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[Abstract] Objective To investigate the molecular- cytogenetic characterization and impact on
tyrosine kinase inhibitors (TKIs) therapy in chronic phase of chronic myeloid leukemia (CML-CP) patients
with variant Ph chromosome (vPh). Methods The clinical data of 32 patients with vPh chromosomes
were collected and compared with 703 patients with typical Ph chromosome in newly diagnosed CML-CP
who were on first- line imatinib (IM) and with BCR- ABL transcript of P210. Results There was no
significant difference in demographic and hematological characteristics between vPh and classic Ph
patients. 3(9.4%) of the 32 vPh cases were simple variant translocations. Among the remaining 29 cases
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with complex variant translocations, 28 cases (87.5% ) involved 3 chromosomes, and only 1 (3.1%)
involved 4 chromosomes. Except for 8, 15, 18, X, and Y chromosomes, the other chromosomes were
involved. The frequency of chromosome 12q(15.5% ) and 1p (12.1% ) were higher involved. The most
common FISH signal pattern was 2G2R1Y (74.1%), followed by 1GIR2F (14.8%), 2GIR1Y (3.7%),
1G2R1Y (3.7%), 1GIR1Y (3.7%). The comparison of complete cytogenetic response (CCyR) (P =0.269),
major molecular response (MMR) (P =0.391) were carried out between simple and complex mechanisms,
without difference. Compared with the classic Ph, the patients with vPh had higher IM primary resistance
rate (' =3.978, P=0.046), especially primary hematological resistance (y°=7.870, P=0.005), but the
difference of CCyR (3 =0.192, P=0.661), MMR (* = 0.822, P =0.365), EFS (* = 0.509, P = 0.476), OS
(¢ =3.485, P=0.062) were not statistically significant, and multivariate analysis showed that the presence
of vPh did not affect OS (RR=0.692, 95% CI 0.393-1.765, P=0.658).EFS (RR=0.893, 95%CI 0.347-
2.132, P=0.126) and PFS (RR=1.176, 95%CI 0.643-2.682, P=0.703). Conclusion CML-CP patients
with vPh and classic Ph had similar demographic and hematological characteristics. Except for 22ql1,
9q34, the frequency of chromosome 12q and 1p were higher involved. The most common FISH signal
pattern was 2G2R1Y, and different mechanisms had no impact on TKIs therapy. Compared with cases with
classic Ph chromosomes, the patients with vPh chromosomes had higher risk of IM primary resistance,
especially primary hematological resistance, which can obtain deeper molecular response quickly after
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changing to second-generation TKIs and didn’t affect long-term outcomes and OS.
[Key words] Leukemia, myeloid, chronic; Philadelphia chromosomes, variant translocation;

Molecular-cytogenetic analysis; Tyrosine kinase inhibitor

Fund program : National Natural Science Foundation of China (81470287)

P B M 1AL (CMIL) J2 8 N R 51 9 %
LR Y G RS DR R G 1 g M | B0 JE At Ay
37 F 9934 1) c-ABL LK 5 i & 22q11 | BCR &
33, JE i BCR-ABL il 5 3L 5], 3198 i AR i v
FRAFAY Ph e (o i, BRI €(9;22) (q34;q11)" . Phyefd
&A% 53 5y 437 (variant Philadelphia translocations,vPh)
A LT 5% ~ 10%89%)32 CML 823, [ N R4 0] I
FHOCIR 91418 , H HiTH A0 K o5 2F Rk i ok
WL, JECRT i 0 2 T 411 1) 591 (TR 7 288 1) 5 1 47
FEAEG L, HiE—2 T fE vPh 9112 CML 18 14 11
(CP) B W AN J3 st AR 2 RRE BT TKITTAL
(A2, AR 2012 4F 1 A 22016 4F 6 3L llif
() 804 {57112 CML-CP [ I IR BT RE, X H A7
vPh B AT GG O 5 [ A A R Ph gL B (AR 1
BEXT LT -

w577 %

— AR

[l P S B 201245 1 H 22016456 H T8,
LERIZI CML B GOk, st 74 AR RS
A HAL T CP 1 3 804 4], 3945 & CML 12 Wi 5 5
WIbRE . HERR I H A% R 18 4] | IR As A7 e B
Jeta RS 5 HE 39 1) —2R N H AR TR 1241
J2 BCR-ABL #3575 4 P190 % 1 9] (— £k )% FH —
RTKD , 99 A—Z )0 O 5% )¢ (IM) H BCR-ABL

BESEZR N P210 B 735 IR AT /0 b, Herp vPh 4
3244 M Ph£H 703 441

= A BB

1. A0S AE 453 BT SR R Sy i B o (AR A%
AU BT ATFISH L o RO T - S O B B8 5 ~
8 ml, I R ANPLEE , He w0 BT P B 555 Ik
A HEAT R WA T T H BT 10 ~ 20 g3 2
SN, 4% AL S U R A 2 IR O 40 B sk A%
2 [ bR 44 74 (ISCN 2013) ) FISH: ARAs K5 K
B R ) 1 Y e AR, I R AP, AL B
J& A% 44 R0 19 BCR 8 51 F1 63 20 A0 19
ABL 841, 17 A8 PR sg ek v il S L f5 ,
Olympus BX51 %¢ ) i 3 5% ¥£ DAPI/FITC/TRITC
SEIECHR L T WS BRI 4 i 2Ot 4 A8
55 . CML & " # A ¢ (9; 22) ) BCR- ABL
DCDF-FISH {5 5 ##-1F 0 1G (4% €5) IR (Z1£5)2Y
(Hf),

2. 5 2243 B s R F RQ-PCR 3 A A6 il BCR-
ABLF4 5 A K o RSN 1L (FR AR A ARG A
4 B0k N IR 3% ) , EDTA $14E , TRIzol it 71 &b B
SR 21 20 M ARATAT 1% 4 L3R B RNA SR F M-MLV
¥, Superscript i1 % 5% i 155 % 5 A i cDNA, >R F R
¥ RQ-PCR 5 A4 1l BCR-ABL P190 . P210 . P230
BESEA K-, LA ABL R NS B8 25 534 DL Bk
HAE (1S) 2R 5 R 50 0.81,



:214- B MR A2 2018 4E 3 H A5 39455 3] Chin J Hematol, March 2018, Vol. 39, No. 3

= JRIT T ERNEST RV

T A 2H BCR-ABL % 5575 4 P210 1 735 19l i
HYHE I CMLIG T e m W — 2 IM. IR
Wi 177 30 1] i 447 ] AL 200 3 T30 43 S AG I - A
P2 53 BT G R AZ T S T Rl R R e A DN 2
AT R BORE , JE1 7 I 5 | AR I8t 15 2 S o+
SRS HIT , T AR WD RS HEA T IM R 25 BRI
SR A i i 2 i 24 IMARYT 31 H
A BEIA B 58 42 MR 2= 22 A (CHR) |, J5 & 20 Jifd 15t A5
it 2548 IM BT 6 1~ H AR R 15 23 7 4 i 152 4% 2
I (PCyR)BRIATT 121 H AR RE IR 1) 3= ZEA0 ifd 35t 2
FUWE(MCyR ) 5 4k & it 24 245 25 KL B 483K 45 1) CHR |
2 35 A% 2 SN, 95 9 1 R B BRI 25 BCR-ABL

tNYiER i

KR BE 2 A i [ 112 Rl 17 5 s BE VT A 4 A
()5 O B E AT RE DT . BEDT BRI TA] Ry 2017 48
6300,

BT g

W A SPSS 21.0,GraphPad Prism 5.01 #k £Fi#E4 T
Gt IEZS AR IES A6 2w vORH S p
A I FH Xk HRAL B B B H 3, A IE A
JEIE A T OB A i d ¢ K55 Wilcoxon
FRFNAG 56 , PR 20 7 1 % Bk E] b3 R FH Pearson R 7
K% EZEME IR 7R  Fisher A4S 5, 31> H
i} 5 BCR- ABL® < 10% . 5¢ 4= 4l ffd 15t 1% 2% 2 Ji

(CCyR) , EZ4r 5w (MMR) 11532k H Kaplan-
Meier A= £7 31 7: , CCyR MMR 24 £7(OS) . T&
A A A7 (EFS) 1 42K Ji Kaplan-Meier J5 74 2 il
th 2% [8] b % >R Log-rank ¥ 5% , £ [ & 43 #71 >k
Cox HLBIRBEAFAY . P <0.05 N 2EFA G4 .

# R

L — Bkl T B BBV 2 2017 4F 6
vPh ZH F1 8L AU Ph 2H f8 35 057 BE U R 2 00
27(13 ~ 65)M125(12 ~ 66) ™ H , R HIE 5 518 0.
1761 (2.4%) ;s FRZEAE N D Geit2F W12 A 56 1 IR
SRR S22 W 2 IMR YT B 8] T, 22 53058t
RSP >0.05) (£ 1),

2. YO ARAL UL 3B < AR A0 G (0 A A% BRI
A vPh A3l 3RS AL . fRT B AL (2 e 22q11 5 05—
FAE9 Y fafk) 2 (BR 22q11.9q34 Sh 2 /0 4
F 1 g pR) 5 R R (—3 5 Ye e 5 o) 13 2|
FEHY 22 5 e AR il AN Ph L AR S
R AT 43 ) ARG 32 491 £ T 34611 (9.4% )
Ry TR BAAR S AT 5 29 151 (90.6% ) 4278 S5 v i 3
o, 28 il B e 3 AR UL AR, 1 B R K 4 SRt dk, BR
9q34 5 22q11 Z 4, Fr 5 R G o 4 Je XA A
1(p31.p32.p34.922) .2(p15.q937) .3(q23.925) .
4(qll1).5(ql4) .6(p21.p22.q25) .7(pl5.pl2) .
10(p11.g21) .11(q13.q21) .12(p12.q13.ql14.q22.
q24) .13(q12) .14 (ql1) .16 (p12.q23) .17 (q22.

F1  PhYE AR5 Y00 (vPh) 21 5 M8 Ph2H A N E2# RS SRR LA

N3 (R E S e vPh#H (32 44) Hi7% Ph2H (703 441 it PH
RO AR (%, MGERD ) 44(21~61) 47(19~178) 0.376 0.707
PERN (], 3/ %) 21/11 405/298 0.807 0.369
JEREIR /N [om, MGIER) ] 1.7(0 ~ 15.6) 1.4(0~22.5) 0.636 0.525
HGB[g/L, M) ] 97(76 ~ 153) 105(64 ~ 168) 0.604 0.546
PLT [x10°/L, MGGER) ] 378(106 ~ 857) 356(92 ~1041) 0.297 0.766
WBC[ x10°”/L, M(F5 ) ] 79.0(8.7 ~571.0) 101.0(4.9 ~601.0) 1.537 0.124
Hasford 143 51 (%) ] 0.379 0.705

1% 13(40.6) 298(42.4)

h 15(46.9) 341(48.5)

[ 4(12.5) 64(9.1)
Sokal FE4[ 1] (%) ] 0.093 0.926

1% 15(46.9) 303(43.1)

th 11(34.4) 297(42.2)

[ 6(18.8) 103(14.7)
W2 IMIGITRfE Ld, MGERD ] 23(4~61) 27(3 ~106) 0.554 0.579
Rt E [ A, MGERE) 27(13 ~ 65) 25(12 ~ 66) 0.854 0.393

TE M PHE e 5« MIER/MEIIZ T K



I e 2018 4E 3 A S5 39 %453 Chin J Hematol, March 2018, Vol. 39, No. 3 -215-

q25) .19(ql13) .20(q13) .21(q22) ., F&8.15.18 K&
XY JeafRah o g Rk pt B0, 1245 4L (o fk
KB 1 IX 2 X (15.5% ) & 15 9 o 4R 5 i 3 IX
(12.1%) BRI A .

3.FISH {5 5 25 ARUAFAE 4347 - 32 141 vPh (8 5 v 27
i (84.4% ) 17 FISH £ I , i % UL A FISH 15 % K
2G2R1Y (20/27,74.1%) : 2 8055 4 B T 1E
W22 S YL AR B AR 3 Atk 2 LT
ST AE R 9 5l der(9) YL fafh 1 DR (5 5
7T der (22) Ye A ; i (55 2 AU Y vPh ] FH 3 454t
o A ) B DRI 224 I F B A5 9 1 -step” T BCAIL i T A
B, HUCN 1GIR2E(4/27,14.8%) : | D550
TIEH 22 5L afk A AN Of5 50 TIEH 9 54
O AN A E SO T Phe i, 1 EEm
G5 ST 0l B RS 3 A O dA 5 15 5 25 m]
FH“2-step” BILH it B - ST A LAY Ph e (o {4 B f5 7y
A A 3L ABL-BCR 19 9 5 Y (R F- 5 55 3 Jk e
AR R Gy, HoAl “2-step” 25 I AT FE BN 3 4k
AR R TR, {0 BCR JE 7R S v 250 3 A e au A
AR B KK 1G2RIY (1/27,3.7%) , 853 5%
et A R i Wr 24 {0 der (9) B 2%, RN 2GIRTY
(1/27,3.7%) o 1 611(3.7%) 3 FISH 5 5 W K
1GIRLY, AT BEWS B B Ry 52 % “Multistep "L o AR M
L I FISH {5 528 ml s vPh fa] B3 A 2 . faj L
il 78 H “1-step” HILHIE B vPh(20/27,74.1% ) , X
W I 3 AW AT A 2 BLA L 2-step” R &Z 2% 1)
“Multistep” HLHITE B vPh(7/27,25.9%) , ¥ K 28 71>
44T

4. TKIJ7 84341 - vPh 2 32 1] 5 8L 71 Ph 24 703
15 2 TR Ay A 17 1 (53.1%) \465 161 (66.1% ) K12
ik PR FEIR 5 24— 0 FH IMRTT , B R o 5l
941(28.1%) 121 1l (17.2% ) HH B 24 , 22 R I G0
2 (P =2.504,P=0.114) ; {H 20 J5 % 15t 24 kA=
REFAEG I F 5 X (18.8%XF 7.4%, 7 =3.978,P=
0.046) , JLHZ vPh 41 5 & I 2# Tiif 25 % A= R B i
T 8 Ph 4 (12.5% XF 2.4% , *=7.870, P=
0.005) . PHZHS 5 141 .6 il BL™ 5 259 AN KL I
N, AR CML RS HR RS A B 2 AN S AR 1 2l
FH AR TKI, vPh 5 #iL8) Ph 4 6]  vPh 25 v ) 5L
il 78 5 52 AL I 26 |) 34~ H i35 BCR-ABL" <
10% 0] K2 6,12 .24 .36 .48 .66 1> H if CCyR .MMR
R, ZRHILGEIFFE L (PER >0.05)
(#£2.3), vPh4] 535 Ph 4] Ff 437 3K CCyR (] 3
H 64~ H 5 Ak MMR ] 43531 4 18 #1244~ H

BE B 17 45 K, vPh 4 5 LAY Ph 2 43 00 A 2 A
(6.3%) .29 151 (4.1% ) HH BLBIR ) (2 = 0.018, P =
0.892) . vPhALH 1 FIFE T8 it Ji& | 1 451158 T i aft.
A MR Ph 2 v 4 5 T i R L 2 AL T
allo-HSCT J5 I A , 2 138 T30 , 1 191158 T 440
A, W4HE CCyR . MMR . 0S M EFS £k M4 2%
SRS R .2), i 2 H R s
vPh FITFAE T AN OS(RR = 0.692,95%CI 0.393 ~

+=2 Pht@aiRas 75 17 (vPh) 40 5 WL Ph 2H 36 97 ' I

L [41(%) ]

o vPhel  JiRIPhA

TR (3241)  (7034H) £ P
34 ABBCR-ABL®<10% 25(78.1) 503(71.6) 0.654 0.419
CCyR

61~ H 18(56.3) 456(63.7) 0.992 0.319
124°H 23(71.9) 496(70.6) 0.026 0.873
244-H 28(87.5) 566(80.5) 0.964 0.326
361 H 28(87.5) 572(81.4) 0.768 0.381
481~ H 28(87.5) 574(81.7) 0.707 0.401
66 1~H 28(87.5) 574(81.7) 0.707 0.401
MMR

6~H 4(12.5) 128(182) 0.677 0.411
124-H 12(37.5) 219(31.2) 0.572  0.449
244 H 17(53.1) 349(49.6) 0.148  0.700
361 H 19(59.4) 358(50.9) 0.875 0.350
481~ H 19(59.4) 359(51.1) 0.846 0.358
661~H 19(59.4) 359(51.1) 0.846 0.358

4 : CCyR : FE &AM AR AL 2% N s MMR : F2 220124 UV,

R3O MRELHIR S LR R G T RO A

. faT ERAIL SLZALH )
TR (20f) aw  TH
3 A i BCR-ABL"<10% 14(70.0) 6(85.7) 0.633
CCyR
6™ H 12(60.0) 4(57.1) 0.999
1210 H 15(75.0) 4(57.1) 0.633
241H 18(90.0) 5(71.4) 0.269
361H 18(90.0) 5(71.4) 0.269
481-H 18(90.0) 5(71.4) 0.269
661~ J1 18(90.0) 5(71.4) 0.269
MMR
61~H 2(10.0) 2(28.6) 0.269
121H 8(40.0) 3(42.9) 0.999
241H 12(60.0) 3(42.9) 0.662
36 ™H 13(65.0) 3(42.9) 0.391
481-H 13(65.0) 3(42.9) 0.391
661~H 13(65.0) 3(42.9) 0.391

{E: CCyR: SE AR AL RN s MMR : 228531 [



:216- B MR A2 2018 4E 3 H A5 39455 3] Chin J Hematol, March 2018, Vol. 39, No. 3

1.765, P=0.658) .EFS (RR=0.893, 95%CI 0.347 ~
2.132,P=0.126) X it A A7 (RR=1.176,95%CI
0.643 ~2.682,P=0.703)(F4).

Wi

TEW1Z CML &, vPh R 2EHN 5% ~ 10% 7,
AT R vPh R AEF N 4.71%(37/786) , FAR T3k
R , % T ICEY) 2 CML M Ho A s T
JEH17 FISH KA, A T el AR S o (iili2 . B
() 2T vPh A5 I AR HEBR 1 2 TR 2% R 1%
M 710 1 T ALk AR B LAt BRI U R S5 1)
FEAE, CML B i e (L8 Tin s S0 A S A ) AR A7
FEs L TR AR M AR S o v R o —Fh R

A
100 T
g 80 [
% 601 4
] F ~w. vPhAL (320])
S a0} —— JAIPhZ (703f5) )
B L
20 P=0.661
0

12 24 36 48 60 72
AEAEITE] (H )

L 25 H i 22 BT 78 UE S HA BRI Y ok S
5 CML % 8 B TR 7 S04 RO
PRI A B vPh X} CML-CP (% TKIJ 7L
ABFFE R BHT 12 CML-CP 5 2 I HE B3 Ho A R 4
RS E R —Z3677 2549 AR R BCR-ABL
BESEAT R B R

HRFE e (A A% RUARAE vPh AT 43y fa] B A J
U5 [ B Y, 32 ] vPh AR A P ] R 3 5] B A
2991, B 8 . 15,18 B X\ Y Ye i iR b, HiAx Y ta Aty
B B I, H B RS Y o K IR BE L, 3
5ZHMR A R —8C A5 FE vPh P i
e (o R A 1 B %, vPh BT B R e iR B — 2
I BEALE , RO ] — Y s, Wi st — 3%, I

B
100

N P=0.365

S 80

~ :—--J.-I--l---l--d

t: 60 el s s

g 4 i

5 -=. vPh& (326 )

Effé 20 —— WHPh4] (7034 )

0

12 24 36 48 60 72
AAEmE (H )

1 PhYsafAr 5 5 (v (vPh) 41 5 B0 Ph 4 S35 58 A 4R ist A% 24 ) (CCyR )R (A) . E 25 T2 R (MMR) %(B) L3

>

=7}

100 L 100 e FVP T irmrrar— T

- ""u:

< 80T ‘-'1,_,‘ 80 f

N B e N

60 f ~ 60}

¥ 5 % ~ee vPhAL (326])

ﬁ 40 -~. vPh4l (326 ) :_‘\t 40 + — HRPhe (703 )

Py —— JWHPh4 (703f1]) 2

D 20t  P=0476 20 P=0.062

0 0 . . . . .
12 24 36 48 60 72 12 24 36 48 60 72
A (A ) HEEREL (A )
E2 PhyLfh7s 5507 (vPh) 4 5 MR Ph 2 R T FAAEAE (A) BETE(B) HEER
FTda  OREIREE PR 3 g it 1 o2 i A K A A i 2 TR R o
BT THIAAT Joik AT
SIS ES
RR(95%CT) P& RR(95%CT) Pl RR(95%CT) PlE

Ph Lt {7 5 5 v 0.692(0.339~1.765)  0.658 0.893(0.347~2.132)  0.126 1.176(0.643 ~2.682)  0.703
Sokal ¥4 R & 1.683(1.119 ~3.248)  0.037 1.089(0.747 ~2.385)  0.145 1.524(1.037~2.874)  0.046
A1 E I BRI L 1=10%  1.826(1.275 ~3.496)  0.024 1.128(0.832~2.354)  0.276 1.374(1.056 ~2.749)  0.043
3/ i} BCR-ABL®<10% 0.049(0.214~0.712)  <0.001 0.342(0.182~0.897)  0.037 0.376(0.133 ~0.843)  0.016
61> I3k CCyR 0.517(0.283 ~0.895)  0.023 0.639(0.342 ~1.255)  0.526 0.436(0.298 ~0.924)  0.447
12 A B3k MMR 0.431(0.187~0.858)  0.036 0.349(0.166 ~0.718)  0.013 0.544(0.216 ~0.938)  0.045

I : CCyR:IE A ALt 27 SN s MMR : 22232 ML



FAE M A 245 2018 4E 3 H 4539 %45 3] Chin J Hematol, March 2018, Vol. 39, No. 3 <217-

TENRMESH ) H Verma 2 "I\ N, vPh T 2 )
Yo e R R 22 5 9 i DR S DG, A 2 1)
Wi 284 X A7 AE 5 R A S LR AR 45 4R
TR, 125 Y B AR KR 11X 21X (15.5%) K 1 54
TR 3 1X.(12.1%) B ERE 5, HER A X A
585 H A SCAF 5T 7S48 T WAL A Pk
ASBEHERR X 2 X B A OC HE R A7 A2 1 T B L (HAR
BESEX —HES A5 2 B G2 i ot — 2
Uitie 557+ skt .

T Ph e LR 1 5 0, 5 3508 BILAG G (o A 4G
DX 43 CML BB ME LR, FISH 1R i —Fp 43 F
BALFFAR  AUAEE X CML #2424 ] SEE S
It H AN [ FISH {55 28 B i AT HE T H vPh B
RCAIL , B 28 B CML 2 W 97 R0k Tl ) 7 282
Bt. vPh HATE A INE & AL 24 LU P
D" 1-step”HLifil : 9. 225 HEHMA 2D 1 KL A R]
if & A W 3 e Sy SR, AR 2R R 73.0% ~ 83.3%;
@“2-step” MLl : 9. 22 S Y ORI K A By d, Z )5
der (9) FR 58N 2= /0 1 28 Y R R A A B S A7
KRN 16.7% ~19.5%"" . ZRAFFE vPh ) FISH
{5 SRR 1-step " MLHIE LAY 2G2RIY M, 52
HIRFIR S5 R —3, BIFREREM, RRIM 500 %
AEMLHIRS TKI 3G 97 S TG0 0 {H A 2 3 %t
1B K 3475 5 B 44 K L F B 5 B vPh HEF T
SERE AR R G E S A 2R R 5 R
TG AOC™ o AT vPhIE B AL 432, &7
PAHL I 7 5 57 AL R A R Y TR 7 8022 5%
TGt

AV [ PE A5 o vPh 4 5 808 Ph4H B9 A\ 1
SEREAE SR GG IV A R AR (B) LA 25 F TR S
TER X, PR R TR R 433 A 27 (13 ~ 65) |
25(12~66)1H . vPh 4 B A 58 1) IM R 2 i 24
KR (P =3.978,P=0.046) , T H 5 & 1l 2F 1t
2R EF (4 =7.870,P=0.005), 2R H G ¥ =
SO AR B AR TIK S BB AR AT TR 2 IR .
vPh 21 5 BRI Ph 2 (R B 75 A2 ML 7RI 21
Z 81 1E 3> H i ik BCR-ABL® < 10% [ 4], 6., 12
24.36.48 .66 1 H iif CCyR .MMR % J7 [fi 22 7 44 ¢
it 3, vPh 5 HL A Ph 5 41 [3] CCyR \MMR ,
EFS J OS 4k FAs 25 S R Ge it X, Z R E 50
2504l 7R vPh A FE I T N2 OS \EFS M Jeilk g
A AE . PG TR R0 25 57 o424 X HE
1R vPh 4 S 2R A = T Ph4H , X nl g S vPh 41607
FEE IR TR YT A EE AR OC , 3 M HLTR Ph 2 B

BRI (2.4%) Pl LI H . IR, a8
vPh 1Y) CML-CP /&35, BoA 5 LAY Ph R 25 AR A
F12% IMRERRAE , vPh BOAELE I A X CML-CP 8 3%
TKI RIS R0™ ARSI

H AR Z W58 IE 52 % vPh 5 950 U JC I i
A, PR KRGO P AL R 4 7 vPh s BS540
A RS . HHXE TRIIGYT SN 2, B
HIPBAETE—E 4+, Stagno 25 5% % 8] CML-CP
BF A 5 2% vPh 5 A MR Ph 2 AH LE TKIYT AL
2%, T LA vPh 5 2748 5 A nl RS HE = 1Y
U N S Wl o NI = S 47 N T = £ S ]
Marzocchi & I WFFE B 7~ A &2 4% vPh CML 12 1
IR R MR RSCR I TS 55 ) Ph 4 R 3 22
SR BATRLER SR, vPh A B, JF
A4y CML-CP B3 TKIIRYT SOy ok i w2, X
BRI E WAL 4 S5y 24 7KF £ vPh B 3
A 503080 Ph B A LAY TRUFRL KA A,
{HLFR T vPh 4L (9 B /b HL R U B 1) 55 0 2% 485 SR
ARt — T UESL .

2 ff: vPh CML-CP 8% 5 £ L7 Ph (35 B
AL N D22 R B MR AR AE 5 B 9 .22 5 e fh
RSk, vPh 2R S 12q. 1p M35 s FISH AR 5 25 AU L)
“1-step” HLHITE B 2G2R 1Y 2 3, AR TE BLAL I
Xof TKISFROFTER2 00 ; vPh 555 25 Y IM L T 24 35
I 2 I R 2 I it 24 R G L (R 3 T AR TKILR
A eI BURTF VR R o -2 N, I AN 52 1 4

2 % X ok
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