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5.1 RAEIOHEIZED . v 7 28— b F —~DORBLEEMH T 5
ZEPRBOLENT VD, L. KEHREF LY 7 28— b
FAORBPE) RTHBHBIH. T2 F—LOERESHERS
hb. [17.35H]

5.2 BNV RAOHIEZRVIRTBE (REEFEZEIIBLT
i3 BBURFOEMU LOHETEKET 5E) IIHLTRET S
Z&, [17.1.8, 17.1.92]

6. FiERUHE
[AAl
(BiaE)
BHE. BAIZIENT Y 7a e UTES00mg % 1 H 2RO
59%,
GEMEHHIRABEICS T B EMANILRA DA L ARRE (SHlAE
) DFAEINH)
EE. RAICIEINT Y Z7u )L e LTlES500mg % 1 H 2B
MRS ERET7 HET & D HEfTH35H & TROKS I 5.
GERER)
BHE. BAICENT Y Z7oe)L e LT1ELI000mg % 1 H3EFED
BE59 %,
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HE~MEEBD T 4 VAT —T 4 75
GX CFl
18.5mm X 7.3mm
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—

6.1lmm
696mg

Kz
EHE. BRAICIEINT Y Z7ae)l e LTIEI1000mg% 1 H3EREO
HE59 %,

(HEBEANILRZ OB FINH)
BE. RAIZEINT T 7ae)L e LTIES00mg % 1 H e D%
59%, 58, HIVEREDOEZE (CD4Y >/ 85k#100/mm3LL
) ici@anNgrruei e LTlES00mg% 1 H2EEARE 9 %,

LVRE]

(EEfLEE)
BE. (AREAOkg EO/NRIZIINT Y7 a )L & LTES00mg
1 H2ER O 5T 5.

GEMERMARFEHEC S T D BEMAILRRA Y 1 U A RRE (Bl
Z) DFEFENH)
. (kEAOkgll EO/NRIZIZNT S 7T L E LTIES0mg %1
H2[ml3E e T T7 Bl & O HEfTH35H & TREO S35,

(FRIRER)
BHEFAEAOkgLL Eo/NRIZIZNT > 7ae)L & LTEI1000mg 1
H3EFEO 59 %,

Kz
B AEAkgLLED/NRICIE NS S 2 0L E LTIEI000mg %1
H3EFEO% 59 5.

(HEBENILRZ OB
EH L (REAOkgLl Eo/NRICIZNT Y7 a e & LTE500mg
ZIHIERO®RET 5, 28, HIVEIWEDOEE (CD4Y >)¥
BRE100/mm*EL k) 123N Z 7o) e LTlES500mg%1H2
EEEIME 2N g
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7.1 AROHZS X, FEDITVIZEDEIETZ SO T,
BHICRE2FBT A ENEE L,

7.2 BREZEFIHIHRABBIBIS7LT7F= 07 UT TR
IS CARF OB SMEBERCREEODERIITROEBY TH
bo F7o, MKBERZZFTCVABEZEITLTIR. BEEOE
HEE. BEXREKERICEC, ZJLT7F=0 70752
10mL/min kO EZ & Y & 5 ICHEE (250mg % 2488 %)
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MEEROHRSEFEHS OB ZIIMHILL TR, [8.2, 9.2.1,
9.8, 13.1. 16.6.1. 16.6.3%:H8]
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JVF7F=r27 YT F YA (mL/min)
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SPMEEICHEREZRVIET LD RBEICHLTIE. ERIZEL
T1EI250mgl H2E XiZ1[E1000mgl H1E#5ICAE T 5 2 &%
EETHT L, [17.1.8, 17.1.95H8]

7.9 RHE1EBBES%. BERFEOBLBEEICOVWTHFT A &
PRI NS, [17.1.8. 17.1.9%08]
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8.1 BRIREIIR RIS LRESN-AERCHEB TRE LS
&, AEBEEO7 Y Z7u b )VBEIZ. 727008
BERIDLEWCELPS, BEHOKBICHET S &,

8.2 BHEEENHOobNLIENDHHDT. BHHEDEERLE,
B Z I EMOBRIEICEET 2BICIERT AL OBHEICT
DICHHAT A &, 7B, BREBRERE T, BFICEHEEE
EZDHO5ONPT VDT, BEOREBICE > TIIRESEZV
EIFEERTHIE, [7.2. 9.2.12H]

K
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9.1 GHHE - BIMEEEZEDH 2 EE
9.1.1 RIEKEEDEFLILERE

KEDBFICB VT, BEES. B CREERE R & ORER
BEDETN L72BE TR T 2/ MEROREMITFELL TV,
ARAN DR 72 o
9.1.2 HKFERZH I LPTVEEZISNZEE (BREEDHS
FBENIERENBETLTVIEE. SEE. KEEES)

B LKA fE 2175 2 &o [9.2.1, 9.85H]
9.2 BHEEESEE
9.2.1 BEZEDHZEE. BERENMETLTNSES
BREMBERURGEZHE L. BEOREZBHE L2V S HE
5922 &, KAIOE®RRBMTH LT > 7 u IV DEE
BN LB EIE, BMRERCEMERENHERT 2
fEEtErEV. BYREERSPITONE D >/l HER

SOREL > - BEBEBREICE VT, RAERER D B #H
HBEESFEELIEMPRESN TS, [7.2. 8.2, 9.1.2.
11.1.3. 11.1.4, 13.1, 16.6.1=ME]
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EERBMO T 70 NICBWT., BMER (Sv ) ofF
RIOH B, BEMICBREDH 5bhsKE (200mg/kg/
daybl k) #F T #E L-EBRTIE. BEICEBRTCEROER
PROLNZERESNTVSBY,

9.6 1%ZLIE
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TWAZENZWOMFT ¥ 7 u b )VBEDSERE TRk L.
TR EEERC B R ERENSEBE T 2EEESE V. B 2R
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11.1.2 SRIMERGREA (0.73%). SFIRIEKAE (0.24%). M/IVRREIA
(0.36%) . IBREMMBENRELERE (DIC) GEEAH). IR
RAMEEEBIR (SHEAH)

11.1.3 AUEEZE (0.12%). ROSHEEMEER (HERH)
[9.2.1. 9.8, 13.1%&]

11.1.4 ¥EsERAER (1.09%)

BHEE (FE). AR, BB JE. L. B, TAPA
HIE, FRE. MESESH6DNDHIENDH D, —RITHE MR
FERIEAA OB EGHIEICEVEET 5, [9.2.1, 9.8 13.12H]
*11.1.5 hSEMRIRIEMAHE (Toxic Epidermal Necrolysis :
TEN). RIEHEIRERIE(REE (Stevens-JohnsoniEfREY). =it
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13.2 &
MEBFICED, 7270 L Z2MPEOBET LI ENTE
%, [16.6.13H]

14. BRALDEER

14.1 ERIZMFOER
PTPEZEDOIEANIPTPY — bWV H L CIRAT 2 LD I12H8
BF 5T &, PTPY— MOBEKICEKD . B AL EERRE
AFIA L. BICIZBILZB I L THRBAREDEE Z SHES
HREITHEDND 5,

14.2 ERIZSROER

14.2.1 KENZFEROFEAZPD, I—T 4 VT %2ELTWD
DT, $EHEORT I ERLIRASEAZ &,

14.2.2 KEIZHRAIT WIBAICIZZOOKTIEET D, IRASE
BT E,

15. ZOftDER

15.1 ERARERICED 1B

BIHCBWT, RElOEHAE (8g/H) 2RV, EEORERE
B (RRICETHEHIVESUERE) 12810 2 CMVEIVE TR
WY HEERRBESERSNT VS, ZORBICBWT, KA
REAMICOLORESNZBET, BA2, M/NMEBMTEE
MK CM/MEEAD (& ZI2HF) ORBAPROOSNT NS, £

Tov TN DERIIEKANOEE %2 Z T Tz WE CERER.
BHEEZETABEFICBVLTLRRANITOLN TN S,
15.2 FEERAREHER ICE D < IEHR
15.2.1 AmesiRE R T v N BRMinREkEE AR Tk EE
THoHW. v AEGHIRBR T, BHE (BOKS.
500mg/kg. 77 ubob IMEEREED26~515EY) (1
BOTUMIHBSEE OB EEIN %580 72,
15.2.2 ¥ AN U7 —<HilaZHVWIBETERERRABRT
. RENEE(LROFEE T TL000ug/mLE EOEEICB N TE
WEBEZEEE ERau=-—SHEOHEMN) 2RL7,

16. F4PENRE
16.1 MdiEE
16.1.1 BEZS
6B DIEERRLAIC N T 2 7 1 )L 500mg X1 1000mg % B [EfE %5 L /- 35
A, FOEEBREMTH BT T a CILICEICFEICE L TED IR E
SN, MEER7 7 o CVBEHRR R ORYEEIST X —ZITFERO LB
DTHo7%
(eg/mbL)
7 -

INT 27O E)LEE (O 500mg, O: 1000mg)

i 5 4 737 O E)LEE (B 500mg, @ : 1000mg)
®o, ( YWINT ol oks i
Hh

o S+ RS (1=6)
2+

0 6

IREfE (hr)

ERAICNS Y T0OE)L500mgX31000mgZ B ERO%RS U Tim
SOMFRNS 70RO 7V I7OEERE

HEREORS5EOT Y7 a L OENEE 5 A —%
Cmax Tmax AUCo-
(pg/mL) (hr) (pg+hr/mL)
3.66+0.83 | 1.50+0.63 | 12.74+2.77
5.84+1.08 | 2.17£0.61 | 22.26%5.73

NFv7aveiy
w58
500mg 6
1000mg 6

S E AR R 2

16.1.2 RiEH%S

T2 ae)L500mgz | H2ME (128/48) XIi21000mg# | H3[E (8

&) HERERO®RS LI5S, #ooRsTifh7 > 7 uVigE

FEFEKREIEL, M T 7BEOEEIEZENZN0.22~0.29ug/mLE T

0.94~1.18ug/mLTCd D EREIIRD 5N o727,

16.2 ORUR

16.2.1 BEDFE

BHICKD 770 OfxE M RE SRR IIED IEE LA

AUCICEBREZZRO D729 BHEAT—%).

16.2.2 NAFATPRASEUFT 1

BRSNS 7 ae)l]1000mg = BEREORE LicBao 7 7ue

L DEYZFIRARIZSA. 2% TH > 72" HEATFT—%),

16.3 20

16.3.1 MRZEERFEEE

In vitroTONS Y 7a L RO7 vy r7ab)L GEERSY) omiEEs

BARIE, FN2PNI3.5~17.9KU202~33%TH > 728,

16.3.2 I tHiEE

b MINT 7 ueLs00megEORE#. 77 a Lot Cmax
& BEMEFCmaxd0.5~2.3fF (FR{E:1.4) 2RL, 7¥7utb
LOHITHAUCIE., RMAMIEFAUCDH] . 4~2.6f% (FFR{E:2.2) 2R
L72? (EAT—%). [9.620]

16.4 X3

ERFICBWT, NS Y7 LOIKSEEE RS - 7219,

16.5 HEtt

6FI DEEERLAIC/NT > 7 u EIL1000mg % BEE O ES L 5e. Fiadk

W IZIRFTH D 24BN ORFICREE, 737 L KRU9-

ANRFIRA SR RAFNT Ty (BT > 7 uLof#§) Bz

NENZREED0.4%. 43.1%K0V5.0%Hk & h iz,

16.6 HEDERZRI D EE

16.6.1 BEEEEEEE

BIfEE (VL7 Fr 20752 AE F490.93mL/min) ICNXF 7

T EIL1000mg % BEIRE 5 L 725 A& OB ERE/ ST X —Z IZDIT D

% tine
(hr)
2.96%+0.41

3.55+0.27




EBDTHoW, Fiz, AFEOBHTICE Y MEEFO T > 7 1 LK
T0%HkrESNZ. [7.2. 9.2.1. 13.2%8]
BEEOHSEOT Y 70 LOEMEEST A -4
Cmax Tmax® AUCo-w
(pg/mL) (hr) (pg - hr/mL)

2.00
BrERE R .60£4. 43£105.
BHREREEE 10.60+4.22 (1.00-4.00) 249.43+105.09

SEE IR ERRE, L) POME (FE)

16.6.2 RHHEEEEZSEBE
TR AR OB REPS E B 10N S & 7 0 )L 1000mg 2 B ERE %5 L
7BE. 7Y 7uCI)LOENEEIST X —FITKEEEVIIEDSNT.,
NT L7 )VIIFRERERE ICB VL T2ICT ¥ 7 a ELAIKS
fRENize CORERD»S. FHEREEEICBT 2HERMIILEZ VL
Eionhsd WEAT—%). [9.3.120E]

W ks

ti2

(hr)
22.245.0

18

Cmax Tmax™ tin AUCo-= CL/F
e i (pg/mL) (hr) (hr) | (ug - hr/mL) | (mL/min)
BERA 12 |4.79£1.24]1.50 (0.50-2.50)| 2.95£0.36 | 17.40£4.34 | 703175
it Gele
(FhEE) 12 |7.75£2.45% | 101 (0.75-2.50)| 2.93£0.39 | 23.4145.53* | 518117
(- BkL) | 8 | 5.2121.32 [1.50 (0.75-3.05)| 2.70£0.40 | 22.31£11.56 | 628+254
(EE - kD) | 4 | 4.23£2.20 |1.50 (1.00-2.00) | 2.92£0.30 | 19.42£6.99 | 683+336

Tl E RS, E]) hRE. kEERAICH L TEEEEAD (p<
0.05. EUHT)

16.6.3 EthE
EE (PHE2R. ZLTF=r U T 5y AME FH57mL/min) 12N
ZI7ubERORE LEE. BERACHAMEFT S 7ae Lo
CmaxKUAUCIEZ N2 N15~20%% T30 ~50%1EM L7z, Z DL
EEBETOMBICES BRERTICEEEZ2 502 HEAT—%),
[7.2. 9.85H]

16.6.4 V2
INRAKIEEE (1~98%) 103F 7 uL25mg/ke (BRIFISOmg/kg) &
Z 1 H3ESHERERZO®RS LZGaogE#sRomEF 7> 7uei
BERE R UOEYFENT X —F, ZoCIRSSHEOMSEFR Y > 70
CILBEITROLBY Tho7. HESHEOMEHT > 70 VIBE
ICRERESIC L 2EBIERBO SN L5721,

F) KEICBTAERAOERREL. EE. AE4A kgL Eo/NRIZIZN
Sy ravi e LTlEI000mg% | H3EEI2E5TH 5.
(ug/mL)
12
0T @ A R OWE RS (P R, n=1113)
It o %5 5 [ HOEMIMEE
o9
7 8
> 7
76
o oS
Eo4
o3
B2
BT .
0 :
-1+ t
0 1 2 3 4 5 6 7 8 9
P55 (hr)
INEKEESE (1~98%) [C/\SY70FL25mg/kgz1B3E58/8K
EROBS LBa0mEdR7 ¥ I O ViEE
asm |8 éﬂ@?&%ﬂ%ﬁnifemﬁ#g@jﬁg/ew—y
(mg/kg) | () max max UCo-e ti2
(pg/mL) (hr) (pg * hr/mL) (hr)
~ #2) 1.03
25|19\ 1% 6.20£2.46 | (| o oo | 16.9046.99 | 1.34:0.29
S E IR R

E1) HPRE (B/IME-FAE)
1#2) AUCo-o M Ut DWW Tid, 9l

16.7 EYIWEEER

16.7.1 In vitro
KEIOERRBY THSH7 7Lz, OATL. OAT2. MATELIR D
MATE2-KOEE TH - 72917, [10. 2]

16.7.2 IRILBIZICH T BEELER (n situ)
S MNBIZNT Y70 ¥ L0.0lmM 2 & TREER 2 R LB, NSy
7a L O/NGEBGEIERTF K5 AR—-%— (PEPT) 10&EH
ELTHIGNZB-F 7Y LRIENE (TEFTVY Y, TYETY U,
77 RaFol, 775V £45mM) OFBEOREFERNTHER
IERLz2 &R S, NT Y 7aLoMRGATEICIZPEPTIAEES LT
WA ERRENTS,

17. BRPRANAE
17.1 BMMERUREEICET ZE8R

(Bfae)

17.1.1 EA% D488

RABFEEEE 2R E LA OHERERR (FH5oMEH
ORERILTOEBDTH B,

AEIDOFZIR (1E500mg 1H2ES5HREHRS) 1390.0% (36/4061) TH -7z,
Al OBEESEDNEIER (BAREERET 2E8) OFBRIUL
URoEBOTH %,
TRV | FEBUEGIEL
R RAEFIEL (FF)

+ 152)

FEaREE (1F)

ALTER (4). #E (2). ’RK (2). Bk
B (k] (2). fFRIHREZ (2). ASTER
(2). R&EH (2)

131 21 (27)

17.1.2 ERSE M85
BRABMEEEE 2 NRE LARROT &7 0 E)L iR BT EER
(FF5oMEa%. 30061, 77 u L& 58 1 1H200mg 1HS5ES5HE®S)
DRERILUTOEBDTHBY,
RAIOFEZIE (1ES500mg 1H2EHE) 1395.9% (141/14761) T&H -7z,
FEIET v 7 ue e oEEPEDN-BIER (BAREEREEZE
&) ORFRRILUTOEBD TH %S,

TR I
N RREHIH () FLER ()
TR (7). %% (6). BIERES
AEEEE 149 3 55 |[RH] (5). E (3). MM
% (3)
AmRES [RE] (4). FHE
PooueLsE 8| 9 (0) (8] (). T (). B @), 7
oo bR L] (3), i ()
CEMBIBEICS T 3 BN R 1 b ABRE (SES) ORE

NI
17.1.3 ERE MEHER

AR OV/NRE MR E RS 2 R & Ui AR O I RIEE M5
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