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I. BEICE9 5HE

1. FRAROEE
AKHNZX, =TI ENKFMEEIR T ET HLT A NV AMEFEREAITH D,

[ EEE 0.5mg [ERAT /) | 1%, RATAT 7 —< SN BREERL L LT
B 2l U, Bk K OGRER HiE2RE, ZEMlER, EWrrE b4 35 L, 2017
H2 A 15 BIZ/KRZ IS, 201746 H 16 BTl BME L7-, CGERE¥ 112156 2 5 (OF

B 26 411 A 21 H) 1ZEED X KGR HEE)

202346 H 1 H, AT T 7 —<H S5 B E LB TS &SRR 72 &R
ARSI, ZORRICIRTEA DR ETRET /NG INIGHITEE L,
2023 4F 6 H 16 HIZHAMIE <41, B IE TS G2 G LT,

2. HEOAEREN - RFEZFE

(1) AFNE, =T BEVKIMERDRT &ET DT AV AEERIER TH 5,

(2) PTP > — MIEyFar ha—nziTw, 18I LTRSS, GREFRLT,

(3) EEEREIL, Woe4h, BEHIHINR, USRS, GS1 = — FAREHE L2tV IRY % /& Th 5,

(4) BERZBWEM GEERP) & LT, IT#eEE, 5 TROTFROE(, 7740 7%
V=, TV R ARME I TWD,



0. &Y 5"E
1. BR5E4
(1) M4
T 7 1 EVEE 0.56mg I NIG|
(2) *4%
Entecavir Tab.
(3) BMDEBEE
—ix4 K0
2. —E&4
(1) M4 (4%
T T A VKT (JAN)
(2) #4 (G4%)
Entecavir Hydrate (JAN)
(3) RTL
PUANAE (RERDZV—T) :vir
IRFERX 7 LAY R @ -cavir
3. BEXANITFER

4. 2FRRUVSFE
733 C12H15N503- H20
Sy 295.29
5. {t%4& (4K
9-[(18,3R,4.5) -4-Hydroxy-3-(hydroxymethyl)-2-methylenecyclopentyl] guanine
monohydrate (IUPAC)
6. \RA4, M4, KBS KBE5ES
Brlza L
7. CASERES
209216-23-9



I FMESI<ET SRE
1. PMEEENEER
(1) 5 - R
FaDOREEEOBR R TH 5,
(2) BfEHE
AR =), =X —)L (99.5) KUVKIZEEFIZ W,
(3) BEtE
MEERR L
(4) @R (BR) , BR RER
M ERR L
(5) BIEEMREER
M ERR L
(6) SEHRE
MEERR L
(7) TO/MOELREME
EREHEE [l T +24~+28 (BAKBICHE L= D 0.2g, NN-UAFNLHRNLVLT I R/
AH ) —)URE (1:1) , 20mL, 100mm)
2. BRHAOEEFHTICEITEREN.
MEERR L
3. MRS OmEEABE
TROMIUL A~ N AR TE Y
BALAD U 7 AEERNEIC L VRBREZITV, KD AR ML LT 5 B /VEEY)E D A
7 MVERET D L&, FH DAY MVILRE—EE O & 2 AIZREEORE OWLIN % 585
D
4. FRRSDEEE
Wik~ 777 40—
AR« SN ET
BEhE U U, Tk F= b UIVRIK



V. FICEHI HEE

1. #iE
(1) FIORXA, SRR UHER
W 7e 44 T T B ENEE 0.5mg [NIG)
PR HE~MIERRD T 4 Vb a—T 4 TEE
HAA(mm) 8.1
JZ & (mm) 4.1
B E(mg) 206
B — R
(PTP) TV ETV1
(2) HEIOYMHE

( MV, 4. RFIOKFESM TICBT DLEM OHBH)
(3) #Ha—F
(v, 1. () FBOKH], SMELKOWER ) DOHESH)
(4) pH, BBEL, ¥E LE FREOBRUREL pHEF
GAS BT

2. HFIOHER
(1) BRES (BERS) OIE
W 7e 44 T T B ENEE 0.56mg [NIG]
18EH . =7 I EVKFI---0.58mg (=7 e/ E LT 0.56mg)
ik <¥hnw >
" I ARE Ry, fmtro—2, bF2r, 277V VB~ 32T A,
taAn—R, R RNy, v/7m3—/1400, D~ =h—/
(2) &
(v, 2. () BRASr (GEMERSY) O&E R OHEZBR)
(3) Tt
BAE &N

3. BiEFl, AFOSBEICHT HER
GAS BT



4. HEDBEEHTICETEIRER"

(1) hnEEAER
BRI : 2014/10/14~2016/1/19
O LT A EVEE 0.5mg [NIG) Wkl 40°C, 75%RH [R#&mZiwie (PTP wif) ]
AERTEH 7k LRA7 3]
<HiK > &5 BAhh 1% A 3xH 6 » H
PR n=3 140910K
<HO~ME RGO T v A | 140911K Bk Bk BNy BNy
a—F ¢ VT BE> 140912K
SmbEs 140910K
Eﬁ“&ﬁiﬁfcl; 3 140911K STy — — A
140912K
T _ 140910K
m’i"iﬁf; 3 140911K FERaY o) RS EReS
: 140912K
140910K
LA 9 = N .
;@125 (E%/ LY‘OF); 140911K A — — W
o0 140912K
e 140910K 94.3~98.2 90.7~97.2 93.2~97.6 93.7~96.9
NAqany 0, =
ﬁ”?t% (ggo/;ﬁi 140911K 93.8~98.5 92.7~100.2 92.8~97.3 93.8~98.3
- ’ 140912K 96.0~99.7 93.7~98.8 90.9~96.4 92.4~98.3
SF (%) %2 ne3 140910K | 97.37~98.64 96.92~97.34 95.81~96.29 95.10~96.03
i’ i 0: 105.0% > 140911K | 98.30~98.84 97.19~98.01 96.78~97.22 96.59~97.49
’ e 140912K | 98.60~98.93 97.85~98.01 96.65~97.07 96.66~96.92

%1 : RRT %7 0.8 OHHZWE : 0.5%LLT, ELLIFOfE 2~ OFHEWE : 0.5%LLF,
X2 RARRIIKTL2EEE (%)

MERRME : 0.7%LLF

(2) REIREER
EWIRTRER (25°C, 60%, 24F) OFER, =27 4 EILEE 0.5mg INIG) [d#% O
TIZBWTC 2EMBRETH D Z L BRI NI,

BRI : 2014/10/14~2016/11/8
Ox» T A ENEE0.5mg INIG)  RHIR(FER  25°C, 60%RH [t ol R (PTP @4%) ]
RERTE A =RV RTEII
<JHHE> HE BH AR IR 12 » A 18 » A 24 % H
PR n=3 140910K
<H~MEAGDO T 21 | 140911K SRy SRy Bk Bk
a—F L TkE> 140912K
140910K
Eﬁ“&h"f&? 3 140911K FRaY FRaY EReS
140912K
SRR e 140910K
ﬁgjff?: 3 140911K STRe) STRe) WA WA
: 140912K
140910K
RN 25— 9 = . - 1
ﬁ‘i% 0% Lj/i’F) >n 3 140911K EReY A — WA
70 140912K
i 140910K 94.3~98.2 92.0~96.1 87.5~95.1 88.1~96.1
YR HH 0, =
f’l”?i% (g’go/ﬁﬁi 140911K 93.8~98.5 95.6~100.3 88.4~95.7 88.9~96.3
7 ’ 140912K 96.0~99.7 94.5~100.2 91.2~96.2 90.5~97.0
SF (%) %2 ne3 140910K | 97.37~98.64 96.31~96.36 96.56~96.69 95.71~95.98
ii o~0 105.0% > 140911K | 98.30~98.84 97.52~98.14 97.27~97.76 96.89~97.21
) e 140912K | 98.60~98.93 97.49~98.00 96.94~97.34 96.75~97.01

%1 : RRT %7 0.8 OD¥EHZWE : 0.5%LLT, ELIFOfE 2~ OFHEWE : 0.5%LLF,

%2 FARRICHT BEAE (%)

MERRME : 0.7%LLF




(3) PTIP A TOREMHR

Oz 7 HENEE 0.5mg INIG) PTP@i& 25C, Bt
RERIE H TR B
<> PR Ah 120 5 Lx - hr
ERN WA e
<HO~REAGD T 4N ba—T ¢ v TEE> - H
RS AR SRy SRy
mHE (%)
<154, 80%LLE> 96~100 94~97
BArR (%) 100 98
(4) JmAEOREMSER
Oxy 7 E/VEE0.5mg INIG)  HEaidt 40°C [EDE, A
ARERIE H PRATIAH]
< JHHE > BH AR IRE 3 %A
JKIN HE0D 7 4 LA HED 7 4 LA
<BAf~EEARD T 4NV ba—T 4 U TEE> a—7 4 U TEE a—7 4 U TEE
wHE (%)
<154, 80%LLE> 96~100 94~98
G (%) *
<92.0~105.0% > 98.8 97.1
(z%E1H)
B (kg 9.4 9.3
X BTREIIKHTLIEAE (%)
Oz 7 A ENVEE0.5mg INIG) Mo 25°C - 75%RH [, Bk
AERIE ez il
<HfkE > B ARy 35 A
JK/N HE0D 7 4 LA HED 7 4 LA
<HE~MEARD T 4V ha—T 4 VT EE> a—7 4 VT EE a—7 4 VT EE
wHE (%)
<154, 80%LLE> 96~100 96~97
R (%) K
<92.0~105.0% > 98.8 96.8
(&)
W (kg) 9.4 5.3
X BTREIIHTLIEAE (%)
O T HENEE0.5mg INIG)  Madt 25C, Bt [RERE]
AERIE TR &
<> B ARy 60 55 Lx - hr
JKIN HE0D 7 4 LA HED 7 4 LA
<HE~MEARD T 4V ha—T 4 VT EE> a—7 4 VT EE a—7 4 VT EE
wHE (%)
<154y, 80%LL > 96~100 90~95
G (%) *
<92.0~105.0% > 98.8 95.2
(&)
W (kg) 9.4 7.8

K RREICHTTOEAE (%)




5. AMERUVBEREOREML

FARBAYA

6. fhFl L DESEL (MEIEFHEIL)

L

7. BHH

(1) HHEER"

BIEEIL S DLW TR EMER T A R 7 A L EO—HBUEIC DWW T (CERk 24 /£ 2 A 29 H

HAFA I 0229 45 10 =)

BRI

Wil - AASRT  EHRERE

[AE]

ANIZES
[ER N ONRBRIE - 50rpm (pH1.2, pH5.0, pH6.8,

7K)

- pH1.2 (50rpm) i, AEAERIAIN OKSIZE H12 15 43 LINIZ 85%LL E¥aH L7,
- pH5.0 (50rpm) ~Tlf, FEAERIAINR OARMITE 12 15 /3 LINIZ 85%LL E¥aH L 7=,

- pH6.8 (50rpm) Tid, MEERAIKROARMIZE HIT

15 23 LAPNIZ 85% L B L7z,

- K (50rpm) TIE, FEAERIKIK OARGMIZE HIT 15 /0 LINIC 85%LL BiAH L7z,
» 50rpm DA TORERIKIZISVNT, 30 43 ANITEEAERIF K O & 612 85% LA i
HLU77=72%, 100rpm DO HFRERITEM LT,

Al AR O HZE) 2 R ERA & Bl U7 fE R, 2 ToRBRIRICI W T TMERIEIEL D4
W REIERER AT A T A ) OHERERAEITHES LT,

(P H R

BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | L S—
80 | - 80 | -

60 60 |

40 L 40 L

20 | —o— T T HELE05mg NIG) 20 L —o— T U THE/LEE0.5mg INIG)

- & = ZERAK (FHl, 0.5mg) - & = 1ZHERHF (§8Fl, 0.5mg)
0 1 ‘ ‘ 0 1 ‘ ‘
0 10 15 0 10 15
B (5 BR (9

BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)

100 +
80
60
40
20

o
oRR

- - - =

—e— I VT HEILEN.5mg TNIG]
- - EERA (ﬁﬁll, 0.5mg)

5 10 15
B (4)

100 +
80
60
40
20

o
o

—e— I VT HEILE0.5mg TNIG]
- - EERA (ﬁﬁu, 0.5mg)

5 10 15
B (4)

(n=12)



10.

11

12.

13.

14.

. EMFERNFEE

FARBAYA

. BFIhOBERRLS OREBHBRE

Wik a~ 727 40—
ABHA TR K OBEHEVR L ) D AF 7= 8 — 7 ORFERITZE LV, £/
WNART MR ED & Z AIZFERROTREDOWRINZ 7B 5,
HEPOEMHSTDEEE
Rk v~ 777 4 —
AR« SN ET
BEIE U IR, T b= U VEKR
ballil
Y LW
BAYT HAREMED 5K MY
MEERR L
ABSRDELRSR - NS RLERRICEAT SRR
Y LW
Z 01t

, TNHDOE—7 D



V. ARICET 5EE
1. FEXIEHR
B B2 0 A L A DOHEFE & RO ITFRERE D B SRR S e B AUEMETERICK 1T 5 B B
R A LA D HFEINH]

<ZhEE - THRICEEET HFEHLDIE>
AHNH G5B GIZ5EH, HBV DNA, HBVDNA R U X5 —EH AW HBe FiJHIZ &
D, UANVAOHEEAEERT DI &,

2. BERUVHEE
AFNE, 2ENERE (BT 2 R LARE DR O REFO 2 REFLLERD IR AKRET 5,
WE, RAIKIE= T HELE LT05mg w1 B 1ERAKST 5,
BE, IITVURIE (FITVEETIC BREIFA YA N AMIENRDOSNDHXITTIT
VUMMERTANAEET H72E) BEICL, o7 e E L TCImg 2 1 H 1 ERRA
BHT5Z L AHERESND,
<Hi&- BEICEAETSHERALOFEE>
(1) AFNE, HEHRIRICE D IFEREOE/S L IIFROEEZEZTZ 2035 5,
ANEFZBEIHIL, BEPECOHW TR EZHIE LW E S IC+ofEET
L& ([#E] omEzR)
(2) KANIEBFEOZEBIZ L VRIEMET T 50T, 22K (8% 2 R LA DI
ORFEO 2 RHLL B 12&EE5T 52 L,
(3) BHEREFEERFE T, MWILTRENEHET2B8ENMLNRHHDT, TREBEIC
LT, ZVLT7F =277 T AN 50mL/min A 00 BE ONZ MLIgOFE T I3 EE
FerEA TSI & M T STV A BE T, BSMROFEENLETHD (TE
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TR 0.53mg (T A ENLE LT 0.56mg) ] fEFERAS IR RO &S
L TR RZE(RIREAZTIE L, Goh-iEYEE T A —4% (AUC, Cmax) (ZDOW\T
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TR LN TEVIBRFEE T LEMRES L LTl RO b7z,

16. Z£Dith
N RLRRER L

18




X. FEEGEREABRICREY 5IEH
1. ¥BEHR
(1) EZFEBHER (VI E$hZEEB(CRIT SBEHISHR)

(2) BIRRFEERHER
AR L

(3) REMRBEHAER
LR L

(4) TOHOIEEFER
AR L

2. EMHR

(1) EEEEsEER
LR L

(2) REBREEMHEER
LR L

(3) EERLEEMER
AN Y AP

(4) TOMOBEHKREY
LR L

19



X. EENBRRICET HHEE
1. BRHERES

Al T 27 7 EVEE 0.5mg [NIG
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XI. 3E£&H
1. EHENETOHRTHRR
AIENCEB T AR - 03, A - ARIZUTOLBY THY, FMETOAZERM E1TR2 5,

ZHRE - DA ik - &

BRIFFAR 7 A )V A DBEGE & FEORFHREE | AFNE, ZENERE (R1% 20 LU DR O£ 55 0 20 i LL_E /1)

O FH PR ST BEUEBMEFR B | IR OS5 T 5, 8%, A= T e E LT0.5mga 1
BT 2BRIIFR 7 A L A O BEFEH] HlER OS54 5, B, 737V 0RiG (I 7V 0%E
HUZBRIFR 7 A NV AMIENGRD 5D XX T 2 72 Uit
BOANAEZETHRE) BFICIEX, =7 HELE L Tlmg
Z1A1EEOHEG325 2 EnHERIND,

<DAILY MED (USA) , 2023 & 5 Atk >

4 KH

214 E.R. Squibb & Sons, L.L.C.
W7es BARACLUDE- entecavir tablet
A - #iks | 0.bmg, 1mg

INDICATIONS AND USAGE

BARACLUDEP (entecavir) is indicated for the treatment of chronic hepatitis B virus infection in adults and
pediatric patients 2 years of age and older with evidence of active viral replication and either evidence of
persistent elevations in serum aminotransferases (ALT or AST) or histologically active disease.

DOSAGE AND ADMINISTRATION

2.1 Timing of Administration

BARACLUDE should be administered on an empty stomach (at least 2 hours after a meal and 2 hours before
the next meal).

2.2 Recommended Dosage in Adults

Compensated Liver Disease

The recommended dose of BARACLUDE for chronic hepatitis B virus infection in
nucleoside-inhibitor-treatment-naive adults and adolescents 16 years of age and older is 0.5 mg once daily.

The recommended dose of BARACLUDE in adults and adolescents (at least 16 years of age) with a history of
hepatitis B viremia while receiving lamivudine or known lamivudine or telbivudine resistance substitutions
rtM2041/V with or without rtLL180M, rtLL80I/V, or rtV173L is 1 mg once daily.

Decompensated Liver Disease
The recommended dose of BARACLUDE for chronic hepatitis B virus infection in adults with decompensated

liver disease is 1 mg once daily.

2.3 Recommended Dosage in Pediatric Patients

Table 1 describes the recommended dose of BARACLUDE for pediatric patients 2 years of age or older and
weighing at least 10 kg. The oral solution should be used for patients with body weight up to 30 kg.

Table 1: Dosing Schedule for Pediatric Patients
Recommended Once-Daily Dose of Oral Solution (mL)

Body Weight (kg) Treatment-Naive Lamivudine-Experienced
Patients? Patients?

10 to 11 3 6
greater than 11 to 14 4 8
greater than 14 to 17 5 10
greater than 17 to 20 6 12
greater than 20 to 23 7 14
greater than 23 to 26 8 16
greater than 26 to 30 9 18
greater than 30 10 20

2 Children with body weight greater than 30 kg should receive 10 mL (0.5 mg) of oral
solution or one 0.5 mg tablet once daily.

b Children with body weight greater than 30 kg should receive 20 mL (1 mg) of oral
solution or one 1 mg tablet once daily.
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2.4 Renal Impairment

In adult subjects with renal impairment, the apparent oral clearance of entecavir decreased as creatinine
clearance decreased. Dosage adjustment is recommended for patients with creatinine clearance less than 50
mL/min, including patients on hemodialysis or continuous ambulatory peritoneal dialysis (CAPD), as shown in
Table 2. The once-daily dosing regimens are preferred.

Table 2: Recommended Dosage of BARACLUDE in Adult Patients with Renal Impairment

Creatinine Clearance Usual Dose Lamivudine-Refractory or
(mL/min) (0.5 mg) Decompensated Liver Disease (1
mg)

1 mg once daily

50 or greater 0.5 mg once daily

30 to less than 50

0.25 mg once daily?
OR
0.5 mg every 48 hours

0.5 mg once daily
OR
1 mg every 48 hours

10 to less than 30

0.15 mg once daily?
OR
0.5 mg every 72 hours

0.3 mg once daily?
OR
1 mg every 72 hours

Less than 10
HemodialysisP or
CAPD

0.05 mg once daily?
OR
0.5 mg every 7 days

0.1 mg once daily?
OR
1 mg every 7 days

a2  For doses less than 0.5 mg, BARACLUDE Oral Solution is recommended.

b If administered on a hemodialysis day, administer BARACLUDE after the
hemodialysis session.

Although there are insufficient data to recommend a specific dose adjustment of BARACLUDE in pediatric
patients with renal impairment, a reduction in the dose or an increase in the dosing interval similar to
adjustments for adults should be considered.

2.5 Hepatic Impairment
No dosage adjustment is necessary for patients with hepatic impairment.
2.6 Duration of Therapy

The optimal duration of treatment with BARACLUDE for patients with chronic hepatitis B virus infection and
the relationship between treatment and long-term outcomes such as cirrhosis and hepatocellular carcinoma
are unknown.

2. BIZEITHBEERZIRTER
SENRICEET SBSMER (F—X FSUTHE)
AN BT 2 EOEBEOHDOGEH E A —A M7 U T L3RR D,

Drug Name Category
F—A NTZ U T DLHE entecavir B3
(2021 45 4 H#FR)

BE PO

F—A N7 U T D55 (An Australian categorization of risk of drug use in pregnancy)

Category B3 :
Drugs which have been taken by only a limited number of pregnant women and
women of childbearing age, without an increase in the frequency of malformation or
other direct or indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage,
the significance of which is considered uncertain in humans.
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