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EZETHIEL[7.3.1, 11.1.1%1]

2 MBI B IAS A U B 2 238 A DT, ELIRIC I
AL BEOBIZ % 14012179 2 L.[9.1.4, 11.1.2&H]
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LR, FEIEAHIA L, BTl A B S L CHEMRIN 255 0 B 72 A BF
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? ﬁgﬁj ﬁ;% 1,@ LETH B EROH LI O HBHHE R ORED AR SN,
B =7, M~ 15.2.2 7 v b &2 2EMAAHRERIC BT, FRNES
W=7 wE % L LD DT ENLUTORET, 15 OFLHEE KL R L
JE B A, UM A JE, AL OO I T OV O SELEAREE DRI ASFRO Bz &
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F1 SRR B IR O H AR ANBE 124 F = 750mg, 70mg X 1Z90mg
% 1 H 2l FAERR % 5 L 72 B O S B RE/ S5 A — &

1A% 54 5 Crmax® AUCo12s* 2 Tmax®
(mg) |7 "] (g/ml) | (g'h/mL) | () (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 RT3 (ZBREL %)

b HA Il (e (R )

c HULiE (B, k)
TS O H A NEEZ 7 F = 7100mg, 150mg X 13200mg* % 1 H 117]
RO, 7 F = 7L IS, IS 3% 5
#0.5~3. ] TR M FP I HE (Conax) 123 L 7225
# 1 KGRI H R RIZ180mgTH 5.

#2 FERIEO AR NEHIZFHF = 7100mg, 150mg X 12200mg7% 1 H 1] K

RIS L7203 g/ o A — %

1A% 55 EH Crmax® AUC ti2° 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)
1 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 ST CLTREL %)

b ST ff (B R )

c PRI GRN, FK)

AUC : #%5-1H HIZAUC(INF) % U0¢5-14H H1ZAUC(TAU) 2 7R ¥

16.1.2 BHEEEFMENEMRET
TBYEE B IEES L O T 1 7 7N 7 4 T YRRt oS
17 121660 2k 5t & U 72 B H SR BN IR IAT O R, RSO
PERM R BETE T 1005 0 H AR N 266012 %5 % 100mgl H 1% 1
GO EHIRIEIZ B 5 Crnax, AUCo2n O b 7 7 #BE (Crin) D HEE
&, Z12191.0ng/mL, 456ng - h/mLK& U2.21ng/mL T - 727

F3 FEO ML PR HE 1 s O H AR A (2100mg % 1H 1R $ 5

L 72 OERARREIZ BT 2 FYBIRE /¥ T A — & el

P (LB R %)
[EIEd Crin Crnax AUCo-2m
(ng/mL) (ng/mL) (ng-h/mL)
26 2.21(46%) 91.0(64%) 456 (49%)

T} 4 [H SR B HERAAT 12 L V) e S 7o BIE A & B

16.1.3 EWMEHEIEF MR

(FHF=JfEe0megltv 1)
- F =7 5E20mel T A & A7) eV EE20me iR A B I F
FNFE(FHF =7 & L T20mg) BRI 4% 5-(7 10 A d — /3N —
) L. MEEd 5 F = TR E R HE L7z O N-3EMBE T A —%
(AUC. Cmax) 2 2\"T90% 5 $EIX Mk CHRERTHFNT & 1T o 7245 H. log
(0.80) ~log(1.25) DHIPFANTH V) . WiHI DA PR R AR S 70,

F4  FRHN G G R OIEYTRE T A —F

Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
74 F = 7$E20mg
[ 4 | 32.76+12.76 0.8+0.3 3.9+1.2 87.75+26.58
A7) R )VEE20mg | 32.48+15.62 1.0+0.9 4.0+1.0 88.19+29.47

(Mean=S. D., n=85)

50 e FHF =T hE20g T A |
i --0-- 27U )L §E20mg
we 40F =T Mean=S. D. (n=85)
q:i e
5
30
7
7 920
.
HE
(ng/mL) 10
Ll 11 Il )
O%Q 152 3 4 6 8 12 24
017705 g
0 545 DR (hr)

(FYFZT&E0mgBT1 1)
A F = 7 §E50mgl 7 A & A7) RV EES0me & REHER A LS 2
TN (ST =7 & L CT50mg) Z2 I HLIEHE 13 5- (7 1 A — /3 —
) Ly Mg 5 = TR A IE L7z 135N SEYBE T X -5
(AUC. Cmax) 122\ >T0% {53 X B EE 2 THRERHIRIT 2 17 o 7245 4L, log
(0.80)~log(1.25) DHFPANTH V) . WHIOEWZFHIFE AR S 7z,
F5  RHHLGE GH O BIE ST A — 5

Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
TIT = TH0mE) 7 6729563 | 0.9£0.5 | 4.620.7 | 214.43%50.01

[H74]

A7) £ )VEE50mg | 70.14+28.11 1.0%0.6 4.6%0.9 | 202.43*73.04

(Mean =S. D., n=53)

100 - e FYF =T ES0ng T A |
i --0-- 271 )L §E50mg
g 80 Mean=+S. D. (n=53)
il
z
60
EA
A
B
I3
(ng/mL) 20
L1 1 1 1 —h
0 %Q 152 3 4 6 8 12 24
0.17/05 IO
B0 # 5% 0k (hr)

MR 7 5 ONZAUC, CmaxZ50/85 X — 4 13, WERE ofEIR, K
ORI L - BEHISE ORI L > TR2 D WML D 5

16.2 ORUY

16.2.1 BEDEE

TR 1 A48 % e S\ SR B RE 1 MR T B O BB R A L7224

M E PG & T L CE BRI & R INA 12 100mg & B R - L 72
O AUCOFIEIE, 14%8 L 72 GiEgh7— %)

16.3 91

FMEEF BT 2 B2 o5 mEHakE <, 77 = 73mEst
VIR AT 5 2 EDIRBENTz, In vitroiRERIZB VT, b bIMAEIC
x5 7T =7 R ONE A o & F A1, 100~500ng/mL o
T FE # P T Z ML AURI96% M 1093% TdH 1), IEFEICIRTE L 2 Ao 729,
16.4 {38

FHF = TIEFICCYP3A4C L R# S, HEAHmIEEICZO
CYP3A4Z N L CHEKEN L, ZoMiicd, F¥HF=73 75L&
HE ¥ 27 )F—EREEIEMO-3) L U'UDP-7' )V 7 0 =)L b T ~ A
77 —EUCTICLYR#SNE, e MNFIZ B Y =2 %7zt
Brcix, &7 = 7RI 255 WL EE 2 7R L 72,

A = 7 & R O SIE E2 R T OAUCIE 7 F =70
5% Tdhbo LIzD>T, ZOHEERBWEIIF=7%2RHT 52 &
WEDVBBESNZHEIERICHE NV HG LeweEZ oML, E72,
C DM B EFEEE A L T W B S BREGEAES 27 Y,
16.5 HEtt

FEL LR IEE R A~OPEMTH 2 [MC] & F = 7 % BRI
5%, 10H LIP3 5 1 g BE O #94%hs R 12, #985% 73 #E 43 rp L2 Bkt
BTz R OFERE SR S e R LRI, SRR F
ZN0.1%K T19%TH Y, FRA R OFEAE i PRl S 2072 et ae o R
DB T d o 72 (T — 5)9,
16.6 HEDERZEIDEE

FAF =T OSBRI T D E L ORI O R EILRRO ST w
W (ST — 5 )10,



17. BRPRREAE
17.1 BERUREEICET 2R
(MFEOBIERIEE SRR
17.1.1 EHEIERRSS MEHER
HFEDEVER S S IR 2 R & L7 HAZ & & EE LA
B R 55 TAH ERBR D it & LA IR 76
L AN ORI Rl 7 2 %3 % % 2R (IRt 3 ] B R %)

yHF=7 1<F=7
% (1) 259 260
5= 100mgl H 1[5 400mg1 H 1[5

e L 7oMi R ) e 4

FERE (12 1 L) 76.8%(199/259)

66.2% (172/260)

M i (o F 56 A i

(12 F A 85.3%(221/259) 73.5%(191/260)

53 T BRI Major EE i+ 52.1%(135/259) 33.8%(88/260)

Bk HARN 73F=72660, 1 ~F=7230% &t

PG - A= 714,00 H, A ~F=714.3% A (hyefl)
ARH) (B A 2100mgl H 1) O G- % 520F 72 8 56 O 18 P I8 5
I 3 258091 (H AR A 22 e PERHIR 52661 % & ) o BRI S BU 1
1, 79.8%(206/258%1) T > 720 ERBIMEM L, T HI17.4%(45/258
Bl), BE11.6%(30/258%1), Hg7K10.1%(26/258%1) TdH - 720 F 72
F7 7L — F3IAD FRIRBAE R 1, I BRI E20 . 7% (53/256
B, IR AELD . 19% (49/25651), £1i110.2% (26/25661) Td - 72,

AIFZJEREDEUERERMRRU T « SFILT « 7REEBE
2 V) ERmE)

17.1.2 ENERARELER

A < F = TN LIRSS UL B A O 72 8 P Bk E i K O
T4 T TFINT 4 TR AR VSRR RE 2 R E L E
ERRSS T/ MR I O RRPR 55 T ERBR O B & DL M ISR 976

#2 ENERRIRERIC 51 2 1 < F = TIRHE OB B E IR R 07 1 5

T T A4 TR RE ) v MER IR 5T A R R
12 B T I TALTFNTAT
Yefr ARE I

B AT - 2k Y oS L
B%5 (1) 11 11 13
i 100mg1 H 1171 70mgl H 2[f] 70mgl H 2

%ﬁ iEl
LR
Major 2!
HIE (51
SRR
ﬂ%ﬁ%@;@ 54.5%(6/11) 27.3%(3/11) 53.8%(7/13)
Fe G A < ARV B M IS VERA20.T 0 ), RBATH - IS T . T4 57
7 4 T YRR o SPEER2. 70 ) (i)
A< F = ZTIRBEOBYEE B S R V7 4 5 70V 7 4 7 et kb
MM v MEH IR O BB TTEF ORIWER OME % DT ISR T B
FHISHUEE X, 98.7%(76/7761) Td - 720 ERBMEMIZE, M/
WAT5 3% (58/77H1), 1 HER Bk 74 .0% (57/7761), 1 I ER B A
64.9%(50/7761), 1) > 7N EREK A58 4% (45/77%1), ALTHEN51.9%
(40/77%1 ), LDH#ES 150.6% (39/77%1 ), ASTH4 /1148.1% (37/77%1 ),
T 3146.8% (36/7761), £ 1Mm44.2% (34/7761), k4l 6% (32/77%51),
589540.3% (31/7761), UEFE, FEE439.0%(30/7761), i) A
37.7%(29/77%8)), CKHhN, ~EZ 0V L @d, ARIMEREKA %36.4%
(28/7761), ~~ M7 V) v MR 33.8%(26/7761), TREIE, K&
32.5% (25/7741), FRH A& EABESL. 2% (24/7761), b7 V7 X A
29.9%(23/7761), MBS,  y-GTPHIIN%28.6% (22/7761), M
EAL, Bl ALPHENIE26.0%(20/776)), fhIBEIN23.4% (18/77%1),
Wi622.1% (17/7761), CD4") ¥ 7SERIA,  Hvh JRER BN, #82& H K
A PRI EEE20.8% (16/7761) TdH - 720
# ¢ A VERPAE G770, MR TN B T IR 00 AR SR H T BT H 1A 100mg
THhbo ABIHENED0mg, 70mg ¥ i1390mgl H2[ 0¥ 5 % 1 7218
SR B LI A %
17.1.3 ;BYMRRER
A F = 7Nxt LIRS 278 0 e RV B s f O 7 4
FFNT 4 T REARIERNEY) O MEE IR EE R E LT, O
PR TR (24F R Bidt) M OBRAR 5 T AR RRBR O Bt & DU R IR 3710719,

90.9%(10/11) 54.5%(6/11) 15.4%(2/13)

— 72.7%(8/11) 46.2%(6/13)

36.4%(4/11) 18.2%(2/11) 46.2%(6/13)

3 SRR BT 5 A < F = TGO B B A MR R O 7 1 7
TN T 4 T HBARGEEIE ) > SPEE R0 5 3R

12 A 0% TALFGTFNTAT
o - T M) osEEER | deta kS
| A el Rl
B (1) 167 174 48 46
o) 100mg 70mg 70mg 70mg
1H 1] 1H 20 1H 20 1H 200
MR 5E4 | 89.8% 50.0% 25.7% 29.2% 34.8%
AR (150/167) | (87/174) | (28/109) | (14/48) (16/46)
IRESiP B 64.4% 33.0% 35.4% 41.3%
Major i ! (112/174) | (36/109) | (17/48) (19/46)
MBI (ZEm | 41.3% 33.3% 26.6% 45.8% 54.3%
SEAEMT | (69/167) | (58/174) | (29/109) | (22/48) (25/46)
MR | 58.7% 40.2% 33.9% 52.1% 56.5%
Major ™ | (98/167) | (70/174) | (37/109) | (25/48) (26/46)

G-I B B I 2183 B, BATHINB.5 H, A R Bk S
3.5m H, U USFERERML2.90 B, 74 7TV T 4 TR BRI IERE ) VoSt
FIIE3. 0 H (Fhyefi)

[FPAIIE B o> 58 2 ]
VL MR RD R o 52 e (Vi b AR DL R L 755G
ML 5 4 B i
TRk R B Y IR
B ER A S i HE el B BRDAE, iR 3450 , 000/ mm® A, FAy i o
BREER & HEBEROFIDS5% A0, ARG I ZEER UL RE BEER & 52D 20,
FMY I DIFHEIEERHI20% A0, BY A IMIRAT 2% L
BATH - SV GIE, 74 970V 7 1 TR AN vk
[ L3575
P 01 BR # A5 F Al L BRLF, S R ER E1,000/mmPBL B, L/ AR B A
100,000/mm*EA b, R A2 3FER U RTE BBk % 0 2 v, BB o3k
AIB%LLT, AL O BEER K O A4 BEER O HIHS5% A, A ML O IFHE
FEERA20% A, BV MR 2 L
IS Major ELfi
MR SE R & B 5 0%, 1T P EREA™S00/mmeEL_E 1, 000/ mmHiit 3
VI MREAS, 20,000/mm?EL 1100, 000/mm? i
E2 MR R AR R o s A i
TiesE L 7= M B R e e S v i
AJAFE L RS U 2 s R i 5 42 0 R
MR SE 4 B i -
FRERD T 4 T TN T 4 7 Geta ik oy 2 b I E 5 (2000 L ol 53 HT)
IZBWT, 745 FNV7 1 7Rk % 20 2 wv
M Rz Major 5 1% -
TR 7 1 T 7N 7 4 7 Gtk 52 T R 142 (20 LA _E o MRS HT) 12
BV, T4 7N T 1 T Yt R O A& 2335% LT
W3 A TREEER RO E L
BRI Major B -
KA ) 7V 4 L 5ERBIPCR(RQ-PCR) BifE 12 & » TBCR-ABL#Z G
W HREHEAL R — 2 5 £ > %> 5 3-logD A (0.1%LLT)

18. EEZHEIE

18.1 {ERtER
FHF T EOERT O X F—EDFF—E AL L IlhH D
ATPHE &AL 12 B W CTATPE #5445 BCR-ABL® & 7 & $°SRC
77 31 — %+ —¥(SRC, LCK, YES, FYN), c¢-KIT, EPH(x 7
1) ¥ ) A2% %K % OPDGF (/MK R R B JE HT) B34 % HET 2
(IC50=0.2~28nM) %,

18.2 HEEIER

18.2.1 /In vitrosE&

M FHF=71%, BB G K Ok > S IS o T 250
% G LAl b N BCR-ABLAKAE M MRS AE L2k LA e 508 3%
B % 7% L 72 (IC0<1InM) 17

()77 =71k, BCR-ABLO#®EIFH, BCR-ABL¥F—¥ KX 1 D
ZEE SRC7 7 2 —FF—+F(FYN, LYN, HCK) % & & U IEHIE
FEREEE D IR K OV HII I AE T O MR FEH 3 F DB R T H 2 JEH
R e OSEPR SR D T 8 7 A~ T~ = 7 PSR  f 2 1 s A L
L C B E G R L7z,

18.2.2 In vivosER
¥+ =7 (5~50mg/kg) 1x, 4 ~F = TR OO b gk
BV FT IR AR % B2 T RAE L 72 AR A e R 40AE (SCID) v 7 2123
W, HED D\ IZIES R R R 2 R L 721,

19. BRI ICET DELFEMAR

—i%% : ¥+ =7 (Dasatinib)

{E%¥42 : N-(2-Chloro-6-methylphenyl)-2-(/6-[4-(2-hydroxyethyl)piperazin-
1-yl]-2-methylpyrimidin-4-yllamino)-1, 3-thiazole-5-carboxamide

SFI ¢ C2HaCINZO:S

FFE 1 483.01

‘e

CHs hN/\/OH
(0]



M R El%ﬂnfz%lél%@%ﬂzf%éo AF )= VIZEITIZL L,

J =)V (99.5) WIF/KIZIZE A EHET 2\,

22. g

(FHOF=TJ&0me[TT1 D)
PTPLFEHAIA D ]+ 308 (105 x 3)

(FYF=TE0meglPT11)
PTPLEIEFIA D ]+ 305 (105E x 3)

%23, FEIHR

12)

13)

14)

15)

16)

17)

18)

HARNIZ B 5 IAERE O3 53088 (X 7)) Ve @ 2009451 H 21 H 7%

. PEEREE2.7.2.2)

Takahashi, S. et al. : Cancer Sci., 2011 ; 102(11) : 2058-2064

TR FSEY B REMFAT (R 771) OV EE © 201146 H 16 HARFR, A )

EEPRUSAM B3 & IR, 2022 5 71(5) @ 524-550

FHELIZ BT 5 3B RE S BT TR B R OV R o0 #2288 (A

) B OVEE 1 20094E1 A 21 HAKGE, HFSERIEE2.7.6.2.13)

A (A7) v - 2009451 H21 H KRR, HREEEEZE2.7.2.3)

AMEL IS BV B B O 5-5808% (A2 7°1) 2V $E © 20094F1 H 21 H &K

2. WEEEEEE2.7.2.3)

3 B O ) (A7) L)VEE - 2009451 H 21 H AR, HiEEa R

WE%2.6.4.5)

Pt (2 7)) ROV © 2000451 21 HAKRE, WIS GRHIE2.7.2.2,

2.7.2.3)

T =T OIMENREIT T B RHREROEE (AT v

20094F1 H21 H AR, WIREYRHRZE2.7.2.3)

A < F = TVHH U SNIANTH S OB 1 A1 145 1 3 s E o 12

\F % 745 =7 100mgl H 1A% 523558 0 72 0 O Hilk K%m’l‘ﬁmﬁf

BALRER (X 7 LV EE - 2009451 H21 HAKGR. HiG Yﬂﬁf&27.6.2)

A~ F = NI SO EART O FAT I |11§E PR IR R 12

% HESVER IR A TTARERER (2 770 | VEE © 20094E1 H 21 H A&

BEEE2.7.6.2)

A4 = F = TIPS IANTH S 05 2 Bk P 2 1S 5 B 1 i

T‘*%L B 2 RS TARRER (X 77 v EE © 20094E1A21H
2. HEEEEE2.7.6.2)

A T = TP LI O V) > 23R ER M A 1S T B

137 X (X Philadelphiag A2 ) >/ MEH IR EZ BT 5

WM S TAHERER (A 770) Ve © 20094E1 H 21 HAKRE. HIGEE R}

W%2.7.6.2)

2 WP G X B E RO T £ ®-EU clinical summary of efficacy (A
7)) ROVEE  20004E1 21 HAKGE, WIESEAHESE2.7.3 Appendix 1)
In vitro T D AALFRY K O F Y FEER (X 77 £ IVEE 1 200904E1H 21

HAKRR, WEEBES2.6.2.2.1)

M7 v A (A7) 2 )VEE : 200941 H 21 HAGR, HFSEEEE
2.4.2.1.1, 2. 6 2.2.2)

CMLE 7 IV BT 2 PUlEBEN: (In vivo) (A7) B IVEE @ 200941
H2LHARE., HREakii®E2.6.2.2.3)

24. XEREERERUELEDEE

IRFH:

PRSI v s —

T532-0003 KBliEl X = ES T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966

26. BUSARFERES

26.1

SUSEARZETT

RARERIET

ABRMRNIRERSTH2-30

DA3 A251005





