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. MEICET 5IEH

1. AXOEE

VFVUVHEEBRORX I LAY RRWERERERER THLI A R U H E Y (A R YN TR 200 mg)
%, KEFXVT R X KB ENTALEMTH D,

T A RYSZE L, invitro T FMAERET A L2 (HIV-1 KOVHIV-2) 1S5t LIRWET Y A L AEH 0%
U, F72ImEd e miias 10 B, mMHRMoT A Y S Z By 5°-2 U CEROM PRI 39 FERE & A
NWTLZETH-TZ &b 1 A 1EEREGEMOIEAE U TRHENED b,

TARYTHEEIFIL bR U AL RRIERRERO B 2 X510 LT BRIRRBR K NRIRIE D & 2 BEI2E
T DEEHEREE & OFELVENRFRO BV ERIRRBR D5 R 70 LI K-S %, KETIX 2003 4 7 AIZAR ST,
£/, F—mvN (EUMB 15 pEERR LT == NTT A AT > K) TiE 2003 4£ 10 HIZAGR ST
Al

—77, ENTIE, BRI FEERSHIC I 0 BIRAED S, 2004 4 10 A AR ESR S O fRE
BT, WO T —H 2K 2005 4 1 HIZHFE S, A4 3 HIZEARR S vz,

2. HmOAERFEN - BEIFMEE

1) =AM X EATHENICERD AENZZITEEROZA N 2B -2 ViRE 720, T4 F
CFVUS-EY U EEEA L, HIV-L HiEEREEAILET S, (10 H)

2) T ARYUEECOMEFEEINIGN 10 BETHY, EHERETHLZ AN X EY 5-Z U VEEOM
BRI 39 Il Ch o 72 BMELANIC K 266G » £, BFICL2EYEE~0REL R, @
WOME - BEIZ1H1E1 7L (200mg) HE5THD, (7,15 H)

3) W BWT, HiL br U A L RABRIERBROR O HIV-L BYERE 2 xR L, VX /U Rz T 7
ELY RIS LR O 48 B OKAE T, =& N Y U B UL T A L A R O E F R
EizsnWTaIEE R L, (T~8 H)

) WANIHBWT, FITIVUEEDRHL e A L ARIERBROH S HIV-1 EYUERE (HIV-1 RNA<
400 copies/mL) Zxi5e & L7z iERAEBRD 48 M DOMAR T, 7 I 7V mb T A MY U B ~DOERHE
BRI, AN ALHROGEFRREICB N T T 2 7Y Uk SR L RS0 R a2 R Lz, (8 H)

5) fEHAAGERAE (FFEAKE T I8\ T, 46 fFld 9 61 (19.6%) IZEWERANRD bivlz, EREER &
L CHBEEN 34 (6.5%) ThH-ol-,

F7o, SAEHICBITHHL br U AV AIIZ L DIRERBREE R ORIGREZ Z G L Licm s b Y v ¥
AT LD 2 oD HESERBRICEB W T, AFIFEERED 580 #1303 #i (52.2%) (ZEIERSRD bz, =
ZRRWERNZ TR, wEEO EV, B, B, 3W, FIRE, EHEECholo, 7o, ERZREIEH
ELTC, BTV R—v R (BHEAHY ) BPEINTHD,  (9,21~23 H)

TESMENC 1T B RIS O BRRRBRIC THAE SRR



. BFICEEY SHIEE

1. B3t
(1) Fn4

T A kU AR®H 7L 200 mg
(2) *4

Emtriva® Capsules 200 mg
(3) &FDHEXR

WM D P54 “Emtriva” DR G Hand LT,

2. —fig&
(1) & (wf%)
AU TZELY (JAN)
(2) *4& (anfi%)
Emtricitabine (JAN)
emtricitabine (INN)
3) RTL
X7 VA YRRV A NVAIIHUESEIE, % 7 8 37 %7 B B8k @ —citabine

3. BEAXRIIRIER

L SCEE
NH,

oy

o7
HO—. _O_.
el

4. BFRRUHTE
%%fﬁ . CsHloFN303S
Oy 247.25

5. ¥4 (fifi%)
4-Amino-5-fluoro-1-[(2R,5S)-2-(hydroxymethyl)-1,3-oxathiolan-5-ylJpyrimidin-2(1H)-one [NUPAC 452 &
%]

6. BR4A,. A4 KBS, fLEES
[AE5E @ cis—(—)—FTC, (—)—FTC
5 : FTC
L EE S 0 GS-9019, TP-0006

7. CAS &8585
143491-57-0



1. MELEFHHEE

1)

(@)

3)

(4)

()

(6)

(7)

B SIZBET HIEE

VA% L2
HEO~HHEAHAOM R TH S,
AR
25°C
TR fRE  (mgiml) H AR 7 O RIRE R
7K 112 BT T 0
AH ) =)L 113 SR A
0.1 NHCI 170 W
0.1 N NaOH 115 W
TEr=RUL 4 Wiz < v
Wil YV S a e 0.3 TR TERETFIZ < W
W%
FAXHEE 5-90%, =i (25%0.1°C) T CRAF LICHER, WIRMEITEE® b e o7,
e (DR, BR, BES
il S #9 155°C
RIS R AERE T2
pKa=2.65
D ERIREL
-043 (A7 & )=,/ K)
Z 0D FEHREE
FEYCSE © -137.9° (1% wiv X % / —/L 25°C)
2. A DREEETICEITAREN
e PRAFIAE PRAFIEHE AR
25°C + 60%RH 24 5 A TF L UFBE =L aR U v — R IFEAEEERSTEET
(EMIERAEER) (BH) + BBER)FLURSR | ot
o . TF LU E = 3R Y v — X s e
O 6y A | RVEFLAS (BH) + R gff ERILERSTRET
o )T LUK -
KaHAFE 180 757 Lux-hr, e I .
RS AL~ | - YA N ) I LSRR b
224 W-hr/m? (HF5ER) -
(F7253f %) FTU
0

oy

0"
HO—. O
2(47\
H™_/TH



3. MRS DOREREERE
IRANRUR A7 v (RAES U o NEEANE)
3,420 cm®, 1,694 cm?, 1,625cm?, 1,520 cm?, 1,092 cm T IcRIN 2386 5,

4. BN ADEE:
Wik~ 777 40—k
T o & SRR (MIERE © 282 nm)
BT AFEA AT ET IR B
% ® M A ERTE=UA - TER=RIL
¥ # M B:7Ebh=bU-RAH/—)L - R



V. 2EIIZBd 5IEH

1. ¥l
(1) FROXZ, SNEEROMEIK
i T U ARG 7L 200 mg
( sl )
e g | g
PARX R £19.3mm, SHE £ 6.9mm, EHE K 480 mg
ATRNEN vy TRFEREY,
HITE B A4k o \
AT 4 NEARBHO 1 555 7 & LH|

(2) HHEDYE
BAERRAE

(3) #Ala—F
GILEAD-200 mg

(4) pH, BEXL, #E, LE ZEROBRUREN pHEZE

M L

2. WH DR
(1) AR GEERS) DEE

1A 7EAh A RY ZE L 200mg &4

(2) &

JOARE Ry, ATT VUV~ XY UL, Blo—Z, KRE RV
HTBNBIRIZET TV, BibTF%y, FR25

(3) €Dt
A% L7

3. BEK, ILFOSBMEICHT HER
A% LR

4. WEDEEEHTICETHREN
EREBTICETREN

HERIX 5y RIS PRATHIH PRAFIERE o5 S
12 ~RER, G, KRSy, WEIE®
N R Y oL wﬁﬁ%w#% S8, K5 (ﬁru'jiff
RHIOR(F38k | 25°C, 60%RH 125 A —— FE & A LB Lo T, S ffinIEE &
(5
O RA (0.05%) K TH T
N FEERY =F L | T I 0EY K UKy OEINATED &
PJIBEE 40°C, 75%RH 61 H o
fRELE iz,
HAFR 180 17 Lux- hr,
. ST LR H .
v | | NRUmM B | R X B EEIEED bR T,
TR
224W - hr/m?




5. ABERVBBEDREN
BN ANA

6. fthFl & DEE L (MEEFMEIL)
AN

7. AHHE
Fik o B WAHRBRE OSRUE)
[Ml#A% 50 rpm
ABRIE 0.1 mol/L HEFE&TA#E 900 mL
fE R 85%LL 1 (30 %))

8. M FHHERE
Y LR

9. HWAIhDHEMRS DHERHAERE
HErsu~ 57 44—k

10. HEIMDEMRS DEES
Wik v~ N7 7 4 —ik

11. Al
Y LR

12. [EAT BAIHEMED & 5 Y
Briz/a L

13. FEADELREE - NEI G ERICET 515K
EKHFNDOR ML, F AN LI AF U AFEIT R > TS, v v 7% EEHOM L6 A bR
=4, BREH 5,

14. Z 0
Bz L



V. JBEICEI HIEH
1. SHREXR ISR
HIV-1 FYE

2. AR UA=
W, RACIE=A Y 2B LTC1E200mg 2 1 H 1[EFRAOEET S, 7ok, BEICEL TN

THOPLHIVIREOEHET D Z &,

<A%-REICEEYAEALOIE>

1. AEDBEMERATHAT LN VA EVEZECHAELHALANI &,

2. BEREREEOHDIBETEIXFOOPREEN LR T HDT, BREDETIZELT, ROEEA
ZZzB%ETH GEANCE T EMBBHABRKMEICKLD) .

(3;7%:/7U73>x ik
50 mL/min K E AFl1LATEILE 1B 1EERE

30~49 mL/min AF1ATEILE2 BEIC1EES
15~29 mL/min AFl 1A TEILE 3 BEICLERE
15 mL/min K& AFl 1A TEILE 4BREIZ1EHRE
or s |1 L% 4 1 EE

AR E B gia@éﬁ%%t&éﬁl =i

3. ERFRRHE

<HEANIZEITDEE>

(1) BET—21\vs5r—o
Y L

(2) ERERHE

1) 301AEER : OH/ P U+I 77 ELVYARRIZARIRIESY LT DU 6 L 8EER Y
PiL e oAV RIIC X DR 2 KBRS 571 Bl 2 %1502, AAl (200mg 1 A 1[R#ES) &3y
B) RO T 7 E LY EEATAEEL, Yo ATV IV )V R T s E LY R
OFH - 20k & A 48 AR G- O % gk — HEMRAER Tk L7z,
BEOFEERNL 36 % (HiPH 18~69 i%) , 85% N EMETH Y, AANIL52%, 77V HHRT AV AN
16%, b A/R=v 7% 26% T -7-, REBRHLEFOYY) CD4 V) o Ek¥E 318 cellsrmm? (#iPH 5~
1,317 cells'mm?®) , 1AEH HIV-1 RNA &0 RfE1T 4.9 logi copies/mL (& 2.6~7.0 logio copies/mL)
M EH HIV-1 RNA &3 100,000 copies/mL B D 3513 38%, CD4 U > /REREHS 200 cells/mm?® Ziifi D 3
X 31% Th 7o, RERBALA 48 WORE R A RITRT,

301A SAEREGER S ERFER (48 :@ET{M)

i R AR5 HE (286 1) =T E bR (285 i)
D HIV-1 RNA & 400 copies/mL A 81% 68%
HIV-1 RNA % 50 copies/mL A%jif§ 78% 59%
B2 3% 11%
FET-H 0% <1%
BEERICE DI 7% 13%
Z OO L 5 HIkFTE 9% 8%

1) M#Ed HIV-1 RNA &8 400 copies/mL A (13 50 copies/mL Aiifi) (22 0 3ABABHLAH 48 ¥ £ THEEF L CTU=ES]
1#2) IHEH HIV-1 RNA £28 400 copies/mL A2 & 72 7o TIER & O - 7= 512 F B L 72 5E 6
13) HBFBHIRRES], BE LIS K DBVER, RIERRME, 7 r b3 — L ARESF RIS



2)

3)

®3)

(4)

FRERBA AT 48 D CD4 U v REREL ORI &I, AFIBEH-HET 168 cellsimm®, =)L 7 ¥ g H Rt
T 134 cellssrmm® CTH -7z, F7=, REREALLTE 48 ¥ £ TIZ CDC 4%H CIEIR & H 7 123 B L 7w, &
HIBGHET 4B (14%) , Y=L TP BERETTHI (25%) Th-oT,

303 5KB& : & E L 1= EE#EHR % (Stable Background Therapy)[CAFIRX (5 2 TV U 26t L= tL&RER 2
HRBRBIANC T R TV E2EG0HL b vA L AED 3AIGERARE (FI 7V 0+ =L 7P IV R
T+ a7 7T —BHEE IRV TR ER) & 12 @D BT TR Y, miET HIV-1
RNA 7% 400 copies/mL i O B 440 il 25512, 7 I 72 (150mg 1 A 2 [BI#5) ke d 2
HRE, XIX7 I 7V %K% (200mg 1 H 1[EHEE) ~EETLHEGHEOWTILNIC 112 OLFETEE
ZEEAICHI AT T, 48R G OZMRIFEMRABR THE L-, o, T XTOEENSHDOLE
L 7= 5Li7E  (Stable Background Therapy : =/ 720 X3y R 7Y v+7 n T 7 —PIER IR
P SRR TSR P SE) A fkE L7,

BEOTYERIL 42 i% (FiPH 22~80 1%) , 86N BMETH Y, HAANIX64%, 77U HHRT AV I AT
21%, b A= 71X 13% Th o 7o, RERBABEEONY) CD4 U v 3EkEE 527 cells/mm® (#iPH 37~
1,909 cells/mm?) , I8 HIV-1 RNA £ H5fE1E 1.7 logio copies/mL  (#iJi 1.7~4.0 logso copies/mL) T
bolz, FLb br U A VR LD EHER OGO Rl 276 » H Th o7, BRBALTE 48
DFERZ RITRT,

303 BB REERSEE (48 BRI

it R AFIBEGRE (294 B1) T ITVEERE (146 B)
| HIV-1 RNA £ 400 copies/mL A 77% 82%
=D _ = : 3 0 0,
HIV-1 RNA £ 50 copies/mL A 67% 72%
257 2) 7% 8%
BB 0% <1%
HERRIC LD 4% 0%
ZOMOFHIZ L D FEFTE 12% 10%

L) M HIV-1 RNA £A% 400 copies/mL A (301 50 copies/mL i) (2% 0 ABRBAART: 48 18 F CHERF L CTUMIES]

1#2) MAEH HIV-1 RNA 223 400 copies/mL A lZ 2 & 72 7> o 7 IEFI o O - 72 12 F E5A- L 72 5Ef)

3) B BEHRRER], BERHIC L WS, WERRE, 7a ha— LRESFHE

ABRBRLAT 48 WD CD4 U v/ EREL O EE N ELE, AAIBGHET 29 cellsimm®, 7 X 7V U GHET

61 cellssmm® T - 7=, £7-, ABREALEH 48 1 £ TIZ CDC 4% CIEIR 2 72 123 BL L= EBNT, AHI#

HGRec 24 (07%) , I 7V oRERET 246 (1.4%) Tholz,

FEHIm %

T AN VA E R I OF L he v A VAL ARG LIZEE LY, =AY vH e

MHPE HIV-1 BRI ST 2 V23, L be oA )V REKIZ K B2 KRR OEE 2t & LR

RERTIX, TA LV RAZAIPEDFED DI B D 35%70 BB S - U A VAT, MI184AV/I 28 BN

iz Y,

FRPREIRAER - AAMHER

[ TV.3. (4) BERAEER - HEPUSHRERER] 0HE] S

RERAER - AERCERHAR

101 5XBR, 102 FiER : MBI EER 99
2 ODOEFRRBR T 101 FIOBEICL B0 25~400mg DT A b Y ¥ © o 2 Bk & LT 10~14
ARG L, =& U 2B O in vivo IEMEZ R L7z, HEKFRIRETT AV AERNRD b
MAEF HIV-1 RNA EORERBRLAR D OJRD O i, 1 A#G5&25mg (1 A 1A% 5) ~400 mg
(200mg 1 H 2 [El#£5-) T 1.3~1.9 logyo copies/mL T& 1V ,200mg 1 H 1 [A1# 5T 1.6~1.9 logso copies/mL
ThoT,
* ARFNOAB SN TN DAV - HEIE1E200mgl H 1[EEE5TH D,




(5)
1)

2)

3)

4)

(6)

1) ERARERE - BEERRERAE RRIAE)

REEAIEABR

BAELECILITRERNHER

AR L

HhEE R

[ Tv.3. (2) ERMR) om] 2

TR

AR L

BE - RERIRER

BEZFDEZE (107 HER)

VT F=r 7 )T T A (Cle) 50 mL/min Al 0 B 8 5\ MEIENT 4 08 & 5 KRB R AR E T,
B VT TUADKTICE Y T A FY 2 Z BV D Crax kTN AUC 728 L5 L T2,

BREREEEAILIBEICE T A (200 mg) OHEEIHRSEDEYERE/NZA—4

%\%ﬁ WJ%( &E‘Eﬁ Clecr Iﬁi@{ﬁ Cmax AUC CL/F CLrenaI

(CLcr mL/min) (mL/min) (ug/mL) (ng*hr/mL) (mL/min) (mL/min)

>80 6 107+21 2.2+0.6 11.8+2.9 302194 213.3+89.0

50~80 6 59.8+6.5 3.8+0.9 19.9+1.1 168+10 121.4+£39.0

30~49 6 40.9+5.1 3.2+0.6 25.1+5.7 138+28 68.6+32.1

<30 5 22.945.3 2.8+0.7 33.7+2.1 9916 29.5+11.4

BT ELE LTS B
SR A <30 5 8.8+1.4 2.8+0.5 53.2+9.9 64+12
SR R =
HHAREE : —
BEMER

- BUEARSERERIREAER (TERZEREREAER)

- i F AR AR A A

INEE STz 46 B, 2 VEfRIT e SER & Sz, BB LRIWERIZ 9 6 17 fcdh v, BIEA
FEBUE B D2 MEMAT S GUE Gl 2RI 5D 281G (LT, TRIERZEIEIS ) ) 13 19.6% (9/46 f5l) T
Holz, BELIZZENRSENOERBWERA R NZEORBE &L, [HiEEE] 65% 34#) , [
KB LY oo R EE ] RO TRJER LSO FHMES ), TERMRE] % 4.3% (%24 Thoi,
INHOWNRIE, A, HifERR, EEEE, TR, ONE, BB, RV R A a7 0 —,
M eV VBN, AFEREREOEIN R OHEREE A LECThote,  (FFREK TR

- BUTER 52 14 i R SR ©)

IR ST HARNERER N B 6 BBy, et SEf] & Sz, SEEHUIEERAESE
GRBUGNIIERD T, Fio, REBEROAGEICEDLOLTHERFLIIRBL L 2o, TOMIZLEE
PEIZRE U CHRPL T R & FH IR o 1o,

2) RRBFHELTERFEDREXITEM L -HBROBE

EWNIZB W THARANCEBT 2y BhRERER 4 3 L 7=,
[ TVILL (3) 1) <AARANZIBITARE>] oE] R



VI. ExhEEE(ZEY HIEH

1. REZPHICEESH S ILEYRITILEYE

MR EREILER . D RTV, DF Iy, =T Vr, IITV0, TN VRS,
TIREN DTN TNRE, T /RN TTT7 2 R VR

2. FEBER

(1)

(2)

3)

YERERLL - 1EFRER
TARNYUHEUNE, YFUUVORKR I LAY RFHERTHY, HINEEICLY U VB ESh= A
RSB - Ul 0 AN UEE Y -2 U UERIE HIV-L R EREOIRE THHT
FXRIVFUUS-ZY UBEHEETHI L, KUHET A LA DNAIZIR D IAENT-#IZ, DNA #Hif &
LSS LI2LY, HIV-1 HEREREROIEHZRET 2 ), WO DNAKRY A7 —F a, B, ¢
BRI hary RYUTDNARY AT —EyiZHddzh ) o& ey 5-= 1 UEEOBEERIZTHV 9,
EMEEMITHHEBRBIE
1) o4 ILRER (invitro)
t U SIEERER IR, MAGI-CCRS Al K& OARAN i BAZ B 22 VN T, HIV-1 D FEBREE /K K& ORRIR
DHERIZHT D=L N X E DU A NV ATEREZFHME L7, =AU Z B D ECsfHEIX, 0.0013
~0.64 uM  (0.0003~0.158 pg/mL) DFiPH T - 7= 910,
KRR EELER (TN, I3 7V, =17V, FTIRENL, Frirey, PR
TV, VHE YY), ERRUEEBRERER (F7eArvy, 277 ELYY, RETEY) K
Ora77—BlHEE (Cr7rrhen, xrv7oFen, UhFEL, $FFEL) LA Y vH
vy EOPFARBRIZEBWT, HM~FERDEDBO Sz W, =AM X BT, invitro T HIV-1 4
THAT A B, C, D, E, FEXORGIZKHLTHHLUA L ATEMZ R L (ECsofifi 0.007~0.075 uM) , HIV-2
XL THH T A NV ATEEZ R L7z (ECsofif 0.007~1.5 uM) 19,

2) EFImME (in vitro)

Invitro [IZFB W T A MY & B UME HIV-L K Z G2, 2O OSBR OB FRIITIC LY, =4 b

U B ENIKT DO T &, HIV-1 W GRS ER T O M184V/I 225 & D RJIZ BEEME 358D &

ﬂ’Lﬁ_ 12O

TARY VR E U EEMBEE S IMOFIL ha A VAL R L-BELY, =AY HE Y

it HIV-1 Bk ST b, Fil b oA )L AR L D 1REZ KRR O EBE 2515 & LRk
T, A VAR TRD BT BE D 35% NS0 ST A VAT, M184AV/I ERNEBD L

72,

3) REMME

I E TIZ—H OREE R R B R L E RO RIIIREMERBD LTS, =A hU X v Uik

B (M184AV/) 1XT7 X 7V KOV & BTk L CREMMEZ R LTEn, X /vy, =17 Y

v, T/HREN, VRTUUVROIEERRVIEGEFERER (F7eArTVy, mT7 7 EL Y RORE

F V) IZR LTI invitro TREZMEZHERF L7 D0, TN, UX vy, T RELKRRY LY

X EAZLEY invivo TEIR X115 K65R AR A2 H 75 HIV-1 pBERRCix, =& bU U B Uzktd 5%
ZHEOR T AR SNz, ¥ R7 VU BEEAR (M41L, D67N, K70R, L210W, T215Y/F, K219Q/E)

IV H B (L74V) 28T 5V A VAL, =AM VX BT A AR L2 1D

W IERLTR SRR B SR P E R & BE S 55 KIOBN AR A2 HF 25 HIV-L X, =A R & ey

Wt LT R R LT,

ERRIRRERT - IR

MR L
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VII. EYENREICEET 5IER

1. MAREDH - BIEE

(1)

(2)

3)

AE A IR
LB L

75 I oh R B2 B4R

[ TVILL (3) BRBRAERCHER S M7z LilE | o) BIR
EEEREER TR S N MR

1) HE&EHER

<BXRANIZBITERHE>D

HA NEEER A B 6 BHCAH 1 SEA ZEIERFICRR NG LI2GE, =& 8 ¥ B romEhRE &
5 1.1 R ISR @I L, Cra XY AUC 1ZENZE 4L 2.820.4 pg/mL 2 ¥ 11.5+1.1 pg-hr/mL Toh -
oo ANV T ZECOBERITIAEMEZRL, REHEOFEREMIL, 105109 FHETHY, &5 48 KffH
% F CTORBR P HEME=R1T 825%Th - 7=,

<HEANIZEITEREE>D

HIV-1 J&YWE LT 20 BICAHK] 200mg 2 1 H 1 BIKERE LI-#O, EHFIREOT LN X B D
P i S R R BEHERS A U R 3, PR BE AR D 5% 1~2 R[] C Crex 128 L 72, R G- D EHIR
HE T T Crax CEEMEHEAER 72) 13 1.820.7 pg/mL T, 24 B[] #% > AUC CEEE+FE AR 72) 13 10.0£3.1 pg:
hrimL Toh o7z, F£7z, #5010 24 FEEE%O MEHRE ~ 7 7137 0.09 pg/mL T, AW 7H0FIH =%
DOHJEIL 92% (HiPH 83.1~106.4%) Th o7z, 7235, AFOKE R GROIEYBREIL, 25~200 mg O
FHEHIPH CHEAIMESRO bz,

200 mg RERSHRDOEFIRETO
I $E h ZE YR A

m3EHRE(u g/mL)

B (hr) T {E+95%1E %8 X

-11-



2 4] —& 25mg BID

E 1.2 ] —o— 100mg BID

N — 1A —o— 200mg BID

25~200 mg REJ/RESHOEZRETD § ;1 —+— 100mg QD

——200mg QD

MiEREEYRE (7~9 I3 5 06 ]

0 4 8 12 16 20 24

B (hr) EH{E
BID: 1 A 2 @S
QD:1H1MmEE

(4) SEE
MG ER L

5) BE - HtRAEOE

1) BEOEE
RN 24 il & %kf5 & L, AH (200 mg) % 225 R K ONE A A2 (9 1,000 keal, AERGHE RO 1 a2 U — 62%)
BRZICENTRHEERG Lz &, B%EGTIHZEERICHEB L TTA R 3 F E O Cra X 29%/K
T L7272, AUC IZEBEZ T o,

—— EERRS

E . BEES (BEBR)
an
SEHENAMETEYEEICK ﬁ 0.1 3 E
o 1, #l
FIEE TR
123 1
.E ]
0.001 3
0.0001 ] T T T T T T T T T T
0 4 8 12 16 20 24
BERE (hr) EHEHZERE

2) BtREODEE
[ TVIIL7. #HAEH] ©IE] &R

(6) BEH (REaL—Yay) @EWICKVHBALEEVERASELEHER
AL L7g
2. EYMERERO/NTA—4
(1) FHAE
YR L
(2) RIEREEH
U ERR L
B NAAFTRLSEYT«
92% (Hufif ; HiPH 83.1~106.4%, 200 mg %2 i HEC1E 1 5-F)

- 12-



(4) HRRETEH
U ERR L
G) VIVF7IVUR
(200 mg ZEfERF IS GIE) &2 VT T A 194 mL/min ($¢5-1 HEH)
207 mL/min (511 HH)
(6) NMBE
Rk N 12 il A2kt s L, =2 MU U B 200 mg & ERIRINBEG: L 7555 O /0 A8 1T 3.19+0.63 L/kg
ThoT,
(7) MBEEBREESE
Invitro IZB 1T 5= A R X B Db MSEHX 87 FEEHIE, 0.02~200 pg/mL O FEFIPH T 4%
ThoT,

3. R
[ TVIL 1. (3) BERHRER CHER S - IRE] DIa] &0

4. Dt
(1) % — xS P&
EER L

<HE>
FIAZIT B kiE 10
Fou (44]) \Z¥C-= A FY B 200mglkg A HERR D& G- Lz & X, &5 1% O CNS %k
(MK O [CSF] ) ICB W TRD ONZRE (22~2.4 pg/g) 1E, MAEFIRE (77 pg/e) OF)
3% THo7=,
Z v MBI D HE 9
Z vk (26 ) [ ¥C-m A b U HFE L 200mglkg A HEREOBE Lz &, &5 1% O CNS
FARICBWTRO SNT-IEE (1.1~5.4 pg/g) 1%, MIETIEEDK 2~10%TH - 7=,
(2) m#%x—RREEEMEAM
HEERR L

<BE>
~ U AR D Ak O
HiR~w A (7H]) [ h hU % E L 1,000 mglkg/ B Z4E4E 6~14 BiZ/h T CREROEE (1 H 2
[, 6 WFRIRIMG) L7=1%, 4F8E 15 B2 500 mg/kg & Hial G L7z b &, &5 1 BEE% ORI & fHED
MR = A R Y X BRI RMA 137 pg/mL, BRE 56 pg/mL TH o7z, WBIR RHEEEY R T
13K 04 THY, =AM FEVDIBRA~OBITHRRD ST,
TR B ARE 1010
MHE=a2—Y—F v FAMYHX 3~54)) [2=A ~J ¥ B> 100, 300 %O 1,000 mg/kg/ H % 4T
B 7~19 RIZ/HF CRERO&S (1A 2B, 6 ReFIE) L7z, ik 20 HIZEERO G &4 &5
L, #%5 18 ORME, R i A 2 £ B L TR e~ iR 2 374f L 7=, 100~1,000 mg/kg/ H @
HE#HHEICB T2 A NI U2 02 igiERE (AUC KT C) 1%, BHE, BIEOWTHICE
WTHHEE TR IS LT, BBIR RHASRIRE Y, T X TOHEIZE VT 04~05 TH
D, =AM THECDORIBE~OBAITHRD b,
) EHA~DIITH
T AR TVEZECDOE MLHA~OBITRHRE STV D 18,

- 13-



(4) BEBRAOBTH

AR L
<HE>

[ IVIL 4 (1) i REBPLmiaeE) o] S
(5) ZDIO\HE~DBTE

<HMENIZIBUT D Alifs >

TR 5Bl L, =AY ZEy (200mgl H 1[E], 2280 RE#RS%, “C-ma bl X
B 200mg Z HERRO®KE L& 24, MR REICB VT, AP REICKHT 5 ERREOk D
F)F 1.0, MmAEHIREEICR T D RIRPIREE DL DFE)IL 40 Th o7z,

<BE>

PRI 5 RAE 19
P (4F) IZUC-m A MY X 200mglkg AR O G Lo & &, &5 1 Rl o 22 ko
BTSRRI S, I @RISR Lo 01X hg, g, BE ChoT-,

F v MBI B AR 9
HtaZ > b (66) KO7TArE/Zy b (204]) (2 ¥C-=A KU ¥ B 200 mg/kg % HAI#E 1 £ 5-
L7zl &, Mt L7z 54 MO TITHERIIME SN, £ < OMBRICB W CTHRETRBIRE L, Mm4E
HIREE L IZIERBROHER 2R L, & 5% 1R CRINIBEICE L%, &5 8 FFH#% £ TITHRIART
RERIEE CIRT L, #5 72 BFRZRICITENICEFET 2 RIZRD b o7, fEfiIcths
EREIZIAE L= OB g, R, BE Cholz, 22k, A7y heT v/ 7w b & ORI
DIDETRD N hoT,

5. 4

1)

)

®3)

(4)

(5)

RHER AL R U BHR R

R AN 5 FlZxRE L, =AY X2 BA(R00mg 1 B 1A, Z2iEr)RERE%, “C-ma kv
Z e 200mg ZHERAOKE L 24, BEEITRT (86%) & FEMFH (14%) (2522 mIX Sz,
WP S RE(EN RS TH Y, BEHEEDO 13% 3 MOHEERH#Y L L TRPICHEIR SN, =24
FU T H e ORENE, FA—NEYDORIICE D 3 -ANVEFy RUT AT LA ~—0DER (RE5ED
%) LN U BRAIC LD 2-0-7 v a= ROAR (BEED 4%) DD, ORI
MR STV,

RFIcBEE5T HE% (CYP450 %) DHFig

AR ECTHRETICROONTRED 145 FETREY EA S TH, 2A NI X E Ve hF Y
7 —J 450 4y 7-fE (CYP1A2, CYP2A6, CYP2B6, CYP2C9, CYP2C19, CYP2D6 K X CYP3A4) |2k %
invitro YR ETRE L) o7, TARNY X E NIV oS A2 EE (7)) Pr-5-"1
VBRIV NG U RT 2T —F) BEEELRMoT,

YEEAHROEERVZTDOEE

M ER R L

REMDFEDEERUSLLE

R OTEPEDGHE « BN &R L

R o= [ TVILS. (1) REEBAL L OMREHRRE ] oH] S8

EHEREYORERI/NT A —4

U ERR L

- 14-



6. HEitt

(1)

(2)

3)

Bt ER AL B UE R

BT FUANEEZ LT F=r 7 YT I A (EHE 90 mUimin) & LRlo7-Z Lk, =AY
DX BT, SRERIKIEIE & PRANAE ~OREBENIE O W72 K 2 BRI A VR STz,

Pt

fEHERR A 5 Bl xR e L, =A b x by (200mgl A 1H, ZEMEK) ERE%, “C-mh h) v
B 200mg A HERR AL LizE 25, b S iE RO 86%IT IR I, %7z 14%IX3E(FE iz EIY
ENtz, TR B REEN T2y & LTRSS TR Y, F5ED 13%2 3 MOHEER#@ L LT
RPIZE STz, o R Y 2 & B v o EEEiER 10 B Th -7,

HE it 33
[ IVIL2. (5) Z7VUT T OIE] R
<HE>

AR I T 5 3K ENEE (invivo)
fERERRAN 5Bl kg L, =LA MU XY (200mgl H 1A, ZEfEry) RiEHKE#%, “C-mh kY
THAE L 200mg AHEREAOEEG LIz 2 A, EFIRETOE FRMMEEE (PBMC) o= A k
U a ey 5-=1 CEEOMABA N ) 39 K Th o 72,

7. FSURAR—E—(ZBT B 1ER

T AN TZEUE, OATI OIEE TH D,

8. BHEIC&BREE

MAEHT -
T AU TZEL200mg OFL D 1.5 FERILINIC RSN #BAtA L, 3HRIEN T2 Lick =4
U & e OBEEOK 30%AkE Sz (ILKHE 400 mL/min, EHTEH &£ 600 mL/min)

- 15-



VIIl. 2% (FERLDIES) I3 5I1EH

UM REEHLTLSEETIE, KEDKRESHIEIZEY, BREEFRAVBRISIEETNLHD

DT, FFOBREZHHT HIEEICETHIERET D&, HICHEREMDEE, EELTIEENLH
HNDTIERET D&,

(fiFdn)

AHNE B RFR T A VA (HBV) 2k LIREEAZHF 325 Z L 2% invitro THEERINTW5D, AFITIT,
W4+ C B RUBMEIF R 53 2 BRI BR % 23 i STV TV D3, IS E - Tl 4 ClE, HBV &
LEFIZBNT, AFOFEEHIEZIC B BB RE(L LEFNHE SN TEBY, £/, Hl HBV
TERZBT HMANCIBNT, FRCIEETREEEZE T2 BE CREKTRIFENEELT S Z &0

D, TNHDOZ ENG, KENOFEGBIERTNC HBV RO FEIZ OV THRE L, KON EZFHERL T
BLZENREE LV,

2. ZFERNBLE0ER (RAEESZED)

ZIS LN

#22 (ROBHICIFEBESELAENIE) ]
AFIDOEH < LBBECBREENDHHEE

(fFa)

EHMITE B IRINR R TH Y, ARORA K LIBBEOBAEED 55 B# BT, |
FERBEE DR RBT 5 BTNB b 5.

. MRERFHRICEET SEALOEEE TOEH
AL L7g

4. RERUVRAEICEET HSEALDIE L ZTDER
[ Tv.2. FEER O] ©IE] 2]

- 16-



5. BEEREARNBREFNDER

RERE (ROBHEICIREICESETHL)
BHEREEOH D EE [(FFERVEELGEREEEOHSEETIE, FFOMPRENLFET S (TH
& AEICEET SERALDIE] RUTENBREIOESR) . ]

(fgsn)
VT F=r 7 VT T AN 50 mLimin A O PR K OV EE OB R E 2B T 5 BBV T,
TARYUZELD Crax LTNAUC DEINT B 726, HEE - HEORENSNILL /25,
[ TV.3. (5) 4) HFE - JNRERIER) DIE] &R

6. EELEARWIR L ZDEHRMNESE

EELGERNIE
(1) AFOFERICKHELTIE, BEXEZTNIIROIBEULFIZROFBEICOVWTISHALREEZE:
® ERYTH_L,

1) RHFE HIV BEFEORAFEETELEVI &H D, BMEREEZST HIV BREEOERITHES K
RERIELRRITDAREMA H DD T, KFBERBREOFERREDOERICOVNTIHFIRATELEEIC
gETH L,

2) REIDRPTEEICEDIEZICOVWTIEBREDE ZATHTHDZ &,

3) RNk BAEH, HHEMXIIMBTLEFCLSMMEAD HV BEDOBRMEZETIEINES
MEFEERA SN TULVEWN D &

() FHZECKRBAVESTHRAEROEMBRERI o OHRAREICEY, ERELGIKRT Y F—
DARVEMEEICLP2EEDEKR REHE) A XEICZEI|ESATNSOT, HAE7VF
— VAR FFHREENARONSBRERNSREERE (F2/ SR T7x5—ED0ERLL
%) NBOONBRICEK, FHO/REZ—HPLET S L. BITHEEOBRREFEZETSE
BIZBWTIXEREI S &,

(fiFsn)
AFNOFEMRTHHT LN U F BV 5-2 U VERIE, MORER R R GREFMERKIC T, WILED
S Fa FUT DNA R A T7—F y [ZRT HHEBIEERTH N 00, I har RUTEE (FHLET
U R—U R EET) BRBET A ARMITHERSERVWEEZE L SN, L L, SNETOREKRRICIBWNT,
O RV HR G R ER L OFAIC L VT v F— v AORBRME SN TV D20, Al & FH
BOEENPMLELEZ NS,

-17-



() AFIZETHHV EDSRIGRABEZITo-B2ET AEFBELERSGEREIBRESI LTS,
BERR%E RERESAEEL EREOALTLTREEEATNERE (13N TYILTE
DLAVTUYI R, AL FAHAIMIVR, Z2a—FELRFREICLDHD) HITHTIRER
ERBETE LN HD, -, REREOOEICHVBCRERE (FREMETEE %%
s, ¥ - NL—ERE TFrFIEXE) BPREBETLEOBRENHLINDT, Ch5DEKREFT
L SERICITEYNGEREERTDI L,

(F#L)

AfMREEEZET 5 HIV-1 JBYYEEREIZBWT, Hi HIV EERRE# I ES HIV RNA 0B & CD4
U L SEREC DB » THRELT HRIEL FIRE Lz B RURYWE, AIDS BdEMEIEE, 1T9¢% oot HE
SEAR IS AR SRR RE & FRIE TV 5, BFIREEREZ AT 5 HIV-1L JEGUEREFEITBWTH HIV BiEE

BlAAd 2581018, REFEEREOR I ICEEZ TOLERH D,

E7o, PUHIVEEERIC L 2 REIEEORIEIC Ry, FURIRERETIEE, SRR, ¥7 2 - N —IE
i, 7 RUBRREO R CRERENEIT L EORERH T2 Lnb, TALOH CRERBDIE

(B DR Z R Lz,

(4) BERYEEERAEZTE (NRT) 3FDOHAFRAWNS—EH0DAEIE, NRTI2 BZEZBRIEGERSR
PAEEX(EHIV-1 TOT7—HHEEEZHAT S 3FIGFABEELLART, MLTHEMNMEN EA
WESINTWLWEDT, NRTISFIDHIZEBEABETHENROHONLGZNESIZIIMOEAEHEEE
BTdZ &,

(fFa)

HL ba A 2O RN WEBFEICBWT, T /FREN DY TFax i LT ABEE K T

VI ITVUNITIT IREN DT aF U TR LTI T, AT LD IFIPEHICLY

HI D 7 A )V ZAFHYSE D RINP G ETRBD ST & OWMENRH D, AANTT I 7V TG
PLTnDZEnb, Kl I 70O E LTINLOMEEITHEN LzLa, FEROBREZ R
THREMRH D, £z, THhbOMEELIMNT bR EREFFEER (NRTD 3 HloZ2 Fv-ff
MRIEDS, NRTI2 # & 7'm 77—V IEE SO R R TR R L IS L D OFRE L ek L, A

IMECE D LT OWmED D D,

(5) AFIOEFIMEZST VA ILAZHEFEESITOUVEHBLULTVSDT, KFESSTPOUESE
ORENEZHALLBVNI L, T, FITVUVEETCHHVEERIIBVTIMIILRAZHMHBEN GO
¥, HIV-1 HEERERELGTD M184AV/I EENRBHONTEE, I TDUEKFIEEFTLH L
DHTHROBEIFHFTEAL,

(fiFdn)

TARY VA E AL D BRSNS HIV-1L R GEERBR T OMEERIZT I 720 L FEERIC M184V/I
METHY, AN EELETITVUOEAMMEEZ T T A NV AFRREIZEEL L TV D, it
T, AR T I TV E2MHATHZEICE2DREFMEFETE RN EnG, KT I TV 2800
FNIPEH L7pnz &,
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6) FOoT7RABIZCETAAFNDENHEEI+A/BRFSATOELD, DEBIOBERARY B &gt
FEOT7OT7RABIZEVWT, Chac DEREFTET ZHENBFONTNSDT, HBV REESHE
EEED, BHEAODRKRIZEFET DS &,

(fiF#n)
AHNOT 27 FNFEIZE T 2 HEEREIL D ITRFT ST RN, 7T U T R AR A (3 )
D LA $ 5RF D Crnax | iEl)\&U\I:Z/\ v 7@ (K 156%) Thotz, £7o, EFIREED Cra
H, TVTRAFE (HBV EYEHE 8 ) TEVWMHMMAFRD bz, 6> T, HARNEE THIRREIC
Crax 2NEE & 72 B ATRENE, ROFENIHE S BIER ORBLOFREMENEE T RN &b, BET I
ERd 5,

(7)) TLMIOREVHEDBERFRICEVTHBERSREL, TORBHEEFIFRAETHI L
ARBEENTNS, TORAFREDECATHATH S,

(fFa)
AKENDOHETOFEEZR 2 SO AR RBRIZ BN T, HIER] 580 BIHIZF61T 2 BEZ GO REIVEH O FEL
2310 1 (1.7%) (i Sk, BBBEEIIA AR TEVEI AR b TWD, BIE, BEEAOIREE]
BFFEIZOWTIIAHTH 5,

7. HE/ER
(1) tREZEREZFNDER
AR ANA

(2) BHEZFELZTOER
A% L7

<BE>
AR E TIPSR ONTRED 45 EFTRELY EHSETH, =AM ZE VIR FF Y
T — . P450 4y 7-fE (CYP1A2, CYP2A6, CYP2B6, CYP2C9, CYP2C19, CYP2D6 } X CYP3A4) | kX
% in vitro MM AELE L0 o7z, TA NI X E NIV v o BaaE M HfEE () Pr-5-
TVVBINT =V N T AT 2T —8) BIRE LR, THAHO invitro EERER K OWERE S
TWAT AR S ZE L OHRRK A2 EET DL, E hF /B —LPAS0 2T 5L N2 E L&
D IEAI & O EAEFH 23 E U 2 aTREMEI TR,
R AEEE L RIRIZZ A NI AT ) RENL DY Faxi Tk, 4 PF e, H
=7 //&U\/ K7 Vv OPFRICE T 53y EhRE ﬂz{ﬂﬁ%ﬁo f:o PERENR L N U Z B DK
WENREIZ IE TR O A b Y ¥ B RO IEMENREIZ KIE T RBIZ OV TRITRT,
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HRAEKEROILMN) DA EVDEDBBNS A -2 ELE

A OEARE FEPFHFO = A R Y X2 E D
PR BEFAIE D | 2 ) vae v | I | FEPERE ST A — X2 LR (%) (90%[EHH X
H& D& * | A
Cmax AUC Cmin
7/ AR EJL ¥ | 300mg 200 mg 20
vraxvr7 [1ALE [1ALE |17 & o ( 121 )
< VR 7HE |7 AME t2=~1
e 800 mg 200 mg
B =) = S _
AT E) L 1] 12
40 mg 200 mg
=)L 73 & & —
V7T 11A] 11[H] 6
300 mg 200 mg
CRITVv 1H2F [1H1H 27 =2 & &
7 B 7 B
kR, A6, B —
ILMYDAEVEREHOHRAEOEMERB/NT A —FELE
s |ty | ftl 7 OF F IR~ FEOF H g O Of H 3K 0 S g <
- FH S 0 T A—H DA (%)  (90%(FFE X [H)
PR e oRE | % = > T
Cmax AUC Cmin
7/ AR EJL ¥ | 300mg 200 mg
yruXxi v [1H1E [1H1[H 17 & & S
~ LR 7 BHIE 7 HH
NN 800 mg 200 mg
N = & & —
AT EN L 15 12
40 mg 200 mg
=)L 73 & & —
=Y A S 1 L 6
300 mg 200 mg 17 13
CRTUv 1H2F [1H1MH 27 &
~ ~12
7EM |78M (10~138) | (15~120)
kR, R, B -
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8. ElfEM
(1) BEERDOHE

FRARERE . FRBRERAZEICENT, 46 6Hld 9l (19.6%) ICEMERAMRO b=, EHEIMERAEL

TEREEN3H (6.5%) TH-o1-=,

(BEERTH)

BOEGRRGRER AEICE T AL PO I REICKDAERBREERVUKRAEREEZXNREL-2D
DEEEHERICHE VT, RFNIZRSED 580 it 303 5] (52.2%) [CEMERMERD 5f-,

ELGEMERIEITH, F#EHFL, BD, KR R TRE BHEFTH-oO.

(%

i)

(2) EXGEIER & HER

AB7Y F—2RX (BEETHY )
IEB7 Y F—RDBBENEIENHDIDT, COLSIHIERICIE, B-EEDPIETIE, BUNLLER

152¢&,

EVMENC 31T 2 45 G4 D BRIR AR IZ Tl S 7 gIEH]

() ZnHDEIER
TROBEANREND Z 0N HDDT, BEEL STV, BENRD bNIIGE T 0@ 21T 5
&,
FEAE 2% L4 L 2% A B
R EOREREE | S5 IMEQ2.8%) BAGOR, (KIERG O B34/
B ma L A5 o—/VME,
e 1A
R PR, R, oW, Y
B Rl SRR E
PR R IR E FFEIED F10(9.3%), FEIE(5.3%), A | AlfEkEE, —=o—a/8v—,
IRIE(5.0%), 5 7025(3.1%), $EER | IR, REtE=a—nm/ N v —,
(2.2%) BE R
B e THI(10.7%), E05(8.1%), 96 (6.0%), | Bki5, (HAK, B, MEERRN,
LA E(2.9%), NEMH:(2.2%) OR, O, HhES
B Fe Y %92 (3.8%) B @, &9 FEIE, KT
BT AR AR bR B, ZHE, BE, fRE2Z
B AS R LOY PR, BRI, HEE
i B kLR b
—i% - RHEEL | HIIE4.8%), & (2.1%) BERR, JEEh
OG- 4R
B R A AT AST(GOT)#I1(3.1%), ALT(GPT)H4/1 | Al-PHN
(2.9%), IH7 T —EHN(2.4%),
CK(CPK)#4/11(2.2%)
Z Dt F i BRI iE (3.6%) MmAEyRaE, Y, (o 7L=x

> PIERRE
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(4) HEMRFARREERVERREERE R
ERNEAREREICE T HBIER - BREEORBENRE (BEERTH)

{530 TRFRIRFIZ DRI At

ELESN 0 12
AR ATE 14K 0 46
RIVE S O3 BLUE B3 0 9
BIVE S D3 Bl 0 17
Il 2 D I8 BLAE 1] 32 - 19.6%

BIVER S O FEE BIVE R & O R FEBUES] (150 3 (%)

MiEFs LY v RbEE - 2(4.3)
* A& - 1(2.2)
* i A - 1(2.2)
R L OGRS - 1(2.2)
B L AT 0 — L LE - 1(2.2)

* EmbhUZURY RE - 1(2.2)
* EREEILE - 1(2.2)
e I I - 1(2.2)
PR TR - 1(2.2)
* RS - 1(2.2)
GLZlILES - 3(6.5)
JE T R v - 1(2.2)
TR - 1(2.2)

* Ok - 1(2.2)
JHF EE S - 1(2.2)
= IFbEE - 1(2.2)
FZRE ¥ & OVRZ T ALk e - 2(4.3)
SIS - 1(2.2)
BRIV R A b7 — - 1(2.2)
— - REFEER L OGO R - 1(2.2)
> FEEL - 1(2.2)
i R A AT - 2(4.3)
* e Y L HE N - 1(2.2)
* GFEREREE N - 1(2.2)
* HLEREUE N 1(2.2)

* HEARGRIC A EOEE] F0 TPRITERVEER 723 MM Lok o
MEOMOBIEM] (TR H 2 2 EHE 2RI
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SETOFL ka4 VAT L B IRFGRRBE R ORIBIR RS & )15 & L 2 >0 BB 1517
B, KA SEEORIER Ha R,

BIERARBEE
iE 1 550(%) iE 15145 (%)

AE 11 580 B2 5 K O Pk b
RIIE 38 BUE 1 2 303 (52.2) 95 22 (3.8)
A IHkEE BEJE 25 A, 10 (1.7)

T 62 (10.7) % 9 FESE 7(1.2)
AL 47 (8.1) v )k 4(0.7)
i3k 35 (6.0) ZIHE 3(0.5)

HIE R R 17(2.9) NG 3(0.5)
M it 13(2.2) BN 3(0.5)
537 10 (1.7) AR L O s

f5 6 (1.0) i LIE 16 (2.8)

B/ R 5(0.9) BARAIR 8 (1.4)
PN i 3(0.5) BRMEVE v Abn7 4= 6 (1.0)

H 7 3(0.5) i VAT = LS 6 (1.0)

H PRz 3(0.5) e L 4(0.7)

I E 3(0.5) i B R S KON ALk
HREER L ORGP RE iRE 7(1.2)
HE ) iE 28 (4.8) B 5(0.9)
35 12(2.1) B 4(0.7)
R TR PR B A AR A

FEIED F 54 (9.3) AST(GOT)#/m 18 (3.1)
SER 31(5.3) ALT(GPT)# 0 17(2.9)

AHRSE 29 (5.0) 7371 #EM 14 (2.4)

B IR 18(3.1) CK(CPK)#m 13(2.2)
PR 13(2.2) Al-P 1411 3(0.5)

FITE PR 5 11(1.9) Z DA

—a—nRy— 11 (1.9) i BRI E 21(3.6)
fE IR 10 (1.7) g 5(0.9)

KR = a-nn v 6 (1.0) &Y 4(0.7)

JEE B 4(0.7) ATV SEERE 3(0.5)
R P

PRI 7 (1.2)

s 7(1.2)

9 O 5(0.9)

J B R —jak 4(0.7)

G AN E 3(0.5)
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() ERMER BHHE BEERUTHOAREERMNODRARIAE
AR L

(6) EMT LILF—IRT 5 EERVHARE

HEE ROBEICE|/EESLEAEVIE) ] BB
AE DS <3 LIBBEDBRERED H5EE

9. BME~DRES

AEIDBHEICS THAEVHEEFRF SN TOEL, XFOREICELTIE, BEDOHK, BRUDHEEE
DET, GHHE, HRAEFZTFIEET S &,

10. 1345, EWR, RILBFE~OERE

(1) ERXISEIRL TODAIRRMED H A LIEICE, BRLOARENGKRMEZ LED KIS N DIEE
[COHTETDHE, BHEPOREICEHTIREMFIEILSATLGL, ]

(2) AEIBRAPFBREIZPIESEDI L, [TALAMNIDEEDDE FEAANDBITHNERESA TS 19,

Fl, THEOHV BREEEEE, RO HVREEEZEITSH-0, LRICBIAZEZABW ENEFE
LLY, ]

11. MNRE~ADEKRE

BEHAKER, HER LR PHRXIGPRICHTIREMEIHEILIL TG (I8 RRBDEHICHT
B EREERATLY)

12. REBRERRICRIZTEE
Bz L

FEZBERE LLEMIRESNTE LT, BERSKICHAOBIRCERITHATHS. BERE
BFICIE, AFIORIMER ( TRBIEA] OESR) ITOVWTHRICHRBE/TL, BEICHE C— NG ER
EETS &, ARTMABRBMICEY—ERESNS ( TRYBE] OESH) .

[ TV.3. (5) 4) &B& - WEHIARR] DH] ZM
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14.

15.

16.

HRAEDOIE
FARPAA

ZDDEE
PAAPAYA

D
EALYAYA
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IX. JEERERELERICRES9 51EH

1. FEEHER

(1)
(2)

3)
1)

2)

3)

4)

5)

6)

7

EoFEEHR ( TVL IS 2HE ] 2H)

EIPd:E 3L

M LR

REMEEIHEAER 19

—MHERBRUTBICRIEFTHE (TR, Ty k)

~ U AOHERRE O 558k (10, 30, 100 mg/kg ; 10 i FE) 1ICBWT, — R K O TENCR LT

%%&&éﬁwotoik,vvx(mazw,ma7&xmemmm4W/ﬁ)&U?y%(%Q

500, 1,000 mg/kg ; 4 5/ #E) Om A EOHERE O GRRICIBWT, 178), K, Wi, BB, PP

WeEr, REICK L CHEELY KT S otz

PREBERICRIEITEZE (IOX, SV k)

~ 7 ADEARE O #5538 (10, 30, 100 mg/kg ; 8~10 filEE) ICBWT, HIEEBNE, HiHiED)

JRE TR VE ], PURREER, AR IEAR ORRICR L TREZ KIES oz, 7y MIBITS

[ECH5E (10, 30, 100 mg/kg ; 5 51,/ B HilERE O #eh) , % MR v 7 A 5AEENEESE (30, 100 mg/kg ;

6 B, HE MEFENEEE) 1ok L TRBE RIT S e ho iz,
HEARRRUVTEEBHICRIZTITEE (in vitro)

ATy MEHERGFRHBICBIT 2T 2T raly, B AX IV RO N U AFERIGHEICS LT

100 pmol/L TIXFEEA KT S ieinoTz,

£72, BAE Y MEHEBEIGEEHICB T 27T Lal) VKT T V%= /%%W%,%w%/h%

HOLBICBIT LAY FaTF L ) — Ak 2% I X DA RER, 7% KBERIC

/wIE*7UV&UYVVﬁ?VVVH%%W%,?yhﬁm%f%ﬁ"fétmb~y&0?

7% RUBEFHRIGE I LT, WLy 100 pmol/L TRB A KT S 7272, AT v MHA
BIFD /v 327U VRIS LT 100 pmol/L T2 % KIE S 2o Tz,
DMEZRBRVUFRRIZRIZTEZE (v b, 4 X, invitro)

WEET > b OHERE ARG (250 mg/kg ; 8 I, HE) 1ZHBVNT, IHEH L K OV ARSI kT L TR

B RIES 72 olz, M — 7 NV ROERIRNE 5388 (1.0, 25, 5.0, 10, 20 mg/kg ; % 4 5l /&% ;

R G- 385 mglkg) ([ZRWTC, SEMIME, A%k, LER FEE), e, MR L OV

ﬁﬁ%%mﬁbf%ﬁéﬁfé&#oto

F7o, FORMHILIER (100 umol/L) (2B W ThOT /e BtEZE TIER (1246%) 2/~ L7223, fiiHl

ﬁ%zkwfim%ﬁﬁwm@ﬁ’%%%&iéﬁ#oko7yk@?yﬁwa7%m@ﬁb(b

%, DEMEARENROFR A 5 100 pmol/L) , EVE > b OfFHILE (IUHE 71 M OB %L ; 100 umol/L)
ot LT s RFE S ieino Tz,

BHRERICRIZTEE (XVXR)

~ U AOHERE OB BR (10, 30, 100 mg/kg ; 10 %Il &) 1ZBWT, INMENOBRRBEIFRIZH LT

WL MIE S o Tz,

B MRBRICRIZTEE (S )

7 v bOHERE OB (10, 30, 100 mg/kg ; 6 B ICBWTC, JRE, RPEME (Nat, K

Cl) HEt & OUR pH IZx L CREZ RIF I o T,

T (BREZERESICRIZTTHEE : invitro)

19 oK HER (77 7> [AL A2l , TRV > [al, a2, B], 7o odTorv |,

ROV TEE Y, Co¥*F v 3/ [V Rub VPR, 7= TAXAT I UR], CaliiiT v

I [ TAT IV UREEZMN], AAB Y > [M1, M2], K332 [D2], GABAa: CI'F v x/b, 7
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(4)

IWEIUEE, —a—u T vy, MIEH LR, Ee k=2 [GHT1A, 5HT2] ) IZxt3 5 &Y
T ROFEEIZBNT, WFhh 10 pmol/lL THE A KT S o T,

T DD REEHAR
M LR

2. HIEEER

(1)

SMEE (YVR, Sy h)

(2)
1)

2)

3)

3)
1)

2)

3)

BHEKE5 SR

7w RO~ 7 A0 N 55 (4,000 mg/kg ; MERES 5 B) (I2BWT, FRRL T REATRITRRD b
T, T b, v UAE IO EIE, >4,000 mglkg ThH o7z,
REHSSHEHR (ERERUTIEESM)
I IRIIHIT B REREHER
<~ AD 1K 6 » HERO# GRS (120, 600, 3,000 mg/kg/H ; MEMES 14 61/ BE (1 » HlB)
MERESS 25 61, HE (6 » ARER) ) IZBWT, ZT<BEDORMEE (RBC) DK T ONZ FEIFRIMER~
E/mrberiE (MCH) |, ‘FHRMERERE (MCV) KOURIMERSAAE (RDW) @ L5725 3,000 mg/kg/
BRSO LN, ZHSDOEIE, 2~3 B OREBIRZICEE U7, 5Bk B i Rt
IR ZELWT O - I HRO b ho Tz, ARERICI T 2 MEM 1T, 600 mg/kg/H &
Bz b,
v MIBITEREHRSHR
Z v bD 3 » HERO# GRS (120, 600, 3,000 mg/kg/H ; WS 10 B FE) 1IBWT, BEORE
1A% 3,000 mg/kg/ H & (HED Z) 12586 B ATz, JREARAR 2 B A 7L, iR 2 & e W3 o ligas -
MR DD LN Tz, RRBRICEH I 2 BEMERIX, 600mg/kg/H && 2 bl
YILIZHEITHREREHER
Pd 1 H H RO #ERE (80, 400, 2,000 mg/kg/ B ; MERES 5 %51, &) <TiX, 2,000 mg/kg/ H #%5-
TTCTHERRBD LNTOAHLTHoT, o 1 FRIER GRS (50, 200, 500 mg/kg/H ; HEHEX 4
B,/ 8E) T, BEOZIM) 500 mg/kg/ HEE (MEDA) 12RO BT, ZOZERIE, 4 R ORI
BIZEE LT, MBI RFE T RIL, SR E2 G0V oz - ikl bR bivkioiz,
ARBR IR T D MR R, 200 mg/kg/H & & 2 bz,
HETEREFMEHR
PEYRATR ORI SHER (XX, Ty )
7 v b OREEAFERERER (150, 750, 3,000 mg/kg/ B ; #E 25 6 BE) 12RWT, AEFHEE, KHTRAEK
OGS B QR AR M CRBIIR D bk o T,
~ 7 ADZIRRE KR O R A FEAERBR (250, 500, 1,000 mg/kg/ B ; WERES 20 i FE) 1ICBWT, MR
DZIERE, —RAEFHRED D WITIRO BRI OELFITR L THREITRD SR -7z,
BEMRBARSHR (TVX, vH%)
R~ 7 ADR 6 H2v5 15 A % ToH#% 45 (250, 500, 1,000 mg/kg/H ; 22~25 i /Ef) 128\ C,
&« BRIROAEGFR ORI EBIIRD LNT, BAFBIEHLRO Lol
R X OMEHE 7 A5 19 B £ To#H 45 (100, 300, 1,000 mg/kg/ B ; 17~19 i /#E) 2BV,
300 mg/kg/ B LA CREEM O RERUD A B, IR BB OEGF L ORE ISR b Y, #
FHEAER LD HiZenoTz,
FEHRCRABEEHER (THX)
IR~ 7 A (FO HHAR) OIEYR 6 A 2532 #& CTIZELEE 20 B & ToH#4- (250, 500, 1,000 mg/kg/ A ;
25 5 /FE) 12V, HAER (FLH#R) o4fF, iR, FEROVERRRIE NSO AR (F2 #:A)
ICHBIIRO DR -T2,
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(4) ZFDHhoE®ENS

1) fRESE (v b)
Z v o> 28 AIES (60, 240, 1,000 mg/kg/H ; MERES 541, /FE) (21 Dot (b Y DR IEK
(R DR 72 1IgM BURIC TR 2T L2 & 24, b Y URMERIZKT 5 IgM HUiai i #2288 1%
BBl

2) EEEM (invitro, invivo)
in vitro FBR O 2 W I IH RS2SR BB M O~ 7 2 U w o EMAERER, I ONC invivo ikBRoD~ 7
ZERENERBRICB VT, WTRBRIETH T,

3) HBNAEREM (DX, Sy )
F v MZETHRER (60, 200, 600 mg/kg/H ; MERES 60 1,/ BF ; # G 2 4E) RO~ RTHT
Ak (80, 250, 750 mglkg/ H ; MERES 60 1 BE ; G-I 2 42) 1T\ T, HAFMEITRRD bieis

ST,
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X. EEHMEEICEI SEE
1. RHEXH
il Al : =2 kU 70 200 mg BISE, AL SR

) EE-EMHFEOLTZEICIVENTLIZ L

HHRS : TARY A E Y JEI| K

2. BRI ERLAR
EABIR : 34 GMEL DT ~ZERROFEHBIRZZRO Z &)

3. frik - RERHK
R A, EIRRAF

4. ZRIRFVOEDFER
(1) EBRTORYHEVWLEDOBERIZCDOT
L
(2) EFXRFAEFOEMFLWNIDOVT (BEFICBEITRNELESTES)
[ TV 6. BEEARFEARWEE & EOHE M &K OWLE HE) OFE] S8
BEREERLTAR HY, <FOOLEBY : AY
(3) FHEFOBERIZTDONT
Y LR
5. RBEHE
AFENIFDHEFAERS (A—77 0 K7 v 7) LLTRESN TS,
6. B
T AU AT T EL200mg : 30 B TRV

~

. BHROME
TITAT I Reaw— K RV =F L
Ny Fr.R) e
Xy v ARV FrEL

IR AN L
[ %) ORIV, UHE IV, TITVY, AT YL, TN ELEIBE,
T/ T uX VTV, T/ REN T T 7 =2 I NT < VR
9. EFEAEFEAH
200347 H2H

10. ERFEAFZEAHRUVKRDBES
REIRGEAGREE A B 200643 4 23 A
7k FFK 5 : 21700AMY00141000
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11.

12.

13.

14.

15.

16.

17.

RMEEIREHEFEAH
200544 H 6 H

PEER FHREM, RERVAZEEEEMENOEABARVEOAE
A% L0

BEEHR BIEBERARFABRUVZOAR

FREARE B B - 2016 459 A 30 H (A58 36584 0930 % 33 &)

FRAEE
ESR N, EREIRS O E, AR OV ORI B S A (RN 35 4R 1AM 145 )
HLARF 2HE 3 A D OAETONTIUTHIES LRV,

BEEHM
10 4% (2005 43 H 23 H~201543 H 22 H)

RENEHRERRICET SF®
ARANL, H&HE (HD0IFHRET) FIRICET HIRITED ST,

£#a—F
; JE A G5B A A s v Lt R
i ¢ HOT (13 # 7 o
I J 4 (13 1) I S o — S
=SV NP i %
1166224020101 6250028M1029 620002488
200 mg
RIZFRTLEDIE

HIV e O BEEBEN T SN2 BE IIEEEREOABEAHHIENREH IS,
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1. 5IFAXHE
1) Saag M.S. etal.

2) Benson C.A. etal.

3) Rousseau F.S. et al.

4) Rousseau F.S. et al.

5) HE KA,

6) Paff M.T. etal.

7) FenglJ.Y.etal.

8) George R.P. etal.

9) Jeong L.S. etal.

10) Schinazi R.F. etal.

11) Bridges E.GC. et al.

12) Tisdale M. et al.

13) Wainberg M.A. et al.

14) Van Draanen N.A. et al.

15) Wang L.H. et al.

XI. 3@k

Efficacy and Safety of Emtricitabine vs Stavudine in
Combination Therapy in Antiretroviral-Naive Patients :
A randomized trial

JAMA. 292(2):180-190, 2004

: Arandomized study of emtricitabine and lamivudine in stably

suppressed patients with HIV

AIDS. 18:2269-2276, 2004

Prototype trial design for rapid dose selection of antiretroviral
drugs: an example using emtricitabine (Coviracil)

J Antimicrob Chemother. 48:507-513, 2001

Prospective Randomized Trial of Emtricitabine versus
Lamivudine Short-Term Monotherapy in Human
Immunodeficiency Virus—Infected Patients

J Infect Dis. 188:1652-1658, 2003

T A kU SH TRV 200mg D H AN A B 1A
K5 & LT HA B Rk

Hrdk L FEIR 55(9):1374-1382, 2006

Intracellular Metabolism of (-)- and(+)-cis-5-Fluoro-1-[2-
(Hydroxymethyl)-1,3-Oxathiolan-5-yl] Cytosine in HepG2
Derivative 2.2.15 (Subclone P5A) Cells

Antimicrob. Agents. Chemother. 38(6):1230-1238, 1994
Mechanistic studies show that (-)-FTC-TP is a better inhibitor
of HIV-1 reverse transcriptase than 3TC-TP

Faseb J. 13(12):1511-1517, 1999

: Anti-HIV, Anti-hepatitis B virus

Drugs Future. 20(8):761-765, 1095

: Asymmetric Synthesis and Biological Evaluation of

beta-L-(2R,5S)- alpha-L-(2R,5R)-1,3-Oxathiolane-Pyrimidine
and -Purine Nucleosides as Potential Anti-HIV Agents
J Med Chem. 36(2):181-195, 1993

: Selective Inhibition of Human Immunodeficiency Viruses by

Racemates and Enantiomers of cis-5-Fluoro-1-[2-
(Hydroxymethyl)-1,3-Oxathiolan-5-yl]Cytosine

Antimicrob Agents Chemother. 36(11):2423-2431, 1992
Favorable Interaction of beta-L(-) Nucleoside Analogues with
Clinically Approved Anti-HIV Nucleoside Analogues for the
Treatment of Human Immunodeficiency Virus

Biochem Pharmacol. 51(6):731-736, 1996

Rapid in vitro selection of human immunodeficiency virus type
1 resistant to 3'-thiacytidine inhibitors due to a mutation in
the YMDD region of reverse transcriptase

Proc Natl Acad Sci U S A. 90(12):5653-5656, 1993

In vitro selection and characterization of HIV-1 with reduced

susceptibility to PMPA

Antivir Ther. 4(2):87-94, 1999

Influence of Stereochemistry on Antiviral Activities and
Resistance Profiles of Dideoxycytidine Nucleosides
Antimicrob Agents Chemother. 38(4):868-871, 1994
Pharmacokinetic and Pharmacodynamic Characteristics of
Emtricitabine Support Its Once Daily Dosing for the
Treatment of HIV Infection

AIDS Res Hum Retroviruses. 20(11):1173-1182, 2004
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16) GILEAD #t
17) Szczech G.M. etal.

18) Benaboud S. et al.

2. FOthnsE X
Brlz7a L

Emtricitabine Pharmacology/Toxicology Studies (¥:PN%& k)
Reproductive toxicology profile of emtricitabine in mice and
rabbits

Reprod Toxicol. 17(1):95-108, 2003

Concentrations of tenofovir and emtricitabine in breast milk
of HIV-1-infected women in Abidjan, Cote d'lvoire,

in the ANRS 12109 TEmAA Study, Step 2.

Antimicrob Agents Chemother. 55(3):1315-1317, 2011
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& f 4 | Gilead Sciences, Inc.
Wk 52 4 | Emtriva
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= B 17N F = N YT Z B 200 mg
ImLH = A RJ 2B 10mg
o " EMTRIVA, a nucleoside analog HIV-1 reverse transcriptase inhibitor, is indicated in
2he L %h R o _ s L
combination with other antiretroviral agents for the treatment of HIV-1 infection. (1)
+ Testing: Prior to or when initiating EMTRIVA test for hepatitis B virus infection. (2.1)
- EMTRIVA may be taken without regard to food. (2.2)
+ Adult Patients (18 years of age and older) (2.3):
0 EMTRIVA capsules: One 200 mg capsule administered once daily orally.
0 EMTRIVA oral solution: 240 mg (24 mL) administered once daily orally.
« Pediatric Patients (0—-3 months of age) (2.4):
0 EMTRIVA oral solution: 3 mg/kg administered once daily orally.
- Pediatric Patients (3 months through 17 years of age) (2.5):
0 EMTRIVA capsules: For children weighing more than 33 kg who can swallow an
intact capsule, one 200 mg capsule administered once daily orally.
E KB OV & 0 EMTRIVA oral solution: 6 mg/kg up to a maximum of 240 mg (24 mL) administered
once daily orally.
+ Dose interval adjustment in adult patients with renal impairment (2.6):
Creatinine Clearance (mL/min)
<15 mL/min
. . 30- 15—
Formulation >50 mL/min . . or on
49 mL/min 29 mL/min T
hemodialysis
Capsule 200 mg 200 mg 200 mg 200 mg
(200 mg) every every every every
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24 hours 48 hours 72 hours 96 hours
120 mg 80 mg 60 mg
Oral 240 mg every
every every every
Solution 24 hours
24 hours 24 hours 24 hours
(10 mg/mL) (24 mL)
(12 mL) (8 mL) (6 mL)

a. Hemodialysis Patients: If dosing on day of dialysis, give dose after dialysis.

5] & | BN

2 # 4 | Gilead Sciences, Inc.

i ¢ 4 | Emtriva

B o B | RO h T RIVAL B OHEA

7 U & | 2003 &

N o |1 AT AR =AY & B 200 mg
= i

ImLH =AU ZEL 10mg

e XL % B

Emtriva is indicated in combination with other antiretroviral medicinal products for the
treatment ofhuman immunodeficiency virus-1 (HIV-1) infected adults and children aged 4
months and over.

This indication is based on studies in treatment-naive patients and treatment-experienced
patients withstable virological control. There is no experience of the use of Emtriva in
patients who are failingtheir current regimen or who have failed multiple regimens (see
section 5.1).

When deciding on a new regimen for patients who have failed an antiretroviral regimen,
carefulconsideration should be given to the patterns of mutations associated with different
medicinal productsand the treatment history of the individual patient. Where available,
resistance testing may beappropriate.

AL K O &

Therapy should be initiated by a physician experienced in the management of HIV
infection.

Posology
Emtriva 200 mg hard capsules may be taken with or without food.

Adults: The recommended dose of Emtriva is one 200 mg hard capsule, taken orally, once
daily.

If a patient misses a dose of Emtriva within 12 hours of the time it is usually taken, the
patient should take Emtriva with or without food as soon as possible and resume their
normal dosing schedule. If a patient misses a dose of Emtriva by more than 12 hours and it
is almost time for their next dose, the patient should not take the missed dose and simply
resume the usual dosing schedule.

If the patient vomits within 1 hour of taking Emtriva, another dose should be taken. If the
patient vomits more than 1 hour after taking Emtriva they do not need to take another
dose.
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Special populations

Elderly: There are no safety and efficacy data available in patients over the age of 65
years. However, no adjustment in the recommended daily dose for adults should be
required unless there is evidence of renal insufficiency.

Renal insufficiency: Emtricitabine is eliminated by renal excretion and exposure to
emtricitabine wassignificantly increased in patients with renal insufficiency (see section
5.2). Dose or dose interval adjustment is required in all patients with creatinine clearance <
30 mL/min (see section 4.4).

Table 1 below provides dose interval adjustment guidelines for the 200 mg hard capsules
according to the degree of renal insufficiency. The safety and efficacy of the dose interval
adjustments to every 72 or 96 hours in patients with creatinine clearance < 30 mL/min
have not been clinically evaluated. Therefore, clinical response to treatment and renal
function should be closely monitored in these patients (see section 4.4).

Patients with renal insufficiency can also be managed by administration of Emtriva 10
mg/mL oral solution to provide a reduced daily dose of emtricitabine. Please refer to the
Summary of Product Characteristics for Emtriva 10 mg/mL oral solution.

Table 1: Dose interval guidelines for 200 mg hard capsules adjusted according to
creatinine clearance

Creatinine clearance (mL/min)

>30 15-29 < 15 (functionally
anephric, requiring

intermittent

haemodialysis)*

Recommended dose | One 200 mg hard One 200 mg hard One 200 mg hard
interval for 200 mg capsule capsule capsule

hard capsules every 24 hours every 72 hours every 96 hours

* Assumes a 3-hour haemodialysis session three times a week commencing at least 12 h after
administration of the last dose of emtricitabine.

Patients with end-stage renal disease (ESRD) managed with other forms of dialysis such as
ambulatory peritoneal dialysis have not been studied and no dose recommendations can be
made.

Hepatic insufficiency: No data are available on which to make a dose recommendation for
patients with hepatic insufficiency. However, based on the minimal metabolism of
emtricitabine and the renal route of elimination it is unlikely that a dose adjustment would
be required in patients with hepatic insufficiency (see section 5.2).

If Emtriva is discontinued in patients co-infected with HIV and hepatitis B virus (HBV),
these patients should be closely monitored for evidence of exacerbation of hepatitis (see
section 4.4).

Paediatric population: The recommended dose of Emtriva for children aged 4 months and
over and adolescents up to 18 years of age weighing at least 33 kg who are able to swallow
hard capsules is one 200 mg hard capsule, taken orally, once daily.
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There are no data regarding the efficacy and only very limited data regarding the safety of
emtricitabine in infants below 4 months of age. Therefore Emtriva is not recommended for

use in those aged less than 4 months (for pharmacokinetic data in this age group, see
section 5.2).

No data are available on which to make a dose recommendation in paediatric patients with
renal insufficiency.
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53 i

A —A 7 U 7 : An Australian categorisation of risk of drug

. T AR TEEY Bl
use in pregnancy

% SO

A —A ~Z U7 : An Australian categorization of risk of drug use in pregnancy
B1: 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 not shown evidence of an increased occurrence of fetal damage.
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8.4 Pediatric Use
The safety and efficacy of FTC in patients between 3 months and 21 years of age is
supported by data from three open-label, nonrandomized clinical trials in which FTC
was administered to 169 HIV-1 infected treatment-naive and experienced (defined as
K O S virologically suppressed on a 3TC containing regimen for which FTC was

(2018 12 A)

substituted for 3TC) subjects [see Clinical Studies (14.4)].

The pharmacokinetics of FTC were studied in 20 neonates born to HIV-1 positive
mothers [see Clinical Studies (14.4)]. All neonates were HIV-1 negative at the end of
the trial; the efficacy of FTC in preventing or treating HIV-1 could not be
determined.

R S A
(SmPC:Summary of
Product Characteristics)

(2019 4£ 10 )

Emtriva 200 mg hard capsules

Paediatric population:

The recommended dose of Emtriva for children aged 4 months and over and
adolescents up to 18 years of age weighing at least 33 kg who are able to swallow
hard capsules is one 200 mg hard capsule, taken orally, once daily.

There are no data regarding the efficacy and only very limited data regarding the
safety of emtricitabine in infants below 4 months of age. Therefore Emtriva is not
recommended for use in those aged less than 4 months (for pharmacokinetic data in
this age group, see section 5.2).

No data are available on which to make a dose recommendation in paediatric
patients with renal insufficiency.

Emtriva 10 mg/ml oral solution

Paediatric population:

The recommended dose of Emtriva 10 mg/ml oral solution is 6 mg/kg up to a
maximum of 240 mg (24 ml) once daily.

Children aged 4 months and over, who weigh at least 33 kg may either take one
200 mg hard capsule daily or may take emtricitabine as the oral solution up to a
maximum of 240 mg once daily.

There are no data regarding the efficacy and only very limited data regarding the
safety of emtricitabine in infants below 4 months of age. Therefore Emtriva is not
recommended for use in those aged less than 4 months (for pharmacokinetic data in
this age group, see Section 5.2).

No data are available on which to make a dose recommendation in paediatric
patients with renal insufficiency.
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