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ZAZAL 7|12 22U 27 . 07HH0|QUCH 45mge] HZ A2 22F0f| Cist S84 Z10t O2{ol| A MY
Ct.

S0 AU, 942 45mgo| A2} BT, 942 30mg2| A2} &, |l
o
=

S0 LACE 45mgQ| A|ZH EFFS FO 2 2HA=0] st | 0| A2t2l Q1+

H 10: OPTIC 170X QIS5 U U S4

oo|224A|0
H|o| A2l B2t E4d 45mg — 15mg
(N = 94)
Lto]
Zoizt (1) (2)) 46 (19 - 81)
MY n (%)
LA 150 (53%)
O1Z n (%)
s 73 (78%)
OLALOLQ! 16 (17%)
J|EH/2242(] o2 4.(4%)
50l TL opma|7tA| 0|29l 1 (1%)
ECOG 23 AlEH, n (%)
ECOGOEE=1 ‘93 (99%)
17 w2y
2ACHO 2EE| 22 So{7IR(2] 7|7F 2 (1F) (H2]) 5.5 (1-21)
M3 7|LEA| {RAO] T3 A{3H n (%) 92 (98%)
BiLf S 1 O]9l BCR-ABL 7|LHH 91 SRHOII 4,0 |1 (449
M3 7|LEA| {AO] & n (%)
1 1 (1%)
2 43 (46%)
>3 50 (53%)
HIO|A 2RI T315] =EHEHO| 25 (27%)
Sot 25




DHOF 29 (31%)
Y 5 (5%)
D= AHSESES 3 (3%)
Sleld HAHO| MAHH 3 (3%)

B 110|M Q9FtCt

wa2d Eille

mjo

H 11: OPTIC HFO|A 45mgQ] A|ZF 220 2 0] oF

&0

BE2 CP-CML &t3te| R

OIO|2FA|
45mg — 15mg

(N =93)?

12702 Aol el Sxrar ke ©

_ IS
HA| <1% BCR-ABL1 ™ H|&

% (n/N) 44% (41/93)
© (34%. 55%)
(95% C1)
T3151 =HHO| 7t /U= 2R}
% (n/N) 44% (11/25)
(95% Cl) (24%  65%)
T3151 =HHO|7} Ql= 2tAt
% (n/N) (d)
44% (29/66)
(95% Cl) (32%. 57%)

1208 = MEZRHSHEY Btg

Ze (MCYR) © ()
% (n/N) 48% (44/91)
(95% Cl) (38%, 59%)
T3151 SHHO|7t U= SHAt
% (n/N) 52% (13/25)
(95% Cl) (31%, 72%)
T3151 =HHO|7} Q= 2HAt
% (n/N) (9)
46% (30/65)
(95% CI) (34%. 59%)
@ 1T 242 (N=93)2 b2a2/b3a2 BCR ABLT SHAIE 712l BRI Ho|siiC)

24 HMBFS ZHAHQRT PCR)Z AAISH

Olstel Ao 2 Holx|of ULt (F, <0.1% BCR-ABLlS;

95% Cl= 0|t 4% (Clopper-Pearson) g

A2} HItHL= 1270 AEHML| <1% BCR- ABL1

2 M, International Scale(IS)2

> 20| 9iCt B2 EO
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1270719 & (BE 7hse Ph+ MIE §l3)

—

A

s S 282 H|0| A2l SARO| 717} O| RO | 7| 2o =EHO| =40 2
ES

(metaphase) = 1%0|M 35%2| Ph+ M&E Z2{) MER St

oF BHSOIM A2l | UCt.
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m.mﬁ =< o3 0/0 (@] - o — < mmﬁ = X O__.: w =
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11 S40= QI5) M8 7|LIA| XA E0IE S5}
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9tS = APCML, BP-CML &= Ph+ ALL

2He|of| =

2{StZ
==
prl

ALl A 2t M| Z7

t

—

=l
S0l gle JEHOIA, 22

ELHEE CP-CML



SI2LS0)|A| O] 2 45mg2| A|ZF 822 1Y 13| A2 FOI5tRACt.

M

LHAIHOM 449FH0| BHAE SEFIU2H, 10 F 444F0| REH A0 HFSHAUCH CP-CML 22t 267
Y (R/I 2= E:N=203, T315I: N=64), AP-CML 22} 83FH, BP-CML &2} 62& & Ph+ ALL A} 329,
A

2} 5H2 T3151 =HHO| eV} 2RI R 0t REE &40 HEotA| & IS &A= O]of &

=2 - =

:EN'
(@]

YA 2= Al0f] YA (ZE Z2E)O A A 7|2 SYE2 40.571E (&9 0170 - 79.570E)
O| AT F0f 2| £ 7[7t0| S22 CP-CML SHA10IA 3570, AP-CMLERAIO M 21,170, BP-CML S}
Ol M 3.270 2 2|11 Ph+ ALL 2210l A 2,970 O| AT}, B|O| A2l QIFEA S E4E2 H-120(A 7|=¢t

Ct.

H-12: PACE 0| AMQ| QILEA G O st EN

H| O] A2l 2hAtE Y Ny

S2HEY N=444
Lto]

Zorgt (1), (#9)) 59 (18 - 94)
MY 0 (%)

LA 1236 (53%)
O1Z n (%)

BHO| 349 (79%)
OfALOLQ! 57 (13%)
50l L opma|7tA| 029! 25 (6%)
J\EH/224 22 oS 13 (3%)
ECOG &=l AEH, n (%)

ECOG=0E=1 ‘409 (92%)
17 w2y

2ACo 2| 32 So{7tR(o] 7|7H 2 (F), (H2]) 6.1 (0.3 - 29)
M3 7| LA {AAO] T3 A{BH n (%) 374 (88%)

S{Lt G 1 0[44] BCR-ABL 7|LHA| 2 SQIH0[o| 224 01" n |24 (55%)
(%)

M3t 7| LA 2{RIAol 2, n (%)
1 29 (7%)
166 (37 %)
249 (56%)

VN
w




H[O|A2tRl T315] SHEHO| 128 (29%)
=4t st

k=l 159 (35%)

Chi o 57 (13%)

IZ2AEHEEZ 100 (22%)

S1el Agkol WA 67 (15%)

ol

" B[0]A2}RI0) ] BtLt FES 11 0]4k2| BCR-ABL 7|LiA| S20 SXHO|7t 22T BRSOIM 3774 S

i

g =07 LA ALY,

wad 2= B-13 € B-142 20,

H-13: PACE A70M AEH = LY S E0|= CP-CML BAt0| M2 K54

43| =5E

(N=267) R/ ZEE (N=203) |T315| 25E(N=64)
MES MBI e
=2 2 (MCyR) 55% (49%. 62%) |51% (44%, 58%) |70% (58%, 81%)
(95% Cl)
Q]
@F;d%()CCCG/R) 46% (40%. 52%) |40% (33%. 47%) |66% (53%. 77%)

F2 A BtE |40% (35%, 47%) |35% (28%,42%) |58% (45%, 70%)

® CP-CML 2B E0] tffst Y3t REN BIHHAE 12742712/ 2 (A& 7HsSHPh+ ME 912) U 8

=
2 (2|4 20 metaphases 2 1%0|M 35%2| Ph+ AM|ZE Z2H) MEL XA 8t20| Z5HEl MCyRO|

n}

® CP-CML BB =0 T3 23 SEM BolHAL L2 HOHOIM ZHE MMR(SOHAIZ 0% 24 13)
MMR 7|20 S5t 812f0] BI)0|ICh MMRE L2 HHS HZ HMA STEA AMUIS2A}

=
(gRT PCR)Z AAIMS M, International Scale(IS)2 BCR-ABL / ABL & H|€0]| 0.1% 0|52l Hde=z A
Ol=|0f UACHZF, <0.1% BCR- ABL ,§J =2 BtEA| b2a2/b3a2 (p210) RAALE 71|11 LO{0F &),
MCyR = MMRO|| =26 CP-CML SHR10j| A, BEST7ER| 9| 7|2 SYUE2 2828 370 (Hel: 1.8 - 12.37

) 2 6/ (ERl: 2 - 60.2702)0|UCt. 2[4 607HE S| A ZALO|A, MCYR (&2l 1€ - 70.170E) &
MMR(EI: 12 - 67.870E) A& 7|22 S0l OF4 = oA U

H-14: PACE AF0|M XY £= FUHHES E0|= 21ad SR Me| &2 (R/I 2 T3151 ZSE L8

AP-CML 4| BP-CML A
(N=83) (N=62)

Ph+ ALL A& (N=32)




i

otz vt

/.

I
0|0

—7r—8a (MaHR) |57% (45%, 68%) |31% (20%, 44%) |41% (24%, 59%)
(95% ClI)

b
2t (CHR) 51% (39%, 62%) |21% (12%, 33%) |34% (19%, 53%)
(95% Cl)

% AP- CML, BP-CML 2 Ph+ALLOIM Y2t RN HIIR s b oSy B30t BiSdE o] S {7t ¢f

= JEiI=Z Yolst 67H&E 7 A|2] MaHRO[ ALY,

b 3 _ 3 _
CHR: WBC < ULN, ANC >1000/mm~, ¥@AT >100,000/mm™~, L= SOHO|| B M| E= HILA|
XS, 25 BMHIE <5%, <5% L=z JMO| S0t TS24 ¢ U2 WO SHI|M M <5%,

2| 20 g (UB|t] = 28| ZH|t= LEetA| F).

o

AP-CML, BP-CML 2! Ph+ ALL 2210 A MaHR7tZ|Q| 7|2t 29242 212 0.870Y (21 0.4 - 6.371Y),
1.07H8 (‘821 0.4 - 470) L 0.77H (H2: 0.4 - 67HY)0IACE. AP-CML, BP-CML 2 Ph+ ALL EHAt0f|
M MaHR2| 2|4 7|2F 272 22 14702 (HQ: 1.3 - 74.371Y), 6.5702 (H2:1.9-64.7712) &
3570 (H2l: 1.9 - 13.77H<)0|Act.

CP-CML 2ztof| M| B2 &

A2 LA™ (PACE)OIAM EHEQ| O Ao kT HE0| A EIUCE ST Ated| 2ol 2|5l
HE LUAA7|7] 250 O A7} gle 2 CP-CML 2HAt0f|A| ofj8| 2 Q1 Eokg2F Zi2ko] O] A4FA|E o

M F7HHe= | £t

2|2 4870 A AL L OBl FAE S 24 oF 21H 0|=, 110H| CP-CML 27t 2|2 & A|& F0|
AL 2ZE A& S A S UEE (82/110; 75%)0l| M OrR| 2 £FE 2 15mgO|AX| 2, 2H2t2| 24
0

/110 (22%)= 30mg, 4/110 (4%)= 45mgO| ALt

0| A|24 UMAIE(PACE)O|A, CP-CML 2t2F 86HO| 45mgE2Z0|A MCyRE LIEIRH 2D, CP-CML 2HA}

t
45Y0| 30mgL 2 FAEY 4T S (LHFZ Ol SAI2 Qs ) MCyRE LtEHRCL.

2z e gy 2 E2SU MY Ate] L Al7ER|9] 712t Y2 242 3518, 611¢, 605€ O
ALt =E22M 2Y5IUS M, 2(= S HAMY AlQ] @EE2 FHZALS 2|2 2EH0M 7HY =2,
LY EYS ZTLO et Za5HAUCH (OfB]AQl EFAUT Hof| TF). 8 0/219] AR EE S T AY
9| 2lafl-goil Fek= 0l 4= ACE



PACE)OIl A ] HO|E0f| 2|5t FAEFS HEME ZE CP-CML A0 BHS(F2
MEFHsty BS(MCYR) E= 2 2Aftd EE(MMR)) 0| #A| | AT H-15= 45mgOfA] MCyRY}
MMRE LEHH 2t210)| Cist 2tz & 20710 QUCE 30mgoilAf MCyR 2 MMRE LtEHH 2H2}0)| st 2t2

TS YIME Chrof A1S0| oA &l 7tset 247(2tS 0 S (MCYyRE MMR)E #AISHAL. €

o =
S22 ME wAd-2alld B0 271510] FHETS USR] U

H-15: 45mg EZ0M MCyR = MMRE UEHH CP-CML 2R2t0j 9] BtE 7X|(2017d 2& 6¥ G[0]

45mgOll A MCyR =5 (N=86) |45mgOollAf MMR =% (N=63)
2t = MCyR R 2| SR} o~ MMR 22|
22k 2t24512] gt 2 19 13 (68%) 18 11.(61%)
30mgo 20t 2425t AL 15 13 (87%) 5 3 (60%)
30mgo2 Zsto] 34 O|A Eof |12 10 (83%) 3 2 (67%)
30mg2 @ ZE¥510] 670 014 £0f |11 9 (82%) 3 2 (67%)
2F5 2
30mgo2 ZS0l 1270 014 & g 7 (88%) 3 2 (67%)
25 2l O|AL E
aOngE agstol 1871 Ol & | 6 (86%) 2 2 (100%)
=13 oM E
aOmggi LS 24712 0|4 6 6 (100%) 2 2 (100%)
JFE = 2| I-
aOmggi 250 36712 0] 1 1 (100%) - -
15mgo2 Zt2kst 2 52 51 (98%) 40 36 (90%)
15mg2o@ Zt2F5t0] 3712l 0|4k £0f |49 49 (100%) 39 36 (92%)
15mgo2 242¥510] 6712 0|4 +$oq 47 47 (100%) 37 35 (95%)
2t2F5 21 0
&SmgOE aYStod 12712 Ol & |44 44 (100%) 34 33 (97%)
F2bs 2l o|AF E
&Smggi 4Esto] 1871E Ol & 38 38 (100%) 29 29 (100%)
2tk 21 o|AF E
&Smgoi o101 2474 Ol & |55 32 (100%) 23 23 (100%)
FS 2l O|AL E
&Smgoi dEslol 36748 0l & | g 8 (100%) 4 4 (100%)
O ofo| BHHEHA 2422 A14 YA (FA4BY S AIF, CML Y Ph+ALL 82} 659 Ci4Y, 3 2!
AZ)0| M= BIHe| AT 43F2| CP-CMLEIAL Z 31BO[A M MCyRO| LHEHE2 T, A ZAL 7|20 S

242 55571 (E Rl 1.701M 91.470)0[ACt. 210A|7|0f 25F2| CP-CML &A=0] MCyRS LHEHCE.

(MCyR2| 7|2t S0 =SR] SFUACEH)



