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BAEERRPEES
874291
100mg 200mg
HEnE S | 22500AMX01678 | 22600AMX01042
BR5CRALA 20134121 20154E1 H

BIE, MyEERERY

B R SRR
FREAE : 34

1 7§:7§'E 100mg [k ]
AXF =7 iE 200mgr+sr]

Imatinib Tablets 100mg Yakuit

X)) R -EEORTEICLUERTE_L

Imatinib Tablets 200mg Mvakuit |

A

=09

FEIDEF. BREFHCHAMC TE ZERMEICEV T,
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A< F =7 Ay VERKE119. 5mg
({1 <F=7 & LT100mg&H)
vyaxu—2, AFT7) VYT
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o —F YA821 YA822 Y LY /li/AST, ALTIE B5- =R
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5.1 Gt (R AL ME TS & 0 18 Vg B I &

SENT-EBFHICHEHT 5,
(KIT(CD117) Bt E bt E R EES)

5.2 TREHIRL A1 & ) KIT (CD117) Bt 14 145 el N
EBW SN EEIMHER T 5. B, KIT(CDI117) BEEo
TR, T e kkBRE A IR HE I % 2B W T
EhET 52 &,

(714 5FTNV7 ¢ 74aEGERMY >/ AR

5.3 Qe (A I EETFBRAEICLY 74 T TNV T 1 THBIK

BptEEE ) SR & S S - BB Il %,
(FIP1L1-PDGFRal 14 D IFER TR IE L AE (R 3 X (L 121 17 BETX
14 B I 57)

5.4 Yt R WE @5 7 HiA 2 & ) FIPIL1-PDGFRal 1% T
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i

7.3 MR & P
I ERRA . MG AR b 7o Eld kR e 212
KH5EEHFETH Lo (8.4, 11.1.12]

B R IR Bl
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v

2.0k (E B ORI 0 5631 & 7
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1 AF PR, 500/mmP BA b J OV iR B
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(401 H #400mg/ H )
HES X 13 CEL( il &
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BATICML, A | P FrhERE<500/mm® |3. 10 Bk i 4 45238 Bt < 3 A 13 F 12
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8.1 HELMEIRITHENH HbNE I EHNHLDT, KEL TN
BES 5 72 BB 2 10217 ) 2 Lo [11.1.65H]
8.2 FIER AR EDH S5 b DT ENRHHDT, H5 AT
GBI B, 5 WIEEZE ORI U CIFEREM
H(EYIE S AST.ALT K FALPE) #1475 2 &, [7.2.9.3,

11.1.5%:H4]

8.3 Ber-Ablo- 0 v+ — FHER OF512 L ) BEIF4
AN ADFFEALD D H b T Ed D DT, KElHkS
V29537 > THFE 7 AV ARG DA 2 FERR L. AFIR 51
WY E AT 2 &, [9.1.2, 11.1.7%:H4]

8.4 HHEHIHIN D SbLNDZ EHDHLHDT, FEYRYIZ M
(MERFEE . FIMERGWE) 2479 & &o MR IS
BIAGTT & G0y A3 :E, 24 3 BidfRHE, F72.
ZFOBIE2~37 BT 2 Lo IS OMmERRA TSR
OIFINC S AAT L BT M B T R 12 e CRAT
HE A B R e SRR IE M B R O BB T o
DV, [7.3, 11.1.128]

8.5 I, MR T . A LE i, AR S B LR
FEDSH HbND Z LD HDOT, EYRIC MRS % Ei
THREBIEEY T 2 &, [11.1.2, 11.1.32H]

8.6 IRYLENDH SN D Z LD H DT, B MR %
FERL. BE2 512470 2 &, [11.1.72HK]

8.7 EELBEENSHLDLNLI LELNHLDT, EHIIZE
et (i 27 L 795 = v, BUNS) 2 EiT 52 &,
[11.1.8%M%]

8.8 JEG EEMEIEN D SN A Z EH LD T, ME TP ER
RUREE N OB A 1T ) 7 &, BEOREZ 528
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HE OB SE G E ) 2 BB AR IIEE S5
&,

(BMEEMamMA. KIT(CD17) B EILTEEREE.
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[2.35H] Hbo TV ENBEEZBND,
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11.1.1 BEEHH
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ZH]

BELRKEITFE MK, BK - £5% KM, MKE. OE
BHE. D oMM ORL - K1%ET, DF o RF—TF ¢
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WA, WM. JE. SRR b N2 a 12138
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15.2 FEERPREER (CE D < 155

5%LLE [ 1%~5%H:i 1% A 15.2.1 #mEHE5ICE LT, 7 v b & B 7c2:8 B RE R
55 FLBE. B, | Ao, SR (16 A, 8 B AL, PSRBT, BRI E800me D2 5 (KT
W5, 2N K. 1B AP, A AN
RIS i PN N i A B ISA14 51, 200mg/m? H (200me/kg/ F)
AR, WA - AL H4AMEGICE D ECERRD 5 TW v, #47.5
- AR e T d 53,600mg/m?/ H (600mg/kg/H)
%Eﬁg@ SR HATE, WY X, #H5T~10H IS~ RO EAL | UL A8
PEJF 8 5% i Ok | e, RUIR . FEFAH R S A A 12 B & 70 JHER 122
e A, B Biv, R 5\ TR 1
IR ik 5% %ﬁf}%ﬁ*’)w 1 TWENBIRE SN T2,
Y > 15.2.2 5 v b % v 72208 8 SRR 14 5B 0 200mg/ kg
i B A i & /B BLEORERU A R % Jiv 7238 M RASHE 1% 5 38
- TN I B030mg/kg/ H LW EOBET, Halik - 1) > /3% D
WER | BEES DIPRAFS i TN SINS = N PYAE U7t S MBRE:
E@fg[g;_g IR 1) 2 SERATE A S AL, L & HIV 723938 R SR
— iﬁﬂﬁfm T e L5 3B 0 15mg/kg/ H UL LOBET~ T 1) 7 G
TN D Z 5 1 | L, ORI (1520 L R
" B MLYe, R | IR, HHEENE, @M“ﬁw@%ﬁtt?ﬁfﬁéé?A
< %%L ZHL IR ;égggﬁmfmg 15.2.3 1 X & 7= 133 I SRR I35 55088 D 30mg/kg/
i HUEOBETHTEROKTAALN, 7 i
s BN Wi | . DO - s | CE AR PO e R T R 2 B - B4 2 SR ER
ﬁ‘lj . ﬁﬁ @:bﬁib\ ’ﬁj‘jﬁ; jé\ :}—Qqujﬂ_t:ﬁé v t% DEE&U*}J/BHE%HE:\@}?/E LE@?’"Z)F&W%“C
A W, B R X, REHTOH B o512 X Y 60meg/ke/ H BB
MR, $hpE T \ESE, W, HERTER, RS BRI R OSEERS TR O
WG . W U, | b 0|1, BEge. (LU AE A, K B . <
TR AR . L, L B2, B O H THRD SN L ORED Do .
ppse 1R A M | 77 4 B g 5 g5, SRR, 15.2.4 5 M Z V7220 O AR MERER T, BB B AE
) SR, %\ L, PR TR /WA - TR B (B, B I OYVRAE) LI - /NBs D
g lwey Bl - RO - B O B R OO BUE
. |LDH, ASTL ffbj) Ve LDHET JEE - 15 S OFLBE /P L - BRI o FLEE -
FriR | ALT. ALPL) 2 B - IR R H A (60me/kg/ L) . WHIROT
W, ok A SR (30 % 1N60mg/kg/ H$£5-) D FEHBARE D3 A3 A
. | ) STk DR DD F72, FMEBIRE L LT,
FAT At LB IR B OEER D SEBPRRE O RIAT 5 & 72 &
1fi DWED D %o
D2 S ZAEILE AN e 2
lukica gﬁwﬁ - 16. EMENE
A 16.1 MPiRE
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s - ST N 16.1.1 RERS
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BUN.EFF i PRifFIL, PRE&E B, BUR, R A A e AR (IR 121 H 1R 28 H i A
b - By A B L b & BTH I R
s bR Ty —4 L B [EAMESS z v X SALTE R ANER (202
FAPPIE (25 | BT L. Cmax® OAUCo2(3 W5 D1.1~2. 7Hx
- ggggﬁﬁ B Loz, #51HHRU28H B GEERE) O
%ﬁg@lf FHUC 84T b Cmax e CAUC sl 12
Eai BIL. RNBIEIEAIE TS - 72V,
LI - - éggﬂ%‘H§§EQJWM? A A B T 057 5% (IR 11 L S BE L 5 L 72 & 3 )
L& 7 ) 7 A |ML§ 5 ) 7 4|7 1471 /—4 > |ACTH F 5. TSH il At
T, Y | RS S [H A, CRP S| E&, iy - 5 B5A Cmax AUCo- T
i AN R AR NUAVPA i SN =l = DAY = 1 A R (ug/mL) | (ug - h/mL) (h)
[T 17:)1«7'\5 RS JI[LE?)D}ZEZ ;‘iﬁ%ﬁmmﬂﬁ e ?;JD l;\i;‘/ 200mg 1HH 0.735+0.149 | 7.78+1.53 10.5+0.4
e DR R T LS > 1 B O 5 i (361) 2BHH | 1.12%0.16 | 16.7%0.6 | 17.0%2.1
e (=4
S SULK | & T, il APTTORES, 74 < < <
T ML 73— B Lk |7 ) — s B 4oonllg 1HH 1.41+0.41 19.4+7.1 12.4+1.9
A CKLE FDPF 5. fit~ 7 (361) 28HH 2.14+0.67 | 33.2%14.9 | 18.0%4.9
27 AME 600mg 1HH 2.05+0.65 31.1+11.1 14.3+3.1
AR %’éﬁﬁ%%"% %(Fﬁﬁzﬁi’} fgﬂ}ﬁ Jjal, EIE, (6p1)* 28HH 3.94+2.52 66.1+40.8 18.2+3.4
Zot PRI Uk, S T X 1 EMIRRE T — 5 (%50 T4l = Pt 22)
Wasi, i (2) Jh BN B B M99 285 12 7 7 V25

) BB S R B

14, #EAEDZE

=z
B
=

14.1 EFZMFEFOXE
PTPARED#EANIPTPY — P2 S L CHRET %
X842 L, PTPY — FPORMKIZL Y, TS
DS EERBEATA L, HIZI3ELE B2 L CHERR
RGO EELRAIEEZHET L DD 5D,

. ZTOMOEE
15.1 ERERERICE D 158
15.1.1 NS5 OMET, LRFOF S U HiTEEE 2T
TV 5 IR EF I B W T, AFFS- I HIR
IREEREAL T D D S b7z & DS 5,

15

~1,000mg#&1H1M % 2\ IZ1H2[NZ 50 TR
RO G L&, M A ~F = 7
STHHIZIXEEREIGEL, WRES K OES
RETOAUCITWI NS EIZWLAI L. KK
BB IIHIETH - 720

200, 4007% U8600mg® 1 H 1[a A #2045 512 B
W, SEWENRE/ ST A — & fEIE H AR AT O R
& FEETdH o 72 (18 M F R s (k3 2 KGR
A EIXEME T1IH600me. BT &M
HWC1H800mMg T %)%,

(3)# 7 VHEI400mg % H A& N DY BEAFE X1 ¥
BMEOKIT (CD117) B4 AL 2 1 8 HE 55 (85
WZ1H 129 H M B AER %S L 72 (i3 514
2HB K U3HBIEZREE) . Cmax L IFAUCo-24



E AP G A2 X RE 5% T0.7~2.6f5 T
%O f:3‘4>0
H AR A O WAL VB ES B (2T H LIl SR P G- L7z & & o e shig N
I X —% (MAE5-%2H H % 03H HIZ/k3E, Day2913841)
e b e - Cmax Tmax AUCo-2 Tz
PR | BIH ) gD | ) (ugwmD)| @)
400mg | 1HH [2.51+1.00]3.23+1.91| 34.7+13.6 | 15.5+1.9
Of) | 29HH* |2.86+0.87(3.24*2.05| 47.6+17.0 | 20.0%4.9
¥ :n=8 [P35 1E = R R ]
16.1.2 EHFHRFEM
(A ~F=T&100mgl[¥ 7V |
[ 1 [ 2 S 50 o0 AL 5 22 B8 00 Ay = 1) [) S P
BEAA K94 2] CP244E2H29H AR
022955105 ) 12 FD &, FLFHANOA ~F =7
$100mgl v 7 v b 1& ., [HALEBEI O 4 ~F =
7$£100mgl v 7 )V b JFV D FNFEN1EE (L < F
=72 L TI00mg) &, 7 AL —/N—=3E|2LD
TR B A Y - 12 Z2 JE e L RlRE LT 5 5 L C I
REAUREE 2 ME L7z Fo N3 EhRe s
F A—% (AUC, Cmax) 22\ CHEHHIT 21T >
7ofE R, RO AW I R SR DTRERE S 72,
ED IR A O A <F = 74§100mgl Y 7 )V b 7))

Ny 7 §E100mge . b b EARE LAY E S
BRI L) MRS TV S,

(ng nL)
600
- ~¥F=7%100mg ¥ 7 )V by
o0 100mg (n=19)
i 400 H mean*S. D.
4

0 6 12 24 48 72 ()

FREH]
HIEINT A —F BEINTG A—F
AUCt Cmax tmax t12
(ng - hr/mL) | (ng/mL) (hr) (hr)
4 < F = 7$100mg 5873.68 496.77 1.92 12.85
212N +1410.49 +131.85 +(.61 +1.50

(mean*S.D.)
TAE i REE I DN AUC, CmaxE /85 A — & (&, #ERE o #IR, Ko
PRIUAEL - BRI O RERSM I L > TRA D WHREMDLD 5o
(2) 1 ¥ F =7 §e200mg[ ¥ 7 JV | |
[ 11 B2 S 5] 00 AL 5 22 B3 00 A ) < 1 [ 55 1k ok
BrAr A4 ¥4 ] CE24F2H29H 3EARET
022955105 ) 12 FD &, FALFBAN O ~F =7
$:200mgl ¥ 7 v b &L B EA O A ~F =
7$£200mgl ¥ 7 WV b O FNFENLEE (L < F
=7 LTC200mg) &, 7 HAF—/N—EIZLD
TR RRE R A3 - 12 Z2 HE e L RlRE LT 52 5 L C I
REAUREE 2 ME L7z Fo N3 EhRe s
J A—% (AUC. Cmax) 22\ CHEEMHIT 21T >
7ofE R, TR O AW FH R SR DTRERE S 1720,
11:2) IHAL S 3H O A < F = 7§200mgl ¥ 7 )V k| @ [HL 7
WHIDA ~F = 7E100mgl ¥ 7 )V ] & EHEEEIC &
D SRR S N T WD,

(ng/mL)

1400 -

1200 - —— A ¥ F =7 HE200mg ¥ 7V b
200mg (n=43)

1000 mean=S.D.

800 r

BREEEE

600

400

200

K1

HENNT A% BEINTG A=
AUCt Cmax tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)
4 < F = 7$E200mg 13448.55 1046.74 2.36 13.17
[Y 27k +4207.45 +324.71 +(.88 +1.50
(mean*S.D.)

IMLAE H I EEIE NI AUC, Cmax® /8T A — & 13, HERE ORI, KiKo
PRI - BRSO R C X > TRAZ 2 TRIEDSH 2,

16.2 RN
16.2.1 AR5
71 7 IVH400mg % HEHE R A BRI S- Lz &
X OEWFIIFIHZEIL, 98.3% T o727,
16.2.2 REHS
AVE N O B 9% 1 2400mg & 1 H 118K
BREOFHRG L. EWIREBICBW TSR A & FE
AR L7236, ZEMERER A & b L CCmax L Y
AUCo24X 984 L7255, FNFN15% K 7% DT
THY . BERICHBEIZZ S v EZZ 5N,
16.3 9%
A <2F 27D MMIUEEANDEERZn vitroi\ik
THBUBTH Y . TICT VT I v ko -BEEREE
EREE L. VREANOHKAIZIZEAEALN D5
tlo‘ll)o
16.4 X3
H AR N O848 0 % B 12 7 7 2 L #1200, 400
T O%600mg# 1 H 1Al SAERE I3 G- Lz & &, FACH
WTd HN-ii A T WAEDAUCo-2ufili 13 RZEA LA D15~
23%TdH o 72V,
16.5 HEitit
16.5.1 BEES
AFE R R A HC-IE R A ~ = 7 (200mg) & H
PG L7z e & #5 L2gtaeo80% 237 H
DIPIICHEM S A1, 67%H . 13%DNRHICERD &5
Nize S0 bHREKIZHS- = D25% (20%I 3 FE .
5%I3IR) Tdh - 7212,
16.5.2 RE#HE
H AR A 18 Bl i R 12 7 R V#1200,
400 % °600mg % 1 H 1| AR I 5- L7z & 0%
HOIRFEIZ BT B RZEALIE D R P HEME R (3 5- 1224 1
f1)134.3~7.9%Td - 72,

17. ERERFUAE )
171 BHERCRELMICEIT 575
(74 5FNW7 « PHEHFEERM Y >/ MAIR)
17.1.1 ERICH T 2 HERAEIC & DERARETS

T4 TTNT 4T GEARBIEZE Y > i

B N5 AR RICES N A v F =7 AV VERE

FE A AN O BTV BT B I e

fARERE21396.29% (77/80) T LAERET-HIME A N> b A

F21360.0£6.1%. VAEREFMIAFER1276.1£5.5%

T o720 AIFNIER G MR 2 61T L

72,

DO L ¥ & > (%608% L OFEFIZ 0§ 2 i F1H)
ERE A T 7 a5k A7 7 2 F1,200mg/m? (*800mg/
m?) % dayLIZ3IE ] 22 1 C BIEEHET 2. ¥ 7/ Ve »
60mg/m?*(*30mg/m?) % dayl. 2. 3\ 1HE[E 221 T B
i+ 5, ¥z 2F »(VCR)1.3mg/m* (% K2mg)
%dayl, 8. 15, 2212#E ¥ %, 7L F=vu »(PSL)
60mg/m*% dayl#* 5day2l (*day7) ¥ TR 53 5. 1
< F = 7600mg% day87* Hday63 F THREIIH% L9 5, day29
IZAMMLFH— FMMTX)156mg., ¥ % 7 ¥ ¥ (Ara-C)
40mg. F¥H A ¥ V' (DEX)dmg% #6iEd %,
Hb [ & 15 0 C1 - MTX1g/m? D 24 [ #5756 i 1 % dayl
WZFEMT 5o Ara-C2g/m’(¥lg/m?) % 120 [ = & (241a],
day2. 3IZ#HET 5. AF VT L F=v' 1 »50mgx 1 H2MH,
dayl. 2. 3IZi##H9 %o dayliCMTX15mg, Ara-C40mg.
DEXdmg#% £ 3 5, C2: 4 ¥ F = 7600mg % dayl 2*
5day28 ¥ T L #% 5 3 %, daylIZMTX15mg. Ara—
C40mg.DEX4mg#x #fijEd %, (Cl/C2%1H 4 7 L& L4
FA 7 IVHEY R )
MR 1 ) A ~F = 7600mg % dayl 2 & day28 £ THE
%459 %, 2)VCR1.3mg/m’* (F K2mg) % day Ll FiET %0
3)PSL60mg/m*% dayl7» Hday5 F TR G35, 1).2).
DxILy b L CEBIERFE BT 5.



1E2) I i 22 A9 58 42 % Complete hematologic response(CHR) : %)
%@Hﬁtﬁﬂﬁ%ﬂbﬁb’o
I ER=1.5x10%/L, IM/ME=100x 10%/L. IfiH O3FEER0, &
BR OIEER<5%. BEYVHTR R L
18. FEhEEIE

18.1 fEA#F

1811 AxF=7FF0y ¥ F—BFEUHAERTHY . in
vitroiERIZ B\ T, Ber-Abl, v-Abl, c-AblF 1T ¥~
FF—EEMEEZHEEST S, HIS, /M SRR ER T
(PDGF) %%k L OSCF 45K T 2 KITOF 1 > »
FF—LBiEHEHE L. PDGFRSCFR/§ 5 HlIE A
VT FOARE R HES 21 N-Ji A TV &
in vitroREEIZ BT, c-Abl. PDGFZ %K K OKIT
FuT xS —EiEtEE, KRR L IZIZRAEEICHE
4B,

18.1.2 A ¥ F = 7IISCFHl#IZ X 2KITFa sy v FF—ED
WPEAL K ONGIST 3 H MG 12 B8\ CITHE S L /-KIT
FOyrEFF—PiEEFNENRHEL 289,

18.2 ber-abl Bz FHMMIE X (ZGISTHIICX § 5. HHEHD

HMER X T IIES/ER

18.2.1 4 ¥ F =71%. ber-abliifz -3 AN & Ober-ablig
LT EBDH S N5 B HME IR (CML) U &A%
1) 23 I (ALL) Fo SRl oo a5 2 3 L 72 &
72\ in vitro VBRI B\ Ther-ablig {5 7 B Pl i 12 oxk
L7 AR M= ZFEER AR L, CMLEOTALLEZ O
KR NE Y > T v x vz an = — KRBT
&, ber-ablifn 38l a0 = — O & ERAYIZPHE
L 7-14.15.2020)

18.2.2 4 ~F =71, ber-abli#tfz b HHNe % A0 L 72198
< ANIBWTC, OB S L 72,

18.2.3 A ¥ F =7k, KITF 1O v FF—E207 5 Hliaty
SE A B L, T AL R E S (GIST) B R A o
JatEm 2 WMl L7z F/2. A ~F =712 X 0 g
T (SCE)MKAEMETT T R b — ¥ ZEHIZHE S U, GIST
MBI B B 7R b= Al ssn L 721819,

19. B2 (CEAY 2 EERIAER
— I ZFR A < F =7 X Y OVERYE (Imatinib Mesilate)
(JAN)
1b:4  4-(4-Methylpiperazin-1-ylmethyl)
-N-[4-methyl-3- (4-pyridin-3-
ylpyrimidin-2-ylamino) phenyl]benzamide

monomethanesulfonate
LR
/\CL”/ \C( - HyC-SOsH
CHX\I e
4T3 0 CoHaN7O - CH403S
4 0 589.71

R AR AO~REO L) TWRBEOHETH L.
RFIKICHBD THEITR T, T AFIVANEF
TRIZHETR T, A ) = LR REITRT L,
IH =)V (99.5)IZEEITIZ v,

Bl : 224~226T

22. ai
A=F=T8100mg[ ¥ 7L ~])
205 [108E (PTP) X 2]
120%E (108 (PTP) x 12]

23. FEX@E
1) BARANIBULEYTRERE (7)) Xy 7 71 )L 20014
11H21 AR, HREEEMEZEAS)
2) ALEINIZBT BEEYBIRENRL (7)) Ny 7 7 7R 1 20014F
11HA21 HAGE, B ERMEEA3)
3) HARANMHLER EIEEEE 2B 2B EEERE (7)) Xy
797V 20034E7TH17THARRE, HEEEHEAL. (1))

4) EPII BT B UIBEARRE - IR MEGISTEE 13 4 &5 T AHER
REER (7)) Xy 7 H 7 H)b 0 20034E7 A 17H AR, WY
FEEZE 1. (2)1)

5) FLPER  AEYEEB RS ERER (<~ F = 7 $E100mgl ¥ 7 )V

k)
6) AR AR RSE RS (A~ F = 7 5E200mgl Y 7 v
k)

7) EWEEAIHER () Ny 2 7R )b L 20014E11 H 21 H K
AL HETERMEEAS. (1)1))

8 kM 7‘%%5%@)3%(7‘"} Ny 79 7R L 20014E11 H 21
HARRR, FaAHwEE)

9) HEHEOBE(F )Ny 7T 20014E11H 21 HARE, H
a%%‘ﬂﬁ%%fﬂ 12)

10) IMEEEAE L OE (EHRBER) (FIXRy 2 h7TH) .
2001@11)%21 HARE, WFEEE~2. (2)4))

11) MEEFE L Ofa (7 I~y 79 7 k)b 2001411 H21H
iR, HEEERHEEIAN2.(2)4))

12) AHEIANIZ BT 2 RE O BRI (7)) Ry 7 5 T
Vo 20014E11 A 21 HAKRE, HFSERHREEA~S. (5))
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Vo 20014E11 A21 HAKRE., 35 e R EE AR 2)
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T ATEIIR T HEH (7)) Xy 7 51 72 )V - 20014E11H

21HARGE, WREE RS R2)
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