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2. B2 (ROBEICEIFEELLENIE)
AFDRS BB WNET 27 0 EINCH LB BUE DBEERE D & 2
B

3. #ERL - MK

3.1 #HRk

lg':F’@ INT T le)l/iﬁﬁﬁiﬁmﬂ]% ..................... 556. 21mg
BRIy ONZ 7B &L T500mg)

D-~ > = b—)VERIREERL, RE R Y2/ 7I)ILFIL
ANl AF 7YYL —hraRYIY—RS, ZTFILEIO—-Z, ¥
%4

3.2 EFIDMR

PR - B Ha~MEHAOERAIT, I2BWidianh, bdn
WV NCRRICBWEH D, £ EmTHH 5,

4. FHEEX(IZNR

OHimz

OEMBHMIBHEICE (FIEMAIRRT A ) RBEGAE (Bt
Z) DFRAEHNF

OFRES

OkiE

OMBANIRROBFRME

5 PEEXIFRICEET HFE
(/NI RO BERIED
5.1 AFIOHFEICED, By 7 A= M F—~DELEMHT 2 =
EMBDHENT NS, L. AFFKGHFB LY 7 Z)N— ) —
NDOBEPR) XA NHBED, A2 R—LAOFEHSENHERINS,
[17. 3%:]
5.2 EBAINARZORIEZEEVIRTEE (EEFHEFITBWTII
BPRORF6EL LOEETHIET2H) ICHLTHETSH I &,
[17.1.8, 17.1.9%:H]

6. AERUAE
[RAA]
(BEES)
WE. RAZIENT 7o)l E L TLE500mg 21 H 2[E#% O #% 5
T 5,
GEMBMREBHEICEIFIEMAINRIT A ) RBEE (BHa
%) DFEAEMHD
WHL, BRAIIENT 270 E)L & L T1E500mg 2 1 H 2658 i 4l
RORERETT7 HAT R U fEfT#35H £ TRO#% 59 %,
(FRAEZ)
BEE. RAIENT>Z7oE)LE L T1E1000mgZ 1 H 3[EHRE %
59 %,
OkiE)
BEE. RAIENT 7o) )LEL T1E1000mgZ 1 H 3[EHRE O #%
59 %,
(HEZIANILR RO BERIED)
BH. AN 7o) E L TLELG00mgZ 1 H1E#R O %5
T %, 8. HIVEYUEDBRE (CD4Y >/ SEkE100/mm3Ll k) 12
W3NS 270 E)L & L TLES00mg £ 1 H2E# N 5.9 5,

/hR]

(Btaz)

B, ARE10kg R O/NBIZIIAEIkgYSZ0ONF 7O EL
T1[E25mgZ1H3ME. KRE10kgPA ED/NRITIIAEIkgYS =0 /NT
>roE)LELTLE2SmgE1H2E, #O&KE59 5, /=720, 1FH
e HEIE500mg &9 5,
GEMBMAEBHEICEIFIEMAINRIT A ) RBEE (Bis
%) DFEAEIHD

HEE. AREIkgARBO/NRICIIAREIkgS DN 7O &L
T1[m25mgZ1H3ME, KRE10kgP, LD /NRIZIIAEIkgS =D /NT
>r7nE)LE L TLE25mg% 1 H 2[00 B fa s i 7 Hai & D
fﬁﬁﬁ{ﬁ%ﬂ EFTROTE TS, 2770, 1EEEHEIZS00mg s

('ﬁﬂﬂﬁ%)

WHE. NRITIRELkgYS -0 NF > 7 0E)L & L TR 25mg %
1H3ERENO#S T 5, 2720, 1EESHEIZ1000mgs T 5,
k)

W ANBICIARELkgYS /-0 NS> 7 0E) )L E L TLE25mg %
1H3ERE OG5, 2720, 1EEREHEIKX1000mgs T %,
(AL R D BRG]

WH, REAOkgLA EO/NBIZIZNT > 7 o)L & L TLE500mg %
151@1“%1]&5’9"5 f&é"a HIVECGYE D B35 (CD4Y > 7N EREL

100/mm3Bi 1) 1213V 5 > 7 n )L & L TLE500mg % 1 [ 2E% O
%59 5%,

7. BERUHAEICHET S EE

(Bheetti@)

7.1 ARFIOBREL. SR
BEERET D EMEEL,

7.2 BEEEZEITIRNEFICBIZI LT F 2T 52 ATRU
AR OB EMER OHEROARITROEBO THD, £/ M
WEM 2T TWLBREFICHL T, BEOEMAE (REUIERE
RICIKC, LY F=>2 U7 5 2 ZA10mL/minAiid HEZ LD 512
M (250mg % 24REfifESE) 52 LEFEEIT DI L, £ MKE
FHICIZENRICEREG T2 &, b, BEEEZAT/NIEFHICS
F 2 AF D e 5 R e O 5 B ET O H 213 L Thiz, (8.2,
9.2.1, 9.8, 13.1, 16.6.1, 16.6.22]

HEWEERNHIFTELDT, BT

2Ly FZ>oUY 5> A (mL/min)
=50 30~49 10~29 <10

T I 5 e
BRI B
2 HHIA)L | 500mgZE12|500mg#12|500mg %24 |500mg % 24
RATA ) | RefiliE i i i

JEYUE (B
HiiE) DFE
iE $1 51

HRAS 1000mg % 8|1000mg#% 12 | 1000mg# 24 | 500mg % 24
KiE PR PR 4 R H#ﬁﬁﬁ

500mg %24 |500mg %24 | 250mg % 24 | 250mg % 24
IR R 4 RF FRF R4
7o, HIV|7/Za$H. HIV|/AaP. HIV|&PB. HIV
PhBE A LR TCYE O B | BGYE O BB | BBYE O BB | EYE O R
Z D 5 # (CD4U [#& (CD4V |#& (CD4YV |#& (CD4V
i >N BR B > N BR B > N BR ) > N ER K

100/mm3L4 [ 100/mm3L4 | 100/ mm3LL | 100/ mm3LL
B SR0 J el = G o B e = GO B ) B Tl = SO I o el = O
500mg#12|500mg# 12 |500mg % 24 |500mg % 24
R R 43 R[4 R 13




(BHAES)

7.3 AFIESHEMERA L. SEOIR LR SNRND, HDHWTELT S
LAIE, MOBBYIOBEA D &, 72720, HIFEEMER AR
FEELT 5580 H 5720, AFIEI0HME THEAMEEE T 5,
(FIRAEZ)

7.4 HEZELU T, BBHBESHLUNICIRG2RGT 5 2 ENEE LN,

7.5 AFIETHRMER L, daEOKUBNRSNB0WD, HDHWITELTS

BT, OB 0EZ 2 Z &,
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L. B LMNASNRND,. HDEHWIET 2HEITIE. ok
RO BAD Z &

(HEEIANIVR RO BRG]

7.8 FFIEWBZITBNT, IR OFFEMSIC
WD BRITHEFENED 5 NHEI12E. 1E500mgl H1E#S- (EERIV
RZOEFEIFNHRT 5 HEKRCHE) 5 510500mel H2[E# S (B
MEE OREICHHT 2 HERUHE) ICEET 22 &, BERITNE
12t C1E500mgl H1EH% G (HEEFAILAR X OFEFEHIHNI T 5 Ak Kk
UHER) OBEMZEEETIZ &, T2, HEIENIY U TR Z %5
LTWBIZHENND S THENICHEREE R VIR T LS REBEFITHL T
SERIZ IS U T1E250mgl H 2[E 13 1[E1000mgl H 1A% 512 A E T 5 =
EEEETHIE, [17.1.8. 17.1. 951H]

7.9 A& 1FEMBE G BGMROBEMLICDNWTRETT 5 2 &S
IND, [17.1.8. 17.1. 9=HH]

8. EELEAMEE
(ZhREL @)

8.1 BXNHEMIINBICH LikE S iz HiE R CHE TR S LZGA.
AEE SO T > 7 0 )VIRTEI. 7 7 O E)L#R O BE 5
FbEWI ENS, BHEHORBICEET S Z &,

8.2 B EENHSLND I ENDHZ DT, HEHEDERS, f“
[ 2 LS B O BRIEICHEE T 5 RICIITER T 2L O BEF T+
TS &, b, E"%ﬁblﬁﬁ BATIR. BloE#EEE %73%
5ON2TNDT, BEOREICEST ifi%éﬁf;bl&ﬁ&%
T5HZE, [7.2. 9.2. 12M]
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REERIZ DT,

9. BEDEREFTHEEICHTIEE

9.1 BHHE - BEBEEDHIEE

9.1.1 REMEDEKT LSS
KIEDORFICBWT, BEEE. BCEMmERRE O REkE
DT LZBFICHT 2R NZEMEIIHELL Thian, &
D AR BR AR W,

9.1.2 BRKERKEEZILPTNWEEZZ 6N EE (BEZEDHZE
ENFERENETLTNWSESE. SHE. KEEES)
IR EITD &, [9.2.1, 9. 85/]

9.2 BHLEEEEERE

9.2.1 BEEDHZEE. BHENETLTWSES
BREMBEROREGEEZHESL. BEOREZERLUANSHEEIC
®BETBHZ a ZIS%I03/3[%&;%1%1%57/7Dl:)lx@ﬂﬁa@gﬁ\
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9.3 FrgEEREERE
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KFEEDH 2 BEZ NS E U ZBRRRBIZERL TWhizn,
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1. BIfER

ROBWERNH 5DNS T ENHDHD T, BEEHIHTITN,
DR 5NTHEIT
75EIEA

1.1 BEX

SH

3G EP T 27 EEYBAEETTD T &

M1 F7FI745F>—23v 9. 7HF745F>— (WThvlE

FEARE)

TFIT45F—avs, YFT45F— (RREE. @mE
MRES) HHosONDIENDH S,

11,2 SRMmEkGE D (0. 73%).

(0. 36%), HBIEMIMEMEELERE (DIC) GHEARHD. M/MRE
DERRE BEAH)

11.1.3 2EEREE (0.12%). REE[RESER HER)
[9.2.1, 9.8, 13. 1%H]

1.1, 4 B aEik (1. 09%)
Hikbad (BB, ¥A%., =M L8, Il R, TAMATE
B BRI, BIESEN D 5DND I ENDH D, —RITHEHHRIER
AR OHRGHIEICEDEET %, [9.2.1, 9.8, 13. 1]

EFBERIIRAE (0. 24%) .

/AR i

.15 MEMREIEFERMMBE (Toxic Epidermal Necrolysis :

TEN).
BEEEAH)

BEALIEIRAE(RBE (Stevens-JohnsonfEfZEE) (W3 NdH




11.1.6 FEARINEHI. EERER (WS HEAH)
1.1.7 BEMMR FEEAH)

11.1.8 FF%%. FFHEEREE. BE (WITNHHEERH)
11.1.9 2MEER (FEEAH)

1.2 ZDDEER

0. 5%24 1 0. S%A it AR
o %95, HEB. ©
e S B
i g%ﬁﬁ*ﬁﬁﬁ@i
s W, R M | nek
Gl TR, 15
WS | BHE BRI T
- IR | B HEREEE | RE

13. BEKRE

13.1 fE4K
AMEEE, BrRER GHEL. 4R, . BEEIKT. SR
&) M|ESINTWS, [7.2, 9.2.1, 9.8, 11.1.3, 11.1.4%
i)

13.2 g

MEEHITED. T 7BENZMPRORET LI ENTES,
[16. 6. 1ZH]

15. ZDfDEE

15.1 BRRRIERICE D < B8R
WAMZBWT, NS 7o)l GEFD) mHE Bg/H) RN,
HEOGERERYE EHCETHHIVEYYERE) B 5CMV
TRYYE TR T 2 ERRBAERINTNS, ZORKITBN
T. N 7o)V HNEHRIChbZO&REINZEET. BR2.
PN I8 v M 0 R ORI/ BD (& Z I PEFE) D FIRAGED
L5NTVW5S, £z, INHORERIINT 7 OENOHREG%EZ1T
TWARWFRUEBRER, GIHESZ2ET2BFICBVWTHHREN
BHLENTNWS,

15.2 FERGPREAER (CE D < 154

15.2.1 Amesita & U85 v M E B EARFERBR TIIRETH -
=, RO ZER /MG TR, SR OS5, 500mg/kg. 7
27Ol bR EED26~51{54) 1B W T/MMLHBE
& DI % B Tz.

15.2.2 YA 27 4 —<HIlE W B TSR BB T £
BEMEAL R DEIE FT1000 £ g/mLEL - DEEEIC BN TR EIE T
ERIOZ-—HEEOHENN ZRLU7.

16. EHBHEE

16.1 MAEE

16.1.1 HEZS
6B DEEEERLAIT/N S 2 7 O EIL500mg X i31000mg Gl % BEk O
BELEBRE, ZOEERESYTH 27 > 7 0L EICHECBW
THEPMNTRBF N, MiEh Y > 7o) OFEYEHRE)NS X —F I3 F
FLDEBVTHHY

. R HERR OGO Y 2 7 08 ORMEIEEN S A —4
NZTr7ael B
B hE Cmax Tmax AUCo-0 ti/e
(/£ g/mL) (hr) (1£g + hr/mL) (hr)
500mg 6 3.66x0.83 | 1.50=%0.63 12.74x2.77 2.96+0. 41
1000mg 6 5.84+1.08 | 2.17+0.61 22.26£5.73 3.55%0.27
SEIE + R (R 22

16.1.2 RiEHRS
NT L7 0E)L500mea 1 H2E 121 X131000mg Gl Z1H
3lE SRR 6HMIKER G L2SE, REO#RS TliEhy >
7 OE)VEEZERIREIGEL, b 7EEDOEEIZIZNTNO0. 22~
0. 29 1t g/mLK CR0. 94~1. 18 1 g/mL T d D BFREMEIIFRD sl
77 ¥

16. 1.3 EWEIREMHHER
INT 7O E)VERS0% Th—7) &NV Ly 7 ZHERIS0%%, 0
AF—N—IEC XD ENENIgONT > 7 O E )L & L T500me) fEERL
ANBFIHBHEREORE L TGEER#SM TH 57 > 7 o)L o
EEZHEL. SoN-HEYEHE/$S A—4 (AUC, Cmax) IZDWT
90% {5 #E X BRI THREHIHT 21T 72 k558, log (0. 80) ~log (1. 25) D
FNTH O, WHIOAYERRSEE SRS N9

(ug/mL)
6 -

MRS

—o— I NT 7 OE)VEKIS0% Th—"7)
—— )NV Ly 7 ZERI50%
SEEfE + AR, n=12

B G5-t% ORI (hr)

HENT A—S

W

EINT A—5

AUCo-12
(1tg + hr/mL)

Cmax
(1 g/mL)

ti/2
(hr)

N 2 0 )V ERKE
50% [h—17)

11.84+1. 99

3. 910+0. 900

1.5440. 58

2.93+0.28

NV Ly o ZBERI50%

11.92+2.12

3.930+0. 773

1. 3840. 48

2.914+0.29

TEIME B R . n=

12

M AE PR TNCAUC, Cmax D /N T A — & 13, #ERE DR, (KRR OIREUEIEL -
EHISE DB AT K o TR AIREEN B 5,

16. 2 RUR
16.2.1 BEOXE

BEIZEVT 7 OBV O ks i 5 b i & BER RS IR LE L
7275, AUCICE BREZRDRN>- GMEATF—%),0.9

16.2.2 NAATFRLASEUT«
B AIZN T 7 0 E)V1000mgz BERE O 5 LG a07 o 7
OBV DA R R4, 25 TH > 72 GAEAT—%),.9

16.3 9

16.3.1 MPFEAFEEE
In vitro TONZ > 7B ENKRTY 7o)l GEERHY) Ol
REMBAERIL. ThTN13.5~17. 9k U22~334TdH > 7z, 10

16.3.2 Fi+HiEE

ERMCINT 7 OENS00mgREOE5%. 77 0bE)L0AH+H
Cmaxi. RHAMEFCmax?0. 5~2. 3% (F gl 1 1.4) ZxRL. 7
S OENDOAIHAUCIE, RHMRIMEFAUCDL. 4~2. 6£F (i
fii:2.2) 2Rl GHEAF—%).1D [9. 6]

16. 4 X351

b MEZBWT, NT 7 aE)LONKG G E DN - 72,12

16.5 HEt

66 DIEFERR ANIC/NS 2 7 0 EJL1000mg (B8 ZHEREOHEEL

=5a.

Fla Pt REEIZIR P TH D, 24RFRILAN D IR I RZELAR,

T2 UENKRVI-TNRFLARFIATFIVIT = BERHOT
SO OREY) NENTNHEGEDO. 4%, 43. 15K U5, 0%k

/.Y

16.6 HEDEREFTHEE

16.6.1 BHLAEEEERE
ENEE U LTYFZorUT7 52l 0. 93mL/min) 12/NT >
27 0 E)L1000mg 2 BaE 1% 5. U 7= 355 O SEMEHE)N S A—F 3L
DEBVTHo. o AHOBENICE DT D7 7 oEINZ
KT0%hbrE SNz (7.2, 9.2.1, 13. 28]

HER O GROT 27 0 E) OEYTRE/NT XA —5

WsE LS Cmax Tmax/tD ti/2 AUCp-o0
(11g/mL) (hr) (hr) (1tg + hr/mL)
L e 2.00
B E AL | 18 | 10.60+4. 22 (1.00-4.00) | 22-2%5.0 | 249.43+105. 09

Tl RS, TED PRfE (PR

16.6.2 SihE

mnE CEE72%. 7Ly F=2 207 5 A E FEH57mL/min) 12
INT B ERARS Lha, RERACIEmERY > 70
E)L D Cmax & CAUCIEE NI 15~20% S TB0~50%88 L 7z, Z D%
feid i T ORI S Bl FIc ks EEFEA 5Nk GrEA

T—=8) W (7.2,

9. 82 1]



16.6.3 /MR
INBIKEBRE A~9%) 12NT 27 0 E)L25mg/kg (Eki#AI50mg/kg) 2
1H 3[E5 H I ER O3S U -85 o E SR o mfEh 7 > 7o)l
DIEYBIEEIN S A—F I FED LBV TH o=, HESHEHOMEEF Y
27 OE VBRI ER G X D E/MEIRD snah - 7219

_ FEBIREFIEL (1)
LRV —
K GE 14K EL AT Eﬂ“ﬁlﬁgﬁ:‘?ﬂﬁ
li]

TRl (1)

YR GO T 27 0 E)L OIEYBIRE/N T A—5

e | Fil il -
(mg/kg) | (%) Cmax Tmax'V AUCp-0 ti/2
(1 g/mL) (hr) (1 g« hr/mL) (hr)
R 1.03
_ E2)
25 1-9 | 117 6.21+2. 46 (1. 00-4. 08) 16.90+6.99 |1.34%0.29

ALT RS (9). ASTER (7). I (5). BUN
k5 (@), AmIkig2 [igl ). &R

172 1206 | 2368 o) a2, BkEA Q). BTl AT

0—)Ligd (2)

S £ R

P el (B/Mi- K1)

7£2) AUCo-00 fe Uity /2l DN T, 96l

16.7 EYHEEIER

16.7.1 /n vitro
INT 27O OIERREM TH ST > 70 EILE. OATL, OAT2,
MATE1 & MATE2-KDHE TH > 77, 19~19 [10. BH-]

16. 7.2 RUGAIRICH(FZEEER (in situ)
F v MNBIZINT 7 O E)IL0. 01mM Z & $0 58 i ik 2 BE R U 72 I,
NS Z7OENDONGEBBREEIXRTFRINS AR -5 —
(PEPD) 10FEEELTHISND B-T7 5 LARPIEME (TEF
U, TYETUY Y vy ROFUIN, ETTTVY L KA
5mM) OEBEOEREFTHECETLEZZEMS, NS r7aE
)V OWYGETRIZIZPEPTIZEE 5 L TW5b Z EAVRS N7z, 20

17. ERPRAEE
17.1 BHHERVRLHECET SR
(BAaD)
17.1.1 EREI4EHEE
FRABAFSREZ SR ELENT 7OV O ERTEAS (G156
ik, 15261) OFEFIILLTOEBOTH S GEFIOAD .
NT 7 OENOFHE (1E500mg 1H2[E5 HFEE) 1390. 0% (36
/4061) THo 7=
NT 7o) EDEEENSEON-EIER (FRREEREE 25
) OFBRIUILLTFOLBOTH 5,2

17.1.5 ENEDEEER
BB B2 DIN Ol N IREE BFE MR ELENT 7 0E
No7 7o) xR EER K GHoshesk. 20261, 77
OE)V%5EE - 1[21800mg 1H5E7HE#H%S) ORERIZLIFDOEBD
Thod GERIORAR .
NTT 7O OB (1E1000mg 1H3EHS) 1287, 3% (89/102
#) THoz.
NT 7O ITT > 7 0E)L EDBEEDSEDLNZEIER (R
MEERT 2ED) ORBRNWIATOEBD THS,%

L PR B I x
K G ) EAAE (1)
ALTESH(5). BUNER@B)., mEZ L 7F
5Tl | | seee | SrLRG EREO. Q. K
B (W1 (2). FHI(2). FBE2). ASTER
@). abEEpEE (1)
o RO (] (). 2. M
TEIEEM e | ne | @. ALT LR (2). RIEF (). %
(2), BUNLER 1)

e | PHEREGED
e ai e
S | | W LA ()
o
ALT 7. (5). 500 (2). IR (). FIiBkik
131 8®) 549 b iy ). ARG (2). REE (2)

17.1.2 ERNEDEHER
WABHRZEEEZNRELZNT T Z7OE)LOY 708 )L
EE A (F5oMERE. 30061, 77 O Y LI ERE : 1E200mg
1H5ES5 A S) ORERIZLLTFOEBDTHS EEF D) o
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