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B BGED D S DND T EDH L DT, WIS

RYERL, BT T2 T & [11.1.42HH]
W) LR E =
F TR E, [9.1.3, 11.1. 78]

.5 Ber-AblF 0 ¥ v FF —YHEA OG5 L ) BT %

7 AV ADTEHALD D b b Z EWHDHDT, KA
B o TIFRIA NV ABRREOA WA MERL, KRES
BICEY 2B %2475 2 &, [9.1.6, 11.1.4%0K]

.6 EB YRR D S5 b b 2 E3HHDT, MFHE

PR LR L S VR 2 AT ) e &, BB OIREE +12
By s L, [11.1.62H]

T DA, DHBIEDD S b I eV H L DT, EHL

PEREMRAL 217 ) % LB T 04T T ko [11.1.85 ]

. BEDEREAIHEEICHTIER
A BHE - BREEEOH 5 8E
AN AXFZTICBEEDEVEEEBEANKEE

HIEROBEHONE 2R L Th o555 2 Lo AH
ZMAT ABIE, EEISERBE 2TV, BIERZ I
HETHI Lo AT = TOHRGHILDFR & % - 7RIk
M EFBORWERASEZ 2B Eh0d b,

1.2 BEMMRBOREEDH 5 BE

FIE MR EZE S BTN D 5.

A3 QTHRERD S ZThIIZDEREED S 5 BE

QTHMREREIEZ 2 BZNHH 5, (8.4, 11.1.75H]

A4 M/VRIERE & Ml § 5 RE &S 5 L IIHIRER 2 R 5+

DEE
M AR 2 55 2 B2 Nddh 5o 8.2, 11.1.25H]

A5 DERBOBEENIGKREFEE T 2EE

CIEORIER (B OA%, 9 o M OAR4, OFE 3k
IRARRERE T, BRHVRIRT, 7 s=ARReAN 4 S OV BOERY 7O
WZESE) DHRBTDBZNDD 5,

916 BREIFFRVAIZAX vy U7 DEBREXISEEREE
(HBs#HiEFatE, »DHBcHiiAR ZHBsHi{FRR M)

KA OFx G-l 3 ke U TR B R IF v A v 2 <
—H—DE=F) YT ERITH Y, BEFRY A VADH
EEAL OB RIER OB E T 5 2 & Ber-AblF 1
YU F—PHERORGIZX Y BMIFLY £V ADFIE
WAL S b b EHhd b, (8.5, 11.1.45H]

9.3 fFpEEERE

JFRERERE = RIS T A AICIEHERET A L K
FNEEHF TR I NS 720, R ERETIEEY
MBS 2 BZNA D 5, IHREREEEZ R
& L7 FE i L T v,

9.4 45EREEE T B H

LRI R 20 oM LT, 5 RO 54T —2
) 22479 X9 fRET 5 2 &, [9.55M]

9.5 1T1@

T SUATIEIR LT A WREE O B 5 thicidde G- L w2
Lo SHEIZBWT, R AFIZIRA L2BE T, Bo
BRI RKIEEO B BHEE MG SN TWb, T/,
B ERICB VT, b b TORKEHRETES NS M
ELLFT, 7 v NCIRESEIEH L O, 73 ¥ Tha
WBHEESHE SN TW5D, [2.2, 9.45]

9.6 B

BIAL W ENRET L, BHEER (S5 ) TR
BT T A EPME IR TS, KAl M FLitH~D
BATIZOWTIIAHTH B,

9.7 /NR=

INBEE IR & L BRABRIEFEM L TWhi v,

9.8 EiE

BEOREZ FOICHB LA SHEEIKETLZE, —
WA E CRAEIEMET L TWw5, 2k, R
IZBWWT, 6ok BT L L, 65l Lo BE Tl
K, WEUR R ESy, ARKEEE, ek, TIERIHALAE W
LIRS, RERD, FEtto v, B, K0
S MDA EDOFEIHBABE D EH > 720

10. #HEERA
CYP3A4% W RKAE M L, CYP3A4TEICAH S
LERNORH 7 )7 T v ARKT I WEENEDLRD 5,

10.2 BERAEE (BFRICEERT S L)

R E BRAREIR - $58 | B - fabE T

CYP3A4FHEH RFE L baF | i s oRHF L)
TV = IVRPLER | — v O BF 1S X |CYP3A4IGE % FHE
Hl (A +FaF 0, KA DCroa X | L, KK ML 1
=V, 7 FaFV|AUCIEZ e N4y | % L5 s & 5 hEE
— V) KOG L 720 D% %0
<7154 FRHL|CYP3A4RLENEH O
HHD () A0 | 2o UGk
£, 79 A|OMH PR SR
u~<A vy, 7|5, CYPSA4M ENE
2ux A Y v%) | HomwIEH & b
HIVZu 77— ¥ HHT 5N enl;
BsE#] () b F Y&, FEFROE
V, TEFFENV|BUCHAEREL T
R, V7 1 | BETv, KAE R
FEIV A VIOV B L TS T AL
) EEETH L,
VY hLVEL
7 < IVIE

FL—FIN— T

2 — A




A2 %

FEARAEIR - $E 5 85

PR - fabid

CYP3A4535 4l
TEHRAT I,
Tr=M ¥, A
NeX¥v¥r 17
Fo¥Iy, 71/
NV E T — V5

A gyt ¥y

v 7 (St. John's

Wort, £~ b+ ¥

a—YZX+J—1)

R

A H 0 1 v i s
I N A 1 A )
bo VTP TS
H E 53R H %
PG L7204, KA
DCrax B TAUCIE 2
2 Nn81% & 1°82%
. F L 720 CYP3A4
FEAEH O iR S
Lo IR SR
7\, CYP3A4:5
#l AW T 5 B4,
MM O 2 U
WS ZE
L2k,

N (NOE SHE 3N
CYP3A4% iF3E L,
AFH O i B % K
TEEL MDD
%o

Hilge Al OKERAL T v
N &N % | Ae
VE ANy )

A & IR o [
BHITMTFEZ E,
HiER ) D ¥ G- 25 W
3 Tl ME N E
oAk b2k
T A DA 215 [ 2 12
B"hH535Z &,

AH DU A I &
MR AR T
TAHWRMNDD S,

He S AR RS LAl
7 7EFY %
7a kR THE
#il
FRAT T — )V

Ho%z 25 AR 5 B
Z7a by RUTH
EH & PRI
INBv, 77EF
U UG 10 R #1C
AF e h Lk
& OERH O Croac L Y
AUCIZZNZ163%
KU61%IET L, *
AT 5V — )V ELH
M¥h-L, mfh
22WE M N AH & %
AN ARE-3OF:N 1%}
Cmax L WAUC X Z

AFH DYWL AP &
MR EE AT
THUWREMNDD S,

2 142% M U843%
T L7z A
g, S 03EHl
W28 2 TR O
G E2EETAHT L,
CYP3A4DIE & 72 |CYP3A4D FLH & 72 | AR K OCYP3A4RH %
% FEH AIEFOMApPFEEDS MERIC L) 2 B3
SUNRYF | ERAT WA D (Ko i A A
YU ARY) Y |\bo KEE T UNZ|EELWHEND D,
YEYF 75 OPHICED,
Fo VUMK Y Y NRA Y F D
iy Cmax L FAUCIE Z 1
Z 7 un) A AR ZE 1 37% M 0820% F
L] A L7ze KA % G
INVITY I VA REAERVWCYP3A4
[/t DIE & BHA &
e RFuIna g T 58561203 0E
IVAVNVEEE | ETHIE,
QTR R %l 2 |QTHMERIEH % | AR RIS 0%k
T EPMON TR T 2 WD D | Al v b QTH
% HEH| %o RrEE3E5B%

137953 VIR
¥

¥ =V UK
iy

Janh{ 7 IR
YRR
IVEIIF
VEA=E I 3

At
£

hWsad b7z, HFH
(PUE(DII P T
BN D %o

1. BIEA

KOBWERDRH H5bNDZ ENHLHDT, BlgEE 51247
V, BEIED SN ES 2k A 4 S 4
WEETH S &,
1.1 EXAEMER
11.1.1 S5EMH

PLMERIK A (0.9%), HIMLERIKRD (21.5%), FHEkk 4
(34.3%), M/MURD (34.0%), il (16.4%) Hd Sb
NBZEDDH D, BT LM IMURD 25D &
BN HAIEHEIRET L2 L, [7.3.1, 8.1&H]
11.1.2 Hin (B - FETHD EEAH), EeEEM
(3.3%))

R IIMAE U251 E U3 REE L & @) 2
THEHER AT 2 &, [8.2, 9.1.45H]

*%11.1.3 RREFE (K FLumzaE) (17.3%), MKE

0.6%), LEEETE (3.0%), K (0.3%), 25H4ZE
(HEAH) %)

NP PRI, S PEREES DK % RIS AR ASERD 7
LA IS X omsx £ 52 & WERMKIZ
VBN U ez, BEEWMARATH) 2 & ARFIPG-H
BEZEOREE B L, KRR ED SN ze
124, FRA DO E IR o B BV E R0 5%
) 2 SRR AT T Lo
11.1.4 BEBAE

Blige (1.8%), WILE (0.3%) ZEDEHIENDH HbN D
ZENHD, T2 BEFEY AV ADOHIGELDH S
NbZEdhdb, [8.3, 8.5 9.1.65MH]
11.1.5 EEHMHEER (0.9%)

SEEL, WEMK, T PRI T OISR X AR AR B AR H
Taid G 2k L, BIRRERVE VORGSO
WY R LEZ4TH 2 &,
11.1.6 IESAHIEAERE (0.9%)

BANRD LN GEIIE G 2k L, B (4
PEIEE, BIRBILERRA SO, BIE) #1719 &
LI, FERDEET S T THREDIREZ +50 #5253 5
Z &, [8.68H]
11.1.7 DERQTEER (2.7%)

QT HIBRIE R ATEED & N2 A I E 3RIE & & B
BIEREY (K7 ) v A ME, K~ 27 % 37 LFES) O
WE#479 2 &, [8.4. 9.1.3%MK]
11.1.8 OFE (0.6%), DEIEE CHEAY)

[8.7%1]]
11.1.9 24EBESE

AMEEEE (0.3%), F 70—V GEEAD]) S
HobNEI LD 5,
11.1.10 FhEIARMEMEIMERE (HEAH)

AAE RN %5 L22BIC R L -l s shTw
%o BIERTMTAT, IPIRIREE, FodE S omsikaid s b
72 Aid G2k 5 L & B, oEKE K, Bk
JEEE) L oENBWEER L2 LT, B RLE R 2,
11.2 ZOMOEMER
10%B 1=

10% Al BEEANH
&G, B 28, S| &GN
Lok, BEMEdE, A MK
AT A R EG,
Bu% HEE ~u
N4V A KRG IR
WY, [ T IVI U,
e vV FRE, R
B, BN, R
g, R, INE#E,
ME %, RESETEE, b
S K e, B AR g,
G ER 98, WS 4%




% 3k

10%2L |

10% A

BUEAW]

JIiRY(3

) VOB
WA

AR MR FR A, FE
BN ERIR A E,
Al S N &L, CD4
DEVIVAS: & &1 ) N
by sEEE
5, #RAR M EREE
APTTHE £, H I Ek%
M, b Bk RO
I 5) | R IV
ERECHm, e Bk
m, INR¥Em, HERE
WA, Tururey
IR 18] 45 4, CD41) v 8
BREGRA, U v oNHiE
SRR ZMER M, 7
47V, T
4 7 Vo fEE R

IR

A A 6, i
hiE

A AL B

R

IR
(W, »v
v A AV
AP
T AYY
A, F MY
v A U
—V)

FECIR A% 1 K T, i
PR IR R AR L E B
B, BNP#4 i, CRP 4
i, Wik, &I,
FORRAR, i bR 1
/[ (1SR A AN
A, REETEA, BRI

EmaILVAT
o — )V IMidE

Al

AMIE, #5257,
AR IS

g
Rees, 4
LRIN T
€ Rl

ELLEED

BISEH]

PR, FEito ¥
W, AR RN 2 MR,
IR, REBESURR,
PR, T fE A,
RALYE D F vy, FHMEE
PEAhRESE, SRR MR,
FrBEiE, W RERE, K
AxAL

g, s,
o —
i M I %
(N c R
—a2—un
F—, B

i1

B, Ak, IREREZ
Je, R T, ZE B,
7 LOb 3 — Pk i 4%,
Mg, IR, IR,
HEWRE, WIRAE,
RWCAE, BT F 5

TN

HORHRIE, T P E,
Hig, WHET

o] 855 1k o>
Wy

Lol

DAER, BPE R
KB Bk S P AN 4,
T WE S BB 40,
PERRIR, b2 P AL
Fii, O 2 30 A LA,
EERK IR, 2E
—EBRETay s, L
AR, W7way 7,
MK, OFGAE, LBk
i, LERISTHER S T ke

L bR BE B
&k D
iE, D B
AEENR, O
= % HUIR,
D%, &
58 ) RS
ot il
L, LBl
B, Lo
o), LEX
P T W

it Chii i
B A
i 1%

BT
SR
W7 —
7OV R R

EEEEEE
3

ML, I,
b, IfE

13T

A A i iR
7%, MR Bz
e, AR
e / 78 o i
(Ol ZEARE,
R TS R

W

W% DR, R R R,
SR, B
LGB O JRAE, MHEHRL
BE, MM BN P,
PERE, e, BRI
bhge, WalEdE, S

i 8, il
ML AE, Wi
B AE K
R Ak
I 1% 55 30 i
T

10%2L |

10% i

A

AL

=

(24.2%),
RN

=

M, MEERGE O
%, WRZE, BT,
SR, Al W
%, L, DR KA,
LB AP, TN
ORI, S
Bk, O AL,
W, W, TN, O
bAMEY %, dhim, 2
IL, &k, W, MG
F, HLARR, HiEs,
B, LAV =T,
MEANV =7, HE%
JIL P B i, 0k A
W, WEWE, R
TR, FEfn, Hoss
IR, MEREREE, R
BB S A, A
&, AR, iiEEN

il g5, K
78 S O
WA
B B %
5N
P

JFT

AST Ik 5,
ALT k5,
LDH b5t

JHf % €YYy
v A, AP I A,
y -GTP. L5, NG

Bt 9 -
i, JF%

]

%15

RLBE, S, BLBE,
W, <O RE, SR
BERg W, AT, N
OFLE, LiE, B H
W, BERRE, g
Z ), BURRIE, X
JH TR, B P
BER 9%, BENR R Z 1
B, AEHITERLE, B
A, R R R %,
BE BB, Bz R
T - RIKFE AR A A
SHAERERE

K I T M,
SR
&
BT B,
Bk LS
HERYE S
e, MR G AR
%, FRIE
Tttt

i - kR

5 %@, CK
E5H

B fi e, DUBE, R
i, WA, M AE
W, PSR, P
e, AT BT g A
J&, MW, CK A,
FEA, FARAE, A%
T, ZERAEFHEL, W
fEEgs, SHBHENEGDE, B
Byge, MERIMRZEH, B

ISR N
HE, B
Ao, B
%, PG
112 HE S 7
BRI

ik

MR, #ER, 77
R, 7VT7F=v LR,
I R FE B, BUR,
7 V7= s

i

A, KL,
AW EEAE, A5
Hia, 1 8% 8 55 2K,
BN ARE, TS

FEB, RAE
TE (F
i, IR
JiE, O B
i, 7 1A
e RAE T
TEIE, B
TPIE,
I i )
(26.3%),

Wi, MG, JET, B
&, VI, MR,
13, BRI, KA
&, BRI EFE, A >
TV I R

MEJIIE, i
FEZEALAN I
JiE

Z oAt

PRI

2, AR, IR
PRk SR, i, R
73T —EH, R
vavy yEtE e
7 R pER T, ik
V7)) REG,
HIERRD, €y 3
B12iA

83

) 1 7L — F3XIFADE A V¥ A ED D S b 728412
i, EODOH N7 AF5 %P 5T 5 7 L) 2 L iE % 17

)




14. BHEDEE

14.1 EFIZAEFEOZE

1411 AFNZ, EFICFOTIMETHINTEETHI &,

14.1.2 PTPAEEDHAIZPTPY — M2 SH Y L CTIRAS
LEHIRETHI L, PTPY— FOMBKICE Y, AW
EAEERIEARIA L, B384l % B 2 L CHEkE 44
DEELREIELHET L2 LD 5,

15. ZODEE

15.2 FEREEREABRICE O < 155k

15.2.1 v o9» ARG R CiaEiEoZibs L<C, HK
FAETNZE T 5 BN O S E kA O MBS K OB E O L5
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16.1.1 BE@E%kE
PR 1 N 22951 0 B [l P 55 K OF P s SR E 137 B o0 1 H 11l 3 i
201 G- D ML AE PR, Y F = T R RIS %, 0.5~6
BEH] (Twmax) TCmax SFE L72o HIMINEE 1215~240mg/ H %
G AUCIEE G ®mILBIICHML, 235 ®mIck T8
BHrl3~5fTh -7z (htr—5) Y,
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P B0 R BB 1 I 0 B AR AN B2 ¥ F = 750mg,
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WIS A, LS 5 BE 5 15 TR IR 30 C e e I 358 v B
(Cmax) 1ZENE L 720 ConBllER, MAEFIREIZ BB 124 ~5H;
RIDM I (t2) THIRAER 2T L7ze Coa e O
58I 24 72 D) o0 IAE b BE RS AR T 1A (AUCo-zn) 1 39% 5
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1l 5 50| o Crmax® AUCo-12* t1/2° Tmax
(mg) * (ng/mL) | (ng-h/mL) | (h) (h)

1 7 94.10 283.17 4.90 0.97

50 (37) (28) (1.86)](0.50, 1.05)
28 5 117.83 342.87 4.53 0.93

(50) (41) (1.30)(0.50, 1.07)
1 7 113.89 304.78 3.85 0.95

70 (53) (53) (0.36)(0.50, 1.97)
28 7 129.14 398.80 3.99 0.98

(72) (55) (1.17)|(0.50, 1.97)
1 4 150.55 384.75 3.51 0.75

90 (57) (30) (0.65)|(0.48, 1.00)
0.52

28 2| 65.90 285.95 11.70 (0.50. 0.53)

a MAPE (LERE %)

b SEAEEIE (B RS

¢ HLfili (s, HR)
300 -

o: 1 A% 5-%50mg(n=5)
a1 A% 5-&70mg(n=7)
o: 1[5 &90mg(n=2)

200

100

AL EE (ng/mL)

W5 (h)

BU1 (2R R i o H AR NS 57 F = 7'50mg,
70mg X 1390mg % 1 H 21 SARRE 11452 5- L 72 IR o 28 i KT
(28H H) 2B 2 I CrE -+ R )
NGO HARNEEICSY HF =7100mg, 150mg X 12200mg* % 1
H1E AR G-1%, 75T = 713 N s, g
JE % 58205~ 3. SR T IMAE IS (Cona) (ZFIEL 720,
* KRR H i KR 13180mg TH %

#z2 FEIEMOHARNEEIZY T =7100mg, 150mgXix200mg
Z 1 H 1 BSR4 S L 7R S8 BhAE /85 A — %

1l #% 54 50| n Crnax® AUC? tu2b Tmax®
(mg) * (ng/mL) | (ng-h/mL) | (h) (h)
1 9 139.83 537.98 4.77 1.0

100 (54) (33) (0.61)| (0.5, 4.0)
14 5 137.03 499.69 5.75 1.0

(55) (36) (1.67)| (0.5, 3.0)
1 3 127.10 544 .36 4.68 1.0

150 (83) (54) (0.84)| (1.0, 1.0)
14 4 166.43 694.90 5.04 1.0

(109) (77) (1.19)| (1.0, 1.0)
1 4 124.48 595.62 7.62 1.3

200 (69) (56) (4.11)] (0.5, 3.0)
14 9 102.61 716.27 7.95 2.3

(127) (114) (5.62)| (1.5, 3.0)

a BATEHM (ZERE %)

b ST (R )

c Ui (b, k)

AUC : #51HHIZAUC (INF) MO¥514HHIZAUC (TAU) 2R3,

16.1.3 BEFEYEIERENR

TR BEME R LT 4 T IV 7 4 7 etk art )

>R I A 121600 % 3t 5 & L 72 BEAE [ SR W Eh RE ST O

R, SEFICBTLEEEE ) T T 2 AfEIZ283L/hTH >

2o TOH L, FEEOEMENIE S B I o H AR A %26

Bz xt 9 % 100mgl H 1l 1452 5165 0 2 H IR BB AZ B 1) % Cona,

AUCo2n LNt T 7 3#20% (Cuin) DIEEAEIZ, TN Z191.0ng/

mL, 456ng-h/mL&%02.2lng/mLT& - 72Y,

3 W ORISR F s o H AR A 12100mg % 1
HIEREI$ G- L2 wAIREBIC B 1T 2 W HRE ST 2
— & el

I (ZEBERE%)

% Chin Chnax

(ng/mL) (ng/mL)

26 2.21 (46%) 91.0 (64%)

FEEFASE D BYREMAAT 1 & g S M7zl & F

16.2 BRIR

16.2.1 BEOHE
TR BE K N 54K % 5 G SE B RE I AT T B FOBEZ M L2
FE, MUEREEG- & P U CE R G A A B304 % 12100mg &
BRI S- L 72RO AUCO T-341il1E, 14%3Im L7z (v
,_,57) 5)0

16.3 2%
FIHERFE BT 2 AP O5MERIIKRE L, FY¥F=71F
MEAMIILL BT 5H 2 EDREEINT, In vitroikBRIZB W
T, b MIEEICH T 5 5T = 7 R OTEEACEH Y O & 1 A%
&, 100~500ng/mL o i i i B -C & 1L 2 1L8796% K 1M93% T &
0, BREIRAGE L 2o 729,

16.4 X3
FHF = TIEFICCYP3A4IZ L D ACH S, EEAE I
ZDOCYP3A4Z ML CTHEREIN D, ZOMIZYH, ¥ F =71
TS VERE XU —EEEES (FMO-3) [ 'UDP-
Fvrzua=vrg A7z —¥ (UGT) ICXfti#shs,
v MFIZzav—2xfwiRdBEcid, ¥ = TR AR
M 755\ EEH 2R L7z,
T F =7 L AR OGRS OAUCIE 7T =
TOHIS%TIH D, Lo T, T OWEMEABIEAK 2 IR
HIEX VBB INLIEIMEHIHEVHG L EnEEZD

AUCo-2an
(ng-h/mL)
456 (49%)

Ndo T/, ZOMICHEHITNEEA L T AW » 5
AT Y7,
16.5 Bttt

ERGHIERIHMP~OPETH 2, [C] 5 F =T %M
e L8 502, 10 H DAANS B 5B RE D A94% 28R 12, #985%
DRSPS 7z JRep R OV BRI S e R AR
i3, BHHBEHEEOZNZEN0.1%K 9% TH Y, IR KO FEfH
IR S N BINRED KIS BH I T > 72 (b7 —5) Yo
16.6 HENDHRZHI 28E

FHF = T OIYBREIKT 2 AE R R OB S h
Ty (BT —%).

17. BEERECIE

17.1 AR UREM(CET 3558
(FIFROB LIS B3 B MR)

17.1.1 EEEFEEKSE IHHER

WF O VEREVES B R R E 2 R e Lz AR Z S
s e ] 67 R 5 T AR BRBR D Bt %2 DL M ISR 79



#1 OIS VR B PR T 2 R (EIEE IR

AR A ER)
yHF=7 I1=F=7
Bk (Bl) 259 260
Pl 100mgl H 11l 400mgl H 11
B2 U 72 M BB A2 1 58

76.8% (199/259) | 66.2% (172/260)

ST (12 F B EAPY)

A %ﬁg‘;ﬁgﬁﬁ%ﬁy | 85.3% (221/259)

S TR R Major BT 52.1% (135/259) | 33.8% (88/260)

B HARN ¥HF 72606, 4 <vF=72361% &,

HHE ¥ F=T714.00 1, A ~F=714.3» 7 (Fhiefl)

AHF (FIRARE100mgl H1E) 05 % %20 7205 0@ g

Pk B I R 2581 (H AR N 22 A PEREAM 0 52261 % & E)

OFIWERSEBIUEE X, 79.8% (206/25861) TH o720 FeEIE

JAX, THI17.4% (45/258%1), BHEIG11.6% (30/258%1), Hask

10.1% (26/258%1) THh o7z 72, £ 27 L — F3INIZ4D

R B L, P ERIRAE20.7% (53/256%1), Il /INER A

5iE19.1% (49/256%1), #1110.2% (26/256%1)) Td - 720

A FZTEAMOEMYEREMENRERY 7 « STV T « 7§

BHEBHEAM Y >/ AR

17.1.2 EAERKRAER

4 < F = 7N LB HREPUE O BB O e 8 PE ik i

BT 47N T7 4 7GR EaE ) v E s B E %

gl U2 EINEIRS T/ 1A ERER I O R 45 1 AR O K

Z YT IR0,

#2 EWNEEEREBRICBIT B4 ~F = 7P B S BT
MEKET 4 T 7T 4 7 Hgefa R rEart ) » o Him

73.5% (191/260)

NS SR RPAY )R S

2 P B A I TALFTFIVTAT

e T A 1

me R - | RO RS

Bk (B1) 11 11 13

P 100mgl H1Ml | 70mgl H2[m 70mgl H 2[a]
-““”%g?f’f 90.9% (10/11) | 54.5% (6/11) | 15.4% (2/13)
mﬁggg}}?ajor — 72.7% (8/11) | 46.2% (6/13)
@gﬁi@ 36.4% ( 4/11) | 18.2% (2/11) | 46.2% (6/13)
Tﬁfgﬁ?ﬂ? 54.5% ( 6/11) | 27.3% (3/11) | 53.8% (7/13)

P G JIH B Y g R EI20.7 0 A, BATHE - SRS T
H, 74970V 7 4 74 EEEEME) o EAME2.72 B (i)
A< F = TP BREEFEEAMIE LT 4 T TNV T 4 T4
EARBG SR ) & IR o BETTE O FEIVEH OB % DUF
RS EIEH B, 98.7% (76/77H1) TH o720 £
ZEMERE, M/NEGR A T75.3% (58/77H1), I i EREGH A

74.0% (57/7761), HIMIKEHA64.9% (50/7761), V) ¥ 73Ek

Bk A58.4% (45/7761), ALTYEM51.9% (40/77%1), LDH#H

1m50.6% (39/77%1), ASTHIIN48.1% (37/77%1), T ¥#i46.8%

(36/77H1), #H1M44.2% (34/77%1), MiK41.6% (32/77%1), 3&

$540.3% (31/7711), BHEIE, FE#E4539.0% (30/7761), 1)

YIRA37.7% (29/7781), CKEGM, ~NEZ OV vd, Rk

Bk %36.4% (28/7761), ~< bz V) v bigA33.8% (26/77

), BRI, Euk%32.5% (25/7761), WA AR 1TE3L.2%

24/7780), M T VT I VkA29.9% (23/778H1), SRR %,

y -GTPHI N #28.6% (22/77%1), #IE, fEH, ., ALPH

mn426.0% (20/77%1), REHGM23.4% (18/7761), Wd22.1%

(17/776)), CD4Y ¥ 38k, MbIREERN, EARD, R

Rl B £520.8% (16/7761) T&H - 72,

* R AEVERHIERI TR, MRS B 1 I o AR R
=3I HIMI00mg TH 5o AKiBFMVHEH = D50mg, 70mg X
1390mgl H 20 D2 5 % 524 7218 V10102 P 5 B F1 o B
EEt,

17.1.3 BHERRAER

A = F = TUR LRSI S 2 E O 7 W8R8 B i

WROT 4 T TN T 4 T Rt RBGE M) Sk s R %

MR E LT, WAAORKSE THRE QFEMBKE) K ORES

A FRBR O B & DM ISR 3712719,

£3 HEIMEIR RIS BT B A ~ F = TP 13 VA Bk 1
MFKEET 4 T FIVT 4 7 Hfa iR rEart) » oA im

I3 B RN R

B RO 1 TATFENTAT

‘E e | EBEIEER [ 0 IERR| et B A

i | i |
B (B) 167 174 109 48 46
prEa 100mg 70mg 70mg 70mg 70mg
LH1E | 126 | 1H2[ | 120 1H20
MW | 89.8% | 50.0% | 25.7% | 29.2% 34.8%
SEATMRT | (150/167) | (87/174) | (28/109) | (14/48) (16/46)
MR _ 64.4% | 33.0% | 35.4% 41.3%
Major B f#™ (112/174) | (36/109) | (17/48) (19/46)
MuiR ey | 41.3% | 33.3% | 26.6% | 45.8% 54.3%
TR | (69/167) | (58/174) | (29/109) | (22/48) (25/46)
Mgz | 58.7% | 40.2% | 33.9% | 52.1% 56.5%
Major 8™ | (98/167) | (70/174) | (37/109) | (25/48) (26/46)

PG AR PR REVE R RIS 30 B BATHIZ.5 . HRE
FERVESWEI3. 57 H, U VSRR EMN2. 99 A, 74 7TV T4
7Yt R RE ) o MER IS0 B (Hy i)

[FRAMG 26 H o) s He vt ]
W1 AR ORE L (Wb 4B DL RERE L 22
ML 5 4 B
LS e g A RN IR
FI ML ER B A H 3 26 e A L BR DA, i/ 375450, 000/ mm® A
i, ARG LA O Bk & BT BEER O R 255% A, AR iLH 2
FFER L HI T HEER 2 2D e vy, KA I 0 i 3 B Bk 320% A
i, WA M R 2 L
AT - 2RSS S R, 7 4 T TV 7 4 T gtk
PeZPEY S L
FAIMER B AL el BRUUT, 4 b Bk $01,000/mm?BA L, 1
JIAEL5100,000/mm? L b, AR I LS 3 BRI ik
DRV, FRITR OFERDB%LLT, AR L o BEER K O
B REER OFNDID% A, A ML O UF35 2L ERH320% A, HEYE
A L 7 L
LA Major B fif
MM e wmR e % 5 0%, 1 ER 25500/ mm® L _E
1,000/mm® i 3 i it/ B AL A3, 20,000/mme L 1100, 000/
mm® Al
2 AN EAR AR R 0 ) i S e
fifesg L 7= Ml R s e A v fif -
A DL RS L 7 M R 22 00 5 4 T i
MRS e R
BHF DT 4 57T 4 7 Rt R 2 R BEE (20
YLEOMBLGHT) 2B WT, 74 757 14 7 Gt iR
fla % 8D
HHE R I Major & fi# -
BT 47V 7 4 7 Rt R 2 R 8% (2000
LML GH) I2BWT, 714 5 FNT 1 TR
DOEEHB5% LT
W3 AR RD R 1 i S itk
IR E S I Major & 7% -
KLY 7V & 4 A5ERIWPCR (RQ-PCR) MAIZ X 5T
BCR-ABLR G W) 5B #EAL X — X T £ ¥ D 53-logD i A
(0.1%LLF)

18. ZExhERIE

18.1 fERHF
FHFZTRRHENEAFOY Y FF—EDFF L F A ¥
12 5 ATPH AR B W TATPE 34T 5o BCR-ABLD &
%B53SRC7 7 3 Y —F+ —+¥ (SRC, LCK, YES, FYN),
c-KIT, EPH (7Y ¥) A2Z%4KK OPDGF (il /N FH e 1
JHRT) B2k E HES 5 (IC%0=0.2~28nM) 7,

18.2 MIEB1EA

18.2.1 In vitroB&

(1) FHF=7%, B R s L Ok ) v S s o
iR 2 &t 4RE o> b s BCR-ABLAARE 1 L5 A0 Lk Ll
N s A D Bl BB 2 7R L7z (ICs<1nM) ¥,

(2) ¥¥F =713, BCR-ABLO#HJH, BCR-ABL¥+—+¥ F
A4 YOER, SRC7 7 IV —%+—+¥ (FYN, LYN, HCK)
% B LA I U E R D 1R AL B OV AT 3 = 1 o i ) 5
D ZOEKNTDH % IR K OCERAROLE#H % 1 ~F = 7t
TR P B AR LR LT b BB B 1 2 R L 721

18.2.2 In vivoRE&
¥4 5 =7 (5~50mg/kg) &, A ~F = TEZE R OTED
b MY B R R 2 B RS U 72 AR M A SRR AN A AE
(SCID) =7 RIZBWT, HHEdD %\ IINESF R R LR % R
L7219,



19. B2 ICEAT S EEEHME

— k% 0 7 F =7 KA (Dasatinib Hydrate)

1b2#44 © N-(2-Chloro-6-methylphenyl) -2- ( {6-[4-
(2-hydroxyethyl) piperazin-1-yl]-2-methylpyrimidin-
4-yl} amino) -1, 3-thiazole-5-carboxamide monohydrate

© C22Ha6CIN7O:2S - H20

1 488.01 (fEAkHy)
506.02 (—7KF1%n)

hN/\/OH

CHs
o
s. N NJ - H:0

T F = 7RI A~ HEABOBRRTH 2,
TAFNVANEFY FLENN-YAF LT FTIF
CEFRS <, 28—k (99.5) 1T L, KRiZ
FEAZET R,

22. ‘@

(&% F =T $20mg [BMSHI)
304 [10%¢ (PTP) x3]

(&Y F=7$E50mg [BMSH])
308t [105¢ (PTP) x3]

23. EEXWk
1) PR SAEAC B 2 MR ORS53ER (2 7)) k)L
$E, FHi214E1 21 H A&, CTD2.7.2.3)

PR HARANCBT 2 JAER O GH B (X7 2w

$¢, “FIN214E1H21HA&R, CTD2.7.2.2)

Takahashi S, et al. : Cancer Sci. 2011 ;102 (11) : 2058-

2064.

4) AR BRI B RE AT

5) FLNEEL - SRS BT 2 BB KT TR AR O

BRI EOWRE (A7) L vEE, FR214E1H 21 H KGR,

CTD2.7.6.2.13)

HPVEEL 54 (A7) RIvEE, FIk214E1 A 21 H KGR,

CTD2.7.2.3)

PR A @R o) (R 7)) vEe, FR214E

1H21HA&#, CTD2.6.4.5)

VR BRIl (A7) R vgE, TFR214ETH 21 H A&KGR,

CTD2.7.2.3)

FEPVERE - R ORI g B C R S B B EIRE

S [R] AR 55 AR 3R

FLPEEL ¢ Philadelphiags kB4 13 BCR-ABLF P O

P U R B T ML SR\ 350 B I P AR A T A B — 1

[A1100mg (1H1M) 3ix1\50mg (1H2M) %53

FEPVEEL ¢ Philadelphiags fo By P4 12 1 1 00w K O°E

e o SVE IR R BV A EIN IR 45 TR R — Mksbe

e - —

12) #WNEEL @ 4 ~F = TG SUIANT 25 oo h2 P 1) 1 i
BEVE M R S B B 7T = 7100mgl H 1l#% 5-i: 8% 52
D723 OUFHME IR S MAHMAEZALRER (A7) Ve, T
W214E1H 21 HKFE, CTD2.7.6.2)

13) *LWNEEL @ 4 = F = TITHGUE I AT 2 O B AT IR IS VAT
HEVE 95 S 3B 0T B RS R SE TAHRER (R 7)) kv
$E, FWi214E1H21H &, CTD2.7.6.2)

14) *LNERL @ 4 < F = TG I 2 O 45 B2 Bk 2
VI VAT BEYE % 2 350 B e R 45 T A ERER
(A7) Evge, Fu2l41H21HK&FE, CTD2.7.6.2)

15) #LNERL @ 4 v F = TSI A O V) > 7838k
AR VS BEE F 9% (X Philadelphiageta R 2k v
O SPE L ECE S B A g ERR 6 TARRRER (A7) &
VEE, FIK214E1H21 0 &GS, CTD2.7.6.2)

16) fEPUERL : 24ERIE G X 2D F L H-EU clinical
summary of efficacy (27 Vg, FE214E1 B 21 HK
#2, CTD2.7.3 Appendix 1)

17) #AEA : In vitro TOELFEN L OHEEF IR (X7
YVEE, PEE2IE1IH21H &GS, CTD2.6.2.2.1)

18) *LNEH ML T v A (A7) ®VEE, PH214E1H21H
K72, CTD2.6.2.2.2)

19) #PIEF - CMLEFIVIZ BT 2HESEE (o vivo) (A
7 evgE, FR214E1H21 HARE, CTD2.6.2.2.3)

Pk
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24. NEREERERUVEWVEHESE
TYAMV - IAX =X A7 4 THRKEHE 274 2V
T—"F
(R H BTG H XK FMT1-2-1
(TEL) 0120-093-507
26. WERTEEE
26.1 BEERSET
TUAM V1 1-X A1 THR5E ki o4t

RARHBT REXAFE-2-1
26.2 BR5EIT

LIIII TUARL-V11P-X 2017 et

REBFRERAFE-2-1

DAS1004



