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Management of Chronic Hepatitis B in Treatment-Naive Patients

Jae Youn Cheong, M.D.

Department of Gastroenterology, Ajou University School of Medicine, Suwon, Korea

Chronic hepatitis B (CHB) is a serious health problem in Korea. The natural history of chronic HBV infection

has been divided into 4 phases: immune tolerance, immune clearance, inactive HBsAg carrier state and

reactivation. During the phases of immune tolerance and inactive HBsAg carrier state, no treatment is required.

Patients in the immune clearance or reactivation phases are candidates for therapy. In the last years, treatment ef-

fects of CHB have considerably improved. Several agents are currently approved for the treatment of CHB: inter-

feron alpha, pegylated interferon alpha, lamivudine, adefovir, entecavir, telbivudine and clevudine in Korea. The

treatment recommendations from the 2004 Korean Association for the Study of the Liver guideline on the man-

agement of CHB have been updated to incorporate new therapeutic options. What is uncertain is which agent or

combination of agents is most effective, how long therapy should last, and which criteria should be used to start,

continue, switch or stop therapy. Issues for consideration include efficacy, safety and incidences of resistance, and

method of administration of antiviral therapy in treatment-naive patients. (Korean J Gastroenterol 2008;51:338-

345)
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HBVE 7HAEol] Feie] A% kol el

wA st gl RS WE AER R

= sjwlel, 1ol w4 A 7redo] AL,
7l R )AL el elo] B HBY $EE 270

DNA £43} HBeAg S4E §58 4 glojof X 2u7E
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Bl WAl B A ANF, S
5o gto 2 AWsHe A% AT 2H 1Ak o
ARES ST YEE : ol
A g oA AEE ALT 348h 94 HBV DNAS)
7%, HBeAg®] ¥HA 5o WA, 24 24 34 5
o] glek.

%4 HBY Z<dAellA] HBsAg 84S 7k 05-
MIEE bl HBsAge] B4 184 ke
ol ule) 7} B £ Ao delA ek Fhe)
HBsAge] ¥H4Ae] S o l4sa glglort
o WaellA o 4 gle] el BF ARE F ek
aejEE wF eulelels BAYUTE kAL
HBeAg £ ¥H4I%HdS 2 2% wl 94 HBV DNA A7k
A4 ALY Ao 2§49 HBsAgS F714.0
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2. 83 HBV DNA

€7 HBV DNA= BYZHd 2ol 27] 234k 9l ghtol
gzAle] X8 8IE st ] E5Helth €4 HBV
DNA ZA=F WHoll= hybrid capture®, branched DNAW,
real-time PCRYS 313k PCRY 5ol 9lom, 7H7te] A%
3}8kx] = oF 20,000 TU/mL, <F 400 IU/mL, ¥ 5-200 TU/mL
o]t} & olli= PCR WHo] 2] o] &= a glor, 53] vl
ZE7b =3 g W9l 9 HBV DNA Ao| 7153t
real-time PCR W o2 thAl=]x ). I3 HBV DNAS]
19l international unit IU)E EF3}sl= Zo| AlAIZQl
ZAllelel.” Zg ol uhet xto]7} glovt 1 TUmLE oF 5.6
copies/mLo]™, ¥HFH 0 2 [US copy® A3 ulj= sulZE
ARkt

3. A= B8

A5}l Bh-8-(biochemical response)< dulo]2] 24| X &2
ALT7} B33stse 7-5olw, wloled2s Hh-g(virologic re-
sponse)< %] HBV DNA7} PCR "ol 23 7AZ=A] ¢k

2] HF-S(serologic response)< HBeAg B 44 =
= RASS Hole Zfolul. =7 Hhg-(histologic re-
sponse)<> 2] %HA] 2] 3 (histologic activity index)”} X| & Z K.
o} 27 o] TR 3, AR3t dBEA] g 7d$olek
A2} %] Z4 9l (primary non-response) ulo|EH AAIE 67)
9 Fof o= FIX HBV DNA7} X8 Aol ulsf 1/100 v

o FRamslA gk 73 golek
x| 2CHAL

BE7FA e AAAI F HARET= diHeg X8
tigol EA) ko ALT g<5o] dolvhs HAAAY
33} o] 9] A|7]= ¥ HBV DNA ¥ ALTel| we} X &
el ek AAPHolA X 5okAlE2 HBVE $H43] AlA
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oA Felel A7) f3t wolA ARbdel gemw Bl
A7, 714e] FFE, XN EUFSe] 7HsA W opA Agol o
& WA 5 wwe] AEela F4e WY 42 2 44
AAZ Asstel BRI olsle] AU wlAl F B

HBV DNA ¥ ALTE Zaslo] X8 o] BE ARz}

ALTE 7HEE ZAAE A & dig3As sk ol 5
g3}, ey X A4 ARk ALT s BE7F 4
UASHA= 3L, ALTE AAZAT, 44, A4 9l g3t
= el SoHE BE, 2edH Q] HBeAg A3
I o} Gutolef A X 7 e thE rlolE] el o3k 3H
A SR F7HE ekt ol AlRbHolE Eela
ALTE 2ha| e B8 QI &1 A2 QEf sl 2, ofd] Em)
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o]7 X gollA &A kS-S oIS = e AR A3t
28] 2uf o] 4ol HBeAg TA &4 we dHAZto] 9]
sHAl = EA 83l

Ul I3 E ololl A" HBeAg 24, ALT A4l
o= &% HBV DNA7} H&55 7igE Aoy} 7+

o 7o) Rsfo] o wWkth oldl A+ A= X8 W

of/] &% HBV DNA®] T 245 F2A1Zth HBeAg
iAol A I HBV DNAZ} 20,000 TU/mL w]%kel
P o X g dide] w2 gkort Z-fof ute} 7&
Alstol FE% oo dF 3 A 470l Yl
£ 3133 F 9lvk HBeAg ©4 AE dlfo= ‘5& Ry
oAl HBeAg EXX3H AlAoll 7o) Q& Zlow 4
= 3219 45%0114 &* HBV DNA”} 20,000 TU/mL o]}
3 ZgwEel S 7R IAke] 24.5%0014 PA
HBV DNAZ} 2,000 IU/mL ©|3}3ith” o]+ H|= &3] HBV
DNAZ} Yk A7]17ke] vlole] =g F2 Ar o] X3 9]
HEE TV AlARRIeE wEbA] HBeAg 54 RH37HSE
et HE %1}91 A& 715 ¥4 HBV DNA7H
HBeAg FARTHE Y& 2,000 IUmL o]l A$-2 8=
Zlo] st ¥ HBV DNAZF HEi k(2,000 IU/mL ©]
Rl AR | PG Bd o RS R d S AR B o ) B oo 2
£ 229 At Ikt 73S 54 nluid 23w
ZollA] mlole2=9] A7} Tro] A Aol A 7H7]52] ¥
gl B 5o S NS B3t ol 11FA S k3t
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AZlvhe 98T A S5 s WSl Al
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uHA) Be7ked el X guiatell tisl 2007 thgkzielE] slo)
ZEl2 vkt o] Parskal gk
1. HBeAg 4 w3714 2AtellA] €% HBV DNA >
20,000 TU/mLo]™, AST/ALTZ} A4 A&kx] <] 2uf o]
Aol 739 HBeAg A3 7154 o] A)\}:_ AL 36
MY AA{E ¥ X5 55 gl ©h, AST/ALT
7kt 3| o] AR 75+ S4 XN EE 1HE
2= 9t} AST/ALTZ} A4 Abskx| 9] 2u) mjukol 7S
A WA, 3k %
= ol e A Aot £
4ol tHlE Hole A9+ XEE ﬂ%}*&u}.
2. HBeAg <4 "HA7ZEd 3kxlollA] &
2,000 IU/mLe|™, AST/ALT7Z} B4 4F
o7 Z7tkEo] e Afelle X8E AR ASTY
ALT7} A4 Aﬂzu 2nl] u]u]—OI 7S 77
sh 7HAFNA F5 }
i B A3k 014«] 474]2 io]t A 28
AAgc}

puA

3. i 74 “d%—(HBeAg FA e 4 shatellA €A
HBV DNA >2,000 IU/mLe]"], AST/ALT7]— A A3t
] o3l A —t— 282 a#gcl AST/ALTZF B4
QA= 2] Aol wek X85 a#e 5 9k

4. ¥t 7AW ZHBeAg A e S4) 3kAjollA] &
] HBV DNAZ} oFAJo]wl AST/ALTO #AIgle] X &
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e % H}0131/\%ﬂ7} 74] kgl s, 25 UEgse] &t
AL 7R Qom A7) X8 Adx A7 9= A
o] AAoltt. wEka] 4 X85 A&l Al 3hAte] o
d, gkl F35, X8l Wik vhg 7heAl, aEla X
Boll w2y 2Aga T 55 aHdA X8 42Ls
53] deksle 7o) et
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1) QIE{HE 2Tl(Interferon-a)
AE|=E AT vlole] s A AT} g A zA2g
A715& 7R ek I3t e EHFAE Foisla,
22 500-1,0007F THE = 33], reE 5004 ©HR)E wid
AHg3) ZolollAE m'd 6007 W E F 33] Folshy]
13] A& 1,008 915 971A @k X 5m7te]
ZIFo & nlo|gl FA YA AEe} ALT BA3HE 7|52
2 A= A5 9F 3040%0l4 X583t e Alew 4
Hom ol X853k &L AL AAS]H-F 5-10%1 H]
sto] f-oJ3t It 9o olF7MAIE HBeAg WAl ®E
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ulehg EETH QAR QB E sk A EE 37

olek.
A5 27] RAgow Wl o, HA Tz, A4y
2, 94 W E85o] Jor, oleld 24 A9 RE @

Aol A ol gapell Hlellste] viehkdl A8 271 g
Alstm AdubA o g x| 82 Zdsby Ak oF 10%004]
= A5 270 o5 S x| A8 F2kgo] ver
vheEl, el A dlmgh 2ol FAE ok 34
AIFA, A ot Bt A

A=
\gl :éL/LC—’] /l]‘:'%] 50142224
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JAZ, WA,

mﬁh

2) I3 QlEHE dut (Peg-interferon-a)

2 WA BAZE A EAE A S Al2lE
E dube 7129 QIE#EE g3tell polyethylene  glycol
(PEG) 247} A%E Ao 2 vizk7|7h ZojA Fof 3547}

Z 138 Z9lom, XIEE‘_T%*‘: 71E8] QIEHE LTl H]
3 Holck®™ dal F 79 SaEHE gt AL

Hz 9JEl, 40 kDa2 PEG7} 73%tE] Zo] FH2olE]|HE
&32a (Pegasys, Roche, Basel, Switzerland), 12 kDa®] PEG7}
7%t Zlo] HAlZIE|HAE A4} 2b (Peg-Intron, Schering-
Plough Co, Kenilworth, NJ 07033 USA)o]t}. #H|LolE]#&
I S5} AR Folelul, HelA ATAEAE s
2a% 180 1 g®] SFo & HAIQIEHE &} 2bE 1.5 1gkg
oz F 18] A8k

A B SRl SIaESE sk g Qe
HE gtell vlsl Fof 37t 2o X gade EoHA, 7
L2 QIS Ut R85 vAlEla ek AT el
ZAlell vlsl] X 87|7ke] A i X g&2I7) e A%
=, kA Whle] glow, HBsAg A4S 7S
9= z—o] 9o} AH o F X gH|fo] T, FA
olof Wohe BRUS BAE Wl A -9
& wdo] ek waEbA HlaE R gu) X 8=
HFol glaL, 2 A&3ke< 7Ide = e 01]*‘”‘ A=
7HA 3 glem, 53] 44l Al¥E 7HAAL e A2 oAt
Aol 7ro] %114 °P A 8717ke] 2= Z-fell **Lu‘éﬂi
A 2 = 5 ek vl 23S daRelA Al
IR AR gt X &5 F71elth
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3) 20|58 El(Lamivudine)

2l Bdl (lamivudine) 2 2°-3’dideoxy-3’-thiacytidine2] (—)
enantiomer= HBV Z41-5 JAgtc}. 315+ 100 mg 7T Fo
sl Zdlole]ld A 48o0] 50 mL/min v]7rel 7S Sk =
o] Daslrh(Table 1). &olollAE 3 mgkg/day Folsto]
2= 1Y 100 mgolth. HIV B4 7H3AtelA1E 150 mg
= 23/ Folgith

g -2 vk BYE T WS kAt A gutol
2 _S_J/}ﬂ— A Asket 9l 22 2748 $AA7I 2y

‘ll

A7 1520%2] = HIEE
Ao A71m 71Ee] gt
olFAE X Fsl7] 913t ok kAl Ui A S o
Zch AA gulRdoes a7k X8 w FHAE WA
&S 14-32%, 597 X8 W) 60-70% o] ot 7}
7} &3} #lo]:= rtM204V/IZ HBV DNA Z3#49] YMDD
motif2] methionine®| valine =t isoleucine &2 v} Hio]
ok X|g7|7ke] A%, X8 A 9A HBV DNA7} =&
F5 WA go] kY uiio] A7 wlelgx B3ty
o] WA A7 iR 1 o] ¥l ALTZ} 5t i
o] A7l F YF A= Ak 7kl ofshE Fuksto] 7HE-
Aoz AgPsrt Agsir| = g

o

n) el WA o] kA,

)
ol
g
e
ox
2
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4) O}G|ZH|0{(Adefovir dipivoxil)
old|Enlo] t|I]EAL TGS WA FEAZ old|EH]
ojeo] AFteFEoltl. HBVS d7AA 4l DNA T84S 2

Table 1. Adjustment of Adult Dosage of Nucleos(t)ide Ana-
logue in Accordance with Creatinine Clearance

Creatinine clearance
Recommended dose

(mL/min)
a. Lamivudine
=50 100 mg qd
30-49 100 mg first dose, then 50 mg qd
15-29 35 mg first dose, then 25 mg qd
5-14 35 mg first dose, then 15 mg qd
<5 35 mg first dose, then 10 mg qd
b. Adefovir
=50 10 mg daily
20-49 10 mg every other day
10-19 10 mg every third day
Hemodialysis patients 10 mg every week following dialysis
c. Entecavir NA naive Lamivudine
refractory/resistant
=50 0.5 mg qd 1 mg qd
30-39 0.25 mg qd 0.5 mg qd
10-29 0.15 mg qd 0.3 mg qd
<10 or hemodialysis* 0.05 mg qd 0.1 mg qd

or continuous
ambulatory peritoneal

dialysis

d. Telbivudine
=50 600 mg daily
30-49 400 mg daily
<30 200 mg daily

Hemodialysis patients 200 mg daily following dialysis

* administer after hemodialysis.
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Srelv] HBV DNAel| §31¥lo] Q3-8 FRAIeE, of
ol of4y W ehulRe Wy HBVS FAE st
Hog ofAich 1% 10 mg AT Folslm, Zeloleld
%20 50 mLmin W]EHQ] Sl Fol 7214 =Ao] 2
SeheHTable 1. oFoll o3 ASAE 7hg Fo% PAE
©2 30 mg ol Fo= NG Fol W Y] Ag Aol viek
ek webal obd|Enle] Fof Aol 7140w 47357
A% sk siel, wky Aol ulth 2dHE 5 A7)
5 Aole] ThsAel B FAAE 13N Ao Z Al
ASHAAE & Ae AR

gpubolel s bk Aesitkn & i glorh XX 8 3
Aol WA o] Yo xAsAl ohlE Fold 4
glov], eobal vl vhole] 2ol vt 14 BAlZA B
Fo WgrFold 4 glek ol Elo} A& Foll Ul wlol
Port 29 4 glo, gl iels) vmeld wj$
WSk}, HBV 9t @ 49 N236T 3 AIS1V/T 59 =914
o7k Msglan, el el WA Fell A Eelue] wajol
ek,

5) ME|FHH|01(Entecavir)

oJlel| 7]l = deoxy-guanosine nucleoside analogue2A] in
virosh EEAY, elm Wy BYZel Sl e
HBV *JA|EstE 7hA 3 Qek™™ aldlhuloliz wjoalo
2] obayed wholz) 2ol vhal ehuiielo]ut ofelEn]ojst v]
swsto] of 1004 ol4ke] whol@lz oA 3kt iek. A
o] A 243} el entecavir-triphosphate 2 wFEA] 21 21|
o] HBV DNA T8 42] A5 (priming), pregenomic mRNA
ZHE] HBV DNA 24 719] 944, 12]3 HBV DNA
b4 Fhetel @Al Al BAE ollele] Yuiolels kg
vhehe

obze] F47 SRl Slelo] Jabe womE 8 |
3] B A 2417 F e 24 247 7)) AT ol
el 208 A 19 05 mgS Agsha tholyel b
DAL 19 10 med Agale, A7) Aen A9t 2
& Fol3rH(Table 1).

clel7hrlol= o] Kol gnfole| X35 WA 943k
Aol A Futolels B3} b WA i gl
ghl el WiAlo] A7l Shabe X8 SAbEY X8
Fo| Ygkor utolg]s o] HIEE Fch

uhg-2eoll A ARE &2 308 WA doule] <llElFtulol S
Folaigle ol ALFI A wF, 22l 7k wAe] T
7Fsldet? eyt Azt 9] el ol A ellelzhelol &
T2 gAbEd SRS FotE Aks Aol Zb

Tt ThE AR BAEE Aol7h ghgiek
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6) EH|RCI(Telbivudine/Ldt)

eln| o2 thymidine®] L-nucleoside analogue® HBVol|
SolAl gutolH = AIE Ho|w, HIV & th& A vt
olg| ol gulole s E3pr) glek ™ el ol ghu] i
dat= 22 S+ WA 71 HBV DNA §4< SolsAl
Az oz oAsE pyrimidine nucleoside analogueo]th.*
37 600 mge 77 FoIsh, FZalloteld HAEo] 50 mL/
min 7|71 7 f-oll= Fof 749 2Ho] Haslr(Table 1).

ks R B ] o) =S < 1) g =2 St R = R i = e
FAAl o] &yl ghutole Aol HBV F4] A A7t}
ghu| R He} gojubz|nl, eln|fd A A7) Fo] A] W
A vlolE s o] £ ZloE dHzlon, guid
22 Aol gick =inlRdl WA S HBeAg ¥4 ¥
A4 10l 4.4%, 2 22t 21.6%%.3L, HBeAg 24 3k
Zboll Al 11dell 2.7%, 20l 8.6% ek Y wlu] g Fof 24
A €] HBV DNA A1) A xof whe} 21 Ao Wit
& gl HBV DNA PCR S4J0] o|&%]| =2 o]o]] ul2 A7)
5 1Y g Qlr) Wn| A2 AR oFE category BE
AbRof A gufole] s @Wjo] M3t 73¢- 4K A
2=y

g

oX

7) 232l (Clevudine, L-FMAU)

ZeElEd2 FHellA -2 N Alekelr). Pyrimidine
nucleoside analogue®. in vitrooll4] HBVS] 415 dA]s] o
Alsl, Epstein-Barr virus®] A% FEAHog At
ok 12 30 mgE AT FoJeld, oFEe FL A
elol|A] Zhazsh AJAo] &5 YAt

24 YT 45 Fee Fol F HBY oAl &
e 43R FAEQRT 1257 FHRDE FoIdt 9
AedTrollA 1234 €3 HBV DNA7} —4.49 logy copies/
mLE ZH4zste] Fof 7|7k 5 HBV F4jo] AA3] o Al=2d
o, Fo] b ¥ 2455 €3] HBV DNA7} —2.28 logyo
copies/mLE Fr4=slo] dhutold 2= a7} 67fE7kA] HA =]
A}

e HBeAg 4 W 24 TAZeNA Yool

2= bk Aslm, Qhlgel shuslglon, Tt Fu ¥
ol gutolels Tabrt YA AT G 4]

4 Q1T AT}, PN, B GubelelsAlste] ulg)
g ) okE JEAGo B AT Aasheh.

. F0{712t

HBeAg %4 HHA7HS] $hAtollA] QIEISIE dobe 16570
A 245, H| B E Yohe 24504 485 Foldir) 4
T mfolE 24| X E7]7H 2007 AASLD 7}o| Egjelol|A]
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cejelollA s HBeAg EH4A F 243 1 o] Fols)
= 2

HBeAg &4 "7 gatellA] QEHIE dohs Aol
485, FlaIE N U3t G4 Holx 48F Folale A&
g A gutole] Al X577 oA 7EA] s
gi=lo] A gkow A7 A s FAE F A
< W|7}A] = HBsAgoe] @A &AE ul7lA] Fojsl= A
AR}

¢

W AN SR 717 BubolelsAl ol g 2
22 4} HBeAg %4 AL HBeAge] WHAAo] )
95 37k 1d ol4 FoRIIZIY HBeAg S4 SAE
HBsAg®] ©A4:Alo] Bl A9 Febe meidhh. wloha
27% 8 Zhol4) T Al AAelA L ghilolelzAle] B

>~

A Lo} FL STUEIAE ool efulieie)
Fa S el Res) obEulole] Wk, el
3} sl Rele] e eeel oid A7k dglen), By B
G7r9] GAre] 2 gollA guoleiAl Wik arol vig
E:

W w7t ASEA sk
4. Xt XZ Auf CH

U=} %] & Al (primary non-response)t dHlo]d] AAIE 6
MY FoIgt Fol= A HBV DNAZF X8 Aol H]zl
1/100 wRko 2 2k4AE]7] ¢k A2 A=l X8 A%
A 612712 ¥ &3 HBV DNAE bl WA} dvis
ol Jouz X5 ZtolA dx x| g4l i A7}
o9 FQele} 7 AR X8 AshE Hol: 735 AA
nlol] 29| ol A4 oA MAS T 5 9r)’

Z| Keefe 52 HBV X &o0l| roadmap NdS £33}
Gx X 5AANE 1254 €3 HBV DNAZ} 7|AX|ol|A] 1
logio TU/mL o] ZHa=sbA] 952 7-5-2 Aolstar, 245
T4 HBV DNA Z3}ol] ulz} 2HAHE-S-(complete virologic
response), F-i-HH-S-(partial virologic response), EHEHNZ-
(inadequate virologic response)2. & Trislo] X & A¥S &
g A Aljkslai o, olzsk el gt Ae4dS 3
= golo] HQwjr}?

THA B ZEA 9] X 5ol tisll 2007 tH3EES] vle|l=
ZhQl o33t o] Aarslar gk

1. HBeAg %4 wHAZEd 9] X 55 QEHE &3, Al

B2 &9}, ghuid, olu|En|o], alel7hble],
5o, dnEd 5 shs AL 5 vk Ale A=

717, &7 8l A7) A saskel W ES aesto]

A

A eNScH2007 AASLD 7ol Egfelol|A] 2X] &+ 67119
AAH ok % shE A & 4 glen, szl
2 s}, ofdlEnlol, albzilol S Ash).
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