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SB (%) 2 IMA-201 98.7~100.0 98.3~ 99.8 99.3~101.3 98.3~100.7
<95 .0~105.0% > IMA-202 99.7~101.1 100.3~101.0 100.2~101.3 100.9~102.3
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iE - AR S  wHRERE S NUE
[FHRHOR ONREBR R - 50rpm (pH1.2, pH5.0, pH6.8, /K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tid, HEHERFIR OARMITE HIT 15 43 LANIC T 85% LA By LT,

- pH5.0 (50rpm) T, HEHERIFNIL 15 43 PANIZ ) 85%LL EIEIH L. 15 431081 5 AR dh D 4R
HH SR AT VR D SR HH 2+ 15% D HPFHIC 72 D o T

- pH6.8 (50rpm) T, HEHERIAIL 15 53 PANIZ ) 85%LL FIEHI L. 15 43I0 8B1T A O R
HH =R AR HE R O SR HH 2 +16% DI 8 - 72,

- K (50rpm) TliE, FEAERIAE 15 4> LINIC Y 85%LL RIS L. 15 4312381) 5 ARG O PR R
I AZHERLA D - HH 2 15% D FPHIZ 72 0o 72,

- pH6.8 (100rpm) TiL, FEHERAIL OARMIT & HIZ 15 53 LANIC ) 85%LL BRI L7z,

PLE. RSO 8 2 EHERIA] (7Y Xy 7 52 100mg) & il L7-#5 %, pH1.2 (50rpm). pH6.8
(50rpm) KO pH6.8 (100rpm) DFRBRIKGIZIBNT RIS E S O LWL R SRR A T4
V| OEHZFEBOHEREICES L2, oORBIKIZE O TIXHIELREICES Ld o Tz,

(VA H )
AR %) pH1.2 (50rpm) AR %) pH5.0 (50rpm)
100 1 100
80 1 80
60 60
40 40
20 | —o— (Y F=TJf100mglBET] 20 | —— (Y F=TJ5100mg[BET)
O 1) Ry 4 §2100mg O 1) Ry 4 §2100mg
0 O T T ) 0 O r r ,
0 5 10 15 0 5 10 15
B (9 B ()
MEHE %) pH6. 8 (50rpm) B %) 7K (50rpm)
100 100
80 4 80 -
60 4 60
40 40
20 | —— (Y F=J5100mg[HET] 20 | - ‘
. —0— 571 R 5 §100mg . ey S
e, . : . . . .
0 5 10 15 0 5 10 15
B () BER (93




BHE ) pH6. 8 (100rpm)
100
80 4
60 -
40
20 | —— (Y F=TJiE100mgBEL]
O 1) Ry 4 §E100mg
0 O r r ,
0 5 10 15
B (5) (n=12)

(2) EENELLIBROEMRANOEYFNRESHERHRER"
<A ~F =7 200mgl HET | >
A ~F =78 200mg [ HET 1T, RN D80 ERRA O AN RSEERBR T A K742 (OF
B 24 -2 H 29 H  JREFEAT 0229 35 10 5) | IZHKSE, A ~F =78 100mg [HET | A iEifER
Fl& Uizl &, BEHZEERESE & HE S, AWFEICRSE L e Sz,
RERS
2E - ARG BHEBE N RVE
[l H % ORI : 50rpm (pH1.2, pH5.0, pH6.8, 7/K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TiE, FEERAIROARGITE B2 15 5 LANIC Y 85%LL FIEH L7e, F£72. &
LR AL (15 43) IR D ARMOME 2 OIEHEIX, RiLOFEEEHFEL15%OFHZE 2 5 H D
2312 fE 1 ELL T T, £26%D#IFHZE 2 5 b DR IR T2,

- pH5.0 (50rpm) TliE, FEMERIFI O DK 60% & Y 85% & 72 5 2 e RIZHB T, RiHDF
P R AR HE A O IR B RE10% OFPHIC D o 7o, F 7o, IRIEHERE S (15 5)) 1285 A
s O 2 OESHFRIT, A5 OFEE HHEL15% OHIPHZE 2 5 b DS 12 lF 1 HLLT T, £25%D
HHEBEZ DL ONRRo T2,

- pH6.8 (50rpm) TiL, HEHERFN 360 75281 2 FAHED 1/2 OFHIRHREZ R TR L O
360 Z7IZHVN T, Adh OB SR T ERA O SR R L8% DHIPAIC & o 7o, 7o, BAEIEL
IR (360 43) ICF1T ARG OfH 2 OVEHFEIX, AR OFLEHFEL12%OHPHAZ B2 5 H O 12
i 1EELTE T, £20%D#EIPFHEZE X 5 H DO o7z,

- K (50rpm) TiE, FEEVERIFIN 360 43I2351T D RO 1/2 O =R 2 7R & O 360
SITIBNT, AL OV R I TAR HE R O LRV 8% DFIPHIC > o 7o, F 7z, Fofk iy R

(360 77) ITHIT DAMOME 2 O HHRIT, REOFEEHFEL12% OFPHZE 2 2 07 12 {F#H
LELLF T, £20%0O#PHZ#E 2 5 b DN ehoT,

- pH5.0 (100rpm) TiL, FEAERE K OARGIXE HIT 15 UANIC Y 85% L, Eiath L, £70. &
LR AL (15 43) ISR 2RO 2~ OEEHFRIL, R OFEEHFEL15% OFEHZE 2 5B D
2312 fE 1 ELLE T, #26%D#FIFHEZE 2 5 b DR IRN-oTz,

PlE, A ~=F =78 200mg THET | OEHFEBZIERERE] (1 ~F =78 100mg HET)) Lk

B L7t R BT ORBRIRIZIS W T TE &M 7R 2% N E A O AW LR R SRR T A R A )
DHEFEEICHE L2 Z Lb, EMERNICRSE L AR Shiz,
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(¥ HH )

AR (%) pH1.2 (50rpm) AR () pH5.0 (50rpm)
100 100
80 A 80 A
60 4 60 -
40 - 40
—— (Y F=JEE200mgBETL) —— Y F = TJE200mgIHETL]
20 1 —o— A X F = T 52100meg[HEL 20 1 —o— X F = T52100mg[BET)

0

0

°Q
°Q

10 20 30

5 10 15
B (9 BEfE (4
AR %) pH6. 8 (50rpm) A %) 7k (50rpm)
100 100
80 O 80
60 60 o
40 N 40
—— (T F=JE200mgHETL] —— (T F=TJiFE200mgHET]
20 —o— A T F = J100mg[BET) 20 —o— A XF = J4&100mgBET]
0 T T T T T T 0 T T T T T T
0 60 120 180 240 300 360 0 60 120 180 240 300 360
B (9 B (49)
BHE®) pH5.0 (100rpm)
100 1
80
60
40 )
—— A Y F = JEE200mgBET]
20 1 —— T F=T5100meHET)
0O . . .
0 5 10 15
BRI (5) (n=12)
10. B -

(1) R RELER - . NMENRRLEESH - ARICEET H1ER
Y LR
(2) aE
A~F =78 100mg HEET.] 208 [10§EX2 ; PTP &
A ~F =75 200mg/ HETL] 208 [10 $EX2 ; PTP a#]
(3) FPlEEE
A Lg
(4) BROME
PTP @i¥: R 7Tat Ly 7 4 h, TAI=7 A0
Po—@akE : 7AI = A RV ZF LTI F— R T 4 LA

%]

1. BRRHIhERME
KB L

12. TOH#
LR L

11



V. ARICEYSEE

1. MEERIEHE
OF-Ze e g I A= NI
OKIT (CD117) BA#HEiH AL A8 ) M5
O7 4 TTNT ¢ TYAARGIERNE Y 2 /30 s
OFIP1L1-PDGFR « 5% D T ik &
U IR ERYE 2 e . 1B MEAT IR ERME B M yp

2. DEXIHRICEHET HIE

5.EEX IZHRICEIET 58

(BEEitEamns)

5.1 QAR ITBE RS & 0 BMEE R A M & 20 S h o B IER T 5,

(KIT (CD117) BEtHILERMEESR)

5.2 SRR RO IC & 0 KIT (CD117) Bt is b e i & tﬁéﬁfﬁ&%ﬁﬁﬁ%&éo&£\
KIT (CD117) [HtEofEsdix, +o7eidika A4 2 BRE SUIM AR IR W THEmT 2 2 &,
(243774 7EBEKBEESNLEY >/ QIR

5.3 Yt KA LB ETREICLY 7 4 TF N7 ¢ TYRAGEBEIEAME Y oo 3 IfE & 2l S h
TZREIERT 2,

(FIP1L1-PDGFR a (&t D17 ELBR 18 £ fE IR 8 R T IR 11T EABR 1 0 I 7R)

5.4 Y KA SUTEE T A IC XL W FIPIL1-PDGFR o B TH 5 = L 23R S - BB 1T
%=

3. AERUVHE
(1) AERUVAEDOHES
<ﬁﬁﬂﬁﬁemr>
PR EE . RIS ~F =7 L LT 1 H 11 400mg 2 B%ICROKRS9 5, 7286, Mk
R - BRI ;@ﬁﬂﬁﬁﬁéﬁ 1 H 1[[ 600mg £ THETX 5,
BATHI ST 2 - ., RAIZIEA~F=7L L C1H1I[A600mg Z2BFZICHEOKEGT D, 7
o, MIEFTH., Flp - RIS XV EEHEKT 523, 1 H 800mg (400mg # 1 H 2 [A]) £ TH&ET
x5,
(KIT (CD117) Bt HILERMEES)
WHE, RAIZIEA~F=7¢L L T1H1[F400mg 2 RBZICRAOKEGT D, B, F - ERICK
DIEEHET S,
(74 3TILT 4 7EBEBESKEY >/ ERMRK)
WE, RAZIEA~F =7 L LT1H 1 600mg #BEBICENOBEGT 2, ks, MKATR., F -
JERIC L D EEHET D,
(FIP1L1-PDGFR o [51E D17 BBk 18 2 fE IR #F R (1B {17 EAER 1 B I fm)
WHE, RAIZIEA~F=7¢L L T1H1[E100mg Z2RB%ZICRAOKEGT D, B, BEOIRIEICX
D, EEHEET 52, 1 H 1[E400mg FTHEETE 5,
(2) RZERUVHAEORERE - B
MR L

12




. AERUVAEICEET 5FE

7T.AERUVAERICEET 58

(BheEFIE)

7.4 WALERNEVER % SAKBRICEN 2 572, AANTIRBICZDOKTRHATS Z &,

7.2 FFRERE & HERE

FFHEREMAME (Y vEey, AST, ALT) O ERABZRBO ONTHAEITREEZSB IR G BT
5HZ &, [8.2, 9.3, 11.1.5 ]

v UL E/AST, ALT B B 5 R

=

etEsatEamp (CML) ., #Hk

| BV v A R R (1Y LAY 15 R
ERVEIES (GIST), 7 4 771 il > HiR TE e f (

D 3 1% AST. ALT {45 2.5 f5A 4R

T4 T YR AL Y o f 75 2.5 (RIS
1% (Ph+ALL) , AFREERIE % X% T2 £ AR E KT S,
; AST. ALT i > Wiy E 20 IR |2, A% s U Clamis

FERERE (HES) b itk “%;EXFMAMQéK% WAk LI % A

PEA My (CEL)
7.3 MERE L ARR
GFRERIED i IMRIBD DR DIV AIIIRE A BB I G EA T 2 L, [8.4, 11.1.1 ]
B ERES if/NRCER P& 5w
1. 4R ER% 1,500/mms3 LA E K O
IR ER < 1,000/mm3 i/ 75,000/mm3 L _E (2 [
X% T D E TIRES 5,
i/ $x < 50,000/mm3 2. IREERT (HEORIEH OB
Al CIEHECIEREA BT 5,
1. & ek 1,500/mms3 LA _E K& Y
/%% 75,000/mm3 LA iz [E]
W 2 FE THRIET 5,
B CML, GIST (#[al & IR ER < 1,000/mm3 2. 400mg/ H TR Z BT 2,
400mg/H). HES X% CEL (H# X% 3. FFOMFHEREAY 1,000/mm3 %
£ 400mg/ H) 1f/ M # < 50,000/mm3 B RO 51 07 W B " = 11| AR A =/
50,000/mm?3 % F[A] > 72354 1%,
1 ~FEY . 300mg/H CTiHE#E %L H
BT 5,
1. MERJED 23 L2 BEsE LT
DD ERER (BBEZER) 5,
2. BIMEIZEEE L2 WA
400mg/ H 12T %,
v - 3. MEREAD S 2 B < A1
BATH CML, 28 CML 3% | ﬁm}j’t; P00/mm? 2 300mg/ HIZIHET 5,
Ph+ALL (%)= & 600mg/H) LB < 10.000/mms 4. H i 2 B L 72 o i BR YD
’ 2 4 AR < S A ILAF P ERES
1,000/mm3 LA I K OV Mg D3
20,000/mm3 2L kIZEET 5 £ T
RE L, D% 300mg/ H TR
T 5,
11 JFHIE LT, A< e b 1y AR A% (BFoegREICHMEETDHZ L)

HES X% CEL (#][al | & 100mg/
H)

13



(BHEEftEan®)

7.4 HELAEFLEN 2, BRI BEE N 22 WEEE 72 4F R ERBUD R MRIBAD 235580 b v, Tl
ST AR, 6. HEL AR 1T TAFIZHMET 2 N TE D,
CRRONETT LA (ZO%HEITVWOTYH)

s KR ED IR Eb 3w AU ERE LT, HaMiRFNNRN S WGE

s THETRD DN TWIME PRI R B B2 < Ie o T2 356

5. BRERALIE

(1) BET—aNn\wFr—o
EYERR L

(2) EREKZEEFER
MR L

(3) AERGERFERR
MUERR L

(4) BRIEMEER
1) EHNERETRR
A v 240
2) REMUHE
MEER L
(5) #BFE - WBHFAR
MR L
(6) ammER
1) EARERE (—REARKRE. HECARKRE. CARKLRAE), REFRFRT—4A
—RARE. REFRFTREBRAROAR
MBI L
2) RBEHELTERFEORNENITEEL-RE - RBROBME
% L7
(7) =0ttt
(743 TNT7 1« 7EEKEESKEY o/ AR
17.1.1 BRIZE T 50 RBEIC & SERKRHIR
T4 TTNT 4 TYRAAERGIERMEY Lo BB s (1% AxtRICEm S A ~F =T A
FRYEBE 2 FAAN 7= DERFRIET Y (2B 2 MR e 2 EMRET2) 13 96.2% (77/80) T, 1 4EHE T4
AR NETFHIT 60.056.1%, 1 FERFTHIAEFRIX 76.1E55% Th o7, 49 BT 1A% 125 ek
R Rt & fidT L 7=,

ED PRV A (%60 L EOREBN 3 2 B 4 )

HREENFE - 7R A7 7 2 K 1,200mg/m? (¥800mg/m?2) % dayl (2 3 REfI T CallfEiE+ 2.
At ) LB 60mg/m? (¥30mg/m?2) & dayl. 2.3 12 1 BT CTAMSET %5, B2 U 2F 2 (VCR)
1.83mg/m? (Fx K 2mg) % dayl. 8. 15, 22 IZEHET 5, 7L K=Y r > (PSL) 60mg/m?% dayl 2>5
day21 (¥day7) E£THRAHET S, £ ~F =7 600mg % day8 7°5 day63 £ TRHRAHKET %, day29
WA B hLFP—F (MTX) 16mg, 4% 7> (Ara-C) 40mg, T X% A%V (DEX) 4mg % B+
T %,

HlE HIRYE + C1 : MTX1g/m?2 0 24 B EGE#7E % dayl ([CEEd 5, Ara-C2g/m2 (¥lg/m?) % 12 KRR
Tz 418, day2. 3ICHIET B, AFATS L R=Ymr 50mg & 1 H 2, dayl. 2. 3IC%ET 5,
dayl |{Z MTX15mg. Ara-C40mg, DEX4mg % #tii¥ 95, C2: 4 ¥F =7 600mg % dayl 7>5 day28 F
TROKE5T 5, dayl I MTX15mg, Ara-C40mg. DEX4mg % #3435, (C1/C2% 1% A7 nE LT
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4 YA 7 N4 IT,)
HEFRREE 1 1) A ~F =7 600mg % dayl 75 day28 ¥ TR O 53 %, 2) VCR 1.3mg/m? (Fx Kk 2mg)
% dayl IZEET 5, 3) PSL60mg/m?2 % dayl 75 days £ CRAOKET S, 1), 2), 3) #1kvhé
U CRfRRER% 2 4RIk 5,

1 2) MikFRY5E4EA# Complete hematologic response (CHR) : ZhHE ORI %2 b 7au,
B ER=1.5X109L, Ifi/M=100X 109/L, M- O2FER 0, B DOFER<5%., BEFAFT R L
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VI. EMHERICEAT SEE
1. EEZMICEEHSLEYMNITILEVE
FrrFI—EAS e H—
—W4  maF =T AV F=T RAF=T R FF=T RA=F=T vIFT T =T
HE : O H HEWDOREE - ZIRFIL. BEHORMCEEZSRT L L,

2. ¥BEER
(1) {ERERL - VEFBFF
1811 A ~F=71FFu v —BIEEREARTH Y, in vitroERIZIEB VT, Ber-Abl, v-Abl,
c-Abl Fu s ¥ F—PiE A ET S, FiC, M/MiHRRERY (PDGF) &K% SCF 5%
RIETHD KIT OF vy F—BiEEAHE L. PDGF <° SCF A+ 5/l 7 F vinEs:
FLET 2 97, N-BiAF RREWIL, in vitro i RBRIZB\V T, c-Abl, PDGF Z &K K O KIT F 1
xR FT—BIEEE . REMEK S IZIZREEICHET S 9,
18.1.2 A ~F =7 X SCF I L % KIT F 1 ¥ > FF—LOiEM(L kO GIST H#E Hkifaic B
TSN KIT Fr v —BiEEEZ 2 EnlE L 9 10,
(2) EDZERMIT SRR
18.2 ber-abl ;B FEtEMAN (X GIST #faIcx 3 5. HEEMGEHERX EhESER
18.2.1 1 ~F =71%. ber-abl Bz & AME KL ber-abl BEis 3B A LD 18IS B B A
(CML) Xixatey o oEfrimys (ALL) meRHIfa oG 2 i L=, £72. in vitro i BRIZIH W)
T ber-abl BAR T MR L7 AR b — v AFEER 28 L, CML &KUY ALL #3 ORfE & O
B 7 E AV an =—EEGRER Tlid, ber-abl B R TR B o 0 = — O & R INAICLE L
7": 5) 6) 11)-18)O
18.2.2 1 ~F =7, ber-abl Bix1-[GHIEMILZ A L 72~ 7 2128 W T, BB ORI K
ZPHILT- 0,
18.2.3 4 ~F=71%, KIT Fr ¥ ¥ —E0nJr7 LA 4 U, HLEMEES (GIST)
B H AL O AR 2 N L=, £72, A ~F =7 X 0 @fiER 7 (SCF) K1FEMEHLT A K
— Y AERIFE &, GIST MEICE T 2 7 AR b— ZHaEk I8 in Lz 9 10,
(3) {EFARBRSME - FribmE
MR L
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VI. EMBEICET HRE

1.

(1)

1 R EE D HERS
AREAEMGOLPRE

B R L

(2)

RARABR CHE S h - iRE

16.1.1 REERES

1)

J1 7 V) 200, 400 2 OF 600mg % HA AN OEME#ME A FEE (B (218 11\ 28 AM
RO L&, 85 7 HRIQZEFREIZEL, Cmax X AUCo-24 (FFEHE G D 1.1~
2T o, 51 HAKK28 HA (EHIREE) OWTFNIZEB N TH Cmax KN AUCo-24 [ 345
HElZwpl L, RNENEITRE Ch o7z Y,

2)

3)

HAS AN OB E BE A M B (MR 121 B 1 EREROEREG L L & oRpEiE T 2 —4%
L Cmax AUCo-24 Tz

HOR R H (1 g/mL) (g - h/mL) ()
200mg 1 HH 0.735+0.149 7.78+1.53 10.5+0.4
(3 151) 28 HH 1.12+0.16 16.7+0.6 17.0+2.1
400mg 1HH 1.41+0.41 19.4+7.1 12.4+1.9
(3 1) 28 HH 2.14+0.67 33.2+14.9 18.0+4.9
600mg 1 HH 2.05+0.65 31.1+11.1 14.3+3.1
(6 1) * 28 H H 3.94+2.52 66.1+40.8 18.2+3.4
B + A R 22

¥ ERIRRET —Z 1% 5 B

SE N OB B BV A IS B 72V H] 25~1,000mg 2 1 B 1[HIHHNE 1 B 2 B4 T
FRERO#EE L &, b A ~F =7 REITEE 7 B BIZITEFREISEL, #EES KOES
REETD AUC IV bR G &ICHI L, (KNBEEIIRIE Th - 12,

200, 400 X 600mg @ 1 H 1 [EIKER OB GIZBN T, EYERE/NT A — X fHIX A AN TOMAE
LRETH o7 (BIEEREME B M (25T 2 A&GR AR H & ITIEERI T 1 B 600mg. BATHI T2k
#HT 1 H 800mg TH D) 2,

77V Hl 400mg & B ARANDUIBRARE X TEsBEo KIT (CD117) BtEis b ME S EE 1 1
H 11829 ARIXKERO#RE Lz (FlElgS5% 2 HH RO 3 A BIZ3KE), Cmax KON AUCo-24 1347
[ 5\ R 5% T 0.7~2.6 (5 T~ 72 20 2,

HARNOM LS MEESEEEIC 1 B 1 EERAFRE Lz & & ORMENHIE T A —4% (Fa%5%
2 B H KO3 HBIIIREE, Day29 1% 8 )

PR ey Cmax Tmax AUCo-24 Tz
(u g/mL) (h) (u g+ h/mL) (h)
400mg 1 HH 2.51+1.00 3.23+1.91 34.7+13.6 15.5+1.9
(9 1) 29 HH* 2.86+0.87 3.24+2.05 47.6+17.0 20.0+4.9
[CFEEIE AR R 2]
% : n=8
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16.1.2 £YF MR F1EHER

<A ~F =78 100mgl HET| >
BIEEIR S DLW FER SRR T A R T A VO~ ERIEIZOWT CERR 242 H 29 H AR
A% 0229 % 10 =)

A~F =7 100mg [AET] KRRV Ry 75 100mg 2, 72 A4—_"—jEckh EhEh 1
B (f~F =7 & LT 100mg) AR A B HEICHERHEIRR O &S5 L TR A ~F = 7R E %2 JE
L. Boh-EmEhie <7 A —% (AUC, Cmax) (22T 90%/15 #EH K MEIC CREHENT 21T - 7=
FEd. log (0.80) ~log (1.25) DHPANTH V. MiHIOEMFHREMENHER Shiz 2,
BN RE T A — X

HIE/RNT A—H BEIINT A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
A ~F =78 100mg [ H[ETL] 58201636 489.91+176.10 | 2.55+1.11 [13.47+1.36
7 Xy 7§ 100mg 6418+-2634 510.161209.41 | 2.30£0.75 | 13.66*+=1.57
(1 $2# 5., Mean+S.D., n=20)
(ng/mL}
700 -
B0 —a— 1 wF=Fiz100mg [HETL]
h - A L) ALy FEE100mE
ES’DD 1§85, Meant=5.0.,n=20
; 400
Z so0 415,
5 $ﬁ
& 200 .
5 S
100 1
--i‘-h""‘-'\--h..______‘_
0 . . — - —
] 12 24 a6 a8 &0 72
B[Rl {hr)

HR [ $e 5-1% O i B v SE M) I EHE RS

MR NS AUC, Cmax 50/ 7 A — & (3, #ERE ORI OERERIEH + IRp 55 0 Rk
R K> THRRD RN S 5,

<A =F=7%E 200mgl HET | >

A ~F =78 200mg [HET (T, [EGESER DO ERRA O LD BN R SRR A KT A
v (CERE 24422 H 29 B SEARAFE 022945 10 ) | ICHESX, A ~F =75 100mg HET
AAEERIAI L Le & & IRHEEENRES L HE S, EWENICR% E A ST,

(3) shEiE
MR L
(4) BE - SfRAEOEE
(TVIL 4. WGy, VI 7. FHEAER] OEZHR)
2. EMEERBNT A —4
(1) BITAZE
U ERR L
(2) BALERETEH
MG R R L

18



(3) HREEEH
MR L
(4) YVF7S VR
MR L
(5) #HHEK
AR L

(6) £t
MR L

3. BRE (KEailL—3y) @i
(1) A
B L
(2) 155 A -5 EHER
KB L

4. IR
16.2.1 ERKE
71 7/ VAl 400mg R ACHBIRR DG Lz & X 04y ErIFI T 98.3% Th - 7= 24,
16.2.2 REHE
SR E N O BEPE A IS I 400mg 2 1 H 1 ERERO®REG L, EFikEBIcBWTEEILA
ERIFFICIRA L6, Z=IERFRA & bk LT Cmax KON AUCo-24 1308 L7223, 24 156%
ERT%DIETTHY | BARMICHBEIZZ DN EE 2 b7 29 26,

5. 9%
(1) mik-ixEErIEEHE
Pl v/
(2) miE-RIEEIFEEYE
(IVIL. 6. (5) #Thw) DOIEBH)
(3) AA~DBITHE
(IVIl. 6. (6) #ZLhw) DOEER)
(4) BEER~OBITH
BAEN-TE/a8
(5) ZotinB#~DBITHE
MR L
(6) MREAHEEE
A=F=7 0t MUSEFEA~ORARIT in vitro? R THI 95% TH Y, EILT VT I KD oM
BEEALEAL, VEERA~ORBARITIEE A ER LN P,

6. K

(1) REBLEIRUCKBER
A AN O 18 fEPE B s B 7'V A] 200, 400 O 600mg 2 1 H 1 [RIKERAO#ESG LcE
. EREHTH D N-it A F KD AUCo24 [EITREARD 15~23% T -7 19,

(2) RMICEIE5T 5B F% (CYPE) OHFiE. 5=
AFNTEIC D HEEE T F 7 v — 2 P450 (CYP3A4) CE&h b, —Ji. AAlL CYP3A4/5,
CYP2D6 } U CYP2C9 OB AIERITH 5 Z & in vitro R TR STV 5,
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(3) YEEENROERRUVUZETDOEIS
BRI L

(4) REVOEEDOFEERUEEL., FELE
BRI L

7. Bt

16.5.1 BEME5
HhE AR BERR A UC- A ~F =7 (200mg) ZHMFROBG Lz L &, 85 LIZBEHEED 80%

27 BUPICHEIE S0, 6T% 03T, 13% BN RFICER D bz, 2D 9 bARELKIZESGED 25%
(20%13 3. 5%ITIR) Th o729,

16.5.2 RS
H AN O 18 $EPE B s BE 12 72 LA 200, 400 & OF600mg % 1 B 1 [RIKEROKEE LT
Iz

& EDOEFREBIZB T 2 RE(ARD RS (Feb-4% 24 BFH]) 13 4.3~7.9% Th -7 19,

8. FSVARR—A—IZBHT S1EH
B R L

0. BIHIZLHRER
LR L

10. HEOURERT 28%
AR L

1. Z0Oith
L
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VI. £t (EAELOZXESF) CEYHEE

1.

3.

4.

5.

EENBLETNEH

1.5
= A

FHOBREZ, REFITHARETEIERERICEVT, NALRERECHILHNE - BRER
DEMDS & T, FWENBEY EHEHESAIERNCODVTOARET H &, T, ARMRKICK

b BEXBZORKICAMIERVEBREZTHICHAL. ABRE/THoBREZFAKBT S L.

. ERRBELENEHR

2EE (ROBHEICFBELEWLNIE)

2.1 KRB ORI LiBUE OB ERE O & 2 B

2.2 I AR L CW D AlgetE D & 5 otk [9.56 ]
23 uI X RNEHLGETOERE [10.1 2]

PRERIIHRICEET HEE L ETDER
(TvV. 2. ZREXIIRICEE T DR 22T 52 L,)

AERUVHEICEET I8 L FTOER
(TV. 4. HIEROHEICHEET ZEE] 228752 L,)

EREGEFRNIE L ZOER

SEELEXMIE
(FheEFIE)

8.1 EERKRITENHODLNDLZLNHDHDT, REZEWIICRET 272 EBE L2 +75124T5 2
&£, [11.1.6 /]

8.2 EHELIMEIERENH LbND ZENH LD T, HHHMhRTE HEHIT 1 » A, D VITEE DR
REIZIG U CHFRgRER A (B U Lbe > AST, ALT KOVALP %) #1752 &, [7.2, 9.3, 11.1.5 ]

8.3 Ber-Abl Fr v X —EHEAOEGIZL Y BEFR VA NVAOFEEIEN S b Z &2
BHDHDT, REEGIZINL > TIHR D A NV ARG O W2 ffegd U, AFIF 57286 0) 72 L& 417 9
Z &, [9.1.2, 11.1.7 ]

8.4 HHEMH NS LoD Z ENHHOT, EHIMICmERE (MEREEE, AmERYE%) 2179
b, MERMmRAIREGRGRTE B E%O 1 » AMIEEE, 2 » A BIIRE, £/, T0o#%i 2~3
B REATO 2 &, 2D OMEKBAITRE ORI bR L, @R ME 8N A s e~ T
AT HIE B B R e R MR BT B s O BE COME N E W, [7.3, 11.1.1 2]

8.5 Mt MEAEE N M., HALE HIM, B ATES MO ETEREN D bbb d Z LN DD T, EH
B MR 2 B g 5 72 EBE A +31247 5 2 &, [11.1.20 11.1.3 Z#]

8.6 YMENDHOLDLNDZ ENH DO T, EMIICEMREZ E L BEE+micdiTo 2 &, [11.1.7
2]

8.7 EEMRFEENHLONDLZ N DHOT, EMMICEMKIERE (G2 L7 5=, BUN %)
EEMTHZ L, [11.1.8 2]

8.8 EEMEIEMHNH L DLINDLZ ENHDHD T, MIFHEMEIRE R OEERERELIT O R, A
FOWREE S ICBET S Z L, [11.1.18 2]

8.9 WEW, IRK., BHRENH LN ZENHHDOT, EAMEE, HEEOEIS G A1 O K
PRETABRICIIERE SRS L,
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6.
(1

(2

(3

(4

(REEMERNAE. KIT (CD117) BIEHILERMERES. FIPIL1-PDGFR o (Bt D IFEEEKIE 2 F

ZH X L E T BBk B M)

8.10 MO FUEMEIEEAI L OO 5128 1) 2 2aMEIIME ST,

(KIT (CD117) BEtHILERMEESR)

8.1 EE O RAWLIREIE - i/ X 72 LIS I, MILEZRALERD bbb EBH DD T, EM
B MR A SE 2 F20E L. FIFER & LCo Fifn, ki, &, 85, RS osgs 1+
FATH Z &, [11.1.4 /]

(74 3TIL7 14 7EBEBESKEY >/ AR

8.12 AAK| L EmHEIUEEESEAOFHICELY hT7 A7 IS —F EFEBEE VY LV E U MEZ R~
TIBEOHFEFEERSL LMD EBHY, AN A2ORELH D LD, RS
BRI THEZNOH 2 PUEEEES & O T 2581388 E2 +01cdTo 2 &,

(FIP1L1-PDGFR a [t D17 ELBR 18 & fE IR 8 R (L IB 11T EABR 1 0 I 7R)

8.13 B Uik (MR E DB @O R AGRIK - HI/N IR S AMPFE~OZY IR D H

EHEE AT =7 A NEEME (FIP1L1-PDGFR o it &8 51 5P O 18 47 BBk ME 19 i & OVFR38 1

IR SEGRD | %) ARET AL,

REDERZHITHBAEICEHT IR
) AHHE - BIEESEOHLBE

9.1 AHHE - IEESDHLEE

911 DMERBXEZZTOMERENHIBE

JERDNEALT 2 BETNNRS D, £z, LDADHELZ AT 2 HEEERE ZIEFERRF TRV T, DFMEY
v/ ROESBERENER L ENARESL TN,

912BEFRVANAX Y TOBRENIIBEERESEE (HBs filREEE. 5D HBc HifAX (& HBs Hiu
REEtE)

RAND B BRAEL 1 3kGE L THASRERESIFR VA VA — I —DF=X ) T &{TH 70 L, BA!
2D A VA DFHEVEALDOBUEIER DR BUIEE T 5 Z &, Ber-Abl F 1 ¥ % F—EHEH O

BEICED BRFRUA NV AOFEM RS HbND Z b b, [8.3. 11.1.7 &[]

) BHMEEERSE
BEEN TV
) FreEEERA

9.3 HisEETEE
REFERENMER T L CW AT, AFIOENIEEN RS AR H 5, £7-. FFEENELT S
BENARH D, [7.2. 82, 11.1.5 &HE]

) AREREERT SE

9.4 4REREERT HE

PEBRPTRE 2R 2RISR L TR, eGP RO G T8 — BRI 2 L O R85 2 &, [95 &
]
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(5) bEWw

9.5 ITiE
BB SXIER L C WA RTREME D & D &I T G- L2 &, AMEICEB W TE N CTORESHE %
AT HROMHENRE SN TS, EBER LR 7 > ) Tl & N TOR &K 2 800mg/
TIZIZHY T 5 ((RRmAEHRE) 100mg/kg/ H Z 4T0E 6~15 BIZHEET 52 L1280, HREZE
RO QR AR EDOIR T DO PIHARIE A~ DREEN I b, TS/, BE & OEZEE K48
SENRH UBFEERARO b2 EnmEshTnd, [2.2, 9.4 ]

(6) RELiw

9.6 RELIF
BALR2WZ EZEE Ly,
»HD,

b b TA ~F =7 R OZ OIFEERGE I TICBATT 5 & OEiE

(7) INRZF

a7mE%

F o XU LIZBARRBRIT I L T, NEICERE LTt s | REBEAHRE S TS

Ny,

(8) EinE

9.8 BRE
WETHRETEETDHZ L, RICERE TIIABEREIMET LTW5, SMERGRER Tk, 8,
W D RIEMETZEIE OB L 1T 655 L L OIS CEHEE LV BV & OB RE SN TS,

. HE#%RA

10.48 E1EH
AENTENZEYFIRESETF F 7 v — L4 P450 (CYP3A4) TRETEN S, —F. AKX CYP3A4/5,
CYP2D6 KO CYP2C9 O#i SR ERITH D Z & in vitroi R T/REN TV D

) BERERE X DER

101 SFAEE (BFALAGNC &)

A4 RAIEAR - FEE A &R - faBRIA
nIZE R 7 ZE RoMfRENRE L |[AHO CYP3A4 BREMFEHICL D
(Yr 7 AZE ) ERF 282085, HV rIZE FORBAHEESND
(2.3 Z] LEZDND,

1) vIZE FOEFRISH
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BRAER - FEE Tk

P - fEbRIA T

L-7 AT ¥ —E8

AHIE OO K 0 IFREE O %
BRN LR LI DOREDRD D,

WIFII A TH D05, HIATREE
DEWERZAT 5,

TV R A
YRRV A TV
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AH O i PR EE S B 5 ATHE
R D, KFET Y — L RTE
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tA4A 3 v A NF Y VY
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o
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oo BFICARAZRE LY
B, 7= MM UERAL TV
W & AR H o AUC 1369 5
D1 Thole, V7Zyreiry
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AL, mHPREZIRT S5
REMEN S D,
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AR DMLY e ha v
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1.1 EXLEMER
11.1.1 EEEIH
PLMERIRA (1%A) . FERIRAD (35%Am) . 4F PEkIBD (25%A0) . /s & (&
30%AT) NHLONDZENH D, [1.3, 8.4 ]
11.1.2 i (M, METHMD) O3 b HEEARR)
(8.5 &[]
11.1.3 HIEEHM (1%A40%) . BEREREMMEILTEL (Gastric antral vascular ectasia : GAVE)
(BEERH)
T RIRE S B L JRARAE L & 2 WAL LTI, B S A7 T i om: i
AL LIOBETLI L, (8.5 BIH]
11.1.4 SHILEHFA. BEHEM (% 1%AK%H)
FRlZ, LB BRSO BE CIX, BEORIMRE - fi/h a2 &7 LIRS, WikEZ, B
RENROOLOLNDZENH D, Filn, thifn, &, W&, MEHEWE, RK. SO gHIER I
HET A EBEE 2T 2 &, BENRBOONTGAITIE, BEHICHEEH CT MAEF 2 L
THIMENL, BT AROFEOMR TS Z L, [8.11 &/]
11.1.5 FFBLBEREE (10%A0) . BE (1%Ad0) . AL (BEEARH)
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8.2, 9.3 &M
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11.1.16 M4RFE. FAREE (W7 4L b BHEARH)
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) FEBUEEE 3 E A A 2 & e

) TOHDEIEA
1.2 ZODEIER
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iR RN IRoOZ DRk, flde, |[Mamti, ARAIDE, ARFLLR,
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KT JRERME 5 XK T, MiSHEAKT, |#E APTT OERE, 747V
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10.

1.

12.
(1

(2

. BRRERBRICRITTRE

BE I LTV

BERE
BE STV

BALOIE

14 BRALDEE
14.1 FHIZZF8

PTP @ DHKANL PTP > — h bV L CIRAT 2 L 28+ 52 &, PTP v — hORAKIC
0. RS RIEREAIA L, IS E B 2 U CHEtRIAR S0 EE RS Hﬁ%ﬁ%fé
ZEWBBH D,

ZDDEE
) ERERERICE D ER

15.1 BREREAICE D < 14
15.1.1 S D6 OHE T, LARF 0 F U UMTEIREE Z T TV S R HBE 2B W T, ARG
H 2 AR IR RE IR THEDN S ST & ORENH 5,

) JEERPRAAERICE D B

15.2 JEEREREARRICE D fB# R

15.2.1 WEHKGICE LT, 7y MEHWZ 2 BREER DGR TIE, BAHE 800mg D) 2.5
& (REERHREAE) [T/HY% 35 1,200mg/m? H (200mg/kg/H) @ 14 ARG XD | SECIERD
STV, K75 FDOHETH S 3,600mg/m? H (600mg/kg/H) Tix, &5 7~10 BIZ—f%
RIEDHEAL KL OFE L A58 B AL, MR PR A 3\ AR IC RN BE ST
%=

15.2.2 7 v b &RV 2 BRI ER O &5 O 200mg/kg/ H UL EDRER A X & iz 2 BN
Bt O 5RO 30mg/kg/ HEL EORET, B« U > HiZED U SRR W TERE, U o
BRAAEE S L <1V »/RERASE R A A, v a2 vz 39 B sKE R O & 53R 0 15mg/kg/ A UL E
DOREC~Y TV TIREOBE(NTBDO LN EDREND 5,
ﬁl343%%Pt13Lﬁﬁ@ﬁﬂ&5ﬁ%@SMM&QHUL@ﬁT%%%ﬁ@ﬁTﬁﬁ%ﬂ\
7 v N EROWTCZIRRE R ORI A~ DB B3 2 BTk, ZZhdaT 70 AR OE 512X
60mg/kg/ B HEIZI VT, R E R, FE RARHE & K OEENRE RO T 23558 w%ht&@ﬁiﬂ
a3

15.2.4 7 v b EHWE 2 FEM O AVFEMERER T, BRI/ - REE (B, BEEL OYRIE) O
?uﬁid%®%E-L&d%@%@H@%@E%&U%%@%E@%"ﬁﬁmﬁﬁﬁﬁﬁiﬁﬁ-
Rtz AR O FLEERE - RO R R (60mg/kg/ H % 5) . @R RO AIEE (30 & 60mg/kg/ H
#5) ORBUBHE OWEINN A Bile & OWENH D, o, FEEEMHRZE L LT, DIEOERE D
JERDOFBIUEE DEEIMR I BT & ORENH 5,
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X. JEERERERERICBAT 5IEE
1. EBERR
(1) EHFEEHER
(VL. NI 2T H ) OHEHBM)
(2) REMFEEHR
Pl v/
(3) TOfDEEHR
R L

2. SHHEER

(1) BEEEE5SEEHAR
AR L

(2) REBSEERR
AR L

(3) EEHHERER
MR L

(4) BARMERER
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(5) £EREEHHR
AR L

(6) BrFrFlEERER
MR L

(7) ZohoEHESH
AR L
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X, BEMERICEYTSRE

1. RS
woH A4 ~<F =78 100mgl AET | S L [ )
B A~F =T AR Jo s

2. BMHE

AHEAR - 34
3. AERETOITE
EIRRTF
4. RO EDEER

RE I LTV

5. BERITEM
BERMEXLTA RN A
<FTvolLsy  H
ZOMOBEHERITEM A ((XIM.2. ZOMOBLEER) OIESMH)

6. FA—mH% - A#E
[F—hpisy « 77U~ 7 §E 100mg

7. EREEEAE
R

8. NERFERBFABRUVRRES. RMELRBFEAR. RFEMKREAR

ongd BGEIRTEAKGEBAEA H KB SAMIEEPGRAEA B | IRFERIAREEA B

[ ~F=TEE

100mg F % T 201542 H 16 B | 22700AMX00566000 | 201546 H 19 H | 201546 H 19 H

A ~F =T
200mgl H[E T |

n 22700AMX00567000 n n
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9. MREXIHREN. RERVABREEENFOFEABRUZOAR

BAEHAHE - 2021410 A 27 B
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KT 4 TTNT 4 TYAARGIERIE Y > W A e >
S
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E OT7 4 TN 7 4 TYRBERBEANEY - MAfE | OF 4 7747 ¢ T YRR Y 23 A
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S S
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ST 4 TTNT 4 T YAAKEMERIE Y 3k A e >
I

BIMEHH 202246 H 15 A
HRE TSR, FELE OHEOEBN

R

28 A& D)

'FIP1L1-PDGFR o [51E 0D A BRERIE S i (0B SN2 ML AP I BRI 3 i3 )

e

N :
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Ot #frE A i Jp Ot #tE A ifn

OKIT (CD117) Miitkid /& Mg iEE

OKIT (CD117) BHttiE{b/E Mg iES

PEAFERERME [ 15 >
WE, RAIEIA~F =7 & LT1IH1E100mgZ &

RIS OGS 5, ok, BEOREICIY | GEHHE

g %2, 1H1FE400mgE THETX 5,

XX O7 4 7T N7 4 TYEARGIERNE Y o W B il O7 4 TTFT N7 4 T YERGIERANE Y oV A i
58| OFIP1L1-PDGFR o [B1ED Falk B
I BRERIE S e RE . B PEAFRRERME (B 15
<2 A g > <M R A s >
P 18
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10. BEEER. BAERARERHARUVZTONE

LR

1. BEEHM
LR

12. BFEMEIRICRET 518
ARENL, HBEYICET2HIRIZED 50TV 70,

13. &EI—F
Wi, BTSN AEE | RS =2 — R HOT (9 #7) L7 MR
IR R H i = — YJ =—1F) el VAT AR
A ~F =7k
100mg! B E T | 4291011F1176 4291011F1176 124365901 622436501
A ~F =7k
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k54 GLEEVEC (imatinib mesylate) tablets, for oral use
FIE - Btk 400 mg per tablet

INDICATIONS AND USAGE

Gleevec is a kinase inhibitor indicated for the treatment of:

+ Newly diagnosed adult and pediatric patients with Philadelphia chromosome positive chronic myeloid leukemia
(Ph+ CML) in chronic phase. (1.1)

+ Patients with Philadelphia chromosome positive chronic myeloid leukemia (Ph+ CML) in blast crisis (BC),
accelerated phase (AP), or in chronic phase (CP) after failure of interferon-alpha therapy. (1.2)

+ Adult patients with relapsed or refractory Philadelphia chromosome positive acute lymphoblastic leukemia (Ph+
ALL). (1.3)

+ Pediatric patients with newly diagnosed Philadelphia chromosome positive acute lymphoblastic leukemia (Ph+
ALL) in combination with chemotherapy. (1.4)

+ Adult patients with myelodysplastic/myeloproliferative diseases (MDS/MPD) associated with plateletderived
growth factor receptor (PDGFR) gene re-arrangements. (1.5)

+ Adult patients with aggressive systemic mastocytosis (ASM) without the D816V c-Kit mutation or with c-Kit
mutational status unknown. (1.6)

+ Adult patients with hypereosinophilic syndrome (HES) and/or chronic eosinophilic leukemia (CEL) who have the
FIP1L1-PDGFRa fusion kinase (mutational analysis or fluorescence in situ hybridization [FISHI]
demonstration of CHIC2 allele deletion) and for patients with HES and/or CEL who are FIP1L1-PDGFRa
fusion kinase negative or unknown. (1.7)

- Adult patients with unresectable, recurrent and/or metastatic dermatofibrosarcoma protuberans (DFSP). (1.8)

- Patients with Kit (CD117) positive unresectable and/or metastatic malignant gastrointestinal stromal tumors
(GIST). (1.9)

+ Adjuvant treatment of adult patients following resection of Kit (CD117) positive GIST. (1.10)

DOSAGE AND ADMINISTRATION

+ Adults with Ph+ CML CP (2.2): 400 mg/day

+ Adults with Ph+ CML AP or BC (2.2): 600 mg/day

- Pediatrics with Ph+ CML CP (2.3): 340 mg/m /day

+ Adults with Ph+ ALL (2.4): 600 mg/day

- Pediatrics with Ph+ ALL (2.5): 340 mg/m /day

+ Adults with MDS/MPD (2.6): 400 mg/day

+ Adults with ASM (2.7): 100 mg/day or 400 mg/day

+ Adults with HES/CEL (2.8): 100 mg/day or 400 mg/day

- Adults with DFSP (2.9): 800 mg/day

- Adults with metastatic and/or unresectable GIST (2.10): 400 mg/day

- Adjuvant treatment of adults with GIST (2.11): 400 mg/day

- Patients with mild to moderate hepatic impairment (2.12): 400 mg/day

- Patients with severe hepatic impairment (2.12): 300 mg/day
All doses of Gleevec should be taken with a meal and a large glass of water. Doses of 400 mg or 600 mg should be
administered once daily, whereas a dose of 800 mg should be administered as 400 mg twice a day. Gleevec can be
dissolved in water or apple juice for patients having difficulty swallowing. Daily dosing of 800 mg and above
should be accomplished using the 400-mg tablet to reduce exposure to iron.
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Drug Name Category
F—ANZ YT DIHE imatinib D
(2021 4F 4 AER)

F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)

Category D :

Drugs which have caused, are suspected to have caused or may be expected to cause, an

increased incidence of human fetal malformations or irreversible damage. These drugs may

also have adverse pharmacological effects. Accompanying texts should be consulted for

further details.
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