — RIS £ .01 KXY EFFORT
Br "R LR E, MT AT WP R YN E RN RE
(24 J& HBV DNA < 300 ¥ Il /ml) k& 882587, 69T 24F
88.6% B ELH HBV DNA < 300 # 1 /ml, HBeAg IfliE
RN 41.3%, WHHEN 5.5% 5 3T LT I857 w2
MEFEE (24 ) HBV DNA > 300 # I /ml), ff ADV
ALIGYT, 2 4 HBV DNA < 300 # Il /ml &% 71.1%,
TN 0.5%, MARMKET FRE, BERABAR 24
HBV DNA < 300 # 1 /ml &5 76.7%, TZ5EK 2.7%,
ME SRR RE, RAET I AR & TR
A, (BERZ RAZIE T ETV M TDF (JEL5T 3k
HE&).

(£) NAsEITHR IR

L IBT R KRR . (1) A ER, £
BA ALT. AST, HAEMAEAS% ; (2) HWEFMIMBEF
FrE, 34 HBV DNA. HBsAg, HBeAg #1#1 -HBe; (3)
BEHEEE, SNMER, MEVEFR CK %, UERT]
K MBEAMELER; (4) TCRIVERT A b I , An AR AS T 5
(5) WM&V, BITRITEERIFEHIUEE,

2. BYIREREWRITHRAENE . SERAANE, f
R, REAERAAYSEITES. BITRE. BTEK
RZSEIRRRISER, BEEECE T BEEREATRESH
IR, $RE RN,

3.0, ERARRVATFALR : NAs S F 24
MM ZE R, BEERNHPHGSE, FLEEAR
REFEE, WETHEEAE (FELT ADVIRST)., 8kt
& (FEWT ADV I TDF i&y7). Hl# (FERT LT
BIT). YA (FERT LAT /7). IMER+E (7]
RT LAM, ETV M1 LdTi897) %, W5IEXE, B NAs
BT RS AR SR s, DA KU, XA o s LA

4 HBeAg FHIE: CHB BE SRR TEIL A

TREAY HBeAg Mijf=#4e3 (%)

HBV DNA #HE (%)

ALTEH®R(%)  HBsAg #HER(%) S5

SEIGYY (48 ~ S2 D)
Peg [FN o -2a
Peg [FNa-2b
LAM
LdT
ETV
ADV
TDF
KHRIT (2 ~ 84F)
Peg IFNa (8255 3 &)

32 14

29 7

16 ~ 18 36 ~ 4
2 60

21 67

12 ~ 18 13 ~21
21 76

35 19
LAM (5 4) 2 -
LdT (24F) 30 56
ETV (54E) - 94
ADV (54F) 29 55
TDF (8 4F) 31 98

41 3

32 7

41 ~ 72 0~1
71 0.5
68 2

48 ~ 54 0

68 3

125
126
104, 125, 127-129
129
104
130
109

- 11
58 -
70 1.3
80 5 (24)
7 -

88
122
116
106, 131
132
110

H T O REE

S HBeAg Bt CHB BE SRR TRILA

b EAY HBV DNA $£F# (%)

ALT B HEZE(%)

HBsAg #BR#(%) 2D

kST (48 ~ 52 /)
Peg IFNa-2a
LAM
LdT

19
2~73
88
90
51 ~ 63
93

ADV
TDF

KT (2~ 84F)
Peg IFN o (F25)5 3 4F) 18
LAM —
LdT 2%) 82
ETV —
ADV (54) 67
TDF (8 4F) 9

59
mn~179
74
78
72~ 71
76

133
129, 133, 134
129
105
109, 135
109

OO0 OO W

oo

31 136

78 0.5 116

120
110

T TR
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B, CK, ISR B S sUngs T, A RIERER
HEWMESFREE ARIE. L. BREERNEE,
WEYIRE, — B2 AAYHEXNERE. EB0E. Al
R BBV RS FRRR DS, N XIS SR 5y,
F 48 FRURBIAE R IGTT T 1.

4. THZAKM . 2R NAs Kiidyr CHB il £ E
M@z —, WA RREERE. EVERT. HE¥
REERIFRENE, DRBETTHRTNRERAEZE, 2R
feseg, HEzers Y,

(P4) NAs it 25 Hip FIAb 38

1. A& EE R ERETUREIRIT « M THFER AR
AR, ARG RSN B EE (W0 ALT IE#, HBeAg
PR S 3250 ) . FRRIE MiX LB IS < 30 FHF, A
HIF PR ERIT .

2. NAs ik#% . ¥R SE#E ETV 5 TDF,

3. ST SE RGN HBV DNA PAKA & 3R & M W
BIMTFRE. —BREREFRE, FEHTEHNT R
Zirke, R B FHEIET (R 6) T NAs KA #,
% Peg IFN o JATTHIR 2B 1,

+|6 NAsTHZHHBUEITHERE
Y

[EETiES
LAM & LdT iy #M TDF , Bl ADV
ADV iigh, ZRiARMA LAM #:H ETV, B TDF

ST LAM/LAT TG0 B B4 ADV {25 # TDF, B ETV+ADV

ETV 24 ¥ TDF, sinfH ADV
RH: TR ETV+TDF, 5 ETV+ADV
(AI81T+N236T+M204V)
T, PORESIT SR LB
PR EETHERR

(—) HBeAg i CHB

76 HBV B 5 R s, 34 ALT F&# HBeAg B
CHB BEEMY SR T HERNRESSINER, THAA
% #) HBeAg Mg #%, ALTIRELE® ", A, &F
ALT 7+ HBeAg P CHB BE T AEWE 3 ~ 6 M H,
R &4 B AR HBeAg IliEF 554 B ALT R8HtE, B
TR Y,

L oibvite S

BEENS: sTis &4 K AEHE LA ETV. TDF K
Peg IFN (Al). #tF E2F%BA LAM K LdT ¥ &4, 4
RGF 24 AFBELE>3008 N /ml, # A TDF K A=A
ADV 657 ; st FLEF#RA ADV 9 &%, wRE57 24 A
B R FHAK TR <2 log, [Uml, /A ETV & TDF!'"”
HICAL),

HEEFTIE

BEENG6: NAs 952N EY 4%, £iLF| HBV
DNA & F 4 A F k. ALT £ %. HBeAg i F 442 5,
BAESEAEY IR (BFa6MNALE L R) RERLE,
[H A, g RAAETARY LA " (B,

AR 7:IFNo 4= Peg IFNa #93HF 57424 1 4,

#4214 24 B35 77 HBsAg & F4% > 20 000 [U/ml, #sUFiki4
¥ U, BN NAs 655 (Bl).

(—) HBeAg [H#: CHB

HBeAg Mt B EVURTIGT R AT EAHR, HIEH
BRREEFE, BHkrrrREEk "™,

Eik e

WEEM S st &AM AHFLA ETV. TDF &
Peg IFN (Al). T2 F4MBA LAM K LAT &4, 4o
REF2UABHRELE>I0#N /ml, B A TDF R Ao A
ADV 677 ; st T L2448 A ADV #9384 : oRi657 24 A
EmER TR AL T <2log, IU/ml, &M ETV X TDF /4
5 (AL).

b E-2id i

HFHE S M 9 : NAs 75 57 329 14 3] HBsAg iH % B HBV
DNA # R2|, BABESH | FF (22E2V34AEE, &
KA 6AA) BERFRLE, THESH ™ (BL),

WEER10:IFNo = Peg IFNa t44 H 75424 1 4.
F2i3 12 455 R X 4 HBsAg £ 49 T, H HBV DNA
HAETHE <2log, [Uml, #4128 IFNa"™, B8 NAs /4
# (BI).

(Z) REZEHFRMREEEE BN FEL

MRS e R 2 FE R EE, RERBPOREIT.

ik EE

WEER 11:534076 B A F LA ETV 3, TDR( A1),
IFN o A S BT HRERBFF LA TH, EHPBRTFLKIE
BRFRRALEF, S TFRIZARICEECREA 1 (AL).

BEMEEYIEH .

1. 18¥ HBV #HEFIE 301 HBsAg iy HBED -
B HBV i E HAL T REM 20, —RELTEEFN
TeRAETE B BAUE B AE, BB ETREIEITERR
&, —BAHEETRERT ", BN TERBE3S Y. &
HCC FEH SR ERERERTEL BIRZTIRT. LA
B AR Y — 8 Sy T 32 0 B B U IS B A R T 2 99T
Ba LA RES Y, Hi, T HBV##ENE3 ~6
ANAFTIER. EWE. RE¥. AFP, BREFHT
PIF AL SRE, VEMNMTITEHERE, EREGTRE
WWITIRIE, N KB EEAYT .

JEVE B HBsAg # & A HERE DU/ IRYT, (Euihk
BEA KR HBeAg FAYE CHB RyTT8E, B KBIREIHTE K
A HCC BIREE ™, R EIAE 6 AN B BT IS A iF
FiE¥, AFP, BAIEEMIAIF A4 SERE. EFAaH
REEIGITIEIE, W REENAIT.

2. PURBIRITH P BERED (RT) : FUREIRIT
SRR BRI E RN T RNTURERIT TR, B
MM, PARTHZSFIARN R .

3 IRITERIGHIBERETT - JRITEREXHE S R E BT
FVIREVTN H WTET SRS TR M R T BB TR, T
FRAHFRAKR HCC MEA ., Hilt, ReBEETREAE
TRBHREERGNE, TEFEHE 3 MANNE AR 1K
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R T JUREHGTIEPRAET E J%

HamH IFN 1677 R BB NAs /T B AR
A BITE LR | ~ 2R LK, WEEARN LKE &6 T ARN L KETRTER
TR
YT BARE | WEEHTTHR 53 ~ 6 MM | KEEWS PR
HBV DNA B3R | KE SRR 83 ~ 6 BRI | KETWTEH
HBsAg/ #i-HBs/HBeAg/ Hi-HBe & 31Kl | 5.6 AR | KETIHITEER
RIREN (AFP) 5614 1 K 56/MBRE | KEBRITEH
PR (LSM) 56 HRI 1K 56/ HRN | KEERTAR
RIS I BINARN 1K, IGTIREAERES RN RIET R
LRSI, AR AR FOR B AL Y
S EYIE, SEPERRS  XIRIBIERATE SRR
BAMAE, B
[oEcn F6AARM 1K, FECEEEIAHRE 1K, MB 56 MARE | KEEETER
RS RIS, BT CT 5 MRIK#E
A R RS B LAT B, A3 ~ 6/ I

JIER¥Es . A TDF 3 ADV HRE Y
3 ~ 6 ™A AT A

FFIhéE, HBV ME¥4rEY & HBV DNA s 258318
I 1 RHFShEE, HBV MiE¥brEY & HBV DNA, £/
BT 1 SRR, DA Beb R BUAT R 5 R S AFRETHRE AL, S,
SHF#e4E ALT IE% H HBV DNA K THMIE FRHRE, Bl
Z/PAEFT 1 IR HBV DNA fFZhée . AFP BB E.
#F ALT IE#E HBV DNA ftE, #ilE 6 Hi#T1
% HBV DNA #1 ALT, AFP MIBEFBKHE. T THEL
B, a3 MNHKRM AFP A REE RS, LERMCT
5 MRI AR A B HCC, XAFRE(LBE RN ~ 2 F 3
TEERE, URES LB TR KX HHARER.
+H. FHRABTREISTEEER

1. TWEARNEMERSE « Z5EHEE [FN o 5 Peg
[FNo BT RREREE, ik NASERIRT (A, 7K
MRS T, [ RWZERFEREEAN NAS IBTERAR T
MR ANMENEE, N RAREGT T fakstiayr
(AL), XF#H ETV 5 TOF 387 /e HBUR & TR BB &R
HEE, RERERER T EERARER M,

2. NERFBIT MR M H VAT B - 184 HBV
R BB EAE I 2 IR AL RIT SR RNA YT R P, R
A 20% ~ 50% KR E T A I RRER BT RETRS),
EFHRAMHTHESEEERT. BRERERRECH
FrREES R EENGREE ", MRS AK
EREZRITAEES ", HEIGEARRRRZIM ETV
& TDF 657 "™,

ST R AR T 2 R0 T S S TR AT Fi
¥, FORABIT AR HHLME HBsAg, #i-HBc f1 HBV
DNA, FHMEEZREMERIMRRZE, R RRimh
FeAe ity r2ann | BT AR AP ERIGIT. X HBsAg FITE.
Hi-HBc tEE, #6EH B MM EREIAS, WA EBHL
HAGUREZ Y (A1), AT RRBEI RIS T
)G, R244ksE NAS T ZE/0 6 NA ; Z A B IRk
ik, &IHeaTEMs: NAS TR0 2 M H., NAs{E
RER IR %, EEREEL, MEERATGY (A1),

3. HBV #1 HCV AH BB EFAYT « HBV H3F HCV
B E 454 B HBV DNA KF. HCV RNA KF A K
ALT 85, RERERET 77 € 4T HBV DNA KT lE T,
HCV RNA 7] #; th & 2 B $i HCV J§47 77 £ (Al), HBV
DNA #1 HCV RNA #yuJksth, RZ5CHARIENE Peg IFNa
A EHHIGYT 34, I HBV DNA T < 2log,lU/ml
HFE, A ETV 5 TDF &7 ; S B4 HOV HZE
FIYURREZIYI3 A ETV 5 TDF 657> * 7™ (A1),

4. HBV FI HIV & HRY BEHEIT : M TIEHAF
BT HY S EIGST (antiretroviral therapy, ART)
(CD, T #EL4IH > 500/ ul), GifFA CHB JUREIAIrinE
HEE, B Peg IFN« B ADV #T HBV #4757 (Cl),
SF—i s ALT 7% (1 ~ 2x ULN) f9cE, 20
IHESWE S LRI 4Tt (B2),

CD,'T #k A < 500/ u1t, et CHB &b Tl Bt ,
YR FEHE ART, %% A TDF il LAM, =X TDF fil & i fi
E (FTC) ' (A1), X FIE#Z ART HiBIT A%
MEE, # ART FET L HBV 254, WATHNH NAs 5
Peg IFN o 457 (C2),

YEERAF ART R, BRIEEECLHKE HBeAg
MmiEEE, FM T ESHILERY T E, AN 4TETLH
WA PO HBY MAXZY (Bl).

5. ZEIFFR ST EIREREE « X HBsAg fREE HBV
DNA [EMER S, otk Ak et itiss s
R RELR  NAs Humasiayr ™ ' (Al), BIGEFETV 5
TDF(A1). VUREEAITNIFEEE K4 HBsAg MiEH54k (C1),
FTohEE TR B E DR EATT R R I MR LB (C1),

6. ZRIFF 4S80 HCC : T HBV M) HCC B,
AR FERTIG, FaibEiarRE, BRI sSUERSE
SRS HBV EHIEK, BEBMHRLERER, HCC ]
AR HBV DNA /K-FEIAGE KM I ERERZ —,
H¥Um#a T T B2 K HCC BEMTE KA REEE
Pt 9 E, % HBYV DNA Fifk#g HCC Bl
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I NAs FURaEiRYT, HHeEs ETV 8 TDF 3857 (Al),

7. FFRARE . ST HBV #H RSN 8E,
HeE R RAE A AH HBV fERI 58 B2y & 4 34K NAS 89T,
ATRIS R AR HE, ByIEBRA R, WMTHHE
FF HBV BRI E R B4, BI#HEAISEE HBV DNA AA[
W, AEBAERIEE TUAETV 8 TDF 457, REELEEHR
HBIG"™ (B1), %tFHA4HF HBV B E M EE, R+
T % F HBIG, BHE EEHRE R TR NAs BREKH
& HBIG, H™i%#%E ETV 5 TDF Bx &1 & HBIG g8 = iF
HAMH A S ZRFAE % "™ (AL, MTESEH
HAth NAs A0 BB FBHYVIRWIA LB, RERBIST
K. HBV X BB ETEL LN ATURELY AT Z
RAFREE "™ (AL,

8. WEURAHKCIE LTS . HATERM CHB 8%, HA
BIFEMIE, MARBFEZRAINA IFN 3 NAsIRYT, ABE
2. &1 6 N A SERUATT . TEVRYT IR LR B AT SEB A B (A D),

T iERAAE CHB &, ALT ST & % UIME,
MR RES, F£5BEFMGBFENNE, TTAE
A TDF = LAT $Um#EIET (Al),

SRR IR R IMERAEE, WA IFNa A
57, BIEIEDR (B2), WA DR NAs 259 - &AM
RAFR B 259 (LdT 5 TDF) 3 LAM, EFRMEHE. BUE
FIBEIE T, AT4kEEIAYT « HRAKZE ETV M1 ADV, 7E
FEVE AR BT LT, F# A TDF 8 LAT 4685697,
A DASREERERR 1T (AL,

T2 TR B E S HBV DNA EEs 26 8E
BHEEHREZ —, #id s B R BR b KRR
HRPURIHAT T S ER X HBV R E RN R AR, iR
FSHIINER HBV DNA 88 >2x10° IU/ml, ES5RER
SE. MEREEM L, WTHERS 24 ~ 28 ARG T
TDF. LdT 5 LAM (A1), A[F7F5F2, IRk
W, FEEAARRELIES 1 T (C2),

PSR FIATRENET S . NA IFN o 1875
HEE, VEEHE 6 MAFAHELET » M NAs TR
WITHBEMERE, HETMTIEERY NAS IS FIA R
B, AESEETSENEIRTEERLET (C2),

9, JLEHEF . JLE HBV BREE A THREMZH, &
WK ETURFIRT. W TiRAFRSUFELEIL, R
R ERIT, HESEREMEGTEENRAENE. B
BEEA RS WS HE (FDA) R T ILERERTH
HEIELEE IFNa (2~ 17%). LAM (2 ~ 17%), ADV
(12~17%). ETV 2~ 17%) #TDF (12 ~ 17%),
IR R U@ IFN o iBI7 LERERIT RS A REM
Y [FNo AFJLERENEENENER 3K, MK3~6
MU/m’ FEEH, BAFNERET 0MU/n’, BIFN« K
BERT 1 A TILEIRT. EXSTABRENEME, 2~ 11
2 A3 ETV 1897, 12 ~ 17 AR ETV 25X TDF 897
(AD), FIESHEEFDA filt f A HA (WHO) HEHE L (R

{9, 179-181]
8) o

R JLEMARE (R) KYHEENR

%Y &R (kg) & (mg/d)
ETV (ff=2%) 10~ 11 0.15
>11 ~ 14 0.20
>14 ~ 17 0.25
>17 ~ 20 0.30
>20 ~ 23 0.35
>23 ~ 26 0.40
>26 ~ 30 0.45
>30 0.50
TDF (= 12%) =35 300

10. ByifeiERE  NAsHIFRFIGITR HBVHXE
AINERBE RIGITI R0, MEMHBE. KM ZY. NAs
ALY FRGE S FIEER, F, AARFERESEY
B REEFTAARRM () FREE, AAHE
HEFEUSEMXAREA S, S TELFEETHREX
KB XK CHB #%, NRA§E%MA ADV & TDF,
APFARR LAT AJERA B M S/ MRIEIH (estimated
glomerular filtration rate, eGFR) B/ER, {BEMLHIARE,
ST SR ERER CHB B, HEFM A LAT & ETV
?éff [9, 179-181] (Bl)c

WERER 12 238658 [FNa X PegIFN o 7477
FEEEHE, TH NAs BEH. ARAKERFGFELT,
st F4¢ 0 f 25 K B B (K4 NAs 76 77 B R AR L AR ET
HHEE, FAMNABSET ZREMELH (Al

WFER 13 : 2 TAH B Ak mmEREET L
FATHIR LT B E, BATHEL ST AT ¥ AIF E HBsAg.
3 -HBc #» HBV DNA, f8 744 %78 47 5| 3 RALF 6 75 B AT
| A 44 B R Fsm &6 S5, HRiA#H ETV X TDF. *f HBsAg
M M2 4t -HBc fa &, EEM BHRE @t d £ ERKSE,
TA% BTG A RRESY (AL,

WESER 14 .. 5 F HBV 45 HIV & %%, #CD,'T
WML 500/ ul B, A4t CHB & AT M, 354
At R BE A /A5 7 (ART), kit Al &4 TDF
#m LAM, 2 TDF B4 (FTC) 895 £ (Al).

#BEEMR 15 ; 5t HBsAg Fat4 3, HBV DNA Fatbeg &bt
T Sd, B RRHAT R BEH Y ERT E A NAs
Rk LT, EBEE ETV & TDF (A1),

EREEMR 16 : xF HBV DNA Fa k49 HCC & & # L5
NAs ZAmEETT, FihAiikd®E BTV & TDF 657 (Al).

EHEBR 7. s T HHAT E 4 HBV DNA L 21| &9
HBV & KR &4, T EABHA T ETV R TDF 7657,
RJE £ &4 HBIG (B1), *FF#HAT HBV & % Z A&
A, MAMHE £ E27% %5 £ H NAs BRA87% £ HBIG,
H ik 45 ETV X TDF B4-155] & HBIG £t £ 473037 4 AT 4%
HMAE LR EEA (Al),

WEER 18 YA LEF XL EH, ALTRE
AETEAK, FEATKES, £5EBEAHHEHR
HiFEE, ToAER TDF &K LdT A &54657 (Al),

WEER 19 & FHRABFSFTHEEIMNHROEH, 4o
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BA TN %57, EabiEk (B2), ZEMGZHERB A
% dh (LT & TDF) & LAM, Sy a4, £ A M 62 ETV
fo ADV, 428 TDF 3, LdT % 4:7657, Tolgkg4k (A1),

EESZR20: h#t—F &) HBY B A4S, LA
% B4R ¥ 5 #) HBV DNA > 2 x 10° [U/ml, £ a8 4otk
Bl &fah b, TFHEKE 24 ~ 28 A A 44T TDF. LdT &
LAM (A1), TFFE4#H, FimkMizf B, *BET
HI %K (C2).

WEEN 21 : s FIUE BRI R IITARLEI, B
B RAFREET, BEEZERBESGF 2oBMARHME M.
2~ 1 FTHMIFNa RETV4 5, 12 ~ 17 % Tik A
IFNa . ETV & TDF :4 57 (Al).

EEBR 22 ; 7 NAs 677 HBV AL BB X, 4
FAE AR, Rafhe iy, T2 AARRBRAERALS
R4 CHB &4, BATHE L Z A ADV & TDF. #f
FHAEGHRERFE CHB &4, #544A LT R ETV %57
(B1).

TS, TR

1 AYPARETEC BRI R B RS, JRYTHRLE. TP
EBUSHE s ma A omER

2. AT W FBARIRI T B VAE, Frahib k&
ARG PRI FIVER

3. NAs M IFN a Bk / 55U M7 BN B AL
FAH

4. ST NAs 250G FRATE RS

5. K NAs iGTT IR fLsEs . HCC RAEFENEM |

6. K3 NAs {RIT IR 20 A RUE IR NA IRt &1 3
KR EHRNE |

7. BT KEARET AT RRKEAR W R BT

8. BRBEVEEHMFHIBREEEL, BREREK
M

9. FR AL EME. WERKAYMIE,. REBT
o] R ENARRE

10. &R E K HBsAg M%i7T15 & HBsAg B 5K H
WaREEE,

R REEHF
EHR O OERE O E O£ 4 K #E B o
F2E F K ERE BRER  BHT  Rek
WHA B 4 BES ¥ & BRR #WH
ok
2 £ X M

[1] Ott JJ, Stevens GA, Groeger J, et al. Global epidemiology of
hepatitis B virus infection: new estimates of age-specific HBsAg
seroprevalence and endemicity[J]. Vaccine, 2012, 30(12): 2212-2219.

[2] Lozano R, Naghavi M, Foreman K, et al. Global and regional
mortality from 235 causes of death for 20 age groups in 1990 and
2010: a systematic analysis for the Global Burden of Disease Study
2010[J]. Lancet, 2012, 380(9859): 2095-2128.

[3] Goldstein ST, Zhou F, Hadler SC, et al. A mathematical model to
estimate global hepatitis B disease burden and vaccination impact([J].
Int J Epidemiol, 2005, 34(6): 1329-1339.

[4] Wang FS, Fan JG, Zhang Z, ¢t al. The global burden of liver disease:
The major impact of China[J]. Hepatology, 2014, 60(6): 2099-2108.

[5] Fung J, Seto WK, Lai CL, et al. Profiles of HBV DNA in a large
population of Chinese patients with chronic hepatitis B: implications
for antiviral therapy[J]. J Hepatol, 2011, 54(2): 195-200.

[6] Liang X, Bi S, Yang W, et al. Epidemiological serosurvey of
hepatitis B in China-declining HBV prevalence due to hepatitis B
vaccination[J]. Vaccine, 2009, 27(47): 6550-6557.

[7]1 Liang X, Bi S, Yang W, et al. Evaluation of the impact of hepatitis
B vaccination among children born during 1992-2005 in China[J]. J
Infect Dis, 2009, 200(1): 39-47.

(8] Lu FM,Zhuang H. Management of hepatitis B in China[J]. Chin
Med J (Engl), 2009, 122(1): 3-4.

[9] World Health Organization. Guidelines for the prevention, care and
treatment of persons with chronic hepatitis B infection[R]. Geneva: WHO,
2015.

[10] Mast EE, Margolis HS, Fiore AE, et al. A comprehensive
immunization strategy to eliminate transmission of hepatitis B virus
infection in the United States: recommendations of the Advisory
Committee on Immunization Practices (ACIP) part 1: immunization
of infants, children, and adolescents{J].MMWR Recomm Rep, 2005,
S4(RR-16): 1-31.

[11] Chinese Center for Disease Control and Prevention. The rules of
management for the hepatitis B vaccination plan for children(trying
out). 2002. (in Chinese)

FEERFEE PO CEFRRE LB R EAEE
M (47 ). 2002.

[12] Xia GL, Gong J, Wang JJ, et al. Efficacy of recombinant hepatitis
B vaccine and low-dose hepatitis B immune globulin in preventing
mother-infant transmission of hepatitis B virus infection[J]. Chin J
Epidemiol, 2003, 24(5): 362-365. (in Chinese)

HER, &g, T45, % ST REHEN BT RK
SRR ZHEPBERITN ). FHERITHFRE , 2003,
24(5): 362-365.

[13] Singh AE, Plitt SS, Osiowy C, et al. Factors associated with vaccine
failure and vertical transmission of hepatitis B among a cohort of
Canadian mothers and infants[J]. J Viral Hepat, 2011,18(7): 468-473.

[14] Tran TT. Management of hepatitis B in pregnancy: weighing the
options[J]. Cleve Clin J Med, 2009, 76 Suppl 3: $25-29.

[15] Han L, Zhang HW, Xie JX, et al. A meta-analysis of lamivudine for
interruption of mother-to-child transmission of hepatitis B virus[J].
World J Gastroenterol, 2011, 17(38): 4321-4333.

[16] Han GR, Cao MK, Zhao 'V, et al. A prospective and open-label
study for the efficacy and safety of telbivudine in pregnancy for the
prevention of perinatal transmission of hepatitis B virus infection[J].
J Hepatol, 2011, 55(6): 1215-1221.

{17} Pan CQ, Mi LJ, Bunchomtavakul C, et al. Tenofovir disoproxil
fumarate for prevention of vertical transmission of hepatitis B virus
infection by highly viremic pregnant women: a case series{J]. Dig
Dis Sci, 2012, 57(9): 2423-2429.

[18] Zanetti AR, Marniano A, Romano L, et al. Long-term immunogenicity

of hepatitis B vaccination and policy for booster: an Italian



PR 5 20154E 125 85 23% % 128  Chin ] Hepatol, December 2015, Vol.23, No.12 - 901 -

multicentre study[J]. Lancet, 2005, 366(9494): 1379-1384.

[19] U.S. Public Health Service. Updated U.S. Public Health Service
Guidelines for the Management of Occupational Exposures to
HBYV, HCV, and HIV and Recommendations for Postexposure
Prophylaxis[J]. MMWR Recomm Rep, 2001, SO(RR-11): 1-52.

[20] Yan H, Zhong G, Xu G, et al. Sodium taurocholate cotransporting
polypeptide is a functional receptor for human hepatitis B and D
virus[J]. Elife, 2012, 1: e00049.

[21] Liu CJ, Kao JH. Global perspective on the natural history of chronic
hepatitis B: role of hepatitis B virus genotypes A to J[J]. Semin Liver
Dis, 2013, 33(2): 97-102.

[22] Lin CL, Kao JH. The clinical implications of hepatitis B virus
genotype: recent advances[J]. J Gastroenterol Hepatol, 2011, 26
Suppl 1: 123-130.

{23] Livingston SE, Simonetti JP, Bulkow LR, et al. Clearance of hepatitis
B e antigen in patients with chronic hepatitis B and genotypes A, B, C,
D, and F[J]. Gastroenterology, 2007, 133(5): 1452-1457.

[24] Yu MW, Yeh SH, Chen PJ, et al. Hepatitis B virus genotype and
DNA level and hepatocellular carcinoma: a prospective study in
men{J]. J Natl Cancer Inst, 2005, 97(4): 265-272.

[25] Lim SG, Cheng Y, Guindon S, et al. Viral quasi-species evolution
during hepatitis Be antigen seroconversion[J]. Gastroenterology,
2007, 133(3): 951-958.

[26] Wang HY, Chien MH, Huang HP, et al. Distinct hepatitis B virus
dynamics in the immunotolerant and early immunoclearance
phases[J]. J Virol, 2010, 84(7): 3454-3463.

[27] Liu F, Chen L, Yu DM, et al. Evolutionary patterns of hepatitis B
virus quasispecies under different selective pressures: correlation
with antiviral efficacy[J]. Gut, 2011, 60(9): 1269-1277.

[28] Lai CL, Ratziu V, Yuen MF, et al. Viral hepatitis B[J]. Lancet, 2003,
362(9401): 2089-2094.

[29] Liaw YF. Natural history of chronic hepatitis B virus infection and long-
term outcome under treatment{J). Liver Int, 2009, 29 Suppl 1: 100-107.

[30] Hui CK, Leung N, Yuen ST, et al. Natural history and disease
progression in Chinese chronic hepatitis B patients in immune-
tolerant phase[J]. Hepatology, 2007, 46(2): 395-401.

[31] McMahon BJ. The natural history of chronic hepatitis B virus
infection[J]. Hepatology, 2009, 49(5 Suppl): S45-55.

[32] Liaw YF. Hepatitis flares and hepatitis B e antigen seroconversion:
implication in anti-hepatitis B virus therapy[J]. J Gastroenterol
Hepatol, 2003, 18(3): 246-252.

[33] Chu CM, Hung SJ, Lin J, et al. Natural history of hepatitis B e
antigen to antibody seroconversion in patients with normal serum
aminotransferase levels[J]. Am J Med, 2004, 116(12): 829-834.

[34) Chu CM, Liaw YF. Prevalence of and risk factors for hepatitis B
viremia after spontaneous hepatitis B surface antigen seroclearance
in hepatitis B carriers(J].Clin Infect Dis, 2012, 54(1): 88-90.

[35] Chu CM, Liaw YF. Hepatitis B surface antigen seroclearance during
chronic HBV infection[J]. Antivir Ther, 2010, 15(2): 133-143.

[36] Fattovich G, Bortolotti F, Donato F. Natural history of chronic
hepatitis B: special emphasis on disease progression and prognostic
factors[J]. J Hepatol, 2008, 48(2): 335-352.

{37] Chen YC, Chu CM, Liaw YF. Age-specific prognosis following
spontaneous hepatitis B e antigen seroconversion in chronic hepatitis
B{J]. Hepatology, 2010, 51(2): 435-444.

[38] Park BK, Park YN, Ahn SH, et al. Long-term outcome of chronic
hepatitis B based on histological grade and stage[J]. J Gastroenterol
Hepatol, 2007, 22(3): 383-388.

[39} Lin SM, Yu ML, Lee CM, et al. Interferon therapy in HBeAg
positive chronic hepatitis reduces progression to cirrhosis and
hepatocellular carcinoma(J]. J Hepatol, 2007, 46(1): 45-52.

[40] Yim HJ, Lok AS. Natural history of chronic hepatitis B virus
infection: what we knew in 1981 and what we know in 2005[J].
Hepatology, 2006, 43(2 Suppl 1): S173-181.

{41] Chu CM, Liaw YF. Hepatitis B virus-related cirrhosis: natural
history and treatment[J]. Semin Liver Dis, 2006, 26(2): 142-152.

[42] Chen YC, Chu CM, Yeh CT, et al. Natural course following the onset
of cirrhosis in patients with chronic hepatitis B: a long-term follow-
up study[J]. Hepatol Int, 2007, 1(1): 267-273.

[43] Hsu YS,Chien RN,Yeh CT,et al.Long-term outcome after
spontaneous HBeAg seroconversion in patients with chronic
hepatitis B[J}. Hepatology, 2002, 35(6): 1522-1527.

[44] McMahon BJ, Holck P, Bulkow L, et al. Serologic and clinical
outcomes of 1536 Alaska Natives chronically infected with hepatitis
B virus[J]. Ann Intern Med, 2001, 135(9): 759-768.

[45] Fattovich G, Giustina G, Schalm SW, et al. Occurrence of
hepatocellular carcinoma and decompensation in western European
patients with cirrhosis type B. The EUROHEP Study Group on
Hepatitis B Virus and Cirrhosis[J]. Hepatology, 1995, 21(1): 77-82.

[46] Fattovich G. Natural history and prognosis of hepatitis B[J]. Semin
Liver Dis, 2003, 23(1): 47-58.

[47] Tseng TC, Liu CJ, Yang HC, et al. Serum hepatitis B surface antigen
levels help predict disease progression in patients with low hepatitis
B virus loads[J]. Hepatology, 2013, 57(2): 441-450.

[48] Tseng TC, Liu CJ, Yang HC, et al. High levels of hepatitis B surface
antigen increase risk of hepatocellular carcinoma in patients with
low HBV load[J]. Gastroenterology, 2012, 142(5): 1140-1149.

[49] Dandri M, Locarnini S. New insight in the pathobiology of hepatitis
B virus infection[J]. Gut, 2012, 61 Suppl 1: i6-17.

[50] Zhang Z, Zhang JY, Wang LF, et al. Immunopathogenesis and
prognostic immune markers of chronic hepatitis B virus infection[J].
J Gastroenterol Hepatol, 2012, 27(2): 223-230.

[51] Isogawa M,Tanaka Y. Immunobiology of hepatitis B virus
infection[J]. Hepatol Res, 2015, 45(2): 179-189.

[52} Guidotti LG, Chisari FV. Noncytolytic control of viral infections by
the innate and adaptive immune response[J]. Annu Rev Immunol,
2001, 19: 65-91.

[53] Bertoletti A, Ferrari C. Innate and adaptive immune responses in
chronic hepatitis B virus infections: towards restoration of immune
control of viral infection[J]. Gut, 2012, 61(12): 1754-1764.

[54] Fan R, Sun J, Yuan Q, et al. Baseline quantitative hepatitis B core
antibody titre alone strongly predicts HBeAg seroconversion across
chronic hepatitis B patients treated with peginterferon or nucleos(t)
ide analogues[J]. Gut, 2015. [Epub ahead of print]

[55] Hou FQ, Song LW, Yuan Q, et al. Quantitative hepatitis B core
antibody level is a new predictor for treatment response in HBeAg-
positive chronic hepatitis B patients receiving peginterferon[J].
Theranostics, 2015, 5(3): 218-226.

[56] Lampertico P, Maini M, Papatheodoridis G. Optimal management of
hepatitis B virus infection-EASL Special Conference[J]. J Hepatol,



[57]

[58]

(591

[60]

(61]

[62]

(63]

[64]

[65]

[66]

(67]

[68]

[69]

[70]

7y

£ 902 -

BRI 24 & 2015 12 H 8 234 % 1280 Chin J Hepatol, December 2015, Vol.23, No.12

2015, 63(5): 1238-1253.

Liaw YF, Kao JH, Piratvisuth T, et al. Asian-Pacific consensus
statement on the management of chronic hepatitis B: a 2012
update[J]. Hepatol Int, 2012, 6(3): 531-561.

Ministry of Health of the People's Republic of China.Updated
standards for the diagnosis and treatment of primary liver cancer(J].
Chin J Hepatol, 2012, 20(6): 419-426. (in Chinese)

i NRIEME AR . FMEFESYTHE Q011 1R )
E (1] FHEFFIERZE 2012; 20(6): 419-426.

Wong GL, Chan HL, Tse YK, et al. On-treatment alpha-fetoprotein
is a specific tumor marker for hepatocellular carcinoma in patients
with chronic hepatitis B receiving entecavir[J]. Hepatology, 2014,
59(3): 986-995.

Hann HW, Fu X, Myers RE, et al. Predictive value of alpha-fetoprotein
in the long-term risk of developing hepatocellular carcinoma in
patients with hepatitis B virus infection-results from a clinic-based
longitudinal cohort[J]. Eur J Cancer, 2012, 48(15): 2319-2327.
Amaddeo G, Cao Q, Ladeiro Y, et al. Integration of tumour and
viral genomic characterizations in HBV-related hepatocellular
carcinomasfJ]. Gut, 2015, 64(5): 820-829.

Marrero JA, Su GL, Wei W, et al. Des-gamma carboxyprothrombin
can differentiate hepatocellular carcinoma from nonmalignant
chronic liver disease in american patients[J]. Hepatology, 2003,
37(5): 1114-1121.

Inagaki Y, Tang W, Makuuchi M, et al. Clinical and molecular
insights into the hepatocellular carcinoma tumour marker des-
gamma-carboxyprothrombin[J]. Liver Int, 2011, 31(1): 22-35.

Seo SI, Kim HS, Kim WJ, et al. Diagnostic value of PIVKA-II
and alpha-fetoprotein in hepatitis B virus-associated hepatocellular
carcinoma(J]. World J Gastroenterol, 2015, 21(13): 3928-3935.

Wai CT, Greenson JK, Fontana RJ, et al. A simple noninvasive index
can predict both significant fibrosis and cirrhosis in patients with
chronic hepatitis C[J]. Hepatology, 2003, 38(2): 518-526.

Scott DR, Levy MT. Liver transient elastography (Fibroscan): a
place in the management algorithms of chronic viral hepatitis[J].
Antivir Ther, 2010, 15(1): 1-11.

Shaheen AA, Wan AF, Myers RP. FibroTest and FibroScan for the
prediction of hepatitis C-related fibrosis: a systematic review of
diagnostic test accuracy[J]. Am J Gastroenterol, 2007, 102(11):
2589-2600.

European Association for Study of Liver, Asociacion
Latinoamericana para el Estudio del Higado.EASL-ALEH Clinical
Practice Guidelines: Non-invasive tests for evaluation of liver
disease severity and prognosis[J]. J Hepatol, 2015, 63(1): 237-264.
Review Panel for Liver Stiffness Measurement. Recommendation
for the clinical application of transient elastography in liver fibrosis
assessment[J]. Chin J Hepatol, 2013, 21(6): 420-424. (in Chinese)
JFERERE BETEA /N . B S AR AR S W T AT AL E KB
[3]. FAERFIERZE | 2013, 21(6): 420-424.

Jia J, Hou J, Ding H, et al. Transient elastography compared to
serum markers to predict liver fibrosis in a cohort of Chinese patients
with chronic hepatitis B[J]. J Gastroenterol Hepatol, 2015, 30(4):
756-762.

Chang TT, Liaw YF, Wu SS, et al. Long-term entecavir therapy

results in the reversal of fibrosis/cirrhosis and continued histological

(72]

{73]

[74]

(73]

(76]

N

(78]

(791

[80]

(81]

(82]

[83]

(84]

(85]

[86]

improvement in patients with chronic hepatitis B[J]. Hepatology,
2010, 52(3): 886-893.

Marcellin P, Gane E, Buti M, et al. Regression of cirrhosis during
treatment with tenofovir disoproxil fumarate for chronic hepatitis B: a
S-year open-label follow-up study[J]. Lancet, 2013, 381(9865): 468-475.
Li W, Zhao J, Zou Z, et al. Analysis of hepatitis B virus intrahepatic
covalently closed circular DNA and serum viral markers in
treatment-naive patients with acute and chronic HBV infection[J].
PLoS One, 2014, 9(2): €89046.

Bedossa P, Poynard T. An algorithm for the grading of activity in
chronic hepatitis C. The METAVIR Cooperative Study Group[J].
Hepatology, 1996, 24(2): 289-293.

Xu S, Wang Y. gFibrosis: a fully-quantitative innovative method
incorporating histological features to facilitate accurate fibrosis
scoring in animal model and chronic hepatitis B patients[J]. J
Hepatol, 2014, 61(2): 260-269.

Ding H, Ma JJ, Wang WP, et al. Assessment of liver fibrosis: the
relationship between point shear wave elastography and quantitative
histological analysis[J]. J Gastroenterol Hepatol, 2015, 30(3): 553-558.
Ganem D, Prince AM. Hepatitis B virus infection--natural history and
clinical consequences[J]. N Engl ] Med, 2004, 350(11): 1118-1129.
European Association For The Study Of The Liver. EASL clinical
practice guidelines: management of chronic hepatitis B virus
infection[J]. J Hepatol, 2012, 57(1): 167-185.

Experts in combined team of the major special project of Ministry
of Science and Technology supported by China's"Twelfth five-Year
plan".Management of clinical diagnosis,evaluation,and antiviral
therapy for HBV-related cirrhosis[J]. Chin J Hepatol, 2014, 22(5):
327-335. (in Chinese)

B+ _AEATTRAREL TR . ZBFRFEH XA
BALEIE RS E . HERTUR RTINSO ). T
FZTE | 2014, 22(5): 327-335.

Chinese Society of Hepatology and Chinese Society of Infectious
Diseases, Chinese Medical Association. The guideline of prevention
and treatment for chronic hepatitis B(2010 version)[J]. Chin J
Hepatol, 2011, 19(1): 13-24.(in Chinese)

PIEEZLFRE DS, PEEFLRIREFI & BRI
RKPTIGTEHE (2010 SEOI]. PEAEFFIERTZE , 2011, 19(1): 13-24.
Arvaniti V, D'Amico G, Fede G, et al. Infections in patients
with cirrhosis increase mortality four-fold and should be used in
determining prognosis[J]. Gastroenterology, 2010, 139(4): 1246-1256.
Tsochatzis EA, Bosch J, Burroughs AK. Liver cirrhosis[J]. Lancet,
383(9930): 1749-1761.

Caviglia GP, Abate ML, Pellicano R, et al. Chronic hepatitis B
therapy: available drugs and treatment guidelines[J]. Minerva
Gastroenterol Dietol, 2015, 61(2): 61-70.

Vallet-Pichard A, Pol S. Hepatitis B virus treatment beyond the
guidelines: special populations and consideration of treatment
withdrawal[J]. Therap Adv Gastroenterol, 2014, 7(4): 148-155.

Tang CM, Yau TO, Yu J. Management of chronic hepatitis B
infection: current treatment guidelines, challenges, and new
developments[J]. World J Gastroenterol, 2014, 20(20): 6262-6278.
Zhao H, Kurbanov F, Wan MB, et al. Genotype B and younger
patient age associated with better response to low-dose therapy: a

trial with pegylated/nonpegylated interferon-alpha-2b for hepatitis B



HAERF RS 25 20154 12 H 8 23% % 1280 Chin J Hepatol, December 2015, Vol.23, No.12 - 903 -

e antigen-positive patients with chronic hepatitis B in China[J]. Clin
Infect Dis, 2007, 44(4): 541-548.

[87]1 Liaw YF, Jia JD, Chan HL, et al. Shorter durations and lower doses
of peginterferon alfa-2a are associated with inferior hepatitis B €
antigen seroconversion rates in hepatitis B virus genotypes B or
C[J]. Hepatology, 2011, 54(5): 1591-1599.

[88] Buster EH, Flink HJ, Cakaloglu Y, et al. Sustained HBeAg and
HBsAg loss after long-term follow-up of HBeAg-positive patients
treated with peginterferon alpha-2b[J]. Gastroenterology, 2008,
135(2): 459-467.

[89] Marcellin P, Bonino F, Yurdaydin C, et al. Hepatitis B surface antigen
levels: association with 5-year response to peginterferon alfa-2a in
hepatitis B e-antigen-negative patients[J]. Hepatol Int, 2013, 7(1): 88-97.

[90] Lampertico P, Vigané M, Colombo M. Treatment of HBeAg-
negative chronic hepatitis B with pegylated interferon[J]. Liver Int,
2011, 31 Suppl 1: 90-94.

[91] Lampertico P, Vigand M,Di Costanzo GG, et al. Randomised
study comparing 48 and 96 weeks peginterferon alpha-2a therapy
in genotype D HBeAg-negative chronic hepatitis B[J]. Gut, 2013,
62(2): 290-298.

[92] Kim V, Abreu RM, Nakagawa DM, et al. Pegylated interferon alfa
for chronic hepatitis B: systematic review and meta-analysis[J]. J
Viral Hepat, 2015. [Epub ahead of print]

[93] Wong GL, Wong VW, Chan HL. Combination therapy of interferon
and nucleotide/nucleoside analogues for chronic hepatitis B{J]. J
Viral Hepat, 2014, 21(12): 825-834.

[94] Marcellin P, Ahn S, Ma X, et al. HBsAg loss with tenofovir
disoproxil fumarate (TDF) plus peginterferon alfa-2a (PEG) in
chronic hepatitis B (CHB): results of a global randomized controlled
trial[J]. Hepatology, 2014, 60(4 Suppl 1): 294a-295a.

[95] Xie Q, Zhou H, Bai X, et al. A randomized,open-label clinical study
of combined pegylated interferon Alfa-2a (40KD) and entecavir
treatment for hepatitis B "e" antigen-positive chronic hepatitis B[J].
Clin Infect Dis, 2014, 59(12): 1714-1723.

[96] Chi H, Xie Q, Zhang N, et al. Addition of peginterferon alfa-
2b during long-term nucleos(t)ide analogue therapy increases
HBeAg seroconversion and HBsAg decline-week 48 results from
a multicenter randomized controlled trial (PEGON Study)[J].
Hepatology, 2014, 60: 1106a-a.

[97] Ning Q, Han M, Sun Y, et al. Switching from entecavir to PegIFN
alfa-2a in patients with HBeAg-positive chronic hepatitis B: a
randomised open-label trial (OSST trial)[J]. J Hepatol, 2014, 61(4):
777-784.

[98] Hu P, Jia S, Zhang W, et al. A multi-center randomized study on the
efficacy and safety of switching to peginterferon alpha-2a (40KD)
for 48 or 96 weeks in HBeAg positive CHB patients with a prior
NUC history for 1 to 3 years: an interim analysis of NEW SWITCH
study[J]. Hepatology, 2014, 60: 1273a-1274a.

[99] Brouwer WP, Xie Q, Sonneveld MJ, et al. Adding pegylated
interferon to entecavir for hepatitis B e antigen-positive chronic
hepatitis B: A multicenter randomized trial (ARES study)[J].
Hepatology, 2015, 61(5): 1512-1522.

[100]Li GJ, Yu YQ, Chen SL, et al. Sequential combination therapy with
pegylated interferon leads to loss of hepatitis B surface antigen and
hepatitis B e antigen (HBeAg) seroconversion in HBeAg-positive

chronic hepatitis B patients receiving long-term entecavir treatment([J].
Antimicrob Agents Chemother, 2015, 59(7): 4121-4128.

[101]Sonneveld MJ, Hansen BE, Piratvisuth T, et al. Response-guided
peginterferon therapy in hepatitis B e antigen-positive chronic
hepatitis B using serum hepatitis B surface antigen levels[J].
Hepatology, 2013, 58(3): 872-880.

[102]Sarri G, Westby M, Bermingham S, et al. Diagnosis and
management of chronic hepatitis B in children, young people, and
adults: summary of NICE guidance[J]. BMJ, 2013, 346: £3893.

{103]Rijckborst V, Hansen BE, Ferenci P, et al. Validation of a stopping
rule at week 12 using HBsAg and HBV DNA for HBeAg-negative
patients treated with peginterferon alfa-2a[J]. J Hepatol, 2012, 56(5):
1006-1011.

[104]Chang TT, Gish RG, de Man R, et al. A comparison of entecavir
and lamivudine for HBeAg-positive chronic hepatitis B[J]. N Engl J
Med, 2006, 354(10): 1001-1010.

[105]Lai CL, Shouval D, Lok AS, et al. Entecavir versus lamivudine for
patients with HBeAg-negative chronic hepatitis B[J]. N Engl J Med,
2006, 354(10): 1011-1020.

[106]Chang TT, Lai CL, Kew Yoon S, et al. Entecavir treatment for up
to 5 years in patients with hepatitis B e antigen-positive chronic
hepatitis B[J]. Hepatology, 2010, 51(2): 422-430.

[107)Tenney DJ, Rose RE, Baldick CJ, et al. Long-term monitoring shows
hepatitis B virus resistance to entecavir in nucleoside-naive patients is
rare through 5 years of therapy[J]. Hepatology, 2009, 49(5): 1503-1514.

[108]Lok AS. Hepatitis: Long-term therapy of chronic hepatitis B reverses
cirthosis[J]. Nat Rev Gastroenterol Hepatol, 2013, 10(4): 199-200.

[109]Marcellin P, Heathcote EJ, Buti M, et al. Tenofovir disoproxil
fumarate versus adefovir dipivoxil for chronic hepatitis B[J]. N Engl
J Med, 2008, 359(23): 2442-2455.

[110]Marcellin P GE, Flisiak R, Trinh H, et al. Long term treatment with
tenofovir disoproxil fumarate for chronic hepatitis B infection is safe
and well tolerated and associated with durable virologic response
with no detectable resistance: 8 year results from two phase 3
trials[J]. Hepatology, 2014, 60: 313A-314A.

[111]Fung S, Kwan P, Fabri M, et al. Randomized comparison of
tenofovir disoproxil fumarate vs emtricitabine and tenofovir
disoproxil fumarate in patients with lamivudine-resistant chronic
hepatitis B[J]. Gastroenterology, 2014, 146(4): 980-988.

[112]Lim YS, Yoo BC, Byun KS, et al. Tenofovir monotherapy versus
tenofovir and entecavir combination therapy in adefovir-resistant
chronic hepatitis B patients with multiple drug failure: results of a
randomised trialfJ]. Gut 2015. [Epub ahead of print]

[113]Patterson SJ, George J, Strasser S, et al. Tenofovir disoproxil fumarate
rescue therapy following failure of both lamivudine and adefovir
dipivoxil in chronic hepatitis B[J). Gut, 2011, 60(2): 247-254.

[114]Berg T, Zoulim F, Moeller B, et al. Long-term efficacy and safety
of emtricitabine plus tenofovir DF vs. tenofovir DF monotherapy
in adefovir-experienced chronic hepatitis B patients[J]. J Hepatol,
2014, 60(4): 715-722.

[115]Hou J, Yin YK, Xu D, et al. Telbivudine versus lamivudine in
Chinese patients with chronic hepatitis B: Results at 1 year of a
randomized, double-blind trial[J]. Hepatology, 2008, 47(2): 447-454.

[116]Liaw YF, Gane E, Leung N, et al. 2-Year GLOBE trial results:

telbivudine Is superior to lamivudine in patients with chronic



- 904 - FAERTRE R 245 20154E 12 %5 23% %5 1287 Chin J Hepatol, December 2015, Vol.23, No.12

hepatitis B{J]. Gastroenterology, 2009, 136(2): 486-495.

[117]Sun J, Xie Q, Tan D, et al. The 104-week efficacy and safety of
telbivudine-based optimization strategy in chronic hepatitis B patients: a
randomized, controlled study[J]. Hepatology, 2014, 59(4): 1283-1292.

[118]Marcellin P, Chang TT, Lim SG, et al. Long-term efficacy and safety
of adefovir dipivoxil for the treatment of hepatitis B e antigen-
positive chronic hepatitis B[J]. Hepatology, 2008, 48(3): 750-758.

[119]Zeng M, Mao Y, Yao G, et al. A double-blind randomized trial of
adefovir dipivoxil in Chinese subjects with HBeAg-positive chronic
hepatitis B[J]. Hepatology, 2006, 44(1): 108-116.

[120]Hadziyannis SJ,Tassopoulos NC, Heathcote EJ, et al. Long-term
therapy with adefovir dipivoxil for HBeAg-negative chronic hepatitis
B for up to 5 years[J). Gastroenterology, 2006, 131(6): 1743-1751.

[121]Lampertico P, Vigano M, Manenti E, et al. Low resistance to
adefovir combined with lamivudine: a 3-year study of 145
lamivudine-resistant hepatitis B patients[J]. Gastroenterology, 2007,
133(5): 1445-1451.

[122]Yao GB, Zhu M, Cui ZY, et al. A 7-year study of lamivudine therapy
for hepatitis B virus e antigen-positive chronic hepatitis B patients in
China[J]. ] Dig Dis, 2009, 10(2): 131-137.

[123]Liaw YF, Sung JJ, Chow WC, et al. Lamivudine for patients with
chronic hepatitis B and advanced liver disease[J]. N Engl J Med,
2004, 351(15): 1521-1531.

[124]Chen CH, Lin CL, Hu TH, et al. Entecavir vs. lamivudine in chronic
hepatitis B patients with severe acute exacerbation and hepatic
decompensation{J]. J] Hepatol, 2014, 60(6): 1127-1134.

[125]Lau GK, Piratvisuth T, Luo KX, et al. Peginterferon Alfa-2a,
lamivudine, and the combination for HBeAg-positive chronic
hepatitis B[J]. N Engl J Med, 2005, 352(26): 2682-2695.

[126]Janssen HL, van Zonneveld M, Senturk H, et al. Pegylated interferon alfa-
2b alone or in combination with lamivudine for HBeAg-positive chronic
hepatitis B: a randomised trial{J]. Lancet, 2005, 365(9454): 123-129.

[127]Lai CL, Chien RN, Leung NW, et al. A one-year trial of lamivudine
for chronic hepatitis B. Asia Hepatitis Lamivudine Study Group[J].
N Engl J Med, 1998, 339(2): 61-68.

[128]Dienstag JL, Schiff ER, Wright TL, et al. Lamivudine as initial
treatment for chronic hepatitis B in the United States[J]. N Engl J
Med, 1999, 341(17): 1256-1263.

[129]Lai CL, Gane E, Liaw YF, et al. Telbivudine versus lamivudine in
patients with chronic hepatitis B[J]. N Engl J Med, 2007, 357(25):
2576-2588.

[130]Marcellin P, Chang TT, Lim SG, et al. Adefovir dipivoxil for the
treatment of hepatitis B e antigen-positive chronic hepatitis B[J]. N
Engl ] Med, 2003, 348(9): 808-816.

[131]Gish RG, Lok AS, Chang TT, et al. Entecavir therapy for up to
96 weeks in patients with HBeAg-positive chronic hepatitis B[J].
Gastroenterology, 2007, 133(5): 1437-1444.

[132]Minde Z, Yimin M, Guangbi Y, et al. Five years of treatment with
adefovir dipivoxil in Chinese patients with HBeAg-positive chronic
hepatitis B[J]. Liver Int, 2012, 32(1): 137-146.

[133]Marcellin P, Lau GK, Bonino F, et al. Peginterferon alfa-2a alone,
lamivudine alone, and the two in combination in patients with
HBeAg-negative chronic hepatitis B[J]. N Engl J Med, 2004,
351(12): 1206-1217.

[134]Tassopoulos NC, Volpes R, Pastore G, et al. Efficacy of lamivudine

in patients with hepatitis B e antigen-negative/hepatitis B virus
DNA-positive (precore mutant) chronic hepatitis B. Lamivudine
Precore Mutant Study Group[J]. Hepatology, 1999, 29(3): 889-896.

[135]Hadziyannis SJ, Tassopoulos NC, Heathcote EJ, et al. Adefovir
dipivoxil for the treatment of hepatitis B e antigen-negative chronic
hepatitis B[J]. N Engl J Med, 2003, 348(9): 800-807.

[136]Marcellin P, Bonino F, Lau GK, et al. Sustained response of hepatitis B
e antigen-negative patients 3 years after treatment with peginterferon
alpha-2a[J]. Gastroenterology, 2009, 136(7): 2169-2179.

[137]Experts Attending the Discussion on Hepatitis B Virus Drug
Resistance. Drug resistance to nucleoside and nucleotide analogs in
chronic hepatitis B and its management[J]. Chin J Viral Dis, 2013,
3(1): 1-11. (in Chinese)

SMZHFHREMGHES ¢ R . MENRETRELYIATEYE
ZAF RS R AR ] FEABRZSE , 2013,3(1): 1-11.

[138]Sun J, Hou JL, Xie Q, et al. Randomised clinical trial: efficacy of
peginterferon alfa-2a in HBeAg positive chronic hepatitis B patients with
lamivudine resistance[J]. Aliment Pharmacol Ther, 2011, 34(4): 424-431.

[139]Yapali S, Talaat N, Fontana RJ, et al. Outcomes of patients with
chronic hepatitis B who do not meet criteria for antiviral treatment at
presentation[J]. Clin Gastroenterol Hepatol, 2015, 13(1): 193-201.

[140]Lok AS, McMahon BJ. Chronic hepatitis B: update 2009[J].
Hepatology, 2009, 50(3): 661-662.

[141]Liang X, Cheng J, Sun Y, et al. Randomized, three-arm study to
optimize lamivudine efficacy in hepatitis B e antigen-positive chronic
hepatitis B patients[J]. J Gastroenterol Hepatol, 2015, 30(4): 748-755.

[142]Reijnders JG, Perquin MJ, Zhang N, et al. Nucleos(t)ide analogues
only induce temporary hepatitis B e antigen seroconversion in most
patients with chronic hepatitis B[J]. Gastroenterology, 2010, 139(2):
491-498.

[143]Chi H, Hansen BE, Yim C, et al. Reduced risk of relapse after long-
term nucleos(t)ide analogue consolidation therapy for chronic
hepatitis B[J]. Aliment Pharmacol Ther, 2015, 41(9): 867-876.

{144]Ryu SH, Chung YH, Choi MH, et al. Long-term additional lamivudine
therapy enhances durability of lamivudine-induced HBeAg loss: a
prospective study[J]. J Hepatol, 2003, 39(4): 614-619.

[145]Wang Y, Thongsawat S, Gane EJ, et al. Efficacy and safety of
continuous 4-year telbivudine treatment in patients with chronic
hepatitis B[J]. J Viral Hepat, 2013, 20(4): e37-46.

[146]Sonneveld MJ, Hansen BE, Piratvisuth T, et al. Response-guided
peginterferon therapy in hepatitis B e antigen-positive chronic
hepatitis B using serum hepatitis B surface antigen levels[J].
Hepatology, 2013, 58(3): 872-880.

[147]Seto WK, Hui AJ, Wong VW, et al. Treatment cessation of entecavir
in Asian patients with hepatitis B e antigen negative chronic hepatitis
B: a multicentre prospective study[J]. Gut, 2015, 64(4): 667-672.

[148]Jeng W], Sheen IS, Chen YC, et al. Off-therapy durability of
response to entecavir therapy in hepatitis B ¢ antigen-negative
chronic hepatitis B patients[J]. Hepatology, 2013, 58(6): 1888-1896.

[149]Buster EH, Hansen BE, Buti M, et al. Peginterferon alpha-2b is safe
and effective in HBeAg-positive chronic hepatitis B patients with
advanced fibrosis[J]. Hepatology, 2007,46(2): 388-394.

[150]Cho JY, Paik YH, Sohn W, et al. Patients with chronic hepatitis
B treated with oral antiviral therapy retain a higher risk for HCC
compared with patients with inactive stage disease[J]. Gut, 2014,



FAERT IR 24 B 20154 128 23% 8 128 Chin J Hepatol, December 2015, Vol.23, No.12 - 905 -

63(12): 1943-1950.

[151]Yang YJ, Shim JH, Kim KM, et al. Assessment of current criteria
for primary nonresponse in chronic hepatitis B patients receiving
entecavir therapy[J]. Hepatology, 2014, 59(4): 1303-1310.

[152]Liu CJ, Chen PJ, Chen DS, et al. Hepatitis B virus reactivation in
patients receiving cancer chemotherapy: naturalhistory, pathogenesis,
and management[J]. Hepatol Int, 2013, 7(2): 316-326.

[153]Loomba R, Rowley A, Wesley R, et al. Systematic review: the
effect of preventive lamivudine on hepatitis B reactivation during
chemotherapy[J]. Ann Intern Med, 2008, 148(7): 519-528.

[154]Li HR, Huang JJ, Guo HQ, et al. Comparison of entecavir and
lamivudine in preventing hepatitis B reactivation in lymphoma patients
during chemotherapy(J). J Viral Hepat, 2011, 18(12): 877-883.

[155]Perrillo RP, Gish R, Falck-Ytter YT, et al. American Gastroenterological
Association Institute technical review on prevention and treatment
of hepatitis B virus reactivation during immunosuppressive drug
therapy[J]. Gastroenterology, 2015, 148(1): 221- 244.

[156]Hwang JP, Lok AS. Management of patients with hepatitis B who
require immunosuppressive therapy[J]. Nat Rev Gastroenterol
Hepatol, 2014, 11(4): 209-219.

[157]European Association for the Study of the Liver. EASL
Recommendations on Treatment of Hepatitis C 2015[J]. J Hepatol,
2015, 63(1): 199-236.

{158)Konstantinou D, Deutsch M. The spectrum of HBV/HCV
coinfection: epidemiology, clinical characteristics, viralinteractions
and management[J]. Ann Gastroenterol, 2015, 28(2): 221-228.

[159]Liu JY, Sheng YJ, Hu HD, et al. The influence of hepatitis B
virus on antiviral treatment with interferon and ribavirin in Asian
patients with hepatitis C virus/hepatitis B virus coinfection: a meta-
analysis[J]. Virol J, 2012, 9: 186.

[160]Kosi L, Reiberger T, Payer BA, et al. Five-year on-treatment efficacy
of lamivudine-, tenofovir- and tenofovir + emtricitabine-based
HAART in HBV-HIV-coinfected patients[J]. J Viral Hepat, 2012,
19(11): 801-810.

f161]Antonucci G, Mazzotta F, Angeletti C, et al. Access to treatment for
HBY infection and its consistency with 2008 European guidelines in
a multicentre cross-sectional study of HIV/HBV co-infected patients
in Italy[J]. BMC Res Notes, 2013, 6: 153-160.

[162]Zoutendijk R, Zaaijer HL, de Vries-Sluijs TE, et al. Hepatitis B
surface antigen decline and clearance during long-term tenofovir
therapy in patients coinfected with HBV and HIV[J]. J Infect Dis,
2012, 206(6): 974-980.

[163]Zhang Y, Hu XY, Zhong S, et al. Entecavir vs lamivudine therapy for
naive patients with spontaneous reactivation of hepatitis B presenting
as acute-on-chronic liver failure[J]. World J Gastroenterol, 2014,
20(16): 4745-4752.

[164]Garg H, Sarin SK, Kumar M, et al. Tenofovir improves the outcome
in patients with spontaneous reactivation of hepatitis B presenting as
acute-on-chronic liver failure[J]. Hepatology, 2011, 53(3): 774-780.

[1651Yu S, Jiangin H, Wei W, et al. The efficacy and safety of nucleos(t)
ide analogues in the treatment of HBV-related acute-on-chronic liver
failure: a meta-analysis(J]. Ann Hepatol, 2013, 12(3): 364-372.

[166])Zhang X, An'Y, Jiang X, et al. Entecavir versus Lamivudine therapy
for patients with chronic hepatitis B-associated liver failure: a meta-
analysis[J]. Hepat Mon, 2014, 14(11): e19164.

[167]Xie F, Yan L, Lu J, et al. Effects of nucleoside analogue on patients
with chronic hepatitis B-associated liver failure: meta-analysis[J].
PLoS One, 2013, 8(1): e54773.

[168]Sun P, Dong X, Cheng X, et al. Nucleot(s)ide analogues for hepatitis
B virus-related hepatocellular carcinoma after curative treatment: a
systematic review and meta-analysis[J]. PLoS One, 2014, 9(7): €102761.

[169]Yin J, Li N, Han Y, et al. Effect of antiviral treatment with
nucleotide/nucleoside analogs on postoperative prognosis of hepatitis
B virus-related hepatocellular carcinoma: a two-stage longitudinal
clinical study(J]. J Clin Oncol, 2013, 31(29): 3647-3655.

[170]Cholongitas E, Papatheodoridis GV. High genetic barrier nucleos(t)
ide analogue(s) for prophylaxis from hepatitis B virus recurrence
after liver transplantation: a systematic review[J]. Am J Transplant,
2013, 13(2): 353-362.

[171]Yi NJ, Choi JY, Suh XS, et al. Post-transplantation sequential entecavir
monotherapy following 1-year combination therapy with hepatitis B
immunoglobulin(J]. J Gastroenterol, 2013, 48(12): 1401-1410.

[172]Teperman LW, Poordad F, Bzowej N, et al. Randomized trial
of emtricitabine/tenofovir disoproxil fumarate after hepatitis B
immunoglobulin withdrawal after liver transplantation[J]. Liver
Transpl, 2013, 19(6): 594-601.

[173]Lai CL, Yuen MF. Prevention of hepatitis B virus-related
hepatocellular carcinoma with antiviral therapy[J].Hepatology, 2013,
57(1): 399-408.

[174]Bzowej NH. Optimal management of the hepatitis B patient who
desires pregnancy or is pregnant{J]. Curr Hepat Rep, 2012, 11(2):
82-89.

[175]Pan CQ, Duan ZP, Bhamidimarri KR, et al. An algorithm for risk
assessment and intervention of mother to child transmission of
hepatitis B virus[J]. Clin Gastroenterol Hepatol, 2012, 10(5): 452-459.

[176])Zhang H, Pan CQ, Pang Q, et al. Telbivudine or lamivudine use in
late pregnancy safely reduces perinatal transmission of hepatitis B
virus in real-life practice[J]. Hepatology, 2014, 60(2): 468-476.

[177)Greenup AJ, Tan PK, Nguyen V, et al. Efficacy and safety of
tenofovir disoproxil fumarate in pregnancy to prevent perinatal
transmission of hepatitis B virus[J]. J Hepatol, 2014, 61(3): 502-507.

[178])Sarkar M, Terrault NA. Ending vertical transmission of hepatitis B:
the third trimester intervention[J]. Hepatology, 2014, 60(2): 448-451.

[179]Della Corte C, Nobili V, Comparcola D, et al. Management
of chronic hepatitis B in children: an unresolved issue[J]. J
Gastroenterol Hepatol, 2014, 29(5): 912-919.

[180]Saadah OI, Sindi HH, Bin-Talib Y, et al. Entecavir treatment of
children 2-16 years of age with chronic hepatitis B infection[J]. Arab
J Gastroenterol, 2012, 13(2): 41-44.

[181)Jonas MM, Chang MH, Sokal E, et al. Randomized controlled trial
of entecavir versus placebo in children with HBeAg-positive chronic
hepatitis B[J]. Hepatology, 2015. [Epub ahead of print]

(W A8« 2015-11-16)
(AXHwE : IHFA)



