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H) EE-EMEOLGEICIVEMRTLZL

LEE (ROBHEIZFIEBEELAWLIE)

2.1 RAEOEAIZRE L, BEBE OO & 5 B

.7 MERHEOEABEO O HBHE (7 V4T v o EHIEHR
PR OIANT L 2 B FNE, S RE, %R
EVRNE, FRRME M A IESE) (R R A R S A R A S
THZENHDH,] [11. 1. 15/]

.3 FX A LI URBEEELE—2, FU T RT 7 UEE
RV E=ATLa— A X FR)=F LT T7HL— %
AW AERICE DT 72 L— AR MATHOBRE [10. 1%
i

24727V =hbU L RAZY)LANLKSET MY T LK
(AN69®) % R\ N7z kBT ied TH o 5 [10. 15H]

.5 4w SUTATAR LTV B AlREME O & 5 etk [9. 55 HR]

L6 7V AR LU AR RGP ORRFELEE (72720
MOBETEEREZIT> ChAaBMED a2y hr—ABnFE LA
RoBEZERL) [10. 18]

1 427 R VALY ALZ T B T LK G TR
F. IFEEHR LS 36N O BE [10. 15 H]

3. $HRE - MR

3.1 #ARk

B4 A XTIV | A X7V VIR EE
TRIe 2.5mg [PH] 5mg [PH)
HhEk sy AlRA I X7V AlRA 227V
(182) YEEEYE 2. Smg YEAYE Smg
I D-~vr=hF—, ERaFT Tkl a—R,
" U KT, AT TV VBV SR T A

3.2 RH DK

Mg | 1T UVRESRSE | A 35T Y ARG
- 2.5mg [PH] 5mg [PH)
FHTE e A YNUES
@ M

f @00

e ) ()

[ELE (mm) 5.5 6.0

J& X (mm) 2.5 2.6

B B (mg) 60 80

a2 — K PH171 PH172

4. EERITZHE

OB MESLE

OExREMsmELE

O1RIERZBIHE S HRFERIE

b. AERUVAZE

(BhEE. BEXEEES0ELE)

BE . RACIEA I X TV VIR L L C5~10mg%& 1 A 1[n]#%
O 532, 7ok, Fi, ERICL Y EEERT 5, 2720,
TEE  ILESE RS A O ) i AE SR SRR ) If T E 0
BE T2 bmg B GERGT D Z ENEE LU,
QRERBICHES BREEEE)

WE. RATIEA I Z TV VR L L CongZ 1 H 1A1#% A #%
535, 7220, BELRBREZMES B T2 smgh b5
RIMET D EMNEFE LU,

. EELEARKEE
(ZhEEItE)

8.1 BREEHICES DV, Sb02&RNbobdZ EndD
DT, @AEE, ABFEOEIRLERE D R BRET D5
WIFFEESEL 2 L,

8.2 FANHT2AREEIIZ G L2 EREE LU,
QERERAEICHES BEREEEE)

8.3 BH5WH (1 HUWN) ICRFICEHIEDOE(LLE D Y U A
MIENFERT2BZNNHHDO T, EEOWITME 7 v 7=
V@&Uﬂ%wuvAﬁ%me %Eﬁ%% ED AR M1
B U 7 AMED EFNED SN GEICIEEED S VIT &5 Ik
R EDMYREEITH Z &,

L RENEREZETHBEICEHTLHIIE
9.1 A6HE - MEEZEOHLB8E
9.1.1 MAEESREEOHIEEXTAETEHIREEDOH D
B2E
TR BT 2520 Ml SN 256 2B rE . BRI
L, Bl & ORI ORERIE A IBIE DR TIZ L Y 2l
PELIEIBEAND S,
9.1.2 §AV Y LOEDESE
BIR LR 2SR E M SN 2858 2 bRE, EREET5 Z
L, BAVULAMEAEEIEIBENNH D,
F7o. BEEREREE . oy N — LR BORRFEESIC X0 MmEY
U o AMEREL 20T WEBEE T, MIEL Y v MECERT
5L, [11.1.45K]
9.1.3 RMEEEOHLHE
BEORENMMBEAREZEELZ L, HEZELIEDLZ L1RD
Do
4 BEEOEMmMEREBRE
BHEIZVEIVEMG L, HETIHGITEFTOREEZ 0128
BLRNLH~A] ﬁi;tomﬂﬁﬁﬁ WM O BB 72 AR
FaEZTHea1s
.15ﬁ§tﬁﬁﬁ§¢wﬁi
BHIIDBELVEG L, WMETEAITBFOREEZ I8
BLRBORAIATY 2 &, WlEE L% B0 RW 72 M) E K
TEEZTEHERD D,
.1 BREEERE
2 BERELEHERERE (VLT7F=20 U753 AMNIMNL
/HUTF. RIMES L7 F= 0 mg/dLELE)
BHEEZEICT D, #HLAFEGMEE OXT 72 SEEIC
b4 52 &, HEEORBIEIZ X 285 o M FK T & OV HERE
BhsEgsbEnndH b, [11.1.3, 16.6. 1]
L1 mMERERPOEE
BHITDEIVBBL, BETIHEITEEORELZ+5ICE
BB OHRAIITO 2 &, PR EHZ ROz ) EK
TEEZTHERH 5,
A EREREE R T AE
A1 BERT B ATEEED H B ik
HIRLTWAD Z EMERENT T U4 T v VA EE AL E
XL 7 v oA T v U HEESETAIZEA L, BBIE - ¥k
WA~DRE (B4, HE - M - BOERAE, JEC%E) B3
DOHNEHIRRESNTNDY. 2,
ARFNOF G H | REEEOFIE LB E L TARAIZE G ON
B AEEICHRE L, 1R EoRRIENGRMEE Ela 5 &k
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WOEBEFHIIEET S22 &, [9.553H]
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9. 4. 1B
9.6 23L%
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FEZESENR - D BFNRH 5,
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ToLRENRD DD
THhEIVEETD
plEEICRET S
zL,

FISR TN D P 513 i 45
L= UEEE B S
HTWBTH, AFH
OBE\Z X Al
MEKFEEZ T &
EZbDb,

U T LK
IRERY T L

VF v st (IR
ROIRER, BEELS)
ZRITIERD
%o

EWRIC Y F 7LD
i o R A E L
BB HITHED
L<idsgh ik
Do

BIRAMEIZRB T DY
F U L ORI 2 e
EFsEE2LN

%o

AT A MR
RIEFH
A RAET v
%

TE B L A 2R
L. Y7 E % &
%

o

AT v A FPERIR
A= &/
U UAREER
IZX0 . KROBEE
ERZRTHIES L
EzbNb,

BB LSED
BEhRb D, RiF
BB LNTHEI
(SN 22t LN [ )
7p L) 7 L E AT
2Tk,

AT v A MR
JERIO T a2 B 75
vV UA R EEH
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1. BlEA

WORIWERBH HbWD Z L RHDHDOT, BEETHITIT,
RO SN H ARG & Pk 3 5 70 Ll 2L E 21T

Hz L,
1.1 EXGEIER

111 mEFE GHERH)

MR RS2 D B, &, AP, MRBHOIEIR 2R & 95
FIERHHDONDZENHDHOT, RENRD LN HAITIT
EHICEEEZFRIEL, Hie A% I A BIREERLVE CAIO
Be 5 K OKGE RS OMY R EE21TH Z &, [2. 28]
11.1. 2 /AR (0. 1% . RmBRED (BEERH)
11.1.3 SHBEE EERY). SHEREOHE (0. 1%KL
[9.2.1, 16.6.1ZM#]
1. 1.4 FAUSLME (0. 1%A7)
[9.1. 2]
11.1.5 $IRAE (RIBMERBA). REMHEBAERSE (Stevens-
JohnsonfEMEEE). RAEHRER (W9 HBERH)
ALBE, K, ZDFE. BE MBBEN S b b IIGEITITK
HEHPIETDHI L,
11.1.6 BEde (HEEARD)
MEoO7 7 —8, V=8O EHERED SNT-HEITIE.
Behamib3 577 i@ aE2iro 2 L,

1.2 ZO4DEIERA

0. 1~5%ATii BEEANEA
i FRIMER, ~EZmb ., ~
~ k27 Uy b /MR, B
MmERDWD | I REkE %
T M Mo L7 =, BUN® L
i J=)7S
R (TR, SD2X, O FE W, |IRK
B BB, AR
6 BR A o ARG
LR E B, WEEET SRR « AP, |
%
ER ol M, H IR (IR, AR
REsR . T
JF N AST, ALT, ALP, LDH® b5 | y-GTP® L&, #JE
W AEUE BB, £ OFE JEHBBUE, ZERRE
Z Dt MiEH Y 7LD R, A, |BE. LT, B
CKD L5 e, Hmi | 5. Kim i, B,
A NI NS
R T, TR

4. BRLDZIEE
14,1 FFIZFBEOEE

PTPELAE D HANZPTPL — F /D E W L TR 5 & o fgiE+4
HZ L, PTPY— P ORABKIZ X0 | A VS A 50 28 A s~ i)
AL, BITIFZEALE B 2 U CHERRIR S 0 EE 7o A OHE 2 D58
THZERDH D,

15. ZDODFEE

15.1 EREREEAIZE D < 154R

A A IR A MR TR ORG RIS o OA T ok
W RHER 2G5 52 LIk, RILEEAEZ 0 LT
DWERD B,

16. ZEYEIRE
16. 1 mMBRE
16. 1.1 EERS

ERERANICA 2 X7 VI VIHERE 1Omg & BRI 048 5 L7254
A IZT YT G2 AT S A PR T (Cnax) (2B
L. DIEAIZRER O (ti2) TR L7z, —F ., TEMERE
MTHDHAIFXTY T — b o 5% 6 ~8HE [ IC
Crax (F15ng/mL) (23 L7214, t1/2f08HFH CREMRICmAEF &L v
Wi L=,
16. 1.2 REKRE

HEFERANICA 2 7Y A EftElomgZ 1 B 1R, 7HRBIMERD
BELIEEDOA IFZ 7Y T— oMt EETRE3~50 3T
EHIRREIZE LY,

I ATV | AIFTVT— ]
S EEE T A — K - .
YiEl 5 | KRS | DIEES | KRS
Crax (ng/mL) 28.9 27.1 7.8 20.3
tnax (h) 2.0 2.3 9.3 7.0
tie (h) 1.7 1.6 14.8 7.6
AUCo-24n (ng * h/mL) 113.3 113.6 107.8 | 246.6

(CEXIfE. n=6)

16. 1.3 EYFMEISFHEHER

A X7V VIEFRYESE2. 5mg [PH))

(1) RZEE

A I F Y NI EE2. bmg [PH] & ZF FULEE2. 5% 7 1 &
F—=R=JBICE VW ZThEThisE (A IFX TV VEHERBREE LT
2.5mg) BEEERA B FICHE R HEIRE NG U iR 28 ik
WEZHEL, SO EYBERE T 2 —& (AUC, Cpax) 122
TI0YFHIKANEIZ THEFHRNT 21T o 725 R, 10g (0. 80) ~log
(1. 25) DFPHNTH 0 | WAL F RSN R S =,



HENRT A—H BENRTA—H
AUCo-48 Crax tmax ti/e
(ng-h/mL) (ng/mL) (h) (h)
A IF T VIR 35.1 6.828 2.4 1.70
$£2. 5mg [PH] +12.1 +2.771 +1.0 +0. 27
36.0 7.105 2.3 1.67
U JLEE2.
27 b YoGE2.S5 +17.0 +4.424 +0.5 +0.25
CERIfE LR 72, n=20)
(ng/mL)
10
il —O— (35T LIEEIE 572 5mePH)
4% g I —O—4FhYILEE25
I:':l Mean=+S.D., n=20
g
7 L
IJ 4
v
B2
B
0
0 12 24 36 48
BE5#OIER (hr)
CTEPEHY)

A I XY VIR EE2. 5mg [PH] & ZF MU LEE2. 5% 7 & &
A==k EhEnisE (A IFXTVEBEE LT
2.5mg) EREALN T T IS0 B AR OG- U C i B s
M (AIFTVT—b) OREZELLEZA, HEHES
N ER L, FRFII28ERIC1. 327 K T, 466ng/mLIZE L7~
. BN L, REBEMIEROASHER CIXZzhEh
0. 812K% Tr0. 731ng/mL%& 7~ L 725,
(ng/mL)

5

—O— (3471 LIEEEE 2 5melPH
iII[L 4 —O—BFMJILER25

7 Mean=*S.D., n=20

0

0 12 24 36 48

HBE5 %O (hr)

(A ¥ 7V Vs SESmg TPHY)

(1) RZAK

A IF TV NG SESmg TPH) & % F b U LEES R 7 0 A4 —
NIk ZhEREE (I X7V VIEREE & L Tomg) fit
FERRA B 112 A BAIATRE O 4% 5 U C i ip R 2 (AR 2 0
L. LN BIE T 2 —4 (AUC, Cpax) 22V TI0%IEHH
X ENEIZ THEGHRIT 21T o TR, HIE/NT A —F O EED
SEHE DD 1og (0. 90) ~1og (1. 11) T, 2o, WHHBR THIE
T TR TOLEGTHERBEENRRFE ThHoT2Z Lnb, WAlD
MR RIS HER S iz,

HENRT A—H BENRTA—H
AUCo-72 Chax timax ti/2
(ng-h/mL) (ng/mL) (h) (h)
A X T Y VIR 67.3 13. 306 2.0 1.67
#E5mg [PHJ +21.3 +4. 982 +0.5 | *0.21
. 67.0 13.236 2.3 1.64
#F kY S +24.6 +6. 283 +0.5 | +0.23

CEEfE = A2, n=20)

(ng/mL)

20
m —O— (3471 LIREESE5mePH)
= —O— BFhU LS
th 15 Mean=SD., n=20
1
% 10
7
1)
V5
b=
E

09 A A

0 12 24 36 48 60 72
HBE5 % OERE (hr)

CVEMERHY

A X T VU VIEREEESmg TPH) & #F MU VEES AR 7 0 A4 —
NeRlZ XD EZnEN18E (A I X TV VIERRE & L Chmg) &
HERRA B Mo A HERR D% 5 U g h i s (24
FUTF—h) OEREZITELEZEZA, ZRTHIL 3KV 9
BRI Craxd. 432 8% TV, 394ng/mLICE L7248, t1/242. 04K X
40. 25F [ TR U729,

(ng/mL)

10 1
—@— (34T LGB E S5 me PH)
1 | —O— &3 R ILEES

7R Mean=£S.D., n=20

0 12 24 36 48 60 72
BEHOER (hr)

AR FENE ONZAUC, CraxZF D /8T A — 2 1%, HERE DRI,
IR OEREEER « R ZE ORBREMIC L > TR D WREER H
D,
16.3 &
16.3. 1 fA&B1T

Ty MU I XTI NV EROKRE LIZGA, %5300 ~1Kf
M OR A TIEEEENEZ RO CRIR, MiC SR E CHoA
L. ROTHFIBCE 2 > 72, OISR IZ 3 b it pr &
VAR > Tz, BHIIREE OO 2 BE |3 5 525 #% S C i P R E 1
/2TH TN, 6B LAIRRIZSIC 2~ @< 7o T, F 24
IRFFEI B2 12 d5 1) 2 &R O B RESR B2 1R I BRI < & Tl L
ToDS . RRICHEC I o i B DFI80fE DI EE & ox L7209,
16.3.2 ZEEHESE

t MZBIFDAIFZTINEOA IX T T — FOMmKEEARE
ARIZ, FNFN, 85%, 51% (RA4AiliE) TH-727 (in
vitro),
16. 4 5

A I ATV HEREEIE, B MZB W TREEDIZDITATED
BN EREIND D, ZnbORBEWOF TIEEEZ AT 518
BIST U RIE (A 2FTYT—F) OBRTHDHY,
16.5 HEftt

ERERNICA 2 F 7V VT ERE 10mg & AR 48 5 L7254
e 5142408 [ F TO RPN ERIT B 58025, 5% TH B9,
16.6 BHEDEREEHTIHEE
16.6. 1 BieEEERE

1R RS I 2 D @ I E SRS 3 (2 V= 1 8.3,
2.9, 1.9mg/dL) &4 2 &7 VU VIR ESme & 1 B 1[0 s EFE O #
HLiERomiEh A 24 7Y 7— MREHRIL, BEEL2 D
7o A B 136 Z 10mg & ¢ 55 L7 plid & bhi 35 &
A M AE PRSI (tha) DIER GRLIEFRD) 72 H Nt
DOIERE (F18KE[H) B O LN, BRERT DCux (F18ng/
nl) (XEEFE DR VEFOM (Fllng/ml) (ZH_EHo
7210010 0 [9.2.1, 11.1. 3]



17. BERPR AL #E
1.1 EHERURESHICET 2R

[E| PN C N S A7 T B RG2S T i R R O B Rk
DEBYVTHD,

(REMEmERE (8 - PHE))
17.1.1 ERNE NELERER

A I FZ 7Y VI EE Y SmgdE 1T 10mgdE & 1 H 1[E] 1238 M 0 #% 5
L7z “EHERKERRICB T 2 HEFE I, 71.3% (7741/108
Bl) THotz,

BIVE S B EE 135, 6% (6401/1085]) Td-7-. EREBIWERIZ
BFEL. 9% (241/108%1) T o712,

(EERMEE)
17.1.1 ER#&LI%E I 8RR

EE ) MLEAE 2 kP4 & U 72— KRR B o B 20213 100% (2441
/2445)) T o712,

(BREMSMmMERE)
17.1.3 ER&LI%E I8EER

A I X7V NIEEEE2. 5~20mg & 1 B 1[A] (FhR4~8HfH. APg2
~4AM) ROFL LI-RFOFRNFEILT8. 8% (2641/3341) T
HoT,

RIVEM R BUBERE 135, 9% (261/34%1) TH o712, FIEHOHN
WHEEASPRRL, MYBRWLTIL S 2. 9% (14/34f) Th-o7-19,
QRBERBICHES BREEEE)
17.1. 4 EAE IALEBEER

A EZ TV R Sme A2 1 B 1RI4EMBEOEE L-, —HER
FBRIC BT DR T LT 2 PR B OB BIT T T AR R
MWW L= Dzt Uy A 2 &7 U VT ERYE#% 5-5E TlE4 1%
DL, WM THEEREIRD LN (p<0.001),

RIVEF S BIAEE 138% (2f311/2661]) TH -7, RIEHOWNRIZER
FETF. RIEWNFH64% (151/2661) Th-o7219,

18. FExhFE

18. 1 {EHERF
A I X TV NIRRT 0BG KRR X0 IR
THDHPTVRIE (AIFZTVT—) ICEBmEND, 134
FU T — RN - R OACEIEAZLEL., SEWE TH
LT vIFT v NOEREIHIT 5 2 L2 Ko TREER
ERBES DY,

18.2 7oo* T oo oA EER

18.2.1 A I X7V NHERIEOTEERSEY LA I X T T —
M, 7 BEEROE MLIE»SRE L ZACEOTEMEE in
vitro CHEFUK MO EERIFIICIE T 519,

1.2 A I X TINEBRELRAIX TV T—1%2T v MR
O%G545&, 7003702 TICEVERENDFENREG
WA EEFNICIH S50,

18.3 BE/EA

18.3.1 ARBIERMIEZ » b (SHR) ROCEMEEIMET v M
A X TV NVREBBIE AR OG5 5 & A BIKENRBEEER
BOLNBN, IEFWIMET v MMIxbd 2 BEER IS CHE
T. DOCA/EIEEIMET » b TIEF0RBELRBD RN - 7217,

18.3.2 SHRICEBWTA I ¥ 7Y L EEEEEE o 2308 B E R 1 5 5-1%
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