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) FEEMSOASTZICLVERTLL
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1. BE

BERUBMHRZEH UL TVBBETHE, FEDKRSHIEICK
Y, BEUBMIFRNBMRTZBZENNHZDT, FFHDES
ZHHi T 2HEICETERT S & KICHEREBEEDERSE,
B LTRHZENNHIDTEETSI L, [9.1.1 8]

2. ER (ROFBEICEFHRS LBV L)
KAIDRT I UBBIEDBMEED » % B

3. #8RK - MK
3.1 #m
R IAM)THZE200mgkOT / AEL PV TS0
(185H) FUIT 2 IVEEEI0mE (7 / AL YV TuF
5 2L E L T245mg)

ZyuzHNA0—ANa, K, 277V rBEMg,
Nl Tra—2, HTNLT 7T T, FELE,

t7/uxu—x, Bitryr, vITEFV
3.2 HEIDMIR
R - AJE |FROT 4 VLT—F 1 VT

LA NHE B

HAR £ £919.2mm, %% £98.7mm, E& #7.1mm
#Ala— 1 |GILEAD-701
4. FNEEN (SRR

~N

HIV-1=2REAE

. BERUAZ
BE, RAICIKIELSE (T4 M) Y& Yy ELT200mgky s
JAREL YvFaFvILT v VEEEE LT300mgEER) #1
HIEREO®RST 5, 4B, H5ICELTRBThOFHIVEE
EPRT A &

. AERUHEICEET 232

A BENEZZLA NI EUROT ) AEL DV TaFILT T
LVBEOBEERAE 2863 2EAFTHADOT, TL ) VY
UG T ) AREL IV TaF LT v VEEEOMER DR -
REBOFGH P HELZBEH I, BHlOTL N Yy 8HF
(T4 bYN®HTEN200mg) T/ AL YV Faxyi
7 < VERIESIE] (EU 7 — R®$E300mg) 2HWAHT &,

2 REIOB S &R EHHELEWS &, £72, T /HREL
7I7xF I RTTIBRERZECEAICOVWTHH LR &,
3 ARBOBEMESTHAHIL M)V FE L OEAMEEZ &Y
AINAZFHIE T I TV EHBLTWADT, KRElET 2
TOVEREGUEFIZEHEALEWCE, £, FITIVUROT
JAREIL DV TaFvL 7w VBREEECHHIVERICBWT
AN AN ESBSENT, HIV-1BEEBEZEETO
MIBAV/IEENSRD 6N E, FITIVRTT ) REL
VI F NI TIVBIEERRICEET S EDHTHRD
BT TE RV,

A BHEEEEEOH HBETIZ, TA M) VY URIEIROT )
FEN DV FuF T v )VEEERF O g IC B W T
ILNYYZEYET ) R LOMHEEDS R L EDRE
BHHDT, BREDETIIELT, ROBEHEZBRET

% BAEANIZBY 2 EMEERBREICL S). (8.3, 9.2.1,
10.2, 11.1.1, 16.6.1 ZH]

JLVrF=roIT I Y

2 (CLe) B5 7

50mL/minl_E KA$EZ 1 H1EHRS

30~49mL/min AH ¢ 2 2H B 1 B 5

30mL/minz{# XL i | AFNEHE5ET, T4 M) Yy EVBEIROT

FETEE JAREIL YvTFuFI)L T v VERERIANC X
D, BRI - BROHRAS 217>

7.5 MBRIMEEREEESE (NRTID) 3800 A%H05—EH0O
BEIE, NRTIRED ICIEMEE RV ERE R A ERE IHIV-17
OF 7 —YHEEZHATAHHABESLRT, BLTHED
BN EDPWESNTVNEDT, KAIEMMONRTIIE S DA I
KBEBETHREIPRBD SN2 WIS ICIIMOEAEDLEZERE
THZE,

8. BEEREANEER

8.1 ARIOFEAICIEL T, BRHNDOHTA RI5A VEORFOE
WAESEIL, BEIZFNIRDZEY RHFIIROBIHEICDOW
TELFBLAREELE, HFHIZHZ L,

8.1.1 RANIHIVEIEDRIBEEE TIEAnwZ & s, HMIR

YUY % & G HIVEYWE DR 14 S %R 2= FAE LKL 2 Al R
MWD H2HDT, KREBSHIEERD FFRREOZICOVWTIET
NCHEHERICHET S &,
8.1.2 REIORBKEIC L&
HBHTE,
8.2 RAEIZ ECHHIVED ZHINTRABEE 2T 72 BE T, WEH
BENMERERBEPRE SN TWS, HS5HA%R, HEikaE
AEEL, EREO AL S TEEEERMRER (v a1y
FUILTEILAY T LY Z A, YA M AXAAATA IR,
Za—EVAFREILLD D) FIINT HRERICHSFEET
HTEDNBHD. £, REKEOREICHEVWEDRERSE (H
RIRMSRETLERE, ZRMEHR, ¥7 > - N —IEREE, 7Y
JERE) PERETLEORENPHHDT, N6 DIERE T
L, BDERBICITHETZIRELEZRT S L.
B AREBERNICZLVLTFZ o2 UT IR, REROCREED
MELZEMRT S &, o, REABREHRLEHNLHEEFICEK
DEFEOREBEZFEFRLBETAH L, [7.4, 9.2.1, 10.2,
11.1.1, 16.6.1 =f#]
A F)REN VVTaFYIL T CIVEE R ST SEIFREE Y
BT 7BHEICBVT, BHERESEN, KBEEHEITED
Bifz I LIDEMIPRESN TV, EHREGEICIZIENN
ICBEEMELZITOSFEEERDICERL, BEFIRO 6N
BEICGEY LB EZITH &, B, T/AREL YV Fux
VLT T IVBIEORERICBWT, 44ERO®ZEGIC X0 FElE e
KEEBFHBOBEEDOFMID S RENT VWD, BEEDORD L
BEOKRETE, BERIBBU~ASABICH T THRIEL, D&
F144EB TR L Tz,
S KEOBNEDTHBHIL N T OEAIM 2 &ty
AINVAZFHIET I TV EHBLTWADT, KElET 3
TIOVEECEEIEBRALZWC E, £, TITIVVROT
JAREINL IV TuFUINTvIIEBEEZEGHHIVEEICBWT
TAINAZNFESBSNT, HIV-1EEEBRZEETO
MIBAV/IEENED 6 NiGE, IITVVROT )AL
DVTAF VT IIBEEEKFNCEET S EDHRTHRD
BT TE R,

ICOWTIEED E ZAARHET



8.6 TYTRAMICIBIIAIL N VY VEE I OEFREIL
ARETESN TV WD, DEBIOBER AR OBEIBEF KD
FIOTRANBICBNT, Con® LRETETSHEIBSNT
WANDT, HBVEBIYESHEEZ &Y, BEHORRICEET
AHTE,

8.7 TA MY VHEUVHAIOEKHABICB W TREEEPREL,
FORBRFEERIEEARTEVWI ENRBENTVS, FOF
HIIREDOE ZARETH 5,

9. HEDERZHI FREICEHT IR

9.1 GHHE - BIEESDH2EE

9.1.1 BEFFR DA ABRZGHL LD EE

KR DR G =T 553+ ERT 22 & BREHEAT
REGHLTVWRBETE, FAlO®EFIRIZED, BRENE
HRPERT 2BENTH 5. RICEREEDOHBS, EELT

2BENHDH D, [1. ZH]
9.1.2 BREREEOURIZFIDEE
MY > OMEZERT 2 &o

9.2 BikElEEZRE

9.2.1 WEENUVEEDBEKEBEEDSH 3 EE

IALARMYTZEYROT ) ARELVOMHFREN EFRT 2. [7.4,

8.3, 10.2, 11.1.1,
9.5 1%

G SUIIER L T W A ATt D & 5 AT,
MlalEtEE LE s IS NAEEICORRETHI L, B

16.6.1 ZHH]

HEE (FL) ICBWTT ) RELOBREADOBITARESNT

w3,
9.6 FILF

BAZBISEEIE, TLMNIVIEURUOT ) AELOR

FLHAOBITSREShTBD?, T /AL YV axy
VT VEBEEZRAWI-EYER (T ) BV, 74k
LVOHARANOBITFHRESNTWVS, Tz, KHEOHIVESR

FEEE L, AROHIVERZE TS0, ARICEAZEA %

NI ENEFE LW,
9.7 INR

NREFE 2R E U7 BRRHBRNIIER L TWhzn,

9.8 St

BEOM, BRELDKEDCET, &aftE MAREEZ+3ICE

BdH &,

10. #BE(EH

10.2 HAER (HAICERTZI L)

B EOF M

) R FEIL100mgE &
LILHKET A ENE
FLW, £/, KA

FRAE BRI - FEE R W - fEERF
DEWAS V) VUVICEBEE| T/ AEL YV TS aFx
[16.7.2 2] HREWBRTHBEN| VIV T v IVERIEEA &

BHBHDT, V¥ UVY ) EFOHE
VOBBEERTA|ICKD, VYV I UD
&, AUCK U Crax EFHT
Do
7 &Y IS TYFFELORBEN T AL PV FuF
[16.7.2 1] BRRIETABENN| VIV T v IVERIEEE &
HHOT, KElET Y| 7T FEILEEREE
YHELRBEZ AR OMHICKD, T4
THEEICE, KFE|FFELOAUCH
7 & ¥ ENL300mgE|25%, Cnax?’21%, Cuin

PA0%ETL, T/ &
L DAUCH24%,
Crax*14%, Crnin°22%

[16.7.2 ]

FAFEER W T | LRI 5,
HBENNDH B,
OEFEL - ) M FERANICEIZEEERE|T /AL YV ToF
v HRT2BENDH 5. |27 < LIBIERIF &

R <NV N
VEAEIOHFRICKD,
T/ RELDAUCH
32%, Cmin?’51% LA
%o

Tyruavri, NT¥
rsav, Aryrua
I, NLAHrvrua
<)==

N5 DA I AFA
KL HERR TR
TEBTNDDH %,

FRAIE N\ O BEB) B 1% 12
K0 P E B EH &
PR 256, #RtE
B OBEIT L0 Pt
EBHEL, Zh b6 DA,
ILMYTYHEURIZ
7 Ao EE
WERITE2BENNH
%o

A%

WK - $EETTE

W - fERET

ZILFEIL+) b FEIL
[16.7.2 ZHE]

LIYNRAEIL - VKRR
AV
[16.7.2 28]

KANIC L2 BEEER %
W 2BLNNH %,

T/ ARELDAUC,
Cinax X FCrmin® LF 9
%o

EEEe AT HHH|
[7.4, 8.3, 9.2.1,
11.1.1, 16.6.1 ZH]

PRIGET S ENE
L

BEEZE T 2HANX
BHEREo/BERET
7%,

1. BWEA

ROBWERNIHANZD ZENHBHDT, BEEZ 7TV, BEFE

DROoNIHE
1.1 EXGEWER

I35z HIbd 5% SEYELEZITS &

11.1.1 BRENIFEEDEHAEREE (0.3%)

BHER S, BAL, SNTRE, TUZSRMEKERSE
77 = —EERE, ANBRMEEE, BHRAE LB A
EDOBEEOBEEREISTNS Z EAHLDT, HEFEEEIC
BEISDOONLERICE, BE52PIET 2%, ML LES
752 &, BICBHEREDORENH 2 BESLBERDD 53
AP ESNTVWAEBETIIERT S &, [7.4, 8.3, 9.2.1,
10.2, 16.6.1 &&]

11.1.2 B&EX (0.1%)
Mme7Io7—¥, V)=, MAtY7)t) REOHREM[ED
EEBAHONEEICE, BE52TIET 5%, EYLWLEZT
T &,

MN1.3 AB7Y R—YANVEIHNLEICL2EEDOREKX (B8
BRRT) (BEEARER)

FLEE 7 > F— 2 A FMiaEE 8 b N 2 B RER 3
BEYE (73 /) 502725 —FYoamz LRSS PRO5
NEEICE, FElo/S2—Bhits s &, BICHFEERED
EMRTFE2ETHEHFICBVWTREET S &, KEIZE&0K
B R ERRIIEROBME S I I N6 OfFHBEEICED,
HELABRT O N—Y AR UVIEHILEICL2EEOEKL (8
BARF) 75, EICZ<HmESNhTV5,

11.2 ZDftDFER

2%2L Lk 2% SREEANBAED

RARUHE
P

BHAR, &
oTHE, B
R

EREIME, (KRR O
D/EHE, FEERD,
EILAFu—)Lm
iE, g, K 8@
M, &40 7 A0
fE, mREBIE, MR
A

TS SO, MIEBE, A

%, VEF—RR,

MRpEE, BEARE

TR R E Y (2.7%) FEE D X
W, RERAE,

TEER

SEIEE, RELE,
—a—u/8F—, K
=2 —u/SF—, Hi
EEE, BERE, %k
HRY, RE

MR ER, MR
T Uit e e

SERR, B, R

IR, TRSEA

BEREE ED (10.9%), T

1 (7.0%)

We i, 35,
MRz i, O
N R, B
R, EREER

AR, Ef, 8
%, BEEE, OR,
77 YRS, B

JFFREE R IR E HERART, AF2¢, RTHERE

BE

B8 T O BT
ARk E

A %A R
(2.3%)

FE ZOEE, MEEG,
ZHE, KEER, B
BE, W, E
IR, WIS, BN
VR, BE BT
2

HERRRES
i e AR R

AiATE, BEETRE, B
&, BEikmE, AR
R, BEE, B8t
fE, IA%F—, B
R

®;IE, KR, BR
&, B, R, R

—f - 2o
ERUOHEER

W5 (3.1%) 13TH

RLDIRRE P




2%k 2% A SEEEANBEED
FEPRMEEY |\ Y 2 T — Y| A-PE, M|y S—EHEm, mey
fn (7.5%), CK#|fh7 K7fEtE )Ly 8, mey
ho(7.1%), Ao, R VA, /N AR B
U7 ) &y R 4, BEKR, mHE7 LV
(4.3%), ASTHEH 7 F = v #Em,
(2.8%), #FHEREL v-GTP#hn
A (2.8%), ALT
i (2.0%), IR
(2.0%)
ZDfth HIMIKEANE, MmER
iR, Ry, BHR, 12
TIVI Y ERRE, R
HEE, 2R, 7L
¥ -5, SilE

Fl) TAN)VHEVEAIET ) AREL VYT UF VLT 2 VERIESHE OB RRE,

HREOFEER CERERES CRE S NEWERER L.
¥2) TAN)TFE VAL T ) REL PV TR UL T v VBERAIOMEIC L S
HEGRBTHRI L7 L — F3RU4 (NIAIDSHH) OBEFAREEER 2R L.

13. BERS

13.1 &
IARY)YEEUROT /A EIIRMESETICE D —EkRES
N5, [16.6.1 ]

15. ZDDEE

15.2 FEBREREERICE D B

15.2.1 7/ ARENL IV aFI VT2 VBEDT T AZAW
MBAFEERE QFERM) 2BV, BRABICBITA2E Fos
BREE0 1665 T MREYS EHEE ICHKR L L ORE
NH 5

16. ZEMENRE

16.1 MARE

16.1.1 BARABERA SOOI AR $E 2 ZERICEORS LIGE, T
LY THEYOMBERREIZRS].OL0. THERICESMEICEL,
CrnaxX OAUCIE E N £12,330+692ng/mL, 10,845+1,241ng - hr/mL
THolzo TLANY VY EVOBEKIETHMEZRL, BRMEOEEHI,
12,02, 1K TH > 720
F/o, T/RENL DX VLT TIVBEOEERS THEHT AL
L OMEERREIHS]. 120 5RMBRICKREEIGEL, ChraXFAUCIK
FNZEN233+62.4ng/mL, 1,972+229ng - hi/mLTH -7z, T/ HE
LVOBRIZTMAEZTRL, BEEOREEIL, 16,4213 TH -7,

16.1.2 TANUYSIEVRERIGT /REIL IV FOFVILTTIVEEE
KBRS TOMPRE
ILNYSHEVEA : TAN) VY OMmMEFEEE, TANY Y
ZE 8 (200mg) HEREOHREGE] ~2HZICCraxlIZE L7Ze TA
MUY ZECEAl (200mg) BOKRESEEROTL MY P FE Y OMEEFY
BHIZK 0K CH - 72 GHEAICB T B E) (R,

TAREN YV FaF T 2 I)VBERA - 5 AR EILOIMEFIRER,

T/ ARENL Vv FuaF vy v LVBEESA (300mg) FORE5#1.0+
0. 4RI Craxl T LTe 7/ AE L DV FRF L7 < )LERIESFH]
(300mg) BEFEOHESHZDOT /AL O BHEEEIIIIITHRETH > 72
GHEAICB T 2 50) (D).

K1 RAREBBEMEESEROTA N VY UIT ) AELOZEY Y
TA=5

ILM)THEY
92 (83.1-106.4)
10 (7.4-18.0) ™

T/ REL
25 (NC* -45.0)

17 (12.0-25.7)
0.30+0.09

ZEERE O£ R R
(%) 1)

BAE¥EHE (hr) =V

Cuax (pg/mL) * 1.8+0.7%

AUC (pug-hr/mL) ™ 10.0+3.1% 2.29+0.69

CL/F (mL/min) *¥ 302+94 1,044£115

CLienat (mL/min) =9 213+89 243+33

1) ¢ rhoRfE (HEF)

E2) ¢ FHIREE

E3) L EFRETOM

H4) ¢ PHE R

16.2 DRI

16.2.1 EYFNEIEM
R AGREE3 &5 R E U CEERBEHRSIC L0 RE LR,
FHGEL, TLRY Y ECBEA (200mg) 1 S VRTT ) RV
VVTaF VLT )VEERA (300mg) 15EOGH & IZEMRIIC RS
THotz BEANCBY ZE0E) .

16.2.2 BEDORE
REE @R & (784kcal, #958%» AEMiEIR) &FHICHRA L85G, T
) ARE LD TraxlFHI0. 7SR MIER L, AUCIZHI35%, Cumaxld#916% L5
UZzo 7z, REIZ®ER (373kcal, #920%78AEHTHR) &R L7
EEBEBOEM (Trad™ 0. 7T5REBIER, AUCHHI34% L5, Craxh®

14% L5) PRoonl. £, RAEBEHEXIZER L HICRA
L7z5a, TARNY VI YDAUCK P Craxld, BHEZZ I RN 512
(SAEAICB T B RE)
16.3 3%

IARNYTHEY e MIEAICHNT BEARIE, 0.02~200 0 g/mL
DEEFF BV CEEIRET TIRTETH > 72 GHEANCBIT 256
FAREL YVTFaF LT IVERE b MEEEICHT AR AR
0.01~25ug/mLOEEGHEEICHE WV TEREICKEET0.7%RETH > /-
(SAEAICB T B RE)
16.4 Xz

ILAN)VHEY e MFIZuY—LszHnizgEsEHcBVT, 2%
KEoREMHIBES Nz, “C-TLA N VI E Y ZHEHRSL-ES
%, BHEEOB3%OREY AL MRBICHREB SN (AEANICB T 25
%ﬁ) 4), 5)D

TF)AREN YVTuFvT v LEEE  BOKER, #e»IlT ) AE
VICRE SN, 2%, MBENTT /ALY VEBRICRE SNz, in
VitroiRRBICB W T, /AL YV FuFILKROT ) AELIZNT
NEF 70— LPAS0DEE TIR W EARS N BEANICB T3
BAE) ©o
16.5 ittt

IAMYYFEY D HARMNMERBEE ICARRA§E 2 BERICRORSE Lk
EZA, TLN)THEYORS548HEEE F TORRRDHHIERIZ79+
6%TdH > 7Y, SENEEHEZICTLA MY 22 200mg% KERS
BUC-TL MY VIV RHEERE LS, BERO86%IIRAI,
4% lzERICEIR SN BTV T T VADPWEI LT F=0 70T 5
VA% LA EDS, REME SR ERME A OREBEHREOM T I &
B AR S N7,

TAREL YV TuF T v )VEEE  BARAMEREREBRE ICARASEE
TEHERICREOKRS LA, T/AREL PV Tasy L7 )VgED
EHERA TH 5T ) AL OG54 % F T RERPHHERIZ2 £
3% TH o720 SHEAHIV-VEBGERHZICT /) AEL Yy axy Ly
< VEBE300mg 1HIEABREROKRS L5, BEEDR% (7
J REVARE) H2UREDANICERPICERt SN, T AE L ZEIRNE
U581, BE5E070~30%F72BETIC, 7/ RAELELTR
FRicHilits Y, B2UT ISV RAREEI LT F=0 7 UT 5 A%
ATWAHEEZONIZ LS, REREAEERMENDRE#IRIC K
PR ASTRB S N0,
16.6 HEDERZHIDES
16.6.1 BArEEE

KANC K 2 BEARLBELZWNRE L-BERRBREE BN TV R WD,
ILANYYHZEVEE (200mg) XidT /AL YVFOFYILT TN
ERIEEIH] (300mg) DBMES COMEZEZRT. JLT7F=2 70T 5
> A (CLe) A50mL/min ki BEDH 5V 3BT 2 0EET 5 KB
REBETIE, TLINIIYEVET ) FELDCraxE AUCHENEN
ERLUE WEANCBITBEE) (82, 3).

7B, TLHN)TZEUBIHE (200mg) BEHSHEICIE, #5158/
PICBERA U 7= 3R o MW BT (M E400mL/min, BTERE
600mL/min) 12K D EEEORB0% P RES NI, £/, T /HEL ¥
V7O E LT v )VBIESE] (300mg) B[R ST 12 4R R O BT
(5 FELDOBRERIZ5A%) 12X DHEBONI0%SHBESN, [7.4,
8.3, 9.2.1, 10.2, 11.1.1, 13.1 @]

) BHEREZETHIBREICBIAILN) VY EVBE] (200mg) O
HEH 5% OFMIE ST X —5

CL. |pl C*%g‘fi'{]% Cuse | AUC | CL/F | Cluw
(mL/min) |%& (mL/min) (pg/mL)|(pg - hr/mL) | (mL/min) | (mL/min)

>80 6| 107+21 |2.2£0.6| 11.8+2.9 | 302+£94 |213.3+89.0

50-80 6159.846.5(3.8£0.9| 19.9£1.1 | 168+£10 |121.4£39.0

30-49 6140.9£5.1(3.2£0.6| 25.1£5.7 | 138+£28 | 68.6+32.1

<30 5122.9£5.312.8£0.7| 33.7£2.1 99+6 | 29.5+11.4
BT EDELT A

RHER2EE| 5 (8.841.4|2.820.5] 53.2£9.9 | 64%12 -

<30

A A

SRR : —

%3 BREMELZETIBECBIAT/AEL YV TOFVLTIL
BRIERIA] (300mg) DHEIHREGROIENEE XT A -5

CLle | Chmax AUC CL/F CLrenal

(mL/min) | #| (ng/mL) | (ng-hr/mL) (mL/min) | (mL/min)
>80 |3 [335.5+31.8] 2,184.5+257.4 1'?‘1'2'Zi U3.5+33.3

50-80 |10]330.4£61.0] 3,063.8+£927.0 | 807.7£279.2 |168.6£27.5

30-49 | 8 |372.1+156.1/6,008.5%2,504.7| 444.4+209.8 |100.6+27.5

(12—<2§>0&5> 11 |601.6:+185.3|15,984.7%7,223.0| 177.0+97.1 |43.0+31.2

—

FME R 2
#5) CLarA*10mL/minkii ¢, BNZIT> T A VWERFICB T 2EHBIIHET S
Tz,



16.7 SYIEEIER AR/ FEDRRE DT ) R E L
FHNC L SHEMHEERBRBREERS N TRV, TAM)ZIE o mEmome || PERWBE T A — S TALE (%)
CRAIET ) AL VY FOEY LT VBERANC X R E R ROME gy (90% /S HEIX )
ILAN)VHEVEIEIROT /AL YV TaFxy LT v LERESE D Cinax AUC Chin
BRRS S, MUAORMESE ZHBLILS, AR YTEY PN 800mg 3t - -
LT ) RELOEFEIREOEMENRICE(LIIRD SNEH 5Tz, ‘ LH3E, 7HMH (13~133)

16.7.1 TLbUYIE VRKIOEYIEEIER oeFel -

: ‘ ] DR 400/100mg |1 132 151
BRAMHE COEFICROONZBEDCIMEE TREZ ERSETY, [0 2 %5 1H2ME, 14HR (125~ 138)| (137~ 166)
ILMYYHE VIR bF b a—LAP4S0STFHE (CYPIA2, CYP2A6, 0. ;’
CYP2B6, CYP2CY9, CYP2C19, CYP2D6%UFCYP3A4) 12X Bin ;7@ b 151%)%55#1 9 o & &
VitroBMR B A THE LAp o7 TAN) DY E VTN a0V Bas s ’ -
AHIBHE (T V-5 Y VBILIOZL TV RT 2T —1) TITENL 400mg gl 14 124 122
- = — 7 o [16.7.2 %88] | 1HI1IE, 14HME (18~120) | (t21~128)| (115~ 130)
REELED» 7. INHDIn VitroEBRERROHESINTVWA I L TERELE 10mg
MUY E Y OHREEEET HE, b bF b O—LPAS0ENT B KEL = 2l e & -
IL MY THE Y EMOFER & OHEEMERNE L SR I E V. R ENNNII2Y 200m
- N = Soas N 8 17 & & o
ABBEEEZNRICTLA NI DY EET ) REL YV TaFvLT~v B 1H1E, 7HRE
LVEEIE, APV F UL, DU TIVVRGYRT IV EDOHBICBIT LT 4 FE 1,250mg 2 o - -
HEMFEOFTM 2T o7z WEANICBYAEE) . SHHAESTLN) VS % 1H2[E], 14HR
EUOEYFREICKITTHERVTIL N VY EVPHAEOEYHRE HFEFEN - 1,000/100mg 35 o o 123
IR T EBIZOWTHES, S5ITRT Y hEL | 1H2E, 14HR (116~ 130)
24 GREREBOLL NI S Sy (T4 M) Y5 CBARS) OF SITENT ] awnoomg |0t |t |ty
WIBIRE S5 X — Z (LR (10.2 8] 1H2[E] (18~142) | (110~ 135) | (119~ 157)
ciry| | AIGTRRGEORBOL Y LYRAE
g | PPRED| L Bl Y8 E Y ORIENE ST X — 5% Lo VRRT | 147 35 t47
ME |7 B R (%) (0%(ERKH) EoLE (137~ 158) | (129~ 142)| (138~ 150)
- Cunax AUC Cunin [10.2 %] 90/400mg

7/ AREL V| 300mg | 200mg 120 L8z | 1H1E, 10HH
vFaxvov | 18106 | 151E (17| < © i Lo URAT a3l 164 150 159
JVEsE | 7THM | 7AM S (154~ 174) | (142~ 159) | (149~ 170)
e s | 800mg | 200mg B [10.2 Z:H8]

1 >TFENL 1] 1] 12 1= = LoRAE
1 —rss., | 40mg | 200mg o IKRAT 90/400mg 179 198 1163
TE=LTY | w8 © i e | 1ELE, 1488 |P|(tse~ 1104 | (177~ 13)| (1132~ 1197

300mg | 200mg [10.2 ]
YRT7YY | 1H20E | 1HIE |27 =3 & = | AV e
7HR | 7HM o+ VAAT | 90/400mg |, 132 140 191
S p— ©LED 1H1E, 1087 (125~ 139) | (131~ 150) | (174~ 1110)
[10.2 18]
#5 TLARNY DY EUHARSRORAEOENIE (T X — 5 ZLR LURAY
THRY (I BEF B/ FEBE R B D BRI 3R O o YERT | 90/400mg |l 16l 165 t115
e, PR S oy 5| SEBNREIST X —H B(LE (%) ELED 1H1[E], 1087 (151~ 172) [ (159~ t71) | (1105~ t126)
Jai=s DR # (90%fEHEX ) [10.2 28]
Crnax AUC Chin R ETR: L, RE o, REH: -

7/ AREJ V| 300mg | 200mg H6) RE6OkgH © 250mg, 60kghl k : 400mg
v7a¥yv | 181E | 181E |17 = & 13 E7) TIVFEL ) R FEL+ILRYTFEY - FIAREL DV TOFILTT
72 LEsE 7HRE 7HRE JUEEEE % F W 7o SR B RE S B

200m 200m H8) FILFEIL ) RFELFTILRNYIFEY - F)REL VVYTUFVLTITIL
{£YIFEL & &l o & - B B Y BB

4(1)E 2010@ H9) T77EL CIARNYTHEY - F)AREL VVTaF VLT IVERER

“ LTI mg mg VBB R R

=TI g TER e < HI0) TARUYFEY - YLEEYY - 5 REL VY FOF LT v LB

300mg | 200mg t7 T3 1) L}fl%*g?ﬁfi% LPULHY JEREL VYTUF VLT v IVEEE
S ETIEINN I VT TS T VIyyEY - TFREL YV TaFy < =)
N I e R T E A N L B0l S -

bR, AE o, BHEREE: —

16.7.2 T /REIL IV TFOF VIV TRIVESIEREIDOEYHEEER
In vivoll BW RO HNHBEL D H I 2 2ICHEE (193006%) 125
WT, 7RI b F F T a—L4P45055 7 (CYP3A4, CYP2D6,
CYP2COXIZCYP2EL) #MELA&» 755, CYPIAZDTHIZ (6%)

PEELZ GHEANCBT 2HHE) .
TAREL DT uF VLT 2 IVERERA L EREREOHFAICK S,
HYBEANDOEE L TRIRT (F6, 7)o
Fro, RUICT /AL YV TaF VLT IVBERFEY Y ) vk
OEENERAERT .

£6 HRHEHRSHOT )AL (F/AEL YV TaFvLT v ILEEE
BH300mg 1 H1EH#5S) OHEMERE/ S5 X — & (LR

A5 IR 7 ) H EL
s | 61| OEIBIE S A — S IR (%)
BiRE | HRRORR 4 (90% (R )
Comax AUC Comin
FAHEL 3010%155 8 = & -
I 150mg
FITIV 1H2E, 7HmH 15 (= [=3 f=3
SEYSP,
(BEA) 401%“% P S & &
[10.2 Z]
eV 250 A W\ i
(BIEEIEE) | domg |14 o & &
[10.2 28] | 161G, 76

£7 FIAREIL YV T VERENA (300mg 1HIE) &5
DIFFZEDOEYEIREINT X — & B3R

A OF FEE/IEOE R B DO P D%
- o B PIENREIST R —H (LR (%)
B | GRRORR |4 (0% EHEX )
[ AUC Conin
N 300mg t12 _
TNNHE I 1@ 8 (11~ 126) o
Y 150mg 124
737V | g, 7am [Plud~in] © <
IFLIANT
v | S ATV ST
FE R SE 2F AT 20 = = &
1A1E, 7HE
SN 800mg L1
TYI7EN ] mm, 7em |Puw-tn] € <
oErElL -
. 400/100mg
U hFENL 24 = = &
(025 | |B2E. 14E7
I77ELY 600mg
Y 1m1E, 148 | © < <
FEFFENL 400mg M 125 140
[16.7.2 8] | 1H1E, 1488 |~ (17~ 114 (130~ 119)| (148~ 130
FEHFFEL [ 300/100mg |,,[ 128 y25E |03
SUNFEL | IHIE, 4285 (450~ 15) | (442~ 13) | (446~ 110)
Y v 6010&]“*% nl e o -




TAIBE IR BRGO RREO %R
" e (B MBS X — s E(E (%)
DR | PRRORR |y (0% EHIXTE)
Com | AUC Comn
T TARELE 10mg _
REUL 1E 2 e <
NN 200mg 120
vy imiE, 7am |7 © < (t~tw)
1»7};7‘1: 1,250mg % o o o
e 182, 146 — — —
N t22 129 t 47
TETEY | 1o00/100mg || (te~ 14 [(t~ 14| (15~ 176)
D r e | H2E, 14EH - - (r3T~2T346)
N N 300/100mg t16 121 t24
FNFEN 12 Y] (e~ 140 | (U5~ 158) | (110~ 169)

bR, BT, AE e, HliTEE: —

F12) HIVEBEUEBRZICBWT, T/ AL YV FaF L7 v VEESHIC T &4

FEL300mgK VY ~FEL100mgE HR LzBaE, 75 FELDOAUCKD

Cminld, 7 %% FEN4A00mg % B S Uiz iHé & B L T 22 h2 3 K04
fEEF L7z,

#8 F/ARENL YVTaF YT v I)VEERFH] (300mg 1H1E) FERE
DY) T OEYERENT A — 5 E{LFE [10.2 ZHE]

FAREL VY Ty v o EERA0Mg IR 5
DF )V VORB| TaF LTI [ 1ITHT 2EMEEEINT XA — 5
/REJEEY | BRIESIEI 0BRSS | B AEE (%) (90%EHEXHE)
HED Crnax AUC
A ANA | 2R s o
400mg*9 U8 s | 14 ? -
161, 7HRE 1AsRY (t11~148) | (131~159)
B
ZEfER i 148 148
a00mg, 1 |2 TEIRIB (a5~ t76) | (131~ 16)
B DEV PR % 164 160
[ 400me, 16|25 (141~189) | (144~ 179)
o Bi%
5 |ZERE R S ) S s } 11
Al |250mg, 1 ;ﬁé;ﬁﬁ/ T URE% |28 (122~ 13) &
ZEfE R DEVAZA 28 o t14
250mg, 1E |#&5 (0~ 131)
B DEVZAL 28 129 11
250mg, 1E |#5 (139~118) | (123~12)

bR, BRI, Ao
E13) ABRESORHEIIER (F9373kcal, 20%A EHTHI®K)
£14) AEO0kgL FOEFAFIET (V¥ 2 1d250mgH5)

17. BERIRRLIE

17.1 BMUERUREMICEET 2R

17.1.1 B EMAEEER (934550)
L POTAIVARICE SRRz REREOBESIflzEREL, ©
T77ELYVICTA M) VY EVEEGT AL Yy TaFyLT v
VEBERIAIZ Y R T Yy - I 7Y VAR Z A L 2 RIESH
B & FEhE L7210
BEOFIFR X385, 36BMBHEMETH Y, 59%HBHEAN, 23%VBRAT
Holz. REEBBEEOTEECDAY v SER UL, 245cells/mm?, Mg
HIV-1 RNAE®HH{EIZ5.01logwcopies/mLTdh > 7z iRERBAIARED
CD4Y > 288k%h5 <200cells/mm D B #& 1341%, MAEFHHIV-1 RNAZ
A3>100,000copies/mLO EBFII51%TH -7z, EEBRRICT 7 7E L

UVIRHIEZ B LW ah o 2 BEOHBRBRASEORER ZRIITRT .

1 OMFHBHERHBER (A8EFH)

LMY H e EE
+5F ) REL VVT | VRTVY - F53ITY
fER 0¥ )L 7 < )LERIEEL VEARIRERE
Al 58 (243f1)
(244431)
A 84% 73%
m@O 2% 4% .
HLAHA 1% 3%
i3l 0% 0%
fth B2 S A5 1% 1%
LAl <1% 1%
HEHRIC K HHIEA] 4% 9%
;cug){m@@mu;éqﬂm 10% 14%

1) MmAEFHIV-1 RNAED <400copies/mLICE D EABAIARASE & THERE L Tl 7
FER]

1¥2) MEEHFHIV-1 RNAR A <400copies/mLICE 5 7% » > 1 EFIR OE - 724 I1CH £
5 U 75

E3) BEBHINAER], BEHHICKABEM, RERRE, Foba— L RESFHIE

F7z, HEEFRZRIGEOMEEHFHIV-1 RNARD <50copies/mLT® -
RBEOHRIE, TLMN)YYEVEEFLT ) AEL YV TaFIILT
T IVERIESAIR SR T80%, Y RT VY - T I TV VEAFIBRESHT
70%TdH -7,

510, REBABRASEDCDAY SO TFEEMEX, TLH M) Y
FEUBEHI+T )AL Yy TFaFy L7 v VBRIESEARESET
190cells/mm?, Y K7V - 537 VEERRSGE T158cells/mm*T
B o7z. RERFHIEHRASE TCCDCHEED A7 T —COERZFHIE L IIE
FlZ, THARNYTHFEVBIEHT ) REL VY FaF VLT v LERES]
BIIRSEECTIH, YRTVY - IV VEESHIRSE T TH o,
BIERZEIRSAE L, TA MY YA EVEIAEIFT )AL YV aFdiL
7 < VERIE BRI 5B C32.7% (84/25701) TH o7z, EREIEMIL,
ED0.9% (28/2571), THI7.0% (18/257f1) R OWEF3.1% (8/257
) THotz.

18. SR

18.1 {EF&RF

ILMYYHEY I ZANIIIELL, YFIVDERIX LA YR
FEATHY, MENBERICEID) VBESATAN) YFEYS =
YUBEERBY, TANYYHE Y -ZY VERIZHIV-1HESREED
BETHATAFVIVFIUEY -ZYVBREBATAHIE, RUHEY
A LADNAICED A N7z1C, DNABEEZELSE5Z&I1C&D,
HIV-1 W EEREROEE 2 HET 5, HIAEODNAKRY XI5 —-Ya, B,
eRVIPIYRYFPDNARY AT —Fy Il T HILM) Y FE Y
5 =V YEROBEEERIZFE N,
FT/ARENL IVTaFTILTTIIEE T AREL Yy SaFLT
VBRI, 7T Y=Y VBOEBRRI I LAV R - RAKRVEEY
IAFIVFEETH S, T/ RENL IV TaFVILTvLEE,P ST )
RENANDOEREIINE, VTATIVONKSEPRETH D, ZD%ME
WEERICK D) VEL2ZT, T/ ARELZY VEEER DY, 7KL
V=) VERIZ, HIV-1BESBREORETHHTAXT 7T/ 05 —
ZYVEEEEAT A EKRUDNAICE D AN/ BICDNAMHE 2
lEsEaZEIcky, HIV-I¥EEBZOEELZEET 2. HIED
DNARY XS —¥a, BRI NI RYTZDNAKRY A5—FyIxt
T5F /) RENLTY VEEOEEERIZFHWY,

18.2 iU A JLAYEA (in vitro)
ILNYZHIEUHT I AEL DVTOaFIIVTTEBRIE  TAN) Y
T ET ) RELOHAICK DY A L RTEM % G L 725k T,
IR 22507 A IV ZMER D ERD 517z,

IARMYTHZEY e MY URERSEMEE, MAGI-CCRSMREME KO
FAE MBI E VT, HIV-10OEBRERRCERSBERICNT 5T
LR TIEYORTANAEEZFE Lz T4 M) T E Y DECs
fE1Z, 0.0013~0.64 u MOEEFATH - 7219 19,

FOAREIL YVTaFyILT v I)VEEE  HIV-10EE =tk M O K5 Bt
BRISHT 27/ RELOH Y AV AERZ, b Y o SHEREM
HIR/vonu 77— DPREEMRLOFRMMY > FBRICB W TEHE L7z,
7 ) RELDECHEIX, 0.04~8.5u MOEFE TdH -7z,

18.3 ZEAIME
ILNYTHIEUHT I AEL DVTOaFIIVTTEBRIE  TAN) Y
serET ) RELDIn vitroCOMRICK D, WA T 2R HN
(BT U=HIV-1#258IR Lize 215 ODEEN T OB EFRIBIT O R
A ABEEEZRBETICMISAV/IRY (51 id) KESREENED
5z,
934iBRICHB VT, RERBAIRKI44AE TICMEEFHIV-1 RNAED >
400copies/mL & 7% D 7 A )L A MR & 7 > 7 EBI I3 B 1k &
7% o 12 RER A & B L - HIV-1# OB ETRBR 21T o /2. FOMHKE
I77ELYYBEEERESROEHEEICRDONLY, TAMN)IIE
VEIEIGT RN PV TFUF VLTI VBREMERERED N TY
VeI ITVVERERIRSHEOMICEIRD NG o Tze TANY
VHEUROTITIVVICHEELLERTHHMISAVE, TLANY TS
EUEE LT ) REL YV O F UL T v LBRIESEI SR TIX196]F
260 (11%) 12, YRT VY - 5379V VEREHEIRSE T2+ 10/4]
(34%) 2B SNz, K6SRE RIIFRERFIAE 1448 T TEE 0BG TR
BT TRD NP o727, SHICERSHBZEE LZE&IIOVWTIE
THTH 5,

ILNYTHZEY DIn vitrokin vivollBWTI A M) ¥ Ui
HIV-1#%E 87z, 6 OFBROBEFERIFNICED, TAMN) DY
E U 2EZEOETE, HIV-LEEEREBETOMISAV/IER
L OMICEHEEN RS ST,

TREN DV FuF YN T CIVEEE D T AT 2 EEZEE
T UZZHIV-1738 % in vitrostBRIic X D BIRUZHER, choowa
VRS HER BB FEE FICKOREESHEIH L TBY, 7/ KEIIHT
BIZHNSI~AEET LTV,

L by VARICE 2R EREHORETIE, T/ FEL YV
O L7 v VERIERIANC & 51448 % CORBCKSRERE 2D
HIV-1528BICERD N7, ZD S B7HIZ4GEE T, 15113968 %
TlcH SN, F/z, BEERBRLILBETE, 7/ A8EL YV 7
F V)L T < )VERIEBIEIOIREIC K B 7 A L AZEIREFI3046] D > 5 144



M oT ) AR LTHERAERD 5Nz DB S N7 T 2 &5 R R T
L7-& 25, HIV- 1B EERREETICKORERSHEBR L T,
18.4 ETMmE
ILMN)IZEV+T )AL PV TFaF VLT CIEBE: InETIC
— IO RN BB HIEEROBICIIREMEIEDO 5N TS, T
LRYYHZELET ) ARELOHETIN vitrolcBLTEIRS L
MIBAV/IR T (5 iE) K6SREEIX, 7/ AELETITIVH BN
WBILA M) VYV OMRICKZIEE, TAHTENICKBEE, H50
BV ) YT R BBBICERR L - BHHROHIV-19 8D 5 B3R
bNTWVW5B, LIz >T, INH6DEERDOWEHHVWIE—FHEFEDVA
WARETHEETIE, 6 OERIMCREMEEELZ I RENH 5.
ILAMYIHEY D TA M)A E VR (MISAV/I) ET 3TV
ROV HZE I UTREMEER LD, V¥ />y, Y=LT
Vv, FIAREN, VRTVURUEEBRRANEERZEERE (F5¢
LYy, TT77ELYYRUTRESEY) IIxfLTldin vitro CREZ M
MR LI, TNHEN, VYT, TIRELKRUTFILYYE I
EDin vivoTEIRSNHK5RERZHFT HHIV-175BEKTIE, T4
VY HZE T ABREEOBTOERSN, VRT Y HEEER
(M41L, D67N, K70R, L210W, T215Y/F, K219Q/E) Ria¥ % /) &
VEEER (L74V) 2ETAHIAILRAE, TLMYSYEINT 5
ZHEMER L, B RAYEERRAEEMELEEST SN D
KIONZEZET HHIV-11d, TA M) IFE L TERZEER L.
F)AREIL DV FaFYIILTCIVEEE T AL TREIRS N HK65R
BRIZ, TNAEL, V¥ URUPFILT T E L DIERS NIOE
Bl 658 LZHIV-ITHRDEN TS, COEEKIITL N Y
FEURTITIVVICHT AREELETL Wz R 5, KSRERE
EHOVANAEET HEETIE, ThoOFEAIMTOREMEEEI T
TR D Bo F72, FHE3nFOY R 7Y E#EER (M4IL, D67N,
K70R, L210W, T215Y/FXI3K219Q/E/N) %A HHIV-1E Kok
(20(1) Tz, 7/ FEMHT HEZESS. UEET LT, 561,
TEOOSERDBICZT I ) BAIBASNAEREZFOZAHIMMERICB LT
b, T/RENVICHT 2BEZHIIMETLTWAY,

19. B2 (CET 2EEEMNAR

—RRMRTN : =L b ¥ ¥ Y (Emtricitabine)

{EX¥%& : 4-Amino-5-fluoro-1-[(2R,5S)-2-(hydroxymethyl)-1,3-
oxathiolan-5-yl]pyrimidin-2(1H)-one

DFI ¢ CeHiwFN;OsS

DFE 1 247.25

M R AHBE~HERAGOMERTHD, K, XY —LIZBETFRTL
TEFZ PUITBIFICL L, BEBRA V7T a LI TELD

12< W,
fEsts
NH2
N~ ‘ F
O)\N

HO—.  O_!
R
S

A s AV155TC

DEFE :-0.43 (A5 —)/K)

—MREIR T /AL Yy TSuF v L7 v ILEEE (Tenofovir

Disoproxil Fumarate)

{E%43 : Bis(isopropoxycarbonyloxymethyl){[(1R)-2-(6-amino-9H~
purin-9-yl)-1-methylethoxy]methyl}phosphonate
monofumarate

DFI  CioH3oNsO10P + C4HaOs

SFE 1 635.51

% R:AE~FEOCOBREOHRTHD, ¥/ —L, =¥ ) —
U (95) IZRRBEITRTL, T hy, KIIRPHEITFIILL,
VIFILI—TIIIFEAEB TR0,

EZFEsE
NH> (0] CHs
NN o, /O/\O)LO)\CHa H
- S e O, )\rCOzH
- N
N N o/ O\/OWO CHa ? I
H O CHs
CHa

B R 114~118C
DEfRE :1.25 (I-4 2% ) —)L/pH6.5D ) > ERIEREER)

20. BERV EDER
ek, BREBITRET 52 &,

22. &
308/ [FeBAIAD]

23. FEM
1) #EPNER} : 1278-00538% (VADAFREHH :2004.3.25) [TVD-001]
2) Benaboud S. et al. Antimicrob. Agents Chemother. 2011 ; 55
(3) : 1315-1317. [TVD-002]
HRGEF, fih. FEE S EEAKR 2006 ;5 55 (10) : 1515-1528.  [TVD-003]
B 153965088 (EMTA&RREHAH  2005.3.23) [TVD-004]
HPERL  FTC-106348% (EMTA&RRHEAH : 2005.3.23) [TVD-005]
Kearney B.P. et al. Clin Pharmacokinet. 2004 ; 43 (9) : 595-612.
[TVD-006]
7) #MNEHR  FTC-10138% (EMTA&ZREAH 2005.3.23) [TVD-007]
8) &R} 1 901/7013 8 (VADAZREHH :2004.3.25) [TVD-008]
9) Ray A.S. et al. Abstract. Antimicrobial. Agents and
Chemotherapy. 2006 ; 50 (10) : 3297-3304. [TVD-009]
10) Gallant J.E. et al. N. Engl. J. Med. 2006 ; 354 (3) : 251-260.
[TVD-010]
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1230-1238. [TVD-011]
12) George R.P. et al. Drugs Future. 1995; 20 (8) : 761-765.
[TVD-012]
13) Robbins B.L. et al. Antimicrob. Agents Chemother. 1998 ; 42
(3) : 612-617. [TVD-013]
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3
4

5
6

195. [TVD-014]
15) Jeong L.S. et al. J. Med. Chem. 1993; 36 (2) : 181-195.
[TVD-015]

16) Schinazi R.F. et al. Antimicrob. Agents Chemother. 1992 ; 36
(11) : 2423-2431. [TVD-016]
17) Tisdale M. et al. Proc. Natl. Acad. Sci. U S A. 199390 (12) :
5653-5656. [TVD-017]
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24. XEFERERUBEVEDESE
FUT R - ¥4 T Y IHREAE
AF 4 AN R— b8 —
T100-6616 HFHFREARAON—T HIELS
TSR RITYIRY T —
7Y=F4 TN 0120-506-295
FAX  03-5958-2959
SR 9:00~17:30 (4 - B - MARUAHKAE 2K <)

26. BERTEES

2.1 BERHT
FIUPRYATOAtAEH
ERHFRERADH1L-9-2
D5 NS IHIRIT—

® : BHEE
03-GS



