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(8 E] HH. e e )e —LiGirvige st [ s (chronic myeloid leukemia, CML) 14 1 (chronic
phase, CP) B3 BT UM% 2k, 3% 65 BIFN2 WY CML-CP f3 ,#:52 N IREIEE JE 300~400 me, B H 2 R (JEig & edl) ok
MR ERE 400 mg, B H 1 (B EEEEN)IRIT, LKA B E 7R & et 858R .65 #il9) & CML-CP 3%, #1i2 CML
B RO RIE A 19.5(5~39) 1 H o g e 26 6, 8 Je 4 39 6,397 )5 3.6.12 N H B e i 8 Je 4l £ 240 2% I i
(major mdecular response, MMR) 3R 3R & Tt B e 41, 7050 23.1% vs. 7.6% .45.5% vs. 21.2% .66.7% vs. 54.8% , H.AE 6 4~
AW BEES  Sokal BUMIL, PARIEAEAEH 12 ~H MMR FRESRACIE B R AP DB H 25N 81.3% vs. 42.8% ,42.8%
vs. 57.1%.66.7% vs. 50.0%, 3 1>H 345 Ber-Abl < 10%1 & ERIECIER R AN 80.8%, W& TH RN 41.0%;6 1> H ik
Ber-Abl<19%H LU BITEJC I8 IR 40 77.3% , 5 T s JE 2 A0 48.5% . ¥ EZES . 12 MH Ber-Abl<0.19%H L BI7E JE W e 40
66.7% , fmi THHE RS JE LY 54.8%, Je 18 e 4lik MMR Ay O B4 PO S e (14 vs. 34 N H), JEIR e 5524l 3.6
12 4~ H ﬁﬁ%?ﬂﬂﬂ@iﬁf?%%ﬁ?(complete cytogenetic rewsponse, CCyR ) Y A 43508 76.9% vs.52.9% 89.5% vs. 70.0% .78.5%
vs. 77.3%,3i5 CCyR MR iS40 3 AN H AT 6 A~ H . eI e Mt DB R AR T MR R RN 2k 1~2 9, R KE ]
{5z, &% JRIEEIEIRITPIE CML-CP A T Je S Rk By T80 , % 2 30, A W BefEh— 2 HiZh .
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Efficacy and safety of nilotinib and imatinib in chronic myeloid leukemia as first-line
treatment

Pan Liangqin, Liu Weixin, Zhu Yu, Hong Ming, Xu Jiadai, Zhang Sujiang, Li Jianyong, Qian Sixuan”
(Department of Hematology, the First Affiliated Hospital of NJMU, Nanjing 210029, China)

[Abstract] Obijective:To evaluate the efficacy and safety of nilotinib and imatinib in patients with newly diagnosed chronic phase
chronic myeloid leukemia (CML-CP). Methods: A total of 65 CML-CP patients received nilotinib 600~800 mg orally twice daily or
imatinib 400 mg orally once daily. Data on curative efficacy and tolerance were collected and compared. Results: Of 65 CML-CP patients,
26 patients received nilotinib and 39 received imatinib. The both median duration of therapy and follow-up were 19.5 (5~39) months. DThe
rates of major molecular response (MMR) at 3,6,12 months were higher in nilotinib group than those in imatinib group (23.1% vs. 7.6%,
45.5% vs. 22.2%,, 66.7% vs. 54.8%, respectively). There was significantly statistic significance between two groups at 6 months. MMR rates
by 12 months in low, intermediate and high sokal risk groups on nilotinib and imatinib were 81.3% vs. 42.8% ,42.8% vs. 57.1% ,66.7% vs.
50% , respectively. The rates of Ber-Abl < 10% at 3 months, <1% at 6 months and <0.1% at 12 months were higer in the nilotinib group
than those in the imatinib group(80.8% vs. 41%, P=0.002, 77.3% vs. 48.5% ,P=0.033 and 66.7% vs. 54.8% , P=0.394). The median time to
MMR was significantly shorter for nilotinib than that for imatinib (14 months vs 34 months). The rate of complete cytogenetic response
(CCyR) at 3, 6 and 12 months in the nilotinib and the imatinib group were 76.9% vs. 529% , 89.5% vs. 70% and 78.5% vs. 77.3% ,
respectively. The median time to CCyR was 3 months in imatinib group and 6 months in nilotinib group. @ The drug related adverse events
were mostly grade 1/2 and were well tolerated by most of the patients. Conclusion: Nilotinib can reach molecular response in a shorter time
than imatinib and also has a confirmed efficacy and tolerability in newly diagnosed CML-CP patients and can be used as first-line therapy.
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18 PEBEPE L% (chronic myeloid leukemia,
CML) &5 T ZRe s i T2 0k v T 1
i, I 9 S YRR - c-Abl RIS S &
22 "G YL ORI [ W 2L AR P X (Ber) JE URFHE
G R B 7 1(9;22) (q343q11) Al Ber-Abl il 53
,BBNE Ber-Abl R, 2RO W TR , 5
BT UHE S5 R EE A, I 4 s Tl

Tt 2 TR P i 4 i) 5] (tyrosine kinase inhibitors,
TKIs ) BEFE [ 7 T HAT 5 0 T 2 I B 1 (tyro-
sine protein kinase, TPK) G EAY Ber-Abl 25, W—
£ TKIs FF 25 %5 J2 (Imatinib ) F1 4% TKIs JE 3% 2 2
(Nilotinib ) ¥ RELEREME M Ber-Abl A BERR AL , K
BA RAFIIT R0 A, IO i 140 i A% 4E
R CML B BRI T T 580

e h—X TKIs, BEffi R 24 CML 184
HH (chronic phase, CP) & 345, (HANA 4% B35
HERE 251 JEs e i D JE AT AR, R
i Ber-Abl H BERR ALY RE S 20 e 1Y 30 i,
Larson 5 “ & X T4112 CML-CP .3 JE % & JeiR
ISP AR R 72 OB 2 T R eI T A,
H P2 HAH S, T N TR I e — iy
CML-CP Wy HliH , P ABEFEEEE T 65 Hil9]iL
CML-CP &, RHEWB R it D e —4&if
I7 0 HI PR A A T PTA

1 X&MFE

1.1 *%

¥Ji2 CML-CP [/ 2011 4 5 H~2014 410 A
Whis KT TARE . 2 65 1, Je 1B e 4i 26 i, b
PIAFEHE 46.5(22~69) % s {52 JE 21 39 3l i 4F
455(12~69)% ,ECOG P43 < 3 43, IFEIhEE 03l
REIEH T A VIS LIL A Asfe 4 7
HEWIEFRATIRIZ N CML-CP,
12 7%
121 %A 7E

IR JE 400 mg qd, TEHEE R IRZY ; R IR e
300~400 mg bid H Iz, [AF&2Y 12 h, #EHT 1 h Fif
)5 2 h WAREMRH . TKIs yAy 7 a] B I & e
T LAXHEAL B, A AlRYT CML 19254,
122 FFRAFME

HIRZ5IFR , CML-CP B 2~4 JE A5 105 F1,
3IMHEAEIEE QORI (R WAk, e mk
DUAMENIM Ber-Abl @G, CML S RbRiES: BRETT:
SCHRP 58 A A28 - I 4L A< 10x10°/L, 1L/

Ha<450x10°/L, SN i A ICA kL 2 , S0 i A
ETRRL A MU <5% , TCREIMZE , 56 4> A iz 15 2= D2
(complete cytogenetic response, CCyR) “AJC Ph*43%¢
M o AR AL 2 2% (partial cytogenetic re-
sponse, PCyR) : Ph/r 44 19%~35%; EE AN 8L
2752 % (major cytogenetic response, mCyR) A PCyR+
CCyR ; R 152 15 24 B f# (minor-CyR ) A7 Ph*/324
HH 36%~95% ; Ph+3 ZLAH>95% A TC 20 i 182 1% 2 [
N, 564572 ] (complete molecular response,
CMR) ;2 YCi% 25 19 92 I 5E 1 RT-PCR A& I S0 Ji] 1
Ber-Abl fli & 3 B3P ;32293 1 5 OB (major
molecular response, MMR) : /M Ifl. Ber-Abl/Abl $23
LR 3 A X GE LL |, CML 95 3 JE (pro-
gression of disease,PD):CML-CP #f &y CML i
WS AR, SN CML I HE Ry CML 28]
YR Fa 5 (stable disease,SD) : BEANTT & % il v
WARFE PD bR, A B ETER 25T 3 S H N
17 Abl B X 5K (DNA EHEMFEvE) |, 12 4 H
JEAIE CCyR EFRUCHGIN  FAAT5 i WA SCHR™
123 ZAWIFEN

AL O R, B | MR AR AL PR 73
B, AR AE AR ECOG 174, A R RV ARYE
NCI/NIH EEMEARIE T (WA 3.0) MR A=Ak 2
TIRIPHT IR H K GBIT)E 1R AR 3 A
Hikty,
1.3 %itssa

K H SPSS 17.0 Geit B 58 U A Ge it 43 #ir o
SRR LLABCR ] o K6, M) S 380 LU IR ROTAG:
B af Fisher B VIR HUREERAAE , 19 2 R 7K 56
By SR, BFFA ELEE T = 5 9F H S A &
n=40, /i Pearson K 717K, P < 0.05 HER
AGitEE L,

2 5 R

2.1 BEGEARTA

65 5 CML-CP fBE W EAGORE LR 1, B
WS PERITEGE2E R, BA YR, 5 43 4
(66.2%) , % 22 1(33.8%) , FHIAFHE 46(12~69) %/,
BE 201545 A 31 H,JBigEedl 26 i, Hi 1
19 111(73.1%) , 2 7 11(26.9%) , 3657 il 1 ARAE A 47
1 93x10°/L (134x10%/1~353.2x10%/L) ,84.6%(22/26)
HE MY R 1(9522) (q345q11),15.4% (4/26)
FAE SR Ph e fafh 4 AR SR Ph e @RS
3B E A ARSI, bR R 9,22 SHMA S 2R
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25225 55 1 BIREZAET ¥ B i gL (a4
MO TE—E M, R et 39 i, Hodh B 24
11(61.5%) , % 15 B1(38.5%) , 1677 Hil F1 20 M i v 7
H99x10°/L (69x10°%/1~391.18x10°/L),97.4%(38/39)
MR Ph YRS A, 1 IS S 8 S A7 A T
55 22 SO ARIATA T

£ 1 6561 CML-CP s BEEL AR
Table 1 Baseline demographics of 65 CML-CP patients

. JeEged  HOER4A
o (n=26) (n=39)
R BRI 2 (F) 21.5(8~121)  29(8~54)
TKIs HArias P E] «(H) 21(8~44) 34(8~54)
Sokal T3 [n(%) ]
fikfe 16(61.5) 28(71.8)
g 7(26.9) 7(17.9)
e 3(11.6) 4(10.3)
1525 n(%) ]
Pt e 0(0) 2(5.1)
SRR AEBIR YT I 1(3.8) 2(5.1)

IR M(Pos-Prs) mg/d]570(440~800) 376(350~400)
a: 4 5 OB ETE

22 FROHE

#E 2014 410 A 31 H 3475 3.6.12 7 H
JEIE e MMR RIS 5 TR ed (4
H 23.1% vs. 7.6% ,P =0.090;45.5% vs. 21.2% ,P =
0.042;66.7% vs. 54.8% ,P =0.190, K 1), JFHTE6
MNABA BEES . Sokal FUUMESE A mBH
O JRIRREAIRYT 12 B MMR 5 T8
Je4H (81.3% vs. 42.8% ,66.7% vs. 50.0%),Sokal 2
e dm B E T, rEE R ARYT 12 4 AN
MMR R T Je i8R 41 (57.1% vs. 42.8%, 18 2)

[ AR ELN $5 59,3697 /5 3 1 H 3875 Ber-
Abl <10%1Y LLBIFEIR 1K e 4R 80.8%, & = T
I R4 1 41.0%(P=0.002) , 6 > ik Ber-Abl<
1% HL BT SR I8 R e 4 77.3% , i T S8 e 41 i
48.5%, M ZEFA G4 E L (P=0.033) , 12 M H B3R
5 Ber-Abl<0.1%R L BITE eI R 4N 66.7% , 1= T
R R 411 54.8%(P=0.039, & 3), JEIRE R4k
MMR s P e 4114 vs. 34415,

TEAM AR 2207 T 69T R 3.6 T H ek )e
4 CCyR ¥ = T H 8 e 41 (76.9% vs. 52.9% ,P=
0.056;89.5% vs. 70.0% ,P=0.098), 1HJC i 22
5o VRIT 12 AR AL CCyR R A4 (78.5% vs.
77.3%,P=0.927, & 4), i e 41k CCyR A1
e T SRR (3 vs. 64 H),

W BB R e IR D e — SR TT e R M M MR 0 7R S & e ENLER -829-
20 - P=0.190 (D 1% % e 4l
W e
60 P=0.042
§ 40 P=0.090
= —
=
20 1
0
34MAH 6 ™A 124-H

Bl 1 JAITHE 3.6 Al 12 M H A MMR 383

Figure 1 MMR rates at 3,6 and 12 months
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Figure 2 MMR rates at 12 months by sokal risk score
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Figure 3 BCR-ABL categories in two groups after treatment

23 GA iR

PRAL MR AN RV TEILER 2, &Pk
YA a0 B RN I/ IR IS D 22 0R 1~2 G, KA
AR 3 5% 4 M 2AAS B DL, X
1 e 1% 8 e 2 R A I /N s/ T s 42 25,
2152 14 d, BfEIGR & 300 mg bid 1697,

JE MR AAS RN J2 9% L TR R
ity 7t v BT SRR A R R AT A2 HoA A R
P, BHECAIEECA 1B R MR 2EAS R R 1 U
I P



-830- Moa BB R o o

%3565 6
20154F 6 A
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Figure 4 Cumulative incidence of CCyR BY 6 and 12 months

=2 BAYHEIXHNARRK
Table 2 Rates of drug-related adverse events [n(%) |

L JeIEE e (n=26) PHibkR4(n=39)

Frag 374 9% Frag 3/4 9%
ML 2EAS B R
/N2 14(53.0) 1(4.0) 13(33.0) 0
i 3(12.0) 0 4(10.0) 0
rP kLA L 3(120) 0 3(7.6) 0
[N EZNYa)
5225 13(50.0) 1(4.0) 18(46.0) 1(2.0)
SRPE 2(8.0) 0 9(23.0) 0
M 2(8.0) 0 10(26.0) 0
% 3(120) 0 18(46.0) 1(2.0)
7K Jih 1(4.0)* 0  10(26.0) 1(2.0)
Js 1(4.0) 0 1(2.0) 0
HEALSE R SR
RART ZE T 3(120) 0 4(100) 0
AR AT = 2(8.0) 0 4(10.0) 0
RIV&RAR == 2(8.0) 0 4(10.0) 0
I35 g P e s 280)° 0 1(2.0) 0
5T =5 1(4.0) 0 0 0
MBEF= 2(8.0) 0 0 0
DoMAEFH LA
JEL BEl Bl ik P ZE M5 0 0 0 0
Jry B i A O ESS 0 0 0 0
fe LA 0 0 0 0

LSRR i, *P < 0.05,
3 3 i

R JeAE N E R 0] Ber-Abl 555648 11
TKIs, KAFRE TEHNT Ber-Abl B PR35
B5H 17%0 B # ANREFRAS CCyR, 3R13 CCyR 1)
BEPA 14% A 63815 MMR , 6% & ATt 7, Tt
FEAEOD [l BRI TN 15 FREE2EH0 1 82451142
ZILERRIRITHY CML 3 450 /R CML-CP £
HH R E 2R E 2.3%, M ERIRIT
e g 3 B 5 PR 2 & 4E Ber-Abl #2453 AF Ber-

Abl T2 112 2B AbL S DX 58 AR
50%~80%'", eI JEeAEN AR TKIs, H 5 Abl 3
4 A SRR Z L SR JE 5 30 4%, REUEA 2K
4l %% T3151,Y253H F359V/C E255K/V DA 4k i
5| E R JE i 25 1 22 Fh Ber-Abl 28751341 Kan-
tarjian 55 150 XFF 280 {3l {75 85 JE i 245 sl AN i 32 1)
CML-CP & ¥ H e i B R G 7 # AT hEvi 5%, 16
IPIE 1A BEARAAF RN 95% , i m Hh BT ()
Il RI7ROR 2 4Pk, 26T CAMNIO7ATLO1 1 EN-
ACT 3% 2 M RIS AFFE 158 2007 4F 10  ,FDA
HEHEJE I8 JE (400 mg bid) F T B8 8 1877 2 I
) CML-CP ,CML-AP [ 351, i CML-CP /2%
— BT BT A, ENESTnd TS I AR 368 % T4
& CML-CP B35 F5% o, JEi% &2 300 mg 400 mg
F 20 A Eh s R 4 A9 MMR SRAEVRYTHS 12 A
IR 44% 43%F0 22% , TEIRITES 24 D A B
IR 62% 59%F1 37% ; CCyR RAEIGIT 4 12 4
A 350K 80% 78% 1 65% , TEIGIT 4 24 A
50 87% 85% M 71%, Jeik & g4 12 4~ H
MMR AP DB R4 25 T3 1 1%, CCyR R4k
= 10% /47, BT R RR Y ,2010 4 6 H
JEIKE e X3 [H FDA by CML-CP f)—4k3A
Jrl,

AT & B CML (B3 TKIs 16975 3.6.12 4
A BB 43515 MMR (19 He ¥ T 8 e
A, FEHRIT 6 A3k MMR 24 i &% %
(45.5% vs. 22.2%,P=0.042), X—&559: 5 HAwFgs 2
HAL(47% vs. 24%) . T ESMIFSE LB, A0 712
Vi CML-CP B A RARAFMM B 2% | 772
R BB WA 008 35 A 224 Hanfstein 55210
5% BRIAIT 6 A B Ber-Abl<1% A] T 5 4F i}
97% I R AEAER . AR AR S L GRTT
6 ™ H 1 MMR 2 5 CML-CP ¥ B 471 5 45 7 %
YIFE

A ELN $8 1/ , A58 R e 18 & e 4R yT 3
™ H 3% Ber-Abl<10% ., iAY7 6 I~ H Ber-Abl<1%11)
Hel, 283 m TSR e 41(80.8% vs. 41.0%, P=
0.002 F177.3% vs. 48.5%,P=0.033), Marin 25214345
T 1303 BlHEZP IR EIRIT I CML-CP B4 iF5%
KIAIT 3 H Ber-Abl ZKF FREH T 10% ) CML-
CP B34 8 A7 (R A A7 R RN TC S A A7 3 I S e A%
F 10%09 8B A5, Jeis e diik MMR 1
A7 ek 1) B g e T S R JE 4 (14 ws. 34 N H), A
PAF I 53122 0 (FGI7 3 1 H Ber-Abl <10%)
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REMEINARTS MMR 1)L,

AHFGREE I, e R HiGyr 3 N H 16 4
Ak CCyR ¥ m TR EH, 1697 12 At
CCyR 1Y (87% vs. 83.4%), Je ik e 4Hik CCyR
{1y oz st TR T R R 4. (3 ws. 6 M) o AHIFSE
B 45 5L T ENESTnd TSI IR 362 (282 3l il
FH 300 mg JE IR E 281 flfilRH 400 mg JEIEEE)E |
283 BRI, 1BYT 12 S H B CCyR F41
H65% 78% . 80% ,P < 0.001), {HY ENESChina
TG RIS AR, JE 1% B e 4H (134 i) Fipr
TR (133 ) iA97 12 A CCyR A4 (76.9%
vs. 76.7%), FWCIEEEE M D R 47 2R
FEAR AR B0 oy 2 O (GRIT 3 N H
Ber-Abl < 10%) , AR (IRF5E A 51 81X} 4234)
MRS e CML BB T T 8 AERETIEGE , &
PRA5E24 5 AR S 4E T Ber-Abl [ 6 ~7 500 PR 5~ 2
1897 3 N H B} Ber-Abl 17K (P <0.001) , 3 H 4
7# Ber-Abl KPR RARAE N CML B F 212 7%
FEPR>', [AAE Marin S5 2HIESSAYT 3 S H Ber-Abl
TR 10%00 85 ik R, 25 E
B, V97 3 N B Ber-Abl %% 5K SE 2 Fitii 257
TKIs JGJ7 CML-CP & FEIH 1A RO

AT LI EEL AN B NN IV 2= 7, e
KR e M SR R 24 0 & A SR Y, EEN /M
W (53.0% vs. 33.0%) . FAARMIEEAR (12.0% vs.
7.6% ) AR 1M (12.0% vs. 10.0% ) , 5 BE 1 SCHR AR GE
FApN20 34 M FA R R AR R e
H AN 1R K e 3~ G /N R 8RR T ek
Kantarjian 55245 54 /R JE 3% & JE 4 3~4 Z i/ IMi
WD R 10% 5 58 JE 40 9% , P4 K EH
2 PN A A IR 7 T R e A

B MR AN RO 7 T, JE 3R e 4 i g i
Rt A R R R (8.0% vs. 2.0% ,P <
0.05), HEBRAKMELRE TIRIKEEEH
(26.0% vs. 4.0%,P < 0.05), ¥4 AR, A3z, X
5[E P ENESTChina il RIS AR, BiZHEY
UL 45 1 B R 3~4 G5 R TRRIGTT,
RS Z59)

i b, e —ZH T2 CML-CP B#Y7
A, OO E R e T R Pk B R 12 IO
AR ATz, AR TKIs 7E R —ZIRI7 w12
CML-CP B#H T RE PSRN A, 2 flifFd
BOATTRE, AMFFGIE D AR T8 70s
PR, A Bt D RN A S
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