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Abstract

Objective: To investigate the difference of efficacy between imatinib and nilotinib in patients with
chronic myeloid leukemia. Methods: A total of 120 patients treated with TKIs were enrolled in this
study. The mRNA expression levels of BCR-ABL fusion gene in blood were detected in different
times. The clinical data and follow-up results were analysed retrospectively to evaluate the the-
rapeutic effect. Results: Evaluation of efficacy: The rates of major molecular response (MMR) at 3
months in four groups were 7.3%, 0%, 27.6% and 4.8%. The rates of MMR at 6 months in four
groups were 21.8%, 6.7%, 48.3% and 19.0%. MMR rates at 12 months in four groups were 29.6%,
6.7%, 85.7% and 42.8%. MMR rates at 18 months in four groups were 38.8%, 7.1%, 78.9%, 42.8%.
MMR rates at 24 months in four groups were 44.9%, 14.3%, 89.5% and 42.8%. Conclusion: The ef-
ficacy of imatinib in the treatment of newly diagnosed CML patients was better than that of pa-
tients who were diagnosed for more than 6 months. Nilotinib induced strikingly higher and faster
major molecular response, with a statistically significant difference compared with imatinib. Nilo-
tinib was confirmed to be effective for patients with imatinib-resistant or intolerant.
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R ATKIs- B & B (N7 HICMLE R, il A R a3 R4 A [ BCR-ABLEL A 25 mRNARIZ K
S, VAT AR . &5 AR DIMMR (BCR-ABL'S < 0.1%)E RV F4E B TS (#54%, A. B.
C. DA3M A FIMMRZE 43 51°87.3%- 0%- 27.6%- 4.8%; 6 3 FIMMRZE % 5°521.8%- 6.7%- 48.3%-
19.0%; 12 HMMR29.6%- 6.7%- 85.7%- 42.8%; 18 H MMRZ4}51°838.8%- 7.1%- 78.9%-
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1. 5|8

P PRI A I (chronic myelocytic leukemia, CML)/&—F & A= 7E % eI T4 _b s - SE i e
JHRE . EE U EPE S AR S AT 1(9; 22) (q34; ql1) (B Ph He(ffk), FER BCR-ABL a3k, FikFw
BCR-ABL [, FFEL0HEER IR, WSS CML KA. 70T HE 2B a1 77T Is) RESE 7 1
FT AT SR B R R R O TPK)YE P 1) BCR-ABL 25, 7] DA K HSGE 1 TR, SE KA 77, E% 0 CML
BFERIBREIRTT o 854K TKIs-f 5 & Jé (Imatinib, IM){E N —Z& 25783607 CML _EHUAS 7 ECRIIRD), (H=2& I
PRIGTT 7R, 15%~20%[1] CML-CP & %7 5 & JR N 25N 52 55 4R TKIs-Jé % & Je(Nilotinib, NI)&—Ff
BB AN T LA R ATP S VERIGIR, HA SR S el EAMASHT kiR M,
AR TKI R 4R TKI eSS PRI 5 T4 R(MR) [1]. A FEfld ik IS A A TKTs 29909677 (1)
CML 75 BCR-ABL fili & BRI, R FIAN [F] TKIs VR97 AR, AR FH 2k 25 (R4 «

2. R 5 AE
2.1. ARMRKTE

H 2014 4 1 H 4 2015 4F 10 H RN 648 N BREE B L RHOE 19452 TKIs 1697 1) CML & 3L 120
B, HroEz DB RIRITEEIL 70 6, 4 A HERAA, HiZ 6 NHWEERZ IM IRIT) 55 Bl B
HAEAEVNA, BEEEZRERETINRRTT, #i2 6 MALLL) 15 6l B2 REE IR EEIL 50
i, 4379 CH(—4 NLIRIT) 29 B, D HAM IRIT R, =4 NLIRYT) 21 Bl Frfy B8R4 sokal vF4y ik
ITRERE Y, ZWR o WIARAERF & SCHR[2]. S AR IR ZOR L3S 1,
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AT T B B e P 1 b
22. ARFZE

A 4. B 413t 70 g B2t S % Je (Imatinib, i+ Novartis Pharma Schweiz AG, & i #4551 1)
1697, IM 400 mg qd, THEE R Rz . C 41, D 23t 50 ] 3% 4252 Je 1% & Je (Nilotinib, %fi 1= Novartis Pharma
Schweiz AG, B Mm% IERN)IEIT, NI300~400 mg bid, ARZGIEIFEZ) 12 h, PiIgRIRZ . A7 iR 3]
MG, A I R A RN, 7R S T A O 24, AR R RO i Ak 3 it

2.3. BT

3 AN A BT RSN L 58 & R A BB SON. (QT-PCR)F I BCR-ABL %% S A /KT (1E brbr k), EH
EIREFE N B TR P(MMR)JE AT 3-6 ™ H — KT R bR ELEE 3 A HIA 2197 20# 2 (BCR-ABL® <
10%) B LR . 6 A H ik F)97 200 B (BCR-ABL™ < 1%) [ B3 tb R DL K T 59 12 B (MMR,
BCR-ABL" < 0.1%). Joi#k LA (PFS)FLE A AE(0S) o AT ISV bRt 2 18 (b 18 1k Bl 1 1 a7 12 e
5iRI7 82016 ERR)) -

24. GtERE
SR SPSS 21.0 4552 BT Be 2543 1
3. R

PL MMR(BCR-ABL® < 0.1%) £ NP B H TG ME 45, AL B. C. DA 3IANAH. 6 MH. 124
H. 18 MA. 24 MHIEE] MMR E /R ILE 2. A A GG 8 R b/ 88 3 25 I [R) 9 2508 1) MMR
B 72 WA 3, C A GG B 0 v /i e S8 45 I [B] 795 iR B MMIR 1 H 23 238 LR 4.

P B JRIRITHEE CML B#HFE IS e —4i6)7 CML B 7 aitbi: AL C4H 3 M. 6 4
H 124 AL 18 1AL 24 A MMR FH#, P1=0.011, P2=0.007, P3 =0.007, P4=0.003, P5S=0.001,
ZRWRA G E L

O RIRIT R 2 CML B3 S5AEWa A T Rt AL BHA3IMHL 6 MHL 12 40HL 184
H. 24 H MMR R ELE, P1=0282, P2=0.181, P3=0.068, ZFHTLE I8 L, P4=0.025, P5=
0.038, ERBEAGITHE L.

JBIE & Je X T — a7 A AR B B e 25 BRI 2 B T A ¢ DA 3 ANHL 6 ML 12
AMHAL 18 ANH. 24 MH MMR R EH#, P1=0.038, P2=0.034, P3=0.002, P4=0.033, P5=0.004, %
SR G E

XPAN [ fes b BE 4 J2 i — 2k TKs 097 BE AT Ui, A AW Ra B g/ Efa s 6 A, 12
AMNHL 18N AL 24 A MMR RWi, ZRBAFS#E . C AN REEEAh/EEESE 6 M.
1240H. 1810 H. 24 MH MMR R Eb#e, 2RISR L.

HUERIFE VT A5, IM VAT 4L NI IGIT4L 2 4F OS K40 51N 98.6%. 100% (ER LG X), 2
£ PFS 51N 95.7%. 94% (ER TG 7 ).

1E TKIs V877 KRB A s 1t Je (1 i3 R 8 9l EE 5 1E1T T BCR-ABL WG X RAGKI, 3% 5 5] i
HRM B TAZ, IM AT 4 1], Kb A HEfa g 1 R4 F317L /A5, B 4 2 FIMKfE E3# KA M244V
RAF, 1 il fE R R AE MS3IT RAE: NLVRYT4L 1 4, S D 9 fa 8 &R M31ST RAE. Hh MS31T
HRAG B R IR B e Ak BiR)T, M31ST B kb & e 4k 4Lihy7 .
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Table 1. Baseline characteristics of the patients

=1 NEBREELHE

Characteristics Group A (n=55) Group B (n=15) Group C (n=29) Group D (n=21)
Median age (range) (yr) 48 (9~79) 42 (24~74) 43 (18~71) 54 (16~74)
Sex [no. (%)]
M 39 (71) 7 (47) 15 (52) 14 (67)
F 16 (29) 8 (53) 14 (48) 7(33)
Sokal risk group [no. (%)]
Low 18 (33) 7 (47) 4(14) 6(29)
Intermediate/High 37 (67) 8 (53) 25 (86) 15 (71)
Medi?gi‘;g’z;;i)ﬁme 22.6 (6~24) 23.2 (12~24) 19.7 (12~24) 20 (6~24)
Table 2. MMR rates in 4 groups at different time points
F2.A. B\ C. DHEIETIR MMR %
Time 3 mon 6 mon 12 mon 18 mon 24 mon
Group A 7.3% (4/55) 21.8% (12/55) 29.6% (16/54) 38.8% (19/49) 44.9% (22/49)
Group B 0% (0/15) 6.7% (1/15) 6.7% (1/15) 7.1% (1/14) 14.3% (2/14)
Group C 27.6% (8/29) 48.3% (14/29) 85.7% (24/28) 78.9% (15/19) 89.5% (17/19)
Group D 4.8% (1/21) 19.0% (4/21) 42.8% (9/21) 42.8% (6/14) 42.8% (6/14)

Table 3. MMR rates in Group A at different time points among patients with different Sokal risk
3. A BAEIRRE B E &AHET R MMR &

Time 6 mon 12 mon 18 mon 24 mon
Low risk 38.9% (7/18) 50% (9/18) 62.5% (10/16) 75% (12/16)
Intermediate/High risk 13.5% (5/37) 19.4% (7/36) 27.3% (9/33) 30.3% (10/33)
P 0.033 0.02 0.018 0.003
Table 4. MMR rates in Group C at different time points among patients with different Sokal risk
4. C TR EBE ZIET & MMR &
Time 6 mon 12 mon 18 mon 24 mon
Low risk 75% (3/4) 100% (4/4) 100% (4/4) 100% (4/4)
Intermediate/High risk 44% (11/25) 83.3% (20/25) 73.3% (11/15) 86.7% (13/15)
P 0.249 0.378 0.245 0.44
4. iig

F—AX TKIs 7 5 8 )8 AT RAFRYTT oM 22 24, RS 4R ROy CML BIARHEVR T 77 & .
EBEHE IM 2 N, FLTR 24 7 H 0 5 MR 25 KL 70 9 BCR-ABL % R 24 A1 E U 24531 (4],
AR 2 AL A ABL 508 X R 22 15 50%~80% [5]. 5% AKX TKIs JE % £ JE BEFFAR TM i 24 14 53 22 240 it Fr) 3
B, AERERS IM i 24 8 32 2

Larsond Z5[6]WF 7MY, TEIRAIA B 2L HAB IR T 1) CML B, IM 7 R0 ELBCEAR . A FE
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IM G974 3 AN AR 6 A B I EIT R0 B RN 38.6%. 40%, FH IM Xt CML B8 H —E KR
REZE, DL MMR RN TS Rl FE bR, 4B 709 IM VG TT 41 12 4 H 24 S H 1) MMR 2535508 24.6%-38.1%,
Hr A 4 MMR %1k 29.6%. 44.9%, A WL IM 697 CML 722, A &5 5 MMR %351 B 41,
H 18 1MMH. 24 A MMR HIWRZERA SR, KU IM X T#H2E CML 835 197 8 T390
A, JUHXT CML B KIATIE 2 5 0 2. @% I8, CML #1126 ™ H 2 AR &k $ TKIs V597 7l i&
I T 7 P B A R R O e FR R AR AR T

H AT BIIG AR EST BoR, H 15%~20%[1 CML-CP B # X IM I 2804 52 . 5 A TKIs-Jei% & e &
— P R R G EAT AR, S S R AL, e ik B e HAA B AF ISR R TEAA A, KR4 R BCR-ABL
EE A F SR APE RT3 & 30 %[8] [9]. MDACC 1 GIMEMA #5500 11 ¥ PRAF 7S UERA[10] [11], NI —
RIGIT W2 CML B3 BA BTG 097 3 NHE MMR 0k 52%, $&78 NI Rk, ARF5eH,
CH 3 MH. 6 MHBRAITIANRF & MMR ¥ 5T A 4, R NI —£i697 CML £ IM A E 721591
MR AHS CHEI M. 6 ML 1240 H 18 ML 24 M MMR AL 2 7 B3, X 5
HRIE P 05 AR TKIs 5 IM 7 R0 I R BREE[12] [13]45 - — 1, 278 NI IM RE 58 3 204 ) BCR-ABL,
15 2 58 FLEE IR 7 T 5l

W7 RN, IMIGIT RIS B4 AR TKIs, %% CML EHE VARG IIEAF[14] [15]. ABFFH D
A 4 4] IM A2 5, B NI GRS MMR. H4 17 61 IM 1697 i e B 3 NIVAYT, Ak
FIBETSE A, 12 BB RO, Hbl 6 flE A B34S MMR. D 4112 M H . 24 A MMR R¥)h
42.8%. 1X5—IUALE 321 4] IM 677 M CML J8 2 B RIS 45 FRARBA 16], $&7%F T IM i 24 BEAN it
2R, TR AR TKIs-NI AT AT 3R 15 R AT IR 280 o AH T AT 5w D 2350 4399 191 B 7 F [0 AN85 24 S H
Hm T B A R EIE. 54, ARG RER, 5—ZLNIGITH C Mk, DAE3IANH. 6 MAK
IEARER S T )T AU MMR 2635 B WA, BHIbmT WL, —28 NIVEYT CML 97 2800 T IM B 46 NT 2K
HIT .

D HHA 1 BT NLIRIT 3~12 N AREAR, 2 24 N FABNEYT KRG Bt g 2 s i, A
F| BCR-ABL Wl [X &K 4= M315T KA, ST BURIL W B Jeiay7, 4k2:kE77 3 M H 5 BCR-ABLIS
TEEM 16.34%% 7 8.5%. Kk, 5 EEi%p] B EHIwidt R R IK M315T RAFE(17].

NI X174 ABL X AR UR 18], AWFFTH, IM VAITAA 4 GG )T S R E 460 Y ABL g X
KA, Horp 15 M244V JARFN 1 45 M531T RAS 83 B4 Jg 1& B Je 4k 229097, 12 > H ¥ 28 3 BCR-ABLIS
< 1% BIEXTT IM VAT RIS B0 =7 300 B, RS AT BCR-ABL W X RASATIN, AR A I 45 5L vk
TE TS AR TKIs 1697

AWFFCRIL, A ARG, KB E R/ LR E 6~24 N H I MMR F WK ZE R HE G5 3,
IS BB A BT R = LS = T e S R, R IM OIS G B T RO E AR . NI YRy A,
REAMmb/madrE e M 12 M 184N AL 24 MAK MMR KL LR Z 5, R —2 NLGIT
of o/ e FE ATk BER AR T R TR HERE XS T/ s CML B 3% NTIRTT .

BOLRIBE VLR, IM 411 NI 41 2 SERAEGFROS) ML BAELAEPFS) LR EAIT EESR, R
NI B A 475 MMR 2, (HARMEBIEAERE . S0, AW Ui (] A, BT RFEA, BRI E (S
10 F)HIFEVT S
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