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[(WE] BA IS ARG L AR5 % (IDA 8.10.12 mg/m’) 19 1A J7 Ei5 SR 7 A
W ZHERE R MR (AML) (3E Sk Aok 4 (A i) G IR P s & ek, ik REZ T,
B ARREHL G R BEAIFSE , 49 2011 4E 5 H 2 2015 4F 3 A 950 K22 E 55— B B M Hoflh 36 s
R 1 215 BRI & AML 3 iS5 5407 7 28 IDA BYFA 0 B 1EF T 434, A3 AN [ 7
IDA B4 FTHE L (100 mg/m®) 41 BUAY TA J7 B AE AW & AMLEIRYT 0 58 228 (CR) 2 L Il
ERCARIMBAAN R R AR R T AML B35 36 1 207 4], IDA 8 mg/m?, 10 mg/m’ I
12 mg/m* £ ) CR 35051 4 73.6%(215/292) . 84.1%(662/787) F186.7% (111/128) , £ 74 Gl 5 X
(P<0.001); L IDA 8 mg/m 4145 A, 7R PR3 T 4R B 86 LR AN M Lk 49 \FAB 4 AL SRS B 47 2%
Jii , IDA 10 mg/m* il IDA 12 mg/m* 4 521 £ 2 CR (45 F1] K 28 [OR = 0.49(95% CI 0.34 ~0.70) , P <
0.001;OR=0.36(95%CI 0.18 ~0.71) ,P=0.003 ], 7 ALSEL b =4 CR R 53k 76.5%(163/213) |
86.9%(506/582) F186.1%(68/79) , 22 A Gi it L (P =0.007) ; 7E A T AF % BB I 4 200 A LL 43
FAB 43 1 [H £ J5 , IDA 10 mg/m® A 52 Wi f2 44 CR A9 F| [ Z [OR=0.47 (95% CI 0.31~0.71) , P<
0.001], fEEfGAT, =4 CRZF5 514 50.0%(18/36) .60.6% (43/71) F181.8%(18/22) , 227 G it
B (P=0.089) , {HAEJHIE T A% - BEEG AN LL 4] . FAB 431U R 28 )5 , DA 12 mg/m?* A0 8 # CR
B FIR Z [ OR =0.22(95% CI 0.06 ~0.80) ,P=0.022], 8 mg/ m*, 10 mg/ m>F1 12 mg/ m*ZH FhP4 ki 41
MI<0.5%10°/L 4 rh 5 5 22 B 8] 43 5310 4 14 (11~ 18) (15(11 ~20) F118(14~22)d, 22 A Giit# & X
(P=0.012) ; =41 PLT<20x 10°/L [ HP (v R 2B 8] 435500 R 14(7 ~ 17) (15(11 ~20) AT 17(15 ~21)d, 25 5%
B3 X (P=0.001) ; = 4UMEBEGE KA R 5350 9.8% . 13.5% 1 25.2% , 25 5B Giit# i XL (P <
0.001), Z5it FEPEABIA(18 ~60 %)% AML B f [RGB R 4 IDA 10 mg/m* 1 1A
J7 AT AT 5 MR AE 4 AML @GR & IDA 12 mg/m’ 1Y IA 7 ZEil 75 SRTT -
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[Abstract] Objective To investigate the efficacy and safety of IA regimen which contains
idarubicin (IDA) 8 mg/m’, 10 mg/m’ or 12 mg/m’ as induction chemotherapy for adult patients with de-
novo acute myeloid leukemia (AML). Methods A total of 1 215 newly diagnosed adult AML patients,
ranging from May 2011 to March 2015 in the First Affiliated Hospital of Soochow University and other 36
clinical blood centers in China were enrolled in the multi- center, single-blind, non-randomized, clinical
controlled study. To compare the response rate of complete remission (CR), adverse events between
different dose idarubicin combined with cytarabine (100 mg/m’) as induction chemotherapy in newly
diagnosed patients of adult AML. Results Of 1 207 evaluable AML patients were assigned to this
analysis of CR rate. The CR rates of IDA 8 mg/m’ group, IDA 10 mg/m* group and IDA 12 mg/m’ group
were 73.6% (215/292), 84.1% (662/787) and 86.7% (111/128), respectively (P <0.001). After adjusted
for age, blast ratio of bone marrow, FAB classification and risk stratification, the odds ratios (95% CI) of
IDA 10 mg/m’ group and IDA 12 mg/m’* group were 0.49 (0.34-0.70) and 0.36(0.18-0.71), as compared
with the IDA 8 mg/m’ group (P <0.001, P=0.003). In the intermediate and favorable groups, CR rates
was 76.5% (163/213), 86.9% (506/582) and 86.1% (68/79) in different doses of IDA (P=0.007).
Interestingly, IA regimen with IDA 10 mg/m* was the only beneficial factor affecting CR in this group after
adjusted for age, blast ratio of bone marrow and FAB classification [ OR =0.47 (95% CI 0.31-0.71), P<
0.001]. CR rates in adverse group was 50.0% (18/36), 60.6% (43/71) and 81.8% (18/22) respectively
(P=0.089). However, the odds ratios (95% CI) of IDA 12 mg/m’ when compared with the IDA 8 mg/m’
was 0.22(0.06-0.80), after adjusted for age, blast ratio of bone marrow and FAB classification. The median
time (days) of neutrophil count less than 0.5x10°/L in IDA 8 mg/m’ group, IDA 10 mg/m’ group and IDA
12 mg/m’ group were 14 (11-18), 15(11-20) and 18 (14-22), respectively (P=0.012) and of platelet
count lower than 20x 10°/L were 14 (7-17), 15(11-20) and 17 (15-21), respectively (P=0.001). The
incidences of lung infection in the three groups were 9.8%, 13.5% and 25.2%, respectively (P <0.001).
Conclusions For young adult patients (aged 18—60 years) with AML in China, intensifying induction
therapy with idarubicin 10 mg/m’ is clinically superior to IDA 8 mg/m’* and IDA 12 mg/m® in favorable
intermediate AML subgroup. However, idarubicin 12 mg/m’ is more suitable to adverse AML subgroup.

[Key words] Leukemia, myeloid, acute; Remission induction; Idarubicin; Treatment outcome
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I RS BRI 58 430 42l 2 s 2 5 5 N AML (R
SOk Gk 40 B A 0 ) 175 SR B LEEAS TR
FI A 7 RAETF RO 2 2 225 b E RN
AML B RIRIT I R B s .

w5 77%

1R B S AR5 05 % - AN ST R 3 K2 B
B—ERE AR EE 3T RS 5l Z 0 R
B AEBEDL ImRXT BRBFSE . A1 21541 2011 4F
5 H 2201543 AR 18 ~ 60 %/ (4] & AML &
H (AR St R 40 M s ) , oA R F AR ok
2 m A e 0 I 2 W B9 AR bR o R
WHO2008 4% W Il Y i I8 i2 Wi b o 012, 3+ 5%
FABFRUESEAT 0 B2 T . HEBR B T BESMEAS 4k &
F L O D REAN 4 (72 % 3T 1L 53 41<40% ) -2 hE
S (MEABLT 2 > 2 5 IEH (LR ; ALT 5 AST >
25 IE A LR VE Yr6e 58 (i WLE > 150
umol/L) \HIV FH % 5% 3% 20 1k ik # 1 i R %5 &
Ho AR BRI Z L AL RIS,
WA TA J7 & v IDA F i 35 — A~ 4L, 2000
8§ mg-m’-d'x3 d(8 mg/m4). 10 mg-m>-d'x3d
(10 mg/m* 4 ) f1 12 mg-m™2-d"'x3 d(12 mg/m*4]),

Pt 50— R FH 100 mg-m™-d'x7 d., {HAZ, K
S FRALHHLG IDA 12 mg/m’ (1Y 1A J5 585 B4 il B
M 7R, B2 Im R LS Ei%#% IDA 10
mg/m’ [ 1A J7 %8, RBESE M BENL A 4LF 5T . Hip
1 075 Bl /B E AT T % gLk A .1 028 il i1 7
TH UL L P 58 A ) (2 #5 NPM1 ., C-KIT  FLT3-
ITD), 563 T MICM 231, A% R 53 H7 Fn 3[R 28
gk B 2 BNCCN 1297 48 7 X He itk 17 15 16 B2
JZi2 W A 207 6 B R RESE L (A Ll
A K AML L3R 28748 2 i A, eIk kAT fE
SEE)Z . 1215 B AWIZ AML 33 B FEARRE
W1,

2 PR e E SR DA AR 1 PR CR R L 5
i (PR)F R ZEM# (NR) 5 WAL T I h Mok
41 9 4 X 11 8 (ANC) <0.5 x 10°/L (1) B 8] Fil PLT<
20 10°/L B FESEFa] , A e B2 ik 2 I | & s T8 1k
T IR AR GE ST, S AT A | R K AR
HAL IR S I L

3. Giitep b B . 2R SPSS 20.0 &k 4FHEA T 4t
N, B —MRRE ST, A3 S BORER
2RI, SR ORI AR A IE S5 40 A7 SR 4 B
WEZER N , WA IR IE 5340 M(Pas, Prs) 7R

F1 1215 B AYIZ SPEBE R % (AML) J5 9SSR R

, 3 _ 8 mg/m’ 4] 10 mg/m*4 12 mg/m* 4

A PR (295 #i)) (790 f41) (13011) IR Pl
PRI (%) ] 417°  0.124
Es 685(56.4) 155(52.5) 448(56.7) 82(63.1)

% 530(43.6) 140(47.5) 342(43.3) 48(36.9)
AR %, M(Ps, Prs) ] 41(31,49) 42(32,50) 41(25,49) 37(26,46) 5.05°  0.007
W2 WBC[x10°/L, M(Ps,Ps) ] 23.0(8.0,56.0) 14.0(4.6,48.3) 23.0(8.2,56.0) 25.8(9.6,58.9) 248 0.085
HREE RN [ M(Pss, Ps) ] 0.590(0.470,0.740)  0.650(0.505,0.780)  0.580(0.460,0.710)  0.570(0.480,0.743)  7.87°  0.001
el By 2L 61(%) ] 16.33*  0.012
el 238(19.6) 64(21.7) 159(20.1) 15(11.5)

gl 639(52.6) 151(51.2) 424(53.7) 64(49.2)

gl 131(10.8) 36(12.2) 72(9.1) 23(17.7)

Ko 207(17.0) 44(14.9) 135(17.1) 28(21.5)
FAB 431 [ 51(%) 27.30"  0.007
M, 10(0.8) 4(1.4) 4(0.5) 2(1.5)

M, 78(6.4) 23(7.8) 47(5.9) 8(6.2)

M, 651(53.6) 133(45.1) 452(57.2) 66(50.8)

M, 189(15.6) 45(15.3) 124(15.7) 20(15.4)

M, 245(20.2) 76(25.8) 143(18.1) 26(20.0)

Ms 21(1.7) 4(1.4) 13(1.6) 4(3.1)

AML-u 21(1.7) 10(3.4) 7(0.9) 4(3.1)

T : AML-u: JCiEHE T FAB 43 BUS I (8 ;" F A
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FKHAESHAG L . 2H 8] CR 1Y L8R 2 K 5
DL 8 mg/m’ 2 Ry 5 R, PR RE AT Y | B i 4 40 L L
il SER 4y 2 FAB RIS R CRIA T 25028
Logistic [7] 5 43 #1 IDA 7] i X} AML £ % CR #Y5%
M, P<0.05 82 RA505E

& R
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LPR:AE 1 215 Bl A9) & AML 8515 51k
Sy FE b, 3 8 BIBE T 0T & AE , AT R R AT B BE R
B, LRI T RIRT T TR, . 1 207 1R PEA
WSIRITIT AU B T, 8 mg/m’, 10 mg/m® Al 12
mg/m’ 4 i) CR 2 43 51| 24 73.6% (215/292) | 84.1%
(662/787) F186.7% (111/128) , 22 54 G it 2F 7 X
(=188, P<0.001)(F2); i LEHL/R 10 mg/m’
112 mg/m*ZH (1) CRZE Y T 8 mg/m’ 4 (i = 15.6,
P<0.001; y*=9.1, P=0.011) , {5 10 mg/m* £ Al
2 mgmH2ZHEFKREITFEL(F=14,P=
0.499) .

Ik 6 20 238 1] & 35 24 T 44 A CR 53 #r
8 mg/m’, 10 mg/m* I 12 mg/m* 41 i CR F 43 5| K
84.4%(54/64) .89.9%(143/159) F1193.3%(14/15) , 2
SHG B X (F=22, P=0.697) ., T faHit

639 {5 st 5, JHo b DAl i S e (W W s g BT 3 441
636 il 1] 44 A CR * /3 #7 , 8 mg/m’, 10 mg/m’ I
12 mg/m* 41 ) CR #43-511°4 73.2%(109/149) .85.8%
(363/423) 1 84.4% (54/64) , 2 F A G il % B X
(=145, P=0.006) . H AfLfadl+ , 8 mg/m’,
10 mg/m® Al 12 mg/m® 4 /) CR K 43 5] H 76.5%
(163/213) . 86.9% (506/582) F1 86.1% (68/79) , 2= 5
BoGitE L (F=14.1, P=0.007), @faddt131
B£8R I 30 S e P s v E T 1 487 SN S I AE
T 141, 129 Bl AT 40 A CR %5347, 8 mg/m®. 10 mg/m’
F112 mg/m’ 21119 CR #4314 50.0%(18/36) .60.6%
(43/71) 1 81.8% (18/22) , ZR LG T # B L () =
8.1, P=0.089)(5%2),

2. Z A & Logistic [1] 14 43 #fr IDA 7 & %} CR
RS2 - 8 mg/m”, 10 mg/m’ 112 mg/m* —2H f &
TEARIR B RE R AR A LU 5 (FAB 318 G B 43 )2
J5 25 5 B A GeiT2E T L (P < 0.05) ; 1iiPE ] w1
WBC /K- 745 2l 2 (8] 22 S ¥ o G b2 5 L (PE.
¥7>0.05) (1), K Logistic [FIHREAJEL 75047,
DL 8 mg/m’ 412 B FE A I BE AR - s 4
ML LG FAB 430 FERS B 43 )2 IR B, 10 mg/m’ il
12 mg/m’ 41 15 5 CR ) OR {H (95% CI) 7 0.53

R2 GAIAIR 2 AR AL R R0 TA D7 S0 T H0NA N S PR 2 1 I AT 728 L 4R

215 %L CR(f]) PR(f)  NR(f#))  CR*K(%) Vet PE T TR (%)  EH PE
BH K 18.8 0.001 3.1 0217
8 mg/m’ 292 215 25 52 73.6 3 1.0
10 mg/m’ 787 662 37 88 84.1 3 0.4
12 mg/m’ 128 111 7 10 86.7 2 15
A& 22 0.679
8 mg/m’ 64 54 4 84.4 0
10 mg/m’ 159 143 7 9 89.9 0 0
12 mg/m’ 15 14 0 1 93.3 0 0
sl 14.5 0.006 32 0.206
8 mg/m’ 149 109 17 23 732 2 13
10 mg/m?’ 423 363 19 41 85.8 1 0.2
12 mg/ny’ 64 54 5 5 84.4 0 0
LN o) 14.1 0.007 3.0 0229
8 mg/m’ 213 163 21 29 76.5 2 0.9
10 mg/m?’ 582 506 26 50 86.9 1 0.2
12 mg/n?’ 79 68 5 6 86.1 0 0
i fad 8.1 0.089 1.8 0410
8 mg/m’ 36 18 3 15 50.0 0 0
10 mg/m?’ 71 43 3 25 60.6 1 1.3
12 mg/m’ 22 18 2 2 81.8 1 43

1 CR: TE LR M s PR AT 22 s NR K ZZ it
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(0.38~0.73)F10.43(0.24 ~0.76) , Z R A G i+
X (PEAM 0 <0.001, 0.004) , FEVHE T4 86
SRR A L 5] (FAB 37 SER 432 )5 , 10 mg/m’
112 mg/m® 415 5 CR (9 OR {H (95% CI) 4 0.49
(0.34~0.70)F10.36(0.18 ~0.71) , 2 A &%=
SL(PIEATH M <0.001,0.003) (3), 45 HHRTE
PR A S B DR LA AN LB FAB 4 T S
3 R Z RS, A IDA 8 mg/m’ (1 1A J7 ZE 41 1,
£ IDA 10 mg/m® Fl 12 mg/m’ i IA 77 E ¥ BB &
CRF,

VARG B A 2T B 4, DL 8 mgm* dh 5
HRZH, Vo A7 0 B L s 248 L L 451 RN FAB 43 A1 K]
£, AT £ N & Logistic 019434 . %% 3 fr
TN FEARSE A, AN A R R AU | D A A T L
i \FAB 73 R 2K 575 , AT T 8 mg/m’ 4, 7 IDA
10 mg/m* 1 12 mg/m* ¥ TA J7 9% 4 W] B 5200 CR
., MET A S ARSGH R RS
TG, %5 IDA10 mg/m? () TA J5 4 RE0S i 4 =
CR %, M & IDA 12 mg/m’ [ 1A J7 X} CR FICH &
M, FEmE A, fEREE LR E TS, & IDA
12 mg/m’ {1 TA J7 ZHIRef% & 44 5 CR %5 1 7%

A~

IDA 10 mg/m® A TA J7 A X FhE

3. MLV 2 S AR R A B 2 8 mg/m’ . 10
mg/ m*> 1 12 mg/ m* 41 ANC=<0.5x 10°/L #7522
] 23518 14(11 ~ 18) \15(11 ~20) F118(14 ~22)
d, 25 A5 % B X (F=446, P=0.012) ; =4
PLT<20x10°/L B 7 RFLE ] 43 51 14(7 ~ 17) |
15(11~20) F1 17 (15~21)d, Z R A G it & X
(F=30.3,P=0.001) ; /E 5 LI TAE BT 1H5, =41
AR L/ T 4301 A 40 (20 ~ 60) ,45(20 ~ 70)
F60(30~90)U, ZERALITHE X (F=30.1, P=
0.001) 5 Ifil 21 & U vE 5 20 31 o 10(6 ~ 12) (10(6 ~
20)F112.5(7.5~24)U, Z R GIH#E L (F=23,
P=0.061),

FERYL T T, AR B AR A B = A AR TR >
38 C Ml AT F e Wi ek g | Y ek
YePEIRTE B R SV | 171 i B | b 5 R 55
Hop 2z — BV Sk & A TR 25 5 7R 8 mg/m’,
10 mg/m® fl 12 mg/m® = 2 J& Y K = K 5 5l
93.4% .95.2% 1 99.2% , 22 R LG it 2= B L (f =
6.76, P =0.149) ; {KHE i CT WP FE AR (R B 77
4 PLEEUE SN Ml IR Y, = Mk e 2% A R A0

R3  EORIAG R R LR R WY 1A T R 5152 SRR OG5 7328 Logistic B 537
215
OR{H(95% CI) PlH OR1H.(95% CI) P

B AR

8 mg/m’ 1.00(XF fift) 1.00(X i)

10 mg/m’ 0.53(0.38 ~0.73) <0.001 0.49(0.34 ~0.70) <0.001

12 mg/m* 0.43(0.24 ~0.76) 0.004 0.36(0.18 ~0.71) 0.003
{IfEa®

8 mg/m’ 1.00CXF 1R 1.00CX 1)

10 mg/m* 0.60(0.26 ~ 1.41) 0.250 0.66(0.27 ~ 1.65) 0.380

12 mg/m’ 0.39(0.05 ~3.27) 0.380 0.71(0.08 ~ 6.48) 0.760
R’

8 mg/m’ 1.00 (X fit) 1.00( X} &)

10 mg/m* 0.45(0.29~0.71) 0.001 0.44(0.28 ~0.69) <0.001

12 mg/m’ 0.51(0.24 ~ 1.09) 0.080 0.45(0.20 ~ 1.05) 0.060
AR SfE

8 mg/m’ 1.00 (X} 18 1.00(XF18)

10 mg/m’ 0.49(0.33 ~0.73) <0.001 0.47(0.31~0.71) <0.001

12 mg/m’ 0.53(0.26 ~ 1.07) 0.078 0.49(0.23 ~1.07) 0.073
[yl

8 mg/m’ 1.00 (X HE) 1.00 (X &)

10 mg/m’ 0.65(0.29 ~ 1.46) 0.298 0.62(0.26 ~ 1.45) 0.267

12 mg/m* 0.22(0.06 ~0.79) 0.020 0.22(0.06 ~ 0.80) 0.022

T HRARAE RS A BE SR A0 A LU 1) FAB Z3 7Y | FEIRG BE 72 PRI R R 5 PR A0 BSR40 A LU f91) FAB 3 R AT 3R i
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9.8% 13.5%F125.2% , Z 3 A G it 25 L (=
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17.7,P=0.001) . BEIAZZGYGR T B #E8E 1IN, 5K
R LR SR O RV AR S R O DR A
CHERR BE Rl Co R f8 25 TUfr I T 350 O R
WIS W BRSO E , = kA F 0518 3.8% .
29% 1 31% , Z R LG it ¥ B L (=06, P=
0.726) . —HH AT 4351 4 1.0% (3/295) , 0.4%
(3/790) F1 1.5% (2/130) , 22 F LA 1T E X () =
3.1,P=0.217)(F2),

o

AR AML 1 —ZIA T AR 2 48 MLy “3+
TITEE A2 AT M A E B R R ek
3T AML W5 SR A A A AF . BEPLX IR
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