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Combivir combination Tablets
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. 5.4 KA IZMOFHIVEIC X 2 0BEFRI ES, 2D, FEE

1.1 FRIDBEMESD—DTHBIYRITIVICKY . SEEHIH
PAHS5SHNZOT. HOICMERAMREZTSIBE,. BED
KREBZTHFICHRBID &, [8.2. 11.1.188]

1.2 BRUEMIFRZEHUTVWBREETIE. SZTIVDES
iblC &t . BREMFANBRIZBZNNHIDT. &
BloESZahird 258ICRT2F8T ST & $FICHER
BiEDES. EELIZISZNNBIDOTERT D &
[9.1.688,]

2. ER(ROBECIIRS LBV L)
1 SR ERET50/ mmPsR i XIS E 2 0 B B AT . 5g/dLA
WA L7 (7272 LIRRE T H S HIVEEEICER L.
2. 9.1.1%H]

Al DR LBEE D BEERED & 2 &

2.1 %
lE
AEI 3 OFHIVEIC L 2 6ERBEP BV O ERL)
[7.2
2.2 K
23 47707 2 EEFROEE(10.15H]

. ¥R - R

R 7e IV EILEASE

1§

HE Y K7 300mg

Z 37V 150mg

Rt —2, Fr 7y ) a—)LE§EF Y
by ATTV VBT TR T L, BEENKT A .
v7axu—RA, BkFy . v7ad—400,
A1)V IILR— K80

ININA]

3.2 SFIOMIR
HR7E 44 IV ULV SEE

B - R | BBE~MERRDO T A VLI —T 1 v THE

#Ala—1r |GX FC3

*
(B x454%) |17.6mm % 7.3mm
®C D
I TR —
(E&) 6.5mm
HE 769mg
4. FHEEN (3R
HIV RERAE

5. MEEXFMRICEHET BiER

5.1 EM@EEE N REAREY A LR (HIV) BEWEICRE 9 21878
FRIZ DV TR, CD4Y Y VEREUR I HHIV RNAS D HEIE
ESINTWD, o T, RADERICH->TE, BEDCDA
U 2NBRER O IEEHFHIV RNABZHEEE T 2 & & bI0, &
DOHA RTA VIV IVEHERTHT &

*%5.2 REFY R TV VRUTITVVOEERRLEET HEA

BHTHHOT, VRTIYURIZTITY Y ORBRAMGHSNEL
WOBEICIZERNOY RTYVEEI (L vaiLh FeL) i
SITUVBAEN(I Y ILEE) VWS &,

- BHREREE (Z L7 F =7 U 7 T~ A (Cer) A'30mL/minsk
i) 2 AT AEE09.2.1. 9.2.2, 16.6.15H]

- (RE30kgRIFHD/NEEE [9.7208]
FEESEOEELFREZAT S2BE.1. 73]

5.3 HIVIC & 2 M EEREICN T 2 AR OEMEIIHERSNT
WL,

T & HHIVEIYEIC & O IFFHERE750/mm Kl g€ OB
EADT.5g/dLARMICED Uiz Ll s p BFITH L T,
wR EOFERENSEREEEZ LE2 CHESNSBEICDOA, K
AlokGzERT 5 L. [7.2, 9.1.258]

6. FRiERUHE
BE. BRAZIEISE(Y R7 Y& LT300mghks I 79
L LT150mg) =1 H2EHEO# 59 %,

7. BERUREICEET 5F2

7.0 HIVZBRGH» o ZEEH L EREKEE L. BAIMEE2 %
RLRTVIEPHSENTWVBD T, KHNIMOFHIVEE &
452 &, [18.3.1, 18.3.25H]

7.2 REBESHEI (NE 70 EA9. 5g/dLA) I iF Bk
B (1000/mmPKi) 2580 5 Nz HEE. KOG Zdik
L. oY RTYVEHF(L bV e RIESITY
VEF(ZEELEE) 2R WCHERE 27> 2 &, (2.1, 5.4
9.1.1-9.1.3%M8]

7.3 RAEAOFHIVEE OHHBEICB W T, HEEGIRE
SENEVWEELENEAPRIR L., BEOMKISRE TH 5 & H
s n-BEicid, KEE L ZEA L TW A2 HMoRHIVED
—EEBEIRET 5203 <, FAlE LTREIROHA
LTWAMOFHIVEDKE % NT—Hfilkg 52 &,

7.4 KHRZY R TV VRS ITYVOBRERABR2EHET HE
FlTharDT, KANCMATY F7 Yy &A8A (L haiLh
TV XET I TV UERMAIEMRATES LT L,

7.5 II TV VOEHIMETT T 7 A IVED T AL AERREIX
ILMNYTHZEVEBELNLTWADT, RAEZL N VHYE
VEEUGEFIEFHA LTV E, £ TAN) VIV VRS
CHHIVEEICB W T A VAR EIFE SN T, HIV-15%
HEEBREEFOMIAV/IEEPRDONZHEE. T4 MY
VHCUEKAICEET HOATHRONEZFT TS 20,
[18.3.2%08]

8. EELRERNER

8.1 RFNOHEHICEELTIE. BRNDHA FI AV EORFTDOFE
WeEIL, BEXIIBEICRDAHEY ZEIC. IROEFIHIZD
WKL A LERZB%. HHTHZ &,

- REIOHANC BT 2 EYBEROFEE - BEMEITHER
nNTEST. HEACBIZEELIPEON TRV &,

c RANGHIVESREORIBBEEE I W &6 HIRE
YUE % & O HIVERYWE DRI LS 5% 2 F5E LT 5 AT HE
MW d 20T REBERREZOFIRRIEOELIZ DOV T,
TARCHEEICRET S &,

CHHHIVIBIEIC K B0 7 A L Z4MENE, Hagsmic L5
MFEANOHIVEROGHEELZE TS E LI EPRENTWVD
M. ZOEEEEZZRICHRT A2 EIETE RN L,
CJHIVEED, MKEIC K 5 thEANOHIVELRD EIEME % (&
TSELZPEIRITEHSN TV VW &,

CAKFNRDR TV URUOTIITYVOBEERE R EE T ARAH
THHOT. KANCMATY RT VU EHFEA(L haLh
T RIZTITYV U EREFIEZSSIEMUTIRALZWT &,
- BEOBMEATHBHY N TV VIIHEERAPZLA5NT
WA ZEDPS, MEETAT SN R SR Z RS0
BElE. TRTHEIERICHET S &

8.2 RAIDENR S THBHY R T IV BEHIEINHS5HbNS
DT, BERREI AMIED < & 2AME I MK EIBE
TV, ZORITRIK» ABOBEEZITH &, (1.1, 11.1.15H#]

8.3 EELIMKMEE, AMTI F—Y X, EHILBEICLSAEED
FREEA (RERAAT) . BERUBTBRARAE. — 2 — a8y —, $5dEL, &
BOCADPARRIE. DAREBHOEDONDZIENHHLDT. E
HICHEZITY 5 EBE 2 +71TH 2 L. [9.2.2, 11.1.1,
11.1.2, 11.1.4-11.1.6%8]



8.4 AROHEIZXD ., BUHEBEWEIHSDLNLZ ENH S
DT, FEMABEREORBEEZHET 271 00BEEITH 2 &,
RS EIBEO BRI+ AERT AL 010, BIRREOE
{BICDOWTEMICERZ T 52 &,

8.5 KA Z ELHHIVED ZAIGRBE 2T - BE T, REH
BEEREFPRE SN TV S, HEHEK. GEEESEIEL.
TERED A2 6T EEREHMEBR (A INI T TLTE
LTy T A A P AFEATIAINA, Z2—FTAF
AFICKDHD)FIHTARIERDPHRET LA EDNDH 5, &
7o SBEREREDEE IRV B 2 AR R R (FURIR P RETTERE. 2
MR, FT 2 - NU—GEREE. T RUBERE)SHEHAT L L
OWMENHHDT. N6 DOFERZFHM L. ADERICITEY) %
WEEEERT AL,

8.6 EANRIET AHAREM A H S0 T, MET7 I T —Y., MiFY
N—=F, MU TV LY) REOEZHREZEHNIITO Z L.
[9.1.5, 11.1.3%H#]

9. FHEDERZFITIEBEICHT IR

9.1 &HIE - BIFEEDH D EE

9.1.1 $FPERER750/mm3KmR IEANES OE ENT.58/dLFKE
ISR UEEE (R URKETH HHIVREREICER U, &E]
NFfDFHIVEIC X BABRRMEODDZERRL)

BE LW &, IFRIRN. ANEZ OV EPEICEHD TS
EBDH B, (2.1 7.250H8]

9.1.2 1FPERER750/mmKEX IEFANEZ O E ENT . 5g/dLKiE
ISR U B8 (FERETHAHIVEBREICER L. AFIN &1tk
DIMHIVEIC & 2 BEEEIEVD D)

[5.4, 7.25H8]

9.1.3 1FEREL750/mmiLL_E1000/mm3KiBRIEFANEITOE VB
h'7.5g/dLI E9.5g/dLKiEDES
VRTIVICKOFFHRE. AT U EPEICED TS
EDH B, [7.2208]

9.1.4 E9=ZVBuRZESE
VRITIVVICKVEMDPHIET 2BZTNNH 5,

9.1.5 BREREITITREMDH2EE (BROBEEDHDE
B, BRZRESEZIENHMSNTVIER EDHBAELER
Z(FTNBRES)
JERZERIIRET 2A[REELIH 5. KEIOEH%2E 2 515
ElTIE, IO EREDORD SN B BRBEED L VIBEICOA
+HEELTUTH 2 &, [8.6. 11.1.35H]

9.1.6 BRIFFRUA I ABREESHUTWLIES
AEIOBE % Rlid 2845121 HDEET 2 2 &, BEMEMRTA
EEMFLTWAEETIE. AFOHKRESHIRICKD .. BEIEBEFZ%
PEBRT 2BZNFD 5. BICFEREEDEE. BEELT 2B
FTnAH 5. [1.220H]

9.1.7 FEEEDNEELGHKREEEIHESE
B2 7070 yBlagERciD, YRT7IYVoFn
MAEESERET 2BENMDH 5. [5.2801]

9.2 BikEEREZSEE

% %9,2.1 BHREREE (Carh30mL/minkifs) #H 9 2 EE

DRIV UVREVNTITIY VOB VIHFEESERET 2B 2nh
H5o [5.2. 16.6.1%8]
.2.2 BHEEESE (Cerh'30~49mL/min) 259 3 &
MEEESEZ X VEEICT YR E, BREICBEOREZHET
5T &, BMEROFEBPEDLDNAESIZ. HOY RTY 8
BIXIZS I 7Y VB ZRAVWCHERA#Z2ET52&, YR
TIVROTITIVOBWMPBENFERT 28BN 5.
[5.2. 8.3, 16.6.1=H8]
9.3 FFigeElE=EEE
9.3.1 FFEEEEZEDH 2 EE
VRTIVVOBWIMHBENERT 28BN H 5,
9.5 1%
9.5.1 IR IIIER L T W AATEER O H 5 tEICi3, BELEDE
WA EREE LR 2 EHE SN BRICOABRET ST &,
MIYRITIY
VRITVVIIe MR ABERT 5, HEROMBFY KTV
BEX, PREOBBOMBEFRELE U THS I EAHES
NTVBRYHEAT—%),
VRTVUHRBESEMAMIKODNAICEDAZNZE VSR
E5H 2 (NEAT—%).
F v b DOZIREEN O — R ER (50, 150, 450mg/kg/H. 1
H2[E#E) Tid. ARUERAESRICHRNROEN,. &HEE
ICHBIRTPHEEREORD A SN,
PILERWZRET, BRIEICI b N 7EE(DHROEKRG
IZBIAI IV RYTIANT—)BRDENIZEDRENH 5,

Qz=7vv
FIT7IV ik MNREBZERT 5, HEROMBEFT I TY
BEIL. oFOBROMBEFRVEFENFORELR U TH
HTENHESNTLAHEATF—%),

BER (VY F) cTRESHE (BHORETEOEM) S S
ncwa,

BIYRIVV/ISETITIVHE
X7 LAY RRSEEREREER (NRTD 2 2 NEBEE UL EERSH
BESNHERROARICBNT, IbaV N TEEICESE
EZoNHEMC—@BEOMBARBED ERPRESN TV,
EWICENICHEEE. TADARRME. thoMREELRE
ENTVAS, LALAEDS, ThoSHERENRTIOFEHIRE.
JERERAIRRE & OB EMEIIREL L T L,

9.5.2 KAz G s HIRLOEAELLRICEAHS5bN S
ZEDDH B, EHMIIHREERITO 2 EROREEZ D ICBEL.
HENPRDONTIGEITEY ZLEZITH T L.

9.6 =R

9.6.1 A ZMIIS BT &,

MIRITIY
BOBE SNV 7Y (200mg. BEHRS) X, & MAits
ICHRttE N, MIEHPOREER LU THAIEPRESN TV
HNEAT—%),
VRTYOBRMEETEEICNT 2T TEED-IZ0.4~
3.2THAZENPRESN TS HEAT—%),
LROMBEFOY TV VEEIL24ng/MLTH > 72 & OWED
HBTHEANT—%),

Q5=7vv
BOKEGENAEFITYVde bALHFRICHRES N 5 2 &R
HENTWA (RITHEE © <0.58.2ug/mL)Y SLEAT—%).
FITVORMAMEREEICHT A TFEBEDORIZ0.6~
33THAHTENMEENTVSBEAT—%),
AROMEFDS I 7YV EEIZI8~28ng/mLTH -7z & DR
EBHBHEANT—4),

9.7 INR
BENID R TV RPTIITVVOEERER2EET AHAHIT
HBOT, VRTVVRIFTITIYVORERSPDETDH 1K
E30kgARMO/NEERE I, @ROY RTYUVEAI(L haE Ly
TV RIET I TV UEA( Y IVEE) ZHWS I &, [5.280]

9.8 SkRE
BEOREZBE L AP LEBICRET S L., FFEEVIRE
HEEPBETLTWAZ ENZV-OEVIFEESERRT 58
FNH 5B,

10. 1BE{EA
10.1 HAEZHALRBZWLI L)
HE7E R - EEBEHE | WBF - GRET
A 77T N(T VTV EHRARES BFIIAHTH 5,
L7 x) L7zi54a. MRREE
[2.3%:08] 12 BT H M A A
WA END B
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HRIRE EAGER - BETE | #BF - BRET
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DWENH 5,

IRTIVDIT NG
o rvBiEeENEE
MICPHEShSZ &
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U rFEL

VRTYVromE
FRIRE27%REA L.
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ruarygEfaa B e
EEINBZENE
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V77T

IRTV DY
7T v AN SREEM
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BFEIRHTH S,

A =N

meE7z=hrA
EPKL/2ICBPT 5
EOMENDHBHY, F
oy BRI A ELWE
ENTVWADT, M
T b VBEERE
BHRBRIA L,

WFIIARHTH %,

FoILTVV

MREAICB 20 =L
T U=Y) VbR DS
BWAOLU, =TV
DRV ETFTT 5 ED
WMENPHAHOT, VK
TIOVEFZLT IV
E OB R ILE T S
ZENEFE L,

TRTY VMR
WIZBTF 55 =)L
TUrD) v
ZMHE T H N
EZH6NTWA,

yney v

[n vitrolZBW\WTUN
vy EDOHHICED
VRTVY DR
B9 AEDORENH B
DT, YRTIEY
NEY YOt HEEIL
BETDHZENEE L,

VRTY YO
WicBF2Y VB
EPBEICHSE
ENBTENEZ
5NTWa,

VYA

VRTYUDOAUCH
B EFL. FLrn
M ER=R LN =TI
FEENIO%ET L
2o YRT V500X
13600mg/ H % 33 & #%
ELUgEaTIE, YR
TYrYOmPEED L
Fi2k0. BMER O3
RAEE D LF 9 AR
HIFEWEEZSNS
M, T ENaVELD
EHHICRET 2581
. +EET AL,

VRTIVrDTIL
rurigiaé A
Exhb ENE
A6NTWVW5S,

ANT 7 X FY
=)+ FYU X B
PAUPA

FIT7YOAUCH
A3%IML. &5
7T Y AN30%. BT
U7 Z v AN35%HED
LIcEDWMEN D%

B BT B et
BIITIVrER
UANTYLTH
BTHEEILN
T\,

ZEUNRTIOBMBEEIZ I NS OMABEICED, EEX
AT > P =2 2 (25ER. BRANR. SoAERD. §HE
. PR, SRR RO EE (BIILEIC L 2 EE O
AR BEMF 2 &) A ZREICZ<|MESNTWVD, [8.35]
11.1.3 EER(0.4%)
ME7 37—, mFJ /=¥, tU 7Vt FEOREMBD
ERPHBONIHEICE, BEBICAROREGEZHIET S &
F/o, EEOER. B BHFOERPALNIHEICOLE
BICABIORS 2 HIE L, ALEAREIWEY 37—, E
UR—=E, FUTUEY FE)RUEBEHEIC L2882 +0
152 &, [8.6. 9.1.55H]
11.1.4 tERUERRAERIE (S BA)

VILE =)L

BOVILE b — LISk
(VILEr=LELT
3.2g. 10.2g. 13.4g)
EIITIYVVDOMA
&Y, S3IT790D
AUCHEAD L (Zh
ZNn18%. 36%. 42%

BA) EOWMENDH %o

VILE h—=JLiZ &
NI ITIUVDR
I shs &
EZH6NTWA,

1. BWERA

ROBWERNH DN ENH LD T, BEEZTFITITL,

BE

DROSNIG BTG 2T 574 B L LEZITS &,

11.1 EXGEIER

11.1.1 ERLBMRIESE
BARREED. FEHE (WIS HEERE) ., FIMBKE
2(0.4%) . Al (12.0%). BHMmIMKED (3.2%) . FHERED
(0.2%) . M/MRIEA (0.4%) (1.1, 8.2, 8.3%]

11.1.2 A7 Y F—2R(0.2%) . BEIEEEIC L BERDIFEX

(REBRET) (0.2%)

L7 ¥ F =Y AR BIFEEPFEON 2 BRERPREERT
WO SNIHEITI, FAOKRS 2 —HhIEd s Lo KT,
FREDEBEFEZEITHZ2EEICBVWTRIERT ST &, KA

[8.35:H]
1.1.5 Z2—0/NY—(0.4%). i, B2, TADLARREEL
TNHEHEARH)
[8.35:H]
11.1.6 DAL (FHEAH)
[8.3%H]
1.2 ZOttDEIER
1~ 1% 1% K1 SEEA
fﬁfm%gﬁ
N MCV)#h=E, v
ik yﬂ)}*ﬂﬁ/}iﬂ)‘ ]
> ) SEREE)
MBS AT, BE|EEAR, (8| NEEE, S0,
(5 . IEM. B, OPEE EEE. B, WA
Nk, BR B i, ERB I, &
B B, IR
BER - EY. KR, BE. (R, 25F%. B
REEM OB |(RERAD, B %, REER. &
/EE(MER. 15| IRE . 1R A AT R
B E8 o fiE 1B EE) 4T LT
HRER |0, KEE. B VRRR R
H D AEHTREA
TA4E. MmiEhE
BN, MR
). FEE
JEtE R E R
Ji Tk H(AST. ALT
EXONS))
B - A% | I34/8%Y—. CKLE
B AEESHT
ﬁﬁm)\ Egﬁ'ﬁygﬁgiiz)
HE W D OWR. SEIER R O BE K
H, AR REHET, FEOL
HHERE, O BEAL.
fERR, Br |FEE, R, 2
M. OREBE. M
TR R FRBEUE. BE.
JZEE 1 NN
A ML ARG, 2
IO IRA 0 Rk, B
ARG EE) | RZED
EEREET
MPIRREE, fiige, B
Hm. WEER. &
AED %E) | EE
RS Y, RET R,
BIBpERT, BE
KE) R
Lﬁﬁﬁiﬁ)
3 BE. BiE - |\CARE. BARE
R FBR, £ N - g - O
e RER. MROBRILE,
i H:i;z)
A ;vw# I
hCy
BERR . BEIRFEE .
- BRL, R, %
R, B2 V7 F
:yiﬁi}l)
TR e DAFE. MEIE




1~ 1% 1% i SHENEA
FUZ UtV FICKER., B|METIT—E LA,
LR ED V| AEBEE  (BOK, SIMET, &
R - N3 | AT E—L ER, RERIE K R, 4

R |MAERE LR EEE T, W
L ERE, MBS L
FE, A T
2ot TREEE, B V. B,

R HE, ZEEFLE

EDEIMCBIBY R TV ETITYVONRBEEET>7-4
O —EEMIEGE TOHE | 20%L &
FEDBINCBII R R TV ETITIVOMREEZT-724
O —EE M EGE TOHEE | 20%KiH
) FBSEE I FERABEREORR 2 & T
13. BEKRS
*13.1 0B
MEER R OBEEBTEY R 7YY oREICE—ELALMESE L
WS, ZLrua rBESEOPEREZTTET S, TIT VI
MBI & D —FRES NS (5 27V 300mgl 5. %
928514 7 & ARFRMALENT L7z & & AUCenSHI24%(E T
THZEPRESNTNDB),

14. EALDER

14.1 EFIRZAEOER
PTPEEDOEANIPTPY — F 6D L CTIRAY 5 & D #EH
952 &, PTPY— FORRERICE D BEWHAED BEREE A
FAL. BITIZZEL 2B LU THIRAREFEDOER & aHHiEz i
HEHIEDD D,

15. ZOMDFER

15.2 FEERARERERICE D < fEHR

15.2.1 Y R TV o0 Tid. DAEMERE BRI IS
(Ty NEORT A)IEEESFHE LI EOREDSH S,
< A (20, 30, 40mg/kg/H. 1HIEREO®RS) ZOT > - (80.
220, 300mg/kg/H. 1HIERERSE) 0B 55 AFRRET.
R ERE (v ABHERS/600. Ty NERER2/60/])
RO 5N, [15.2.250]

15.2.2 Y RTIUIZOVTIE, YT RICBITHRIKRBEBEBICES
BAFRERBE TIROBEDS H 5.

- BoKTi & (420mg/kg/ B ERAE) % iEiR12~ 18H (MR ~
K 1B SN BE#8MD» 5 0HAERICB LT, HAEIFER.
fifiv R OMEMEAFERR O IS FAEROEAIARRD 517z,

- BEMICREA0me/kg 2 RI0A 2 6 Dk 2R CEEAL £ T
L7, Sl&BEMARIHERICEE 2 4E%247 AE THK
L&A, BEMBRKPICERT ERENZED 5N,
ZOBMEIE ERONPARERHBE TR o NIz EEOHAERK
UFERHERETCH - 72, [15.2.1508]

15.2.3 YRTVVOERFHIZOVT, IROMEND 5,

c AmesikBE CIIERFERIIFRO o N2 o/h, v T A 2N
[EfR % AW BE FREAEEABICBVWIHWVERFE %
R U. in vitroDFIRTEEREREICB L TBEER LR,

- T v bEBAWzn vivoREFREFERE TIIREEDOREE LR
HONED ST b MEEY VSERE R \Wizin vitrod ek
BEERE., v MR A2 HWzn vivo/MERER THE
EEREFHERAPRO 5N, £/2, IILADAIDSEZEOR
WY > SFRICB W T, YR TV VIRABEIZIERARE L
HE L CREEBREHEENED» > - EORENH 519,

<V RT YV UBHAAIDSEE O HMERODNAK O Z O i R
HIMEIMERODNAICE D IAE N & DRENH 5,

15.2.4 37 V50T, EEHEERBRICB VW THLREARK
BEEFRIERAEZRLIEOMEDN DS, /. BRHOPARE
HEICBVWTRPAEZEO L oI EOREDH S,

b NRAEIMY > ER % B W 7z et ik B E B T1E300pg/mLEL

by Ry VOSEMR R B WL B SRR B E T 1322000
pg/mLEL ECHEHEER L7z,
ITIARTTy hERAWEZEROSARERER CIX. BRAE

B h2BBEE(AUC)DI0E (7 A) R U58RE (5 v

M ETOBRBEEICBWVLT, BEPABIIRD N7,

16. ZRYIEHRE

16.1 MoRE

*16.1.1 BOROKRS

R ATORIC VT 758 - 527 Y50mg - 300mg % 228 12 Bl
EREOHREG L0 I 7Yy OmEREEORE 2 X-110. EyEEE 3
FTA—=HER-URLIZYGHEANT—5),

’—g 3
=
i
# g
N
T
£

0

0 12 24 36 48 60 72
G- (h)
H-1 EERAICRILFISEL - STV ERORORS UIED

527UV OMEFREDOHT (FIHE +IRERS)

=1 BREACRILFTISEN - ST IVZEEROKRS UED
SETVVDOEYEEINS X—9
AUCo-int Crnax Tmax ti2
(ug - h/mL) (pg/mL) (h)=Y (h)
13.59(17.99) 3.22(29.30) |1.00(0.50,3.50) | 18.63(26.85)
BT 2P ME (CV %)
D) s R AE (i)

16.1.2 RIEROKXS

HIVEYUEBZ6FI L. Y R T7 Y2 100mgP 1 HAE &S I TV
150mgl H2[E1% 25 H B BEFHE OGS LI RO Y R TV 0, 9379
DO IMEEFIEYRE O 2 K210, BYEE/RNT A —F E2R-21TR LTz,
VI RT Y VIEEEH#0.8FE T, T3 7Y VIS H#] 3R TR E M
BECna) IZL. YRTV V. T3ITVYDCnax FHIEZENZ10.549
pg/mLy 1.547ug/mLTH o7 Y RT IV T3IT7 Y0 OFHEEREY
ZEnZEnl M. 2.38HTH -2,

2.0

0 T
o 1 2 3 4 5

51 (h)
E-2 MEPEYEREOHRE (HAHE R4 RZE. 66l)
®-2 BYHEBNSA—5
Tmax AUCos
(h) (ug - h/mL)
0.8+0.3 0.858+0.266
1.3%£0.6 5.089+1.692

Cmax
(ug/mL)
Y RT7V(0.549£0.261
537V 1.547+0.302
A BERE. of
SITVVEY KT ORMRS R - LI, Y KTV ORI
BENR% LA LN, FITV VROV FTIVVOAUCICERLRZELL
WBERHSsNEP->IYHEAT—%),

AUCo-12
(ug - h/mL)

6.165+2.312

ti2

(h)
1.1£0.1
2.3%£0.6

BAHIVEREBRE IS R 7YY % REE DR 5% 0 Cradk CAUCH
2.0mg/kg & 8BS ~ 10mg/kg™ % ARSI O 5 B 2 512 L)
LTHINL, 0.5~ 1 SR CREMEEBEICE L, HHEMTH1IE(0.78
~ 1. 93 ) T L7z GHELA T —4).

B AHIVEZEREIC T I 7Y 2mg/kg® % 1 H2E 15 H RS L
B, W SR TS SHMBICREEMFREDL.Sug/mLICEL,
FEH2.6ETH D ISHEHRSE TIRMHPREIZEFREICEL.
Bl EEI3] . 9ug/mLTH - 720 (HEAT—4).

16.1.3 BEOEFIRAIRS
VRTV Y R BIRFRED LA, 1~5mg/kgd BE CRIBOEMIE
AR U 2RREEAL. 1R (0.48~2.860%) . 2527 U7 5> A(CL) I
1900mL/min/70kg. &2\ D53 AAZHE (V) 1&1.6L/kgTdH - 722 (SHEA
T—=%)e

16.1.4 &EFHEEFE
RREER 246110, ZRRERFICARF] (P R 79 »300mgk T 2 7Y 150mg
AERTAHEEA) 1. RO, EEBICORTIVEEAN(DRT I
300mg% &H T A RUT I 7Y VHAN(T I 7YV 10mg R &HT 5
SERD) S SE2 5 Uy EVMFENFRSEZFHE L7z, RAHRERED T
VEIRIRO T I TV VEAIOWABREROY R TV U ROTIITI VD
AUClast\ AUCW&UCmaxLi\ ﬁi%iﬁ/‘jlﬁl%‘lﬁ@¥”igﬁ($i@{ﬁ®kt®
BEFXEA%0.8~ 1. 250 FHEN) Ziw/z L. EMFNEFESRENT
HEAT—%),

16.2 DRUX

16.2.1 BEDXE
TERRRL 24010 1REEER & (RIK(EA58g. BwEE33g. ARMf67g) fHEUAIC
AENP R T V2300mghktT 72 150mgh &HE T HELEH]) 2 %5 Lz
B, —MEARICRE LRERE LT, YR T YV DOChaxldd5%E R Ly
Trnaxld3053 7> 5 1R (FHRAE) ITBIEL . T 379 Y DCraxdE15%E R L 720
—HAUC=13T7 I 7V TEE»ROENT, Y RTI U TIEI0%DET
THO, BEERICKVBERIXZIEALEL L o7z(HEANT—%),




16.2.2 NAATFRASEUF «

MIRIIV
BRAHIVBESEREICY K7D 2250~ 1250mg™ % AR - RAERR % 5
U7z 158 O A IR SR I3 F965% (52~ 75%) TdH - 7220 (FHEAT— 4 ) o

@3=7vv
FEAHIVEBYSEREICT 3 7Y 05 7R I)LEHI.25~8mg/kg™ % B[h
RS LB O ZRF A RIZK2% TH - 720 JHEAT—4),

16.3 910

16.3.1 IRITIYV

(1) BERANDAT
LMY RT DU ERE U L SBIRTFAOBITIRD 51, 2mg/kg?
RORE].8RERICE T2V R TV ofilE+/ mEEHEERIZ0.15TH
0. 2.5%05.0mg/kghi iR %552 ~ AR RS 44 o B L AR/ I A AR IR B H
ZNEFN0.20%00.64TH - 712 HEAT—%)o

(2) MIREBHES
In vitroll B 2T R 7Y v OIMBEERAMEHIE34~38%TH > 72,

(©F ===
n vitrollBI 35V RT VUV OREEAIRT LT I v ERES 2P,

16.3.2 S =TIV

(1) RBEERN DT
B AHIVESEE ST 3 7Y V4~ 10mg/kg % | H2m28R L _F R/
REOKRS LR, 52528 O I B R E I M AR E D FI6% T d >
7P HEANT—%)0

16.4 {X55

16.4.1 IRITIYV
VRTYVVIEMINGE. E£ICUDP-glucuronosyl transferaselc &
STV aryBEagE S . EAEYWI -azido-3'-deoxy-5'-O-
B-D-glucopyranuronosyl thymidine (GZDV)IZ#ES 2 IcR# S 115,
B #HZER & L¢3 -amino-3'-deoxythymidine (AMT) R U2 D 7L 7
O Bt e A (GAMT) IR S W SR B FEET 52,
EHRNZ 5% DGZDVODAUCIIRELADAUCOK3METH D . AMT
DAUCIEARZ(EDAUCD1/5TdH > 7z,

16.4.2 S =TIV
t F TOERBWIEL ST Y A-ZNAF Y FIE(1-[(2R,55) ~trans-2-
hydroxymethyl-1,3-oxathiolan-3-oxide-5-yl] cytosine) T - 7% (4}
EHAT—%),

16.5 HEitt

16.5.1 Y RIIY
HIVEBIYEEFICY F 7D Y &2 ROBEHZORE(AEKRTGZDV D RH
PRI ZNZNI4.3% KR VT5.2% TH o720 YRTIVDBI )T T
Al3400mL/min/70kg T O . SKRERKIEIE N O REB) IR E 0 W81 K B B
Mg RB S (SHEAT—%),

*16.5.2 S=JIV

HHIVEARE B T 2 7D 2mg/kg® &5 L2, 854512
REREIRAIC b T 2 A2 R F ¥ NMEDPREGEDS 2%t s iz, F7z.
M HREE S TE FIRRE T ORE LA D FRAPHRER ISR/ ONT0% TH D |
BT I 7Y OEAD S DREDERLREETH LI EAREN
7B HEANT =),

16.6 HEDERZHI2EE

16.6.1 BHEEEEERE

MYyrRIvv
BHERELGT HHARE (FCer 18+2mL/min)iz, Y RT7 V¥
200mg™ & BEFRER S L7k, BERENSIER 2 E8E COXEMH]. 0rF
HTh-o7z0Ic L, BEREEE CIIL4RETH D, AUCIRIERE
FHOMUETH>7z0 /2. GZDVOEREMIIEEBE TO.9RHTH -
2DICR LT8O IICEER L. AUCKKITRETH - 72V (SEANT—%),
[5.2, 9.2.1. 9.2.2%H]

235=7vv
BHEEDE T LZHIVEBEMERFICT 3 7Y > #300mg™ BEFE#5 L
7B, CarDE NI ONTAUCK U MHBENSEM L., FREAPER
Ly B2 025797 5 AR LP, [5.2, 9.2.1, 9.2.2%0E]

16.7 FEMMEEIER

16.7.1 In vitrosi 5%
FTAEY U AV RAZ T VEQ LT VIS &) RE S5 A
BIRTI oIV rurBiagEHE Lz L 0HENHH,

B AR OKRS N AERORBIEGER. RAIIRIEE (Y FTY Y&
LT300mgk 0T 2 7Yy & LT150mg) % H2EE1# 59 5./ TH 5.

17. BRARALEE

17.1 BEZERUREEICET B HER

17.1.1 EREE D 18558
KAl AW HANI BT SHRRBREIFO ATV VD, ZEX
T2y HIVBESEZ HRE L7V R 7V 2 100mgP 1 HARIKR S 2 7V
150mgl H2E OB S %217 - 7 BN R ABROMGRERT .
HEBIIARTOCDAY > 7 SEREL 100 ~400/mm? D 1250 _E O HIVEGYE S
HEDRH MR E LIz BHERIEA -7 VR (5 2 7Y > 150mgl H2[E &
Y R7 Y 100mgl HAEY &2 FH#E) T ARYEFES SAEFI37H] < D
BERFMOBMEIROEBY TH 5,
CD4Y) Y /SERBUE. REEFAIARE O F15220.8/mm’» 5 438512134925/
mmEM L. 8% A 5248 % £ TOHEIMEIL4.6~34.0/mm>THB L
7zo CDAY Y ISERE DR 2 M- 11TR L 7zo
CDAR—t > M, FIRRED18.81%7A 54181 121320.03% A EIZHEN
L. Q%D 524E%E TIRITEA EEH 2 <M20% THBE L7, MmiEH
HIV RNAEZ. #REFRROTF153.8log copies/mLa 545 ICIE
1.6logw copies/mLAREICHEA U, 8iE A 524iH% % T130.7~1.2logo
copies/mLigA L7z, MAEFHIV RNABOHER 2 X-21R Lz,

@
S
o

o -
o
T

T =)
£ 100 5 0o
X sof = 05T
7 2 0k
= 10
£ 0 2 qsf
2 on
N ol z 201
E 2251
8
100 | | | | | | | 30 .
w4 Aﬁsﬂq{1 1% 16 20 24 W4 J%lﬁ'] 1216 20 24
B GE) G ()
n=(37) (36) (35) (34) (34) (28) (24) n=(36) (35 (35 (33) (33) (27) (23)
n=HEGIEL n=4HEGIEL

B-1 COAUY/NRBOKS (PIELIRERE) E-2 MFFHV RNABDHS (TIELRERE)

3061 (71.4%) ICEHER AR D 5. ELEERIERMEKBLEOE
M(2204), ZERERsMBSEE BF-(61F) . TR (A1), BRNIRGHE) TH 7217,
17.1.2 @555 MAHER (B3027)

P b oy A LRI K 2I0BRER D L A )L Z&EAH'10000copies/mL
Dl ROUCD4Y > 238k%045200/mm?LL_E O 2K ASHERE L 7z HIVIEEGLAE
BETSHIZRNRE LLBERBZHHA -7 VRBRICBLT, YTV
200mg® 1 H3E K% U'T 2 7Y 150mgl B2EOFF RIS IEAHF (Y R TV
>300mg+ 7 X 72~ 150mgl H2[E) OB 5 % 1 2584 T WA R %
B U7, BEMIB12EZICHE T 2 MEEFHIV RNABDOFIE(LEZR-1
IR LTz WEHC BV TIEEFHIV RNABOFHELBICERZEIETR
HONZPDTz,

21 1DEMIESEOE S 5OMFEEHIV RNABO ST LE
IRTT TS k| 0s%(EEXM

7Y B SRE
Intent-to-treat analysis
ik 38 33 ~ .
HIV RNABOF9Z (& -1.36 1.3 [-0.301. 0.298]

(logio copies/mL)
Per-protocol analysis
il 33 30
HIV RNABDOFHE(LE -1.37 -1.41
(logwo copies/mL)
E1DIS%EBEXEIC BV T2 ETHAIFER(p<0.05) TR\ EHE LT,
17.1.3 iBHERAREER (NUCA3001, NUCB3001, NUCB3002, NUCA3002
D4EER) Dmeta-analysis
WKk TITbN 724> DEER(L. —HEEMHEGERIC OV Tmeta-analysis
E{To7ze Y RTY200mg® 1H3EICT I 7Y > 150mgX1E300mg® 1 H
[ & GHRBRE LB (T I 72 VO RR ICB 1 D RERIEIIS5696]. & R T
¥ 2200mgl H3EOBMIFEIEY R TV U ICHF LTy By 2 ARG L
7B (HLBOGHRER) 1331661, MBOBETRICIELRD LA 7,
REHAR . CDCHHEDB/Cd 5\ Id#i7: 2 B/CRERICER L7 BEHIX
FH118f1, 7z, CADERBIZEI28HFNEED 517z, meta-analysisDFER,
7 3I7 VU ORI EOERIC I L. CDCAY O B/CADEREIZ49%IH
L (p<0.0001). CDCHFECANDHEREIZ66%IHA L7z (p=0.003)*,
17.1.4 ;85155 MAHER (B3007 : CAESAR)
CD4Y >/ SEREA325 ~250/mm?A> Dkarnofsky score370LL EDHIVIEEZ
FERE 184001 2 R & L7 MAER(L, —HERIERBICBVLT, YRT
YV 1H500~600mg™® & 75w R EGHRES LB (75 2 ROt EE) T
FA716l. Y RT VT I 7YV 150mgl H2E A RS LB (S 3T
D UBHREE)IZ07HI. YR TV IcT 2TV Lloviride™ 100mgl H3[E
EHABRS LB (5 2 7YY +loviridefFREE) 1346261 TH - 72, 523
M OREHARFIC, AIDSHE L < I3FETAMEST L 72 B (Intent-to-treat
FRAT) 1k 7T R AROTRBETISHI (20%) T 3 7YV OFFEE 861 (9%) «
7 X7V +lovirideFHBECRHF(9%) TH D T I TV Ut ENT
BT, WIhd 7T v ROTHBICHE L TARICAIDSSE L < 3TN
DHEFHIE 5N 7= (p<0.0001) ™,
HEDYRTIVCHFLYF YY) ¥ ORESIETREE Lz,
H2) ENTIIRERDOIEX 7 LA ¥ R RWIEERRIEEA]
17.1.5 BSMRREER GEITE T 1 ABSEEIREE [ARCIZEE, IYRITIVD
BRE5E%E)
IA RBEROETHEARCEE 206205 & L —HEBRHEGERERICB L
T, Y RT7D300mg% | H2E 1 28 1 5 L 72 BE (1 H 245 5.8) 1316241
T\ 100mg™® % | HoE 4RI 155 U 72 B (1 B[ 58) 1215861 TH - 7z,
ASIER D FEHIRI I FIR U 72 FECTERIEUR O B A RS EFE A1
DNWT, MEEICERIRO N 572(R-2).

®-2 SRR OB R RRERAESIEE

[-0.364. 0.283]%

| H2MEH% 58 1 H6mE#% 5.5
(n=162) (n=158)
BFETREIEL 5 5
AN RURSLRE FE BII%L 33 29
SEHREEINE (55208) (kg) 1.9 3.2
CDA4Y >/ SEREEINE (/mm’) | 22(Risfl, 5548) %) | 29(Bmil. 558:E) %)

EDWEHICI24BORICR—RA T A VTR L. DREEISHED L,

BIEFRFEIRBEEIC OV T, MBERICEIERD o nkh -7 (F-3).
x-3 ENFFARIRERE

1 H2[E %58 1 Ho6lal %58
(n=162) (n=158)
&if (Hgb<8.0g/dL) 14% 16%
A7 FRER D (<1000/mm?) 42% 42%




1 H2[E% 58 | Hom %58

(n=162) (n=158)
e 15% 18%
SEIE 12% 11%
HEFIE 6% 5%
il 1% 5%
NEMH: 4% 4%

B AFROER SN FERCHRIEGES. RAICRIEIE(CRTYE
LC300mgk s 3 7Y & LT150mg) %1 HAEEHE 5T 2.1 TH 5.

18. EXNFIE

18.1 {ERtEF

18.1.1 Y RIYY
YV RTIOVIGHIVESSREN T VBt s h, EEEEO=Y) VB bih s
B0, VRTVVE) VBMEKIZTAF T F IV VE) VEERORDDICT A
JVADNASHICHL D AEN T, DNABHEAEIESES I LICKDHIVO#E
BMEREET S, F/o. HIVEEEEZZHANICHET 2V, YRTIY
=Y VBALAOHIVEERER RN T 2 HAEIL. EFMEODNAKRY X
T —BICHEANTHIEEL . BIREOE W7 AV AERZRT (e b >
JNERAHOMIRIRETE 0 Bin vitro TOICHEIL2671g/mL(1000uM))* o

18.1.2 S=J'Yv
FITVVIIMBENTY VB b E . HIV 2 e S & 7o MB N T 02
BRILEEOEECREO =) VEBMLEICERESN Y, SITV V=Y
BLRIGHIVOBEEBRRICL D TAF O OF I U= VBBORDDICY
A JLADNASHICHID AE N, DNAEOMEZELSE 5 LICXDHIV
OEBZRET 5P, £/, FI7VVE VBULAIRHIVOMEERS
EHANICHEET 5%, —F. in vitroT. k& FRMEIMmY > o8Bk, U 2%
R - BIk—v 07 7 — VROKIMEY RO 2 O b BB RTER AL
(5 i B AN AN oY ] == d A B e Pl A

18.2 U1 ILAER

18.2.1 Y RIYY
PR TV OHIVICH T %in vitroll B1F 5ICxfEIX. CD4Y > /SRR
% BV 722 C10. 13ug/mL (0. 49uM) IR TH - 723,
In vitroTCY RT IV ETNAEI, SITVr, V¥ ) ¥ VEOHHIV
EHHWEA vy —T7 zarakOREMUIAHEREAPRD 5Nz,
T AT T AL R A LA (Rauscherv ™ AHIR Y 1 )L A) % #HiE
L. BREEFB LD, Y F7 Y0 %1.0mg/mLOEIE THAKIZEAL
THEETHEICED, FHBEER. BEMRERLER, ROMFEY 1L
ASHARIERECH LE L ER Lze SRR AEFEHBVER LY,

%18.2.2 S=JYV
In vitroT®DS5 I 7Y OHIV-1(RF. GB8. U455 U'IB) I3 5ICs
fE12670nMEL R, HIV-2 RODIZHE % ICsofE 1340nM T 3 - 723,
In vitroTCT7NNAE L, V¥ )y, x I, FLIVYEURUY R
TV EOHRMXIIHRIERAPRD 65N2®, £z, in vitrollBWT,
T ITIVVIZHBMT, Y RT Y UMHEERE S BER O p24i R B & Y
HEALE R HN66~80%E T & ¥ 7z,
In vitroTD26FEOHIV-1 KRS BER[ 7 L—T M (Y 7% 14 A, B,
C. D. E. F. Q)N 3@EOHIV-2BE RSB ICN T 253 7Y >
DICsoE (FHE) IZHIV-1# K% HIV-286 T2 W2 n40nM (& E 1] ~
120nM) & UM42nM (#5122 ~120nM) TH 5 7z

18.3 At

18.3.1 YRIIYY
VRITVVEELF IV T Fusicdd A, HIVEEEESZEO
41, 67, 70, 210, 215K U219FBED 7 I JBEOERICK->TEL, Th
5D E4IHFB E25FHDOERED S WIIMEL EOERICK>TIA LA
IFERAE LTEZRT ¥, 2B, Ch6F IV T7FIur/oER
EHT 574V AIEEOREMMEZ RS Z WY, [7.1508]
F720 62, 75, 77, 116K VISIZEO 7 3/ BOZR, W ICOBEHDT
RBOALAZ VoY YADERE ZFISMATHE CEFAD6E
EROFBAICELD. VTANVREY RT VU 2ELRX T LAY RRYEER
FIEERN T U2 A %2R0,

18.3.2 S=JYV
FITVVEGUCHHIVE THELZZ U -HIV-1BYYERE CHEHRT 5
Z 37V UIMEHIV-1ICiE. HIVEiEERROEERAIOEV184EB O
TIVBORF I PN UADER(MISAV)BHLNED, 0
MISAVERDFER., A NADT I TV I B2 HEIIERHICET
L4 in vitroTD ™ A L A DEBEESIIETT 59,
In vitrolZBWT. Y KTV UTEERAERICT I 7Y UL R A H
AT DL, VRTIVICRT 2BZHIIEET 52 EPHERSNT V5,
g/, FHIVEORBERBO L VWEZICY RTVVRUTITY U AHA
THIEIED, YRTVUVMEY A LV ADOHEIBES 59, S512,
HHIVE(Z I 7V 02 &0) 0ZAIRAREIIMIBAVERY A VA% H
TEHEELER. HHIVEOBBERBEO 2 WEREICB L THEMEITER
ENTVBDS (7.1, 7.58M]

18.4 =T

18.4.1 S=JIIYV
VRIDVVROYZLT I, T I TV VEHIV-LICH L7 A L&
ﬁ,@;&;ﬁﬁ%—g—é%),w,%)o
TNAEIEMIBAVERED A RO SN T VST A LA LTIE, i
AV ATEE R R 5V,
. VY)YV URUOFLYZE L IE, MISAVERE™ A )L AT L T
FESETT 2L 0WDin vitoTCORENH B0, INSOBZEOET
EERDEOBBRIEHES AIcENTLRHEWLY,

19. BIRAICET B EEEHNAR
—f&HGHFE - ¥ K7 Y (Zidovudine)

b % % :3-Azido-3'-deoxythymidine
2 F 3 CoHiNsO4

3 F 8 267.24

{b#mEE=

(0]
HN)‘\/H/CHz
O//J\N

HOHC O
H
H H

N3

PHB~MEHEOHR.
I5 = (99.5)ICRREITRT <. KITPRBEIFITL W,
K> THRT %,

1 fy124C

*Z 37V (Lamivudine)

: (-)-1-[(2R,55)-2-hydroxymethyl-1,3-oxathiolan-5-yl]
cytosine

: CsHuNsOsS

1229.26

NH2
N7 ‘
PN
HOCH>-..__O.

N
H)gj\H

HE~MEHBOEREOHERTH 2, IAFILALKFYR
ICHITRT L, KIZPRBETRTL, A ) —LELy ) —)L
(99.5)12%RVEIFIT L, YIFLI—FIUTIZEAEE T,
= KI176TC

Bk

il
22. &
100%% [10$% (PTP) x 10]
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