%k 20224F 6 H ET (4 3 hi)

* 20224 6 1T (5 2 B, A AERARENNES
B kIR EHEEERERE
R 3 2 BRI 1 55 A A
ESETHIFIL
ll= = HEE 00 - —
PY FoIiE5A100mg n-ns
ll= = INEE 0 - —
PY OF S IEA150mg -5
AZACITIDINE FOR INJECTION 100mg, 150mg onara.
HES ES FH100mg S H150mg
L7 5 ARES | 30400AMX00133000 | 30400AMX00134000
E) BRSO LIS X VT A2 L BR5eRatA 20224E 8 H 20224 8 H

AZAD®@

1. B
- B A

AEE, BRBFLCTIHICTEAEFERMRICEVT, &
MEBFZEEBOBEICKH L THo LM - EREZFHOE
DS ET, FEDOHRSHEY &HB & h BEBICOV
TOHBETEH L, T, FBCK BIEERMIKICEIL
5. BEXRBZORKICHHMERVERMEZ +2ICHA

L. ABERTHSIREERIRT B &,
=]

2. BR(ROEBEHICIIEELEW &)
2.1 RAN DGR UBEIE OB RED B 5 B H
2.2 W AIFIR LT B WD & B k(9.5 B

7.2 7L — F3ULOIRMBEHED I L 206, R AGH
DRI % £ THET 2, R4 7 VRHIETFEH A 521
HEAIZHIE L 26, S Sagaitk s AL L 725 fiddk
GA&dIET % (7 L — FIZCTCAEICHE L 2).,

7.2.2 M BRAARIC & 2855w Hi[8.1 1]

(1) WGFEHAARIAS M ERE =3, 000/ mm?, #FHEk#E=1,500/mm?
MO =75,000/mmPD 4T & il 723 B

HHHA 7 VORI | U A 2 ORI (R) - I
- ORI 7 5 00 A B 50% 7]
" @ AP L 722 W6,
MBS 50,000/ mim? WA R 50% R IR B

3. HR - MR
3.1 g
o THEIFIVEMA | TH YTV SR
100mg[ +—/ "7 | 150mg[ + —/\7 |
e N 7ovd 134 7 )vrh
AR THESF Y 10mgihi |7 H Y F Y Y 150mgbid
RNl D-<¥>» = b—1V100mg |D-¥ > = b—V150mg
3.2 HAIOMHK
W THEYF Y R THYF Y S
100mg[ 4 —/"7 | 150mg[ 4 —/"7 |
#IIE SRR
PRI EE2Y AL U IES
pH 5.5~8.0
aE I IREED | RO | IR | AR
CERLERICR3500) | 0.6 #0.3 #0.6 0.3

EDAHANA TV 2 G KAML T — I BRE S & 72
TE2) AANNA 7 )V % T TK10mL T S 2723
) AHILNA TV 2 EGHIK6mL T — I BRE S & 723
TE) AHILNA 7 v 2 4 K15mL TR S 723

*4. FHEEX IR
OB R HAERE
Ot B8 E M7

#5. RREIIRHRICEHET 5FE
(17 BRSO HOWE & RE L AHOAMYE R 0% 4
ESICHE L LT, IS O®RET) L. (17.1.1-
17.1.5 ZH]

6. AERVAE
WH. BN THFYF VY E L T7meg/m2 (KR #1H1
|7 0 TG E1050 200 T AR L. SSERKIET 5,
IhEIFA 7V E L, #G5EHBYET, 2B, BEOIRRELC
XY EERRET 5

7. RARUVRAEICEET 23R

(RhEESLE)

7 JRHIE LTR8BS 24T) & Lo MBS & ) B T8
DRI, AR R AT & 2o

7.2 FHOKGIZOVTIE, UTFOMEREE BT, HE MK,
BB OREI (1R38) T O Gk DRI 2T & &

(2) HHRBAIETIAE DS A MLERE < 3,000/mm?, &FHEREL<1,500/mm?
SOZ MM <75,000/mMm3D W LA IS4 T 4 B E
WL A4 OV DRI WA 2V OEFRBOEN (R3E) - Ik
OB BIAETL 2 5 O IR A & D50%75 1]
BT, KA1 2 VERGT 5
@14 H DI IAEE LR wia, FRICHE
")

FIILEREL 3 i BRSO /s
B D N h D3R B AR T

. BB KA 7 VG
o/ [ WA H
fEOS0% FIZRD >50% 100% Wt C T %

(7272 L MR ICWF s
LS O AL 7 LT3 A

21 H LI A5 L 7

N ~509 VHE A 045 |7 I

ZOVEHIERE X ) B BN ASiE o 15~50% ;-Zlh 50% & |2 I &
SN M LAV _

R LR 2UH DU W L

<15% WIS AL 3398 2R

+%
) WA MERE = AR + [0.5 % GRIRBALGETIN — Hefl) 1
7.2.3 BARBE K OIS EMEIC X AR5 EHEI8.2 2IR]
SHHA T KI5 DRI (R - REIEE
gﬁéﬁﬁmm YA A 7 L AR % 50% R BT 2
BUNXIZIMLE 7 L7 F = H
WA A A R R R
BRI D215 L A2 5
(R RERE
7.3 MoPUEMENEEF] & OB IO W T, HRIME N Ak 3
PARSI U
(2 MBHMA MR

it 75 5 il S U 9% B e AL A L 7
ey WA 7 VB R Z50%EICIKET 2

*7.4 XA LT T AVSOHUEEIESH & ORI X B A RIENR

LAV LTV,

8. EELEARNIE

8.1 M/IMKIRA U ERIRAD RO RIMAD D S bbb 2 L0350
Ty ARFVBEG W K OB G o A (MR . Bk 5
W) 2 E I T, BEORELX T+ OB%ETZ L,
[7.2.2, 11.1.1 1]

8.2 BFRENDH HDNDL I EWNH LT, EWHI I E R
(BRI R ERERE DR 2RI A2 &, [7.2.3. 11.1.8 &
]

8.3 MIEMEMIEEND S LML ENHDHDT, Kk, %R HE
RESEOMBEREZ T By a2 L, [11.1.4 B]]

8.4 W BRI REAS D S b D T L H3d 5 DTy MG EME
TR OB 21T ) e & BB OIREZ 512885 5
Z &, [11.1.10 1]



HENDEREEI2BFICEATSEE

1 AHHE - BIERZE0H 285

1.1 BREEZAHL TV B 8EE

FREIHNIC & D RIYESMIEST 2 2 2 03d b [11.1.1 ]

9.2 BiEEETRE
(16.6.1 1]

9.3 FrigeEERE
R VR X A IRH AR SR E % A9 5 B% GFCiiE 7 v 7
I U<3.0g/dL O BB VIR UARH & B b, AT VAT B I
WX DHCICE - 22HhHE ShTw b,

9.4 &JERkEH I HE

9.4.1 HIRT W EEMED B B LethiTid, RFF G- R OS5 T
e WM. EYREEEIT) KO RETL L, [9.5 &
18]

9.4.2 EFATRERAER O BE G T 2 LEND L HE I,
PRICK T BB EEEBTHI o BMER(TTARTT v 1)
T, b MOKRMEZ FH 2 HET, KAl 255 L7l CRHE
FIAED SN, KR L 2O EIRE O T, B IR o8 K
UMIETEDHMASTED 5N TV 5,

9.4.3 /N— M F—DUEURT B HEMED B BB HEICIE. AHIBEG R
MO G T #—E2 WM. ST+ 47) I HET 52
Lo [15.2.2 1]

9.5 1@

TSR L TV AR O H 5 ZEICIE, R LRnT L,
B EE (<7 AKVF Y F)T, & hOBKEMHEZ TS HE
Ty B BRAETCROCHFROREIHE SR TS, [2.2,
9.4.1 2]

9.6 RILIZ
BHLBWZ EDPLETE L, REDFITICBATT 2 W2 DH
0. FLRDSFLIT 2 A L CAFI I L 7234, FLIBICEE 2R
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1.1 EXAHEMER

11.1.1 SEEMmH
Bf R ERIEAE (B8 BRI P ERIRAME % & E) (49.5%) « IL/INITIR
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MR I CBEEEAR ) . IR (0.7%) AL 2 Y I CBEEE AR IH) 45705
S5bNbLZT ENH b,

11.1.4 FEMRHRR FEARH)
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10%LL E | 1~10%K 1% A BUEARW] W ST X — 5
5 ek 2 OF M7 L7y F AR R, Rk aeR s, | PR R P& Cuax tmax | AUCo- | t/2.p BA
PRI =M. BRI BRI (mg/m?) | (ng/mL) | (h) |(ng-h/mL)| (h) (%)
AR P B PR PRI TR BER . R " 1120 0.361 1180 1.05 91.1%D
FRImEYE | BFEET) T £210 |+0.253| =250 | £0.61 | (80.7~103)
ZOM | ER ALK S . BB K. B, Bik. BWEAS T -7 R 4170 | 0.158 1440 0.441
BOS (AL & . R 3. Aieis, MiJiicr. M| ov i S & +1850 | £0.028| =520 |=0.041 -

B T,
TG %)

Do B ORI, B A
TENE CRAEVER . KA = 2 — a3
T & &) | F— B SR
EE AN S 3 NSV R T SN S R N
dii RBEO S ESE, Jet, M AS PRI,
SEy MU, T |20, JRCBRTEN. HZE| 2 8 i .
. CRPHY| 75, BUMIZE, BEM§ZE, Jofh) 5 5 4% R
i SPHIOIRTE, FARFEE, k| Wi

e, AL MRS, AL
MR g%, IME S, 13 TYH

A7 B (AL
B,
R ) |
[ ]
LR AN

14. R LOEE

141 FHZFFFARFOEE

1411 BURWIFISIE T A T4, DA T A ZEOFEHILE L,
R %2 Bz BRI A5 L 223 B IC £ B oK THo 2 ki
L. EMozZW22 5% 8, MYRLEZIT) 2 &,

14.1.2 JEGHE OB

(1) ETFHEGOHA. 134 72D &100mgi##)id4mL. 150mg
BANI6MLOTESHAKZITEAL, N4 TUEMLLIRYRET
Bt BE S5,

(2) HHFIEOYE, 15 TVIZD E100mg A 1Z10mL,
150mg#ANIIEmLOFEF K ZFTEA L. N TV EBML IR
DIRECREIERT 5o BT OLE R % A B AR (0.9%
YAbT DU ZEEHE) SUEELEE ) ¥ S VEE0mLICIRE T A 2 &,

14.1.3 5% 7 F 7 BHES, ~NF A7 —F RO ERBIEZ &85
WE AR TH D (KK OS2 MHET B TTRMEYRDH 5) .

14.1.4 REONAL 7 VEIEE YY) TH B, il E E OB
HIHHLZWwWZ &,

14.1.5 RHNIHBEFRAE L, L S IEMUNICHRS 2K T 5
Zlo [REWMKT T 5720]

14.2 ZEIREEOER

14.2.1 T HETlE, HGERNSEFH DY v YHOBE R % .
TFEIHRATHML L EDT 2 LD HETHES —IRB S5
ko BB ETHYS T, BB ESHSLMET (2~8C) T8
W CHRIFET A LD TE Do WSS L7258
WL, 30 INICHRES T2 E L, BHRIELE, &K5E
B RO HETHERE S TG T2 L,

14.2.2 e TR O4A. B5RI25 LT BT T
5952 ¢&,

15. ZO/DEFE

15.2 FERRERERBRICE D 5%

15.2.1 B EB (7 A RS v b) T, EMLER. U V3R
BN FUBR. RS, BB (B 5P R B ) &5 VIR S 5 A AS e
éhfb‘%o

15.2.2 fW 2 v 72 807 22 R A BBk, I ONice by v oX3ERR
TN 20 v SRR % v 7o S T 22 A B A B T A B
Py = ) YONE RO A R T — IR H SRR AE R % v 72
IINGERER TGRS, < A LRI % o 7 e o R
AE YR MW S Tw5, [9.4.3 2]

16. EYEIE

16.1 Mg

16.1.1 HARAMDSEH (n=9) 127 ¥ ¥ F ¥ »75mg/m?% 1 H1ul7
H B (28 H ) B TS 3105320 CHEGsEHEL. 1914 2 vk
2 A4 2 VoK E 70 A F ==L T, &Y A4 27 IV1IHH
OIMIFERRE 2T Lz, B TRG%% miiiets e gy 2
& Cnaxl3I1/312, tue, pl3RI2ME & %2 5720 AUCOIEIIC X 0 55
MU FHRGEEEDONL F 7L FEY 54 (BA)IZIL.1%T
otV FEYERET A —FIZTFTEDHE,

PIHE£S.D. (n=9)
TED BAT Y FHIRNI290%(5 11X 14 (n=8)

MHEHER O PO AERIZT6£26L T, &8 27 )75 Y Ak
147 £47L/hTh o720 B FHEGHEOR» T EOYH sy 75
13167 £49L/hTH - 722 FHEAF— ),

16.1.2 EMEHNFRSEMHKER

T F Y ESHLI00mg =T 1 & €5 —FESH100mg
. JORAF—N—FEILL Y ENENRINA T UM(THFIF IV
& LC100mg) HA AMDSEZ \Z B T 5 L Ciln e Rz
ALARIRRE (7 F ¥ VIREE) 2 Lz, 155Nz 3R EhRE <
T A =% (AUC, Cmax) {22\ T0%1E HHIX [ H: 2 TREGHRAT %2
7o 72HE 4, 1og(0.80) ~log(1.25) DFEPHTH 1) . WHI DALY
FRRIESEMEDHERR S L7z,

HYEE NS X —F

n AUC044 Crmax tmax t1/2
(ng - hr/mL) | (ng/mL) (hr) (hr)
THYF Y S 25 1,340 1,254 0.340 0.5300
100mg[ +—/ "7 | +285.7 +338.4 | £0.102 | +0.09840
. 33 1,255 1,135 0.337 0.7124
©F—FIEAII0me 35| 7 7 | +308.0 | +0.137 | +0.1876
(F¥fii+S.D.)
(ng/mL)
1,600 —O0— TH ¥ F T UEHH100mg
éﬂﬁ[ 1,400 [F—=n7]

1,200 —o— ¥ — W4 H100mg

1,000 F3gfii +SD., n=25

S8
7
N
“; 800
S600
v
o 400
JiE 200
0 05 1 15 2 25 3 35 4 (hr)
Be 5t
e 7 4 S F 5 Y iEO IR

MAEP RN NICAUC, Cuad D785 X — ¥ 13, B O 3IN,
M OFRIAIEL - B OFRERGMC L > TRL DA DH 56
16.3 970

UC-7H Y F TV (0.1, 1110 ug/mL) D MLk % > 787 4k
HHRIIT.42~8.79% Th D RELRAEITROON R r o720 F
72, MERFEITH1330.4~33.2% Td - 7249,

16.4 {Xi

THEYF I I, BRINKGRICLE > TR#EINLEEZ SN
TEYH., & MFSOmZB VT, KRS EY THAHN-FIV 3
WIZTZNV)RIYNVILTROITT =V RV LT, EY
WKFDOWRT I )R THAIENIVTIVIVERTSFT )Y VEY
Ly bRV XRT7S 7V EY Ly hOERDPHERI N, £
7o THEVF IR, VFIVVTFTIF—XICX AT I ML
CEoTT7H) IR EnsLEZLNTN S,

v MNFIZavy—2ZHWizin vitroRBRICBWT, THEIYFY
13100 u mol/L (ERFR I B 1) % Bz T 5 J O BU HE % O Crnax
DENZFN2265 K 0645) T, CYPIA2K OCYP2E1 % ZZFh
19.4% K O27 1%HEL72H, THIF IV URERIZBWT
PAS0I 3D { SEAH BN &2 7m 3 eI & 3 2 H /68,

16.5 HEittt

THEYF VYR OEOHWIEEIRPICHEE S B L £ 2 5
NTWB, BEERFIUC-THF T F ¥ ¥ & LTS L O IR
B L7286, 554881 £ TO SR R h kR IZE N2
N50% K U85%TH . FPHHIEIZI% R TH > 72 & Wik &
NTWB90 SEAT— %),

HMS v MCUC-TH T F U v 2T IEHRNES L7354
PL5-1% 1680 £ T ORETHED IR PRI I1X Z 21 89.5% [ T
96.4%TdH 0. FHPEHSRIX6.1% % 083.3%TH - 7210,



16.6 FENDHEEE2H T 8L

16.6.1 BipEEERE
EEOBEREEEEE(Z LT F2r 2 ) 75 2 AH30mL/ 5k
W) 7Y F Y v 75mg/mE I HIMSH BED TG Lz &
DIHHE5HHDCmax e FAUCIE, BHEREIER B E (2 LT+
=7 )T 5 Y ANOmL/ ML) EHRTIA BidZhEhl. 4
RO 78, 5HERL. MEROL. M5 TH - 7219 JrEN 7 —
%). [9.2 2]
TE2) KGR, 75mg/m2Z1H1M7H %5 T 5.

17. BEERRIE

17.1 BIHRUCREM(ICET 555

(BRERRERE

17.1.1 EANSE I/ TR
AFN75mg/m2% 1 H 17 H B (28 H %) Kz FH%5- 1310553 T
FIHEE L 720 49 A4 2V RO A4 7 VIR TR A S (£
WEEAMIE H MG 2 FE L. 49 A 2 VT RIS
L OB RVENED SN EFITOVTIE, KIS
4 7V E THGARETRE & g L7,
P 5505361 D i O AR A RE) % TRITRTY,

B G R TED

- FABZHiIZ X 2MDS(RA. RARS. RAEB. RAEB-T)

- RABRURARSOH A, ~NEZTY ¥ <10g/dLAH23% LA
OARAMEREFMIE, M/ E<50,000/mm3d L < (& H ek,
AP ERE<1,000/mm3Ah2 5 EEIRED S £, —2 Dk

* RAEB-TOA kY GA#RE) MDSIZ R 541

S
MR D | 4ol i
LRt (n=53) Low Int-1 Int-2 High
(n=0) (n=23) | (n=15) | (n=15)
i (CR+ PR 28.3% - 217 | 333 | 3.3
+ marrowCR) (15/53) (/23 | (5/15) | (5/15)
o 15.1% - 17.4 | 133 | 13.3
EEHEMCR) | (g /5g) 4/23) | ©215) | (2/15)
o 0% 0 0 0
B A fi -
e ) 0/23) | (0/15) | (0/15)
BT 13.2% 1.3 200 | 20.0
(marrowCR) (7/53) (1/23) (3/15) (3/15)
o 54.9% 609 | 46.2 | 53.3
VA Xz _
kel (28/51) (14/23) | (6/13) | (8/15)
. 45.7% 7.6 | 417 | 46.2
MR S
AR (21/46) 1021 | 612) | 6/13)
| 66.7% 625 | 71.4 | 70.0
Nrever -
MABREER | (99/33) 10/16) | G/7) | (7/10)
v | 48.3% 30.0 | 55.6 | 60.0
MPERARTE | (199) 610 | 69 | 610

ITWG2006 (IR — & > 7 27 )V — 72006) H) 2 24612 & % 58

BRI, 53618153651 (100.0%) 220 Shiz. EREIEMII,
BT ERIRAME (GEBMEIT iR BRI E % & 8) 4761 (88.7%) I/
IR HEA6H] (86.8%) + 1 ML ERIH A AEASH (84.9%) . ~NEZ 1
Y IRA 3961 (73.6%) « FEEL3THI(69.8%) . ARIMERIKAE. 7
SHRALSO GRLBE, 5695, 2 9 K, TGS %3661(67.9%)
AT b7 Uy MRA3260(60.4%) . V) ¥ oRERIRAE28 61
(52.8%) . FERIE27H(50.9%) . FEE2261 (41.5%) . ALTHIM,
LRAIR 42060 (37.7%) 5695, ALPY¥AIN £419%0(35.8%)
ASTHEEIN, b 7 V7 3 ViRA &1861(34.0%) THh - 720 [5.
%]

17.1.2 S} EE M AE LB ABR (AZA-0015K5R)
AFNFIHMC75me/m2Z& 1 H 17 H M (28 H4) & TS5 S 7z,
P 5 RTZIRARG Y £ 27 b, 55 R o0 1 B R0 Sk e D e 7 A s
L OB 5N VR Y P Gkl 5k & B L7z,
358BIASAZA (AH)) BEL796], CCRIFD GHlH 1G9E) BELTOBIIZE b
FF BNz,

FRBO G BT

- IPSSTInt-2 X iZHigh#*>FAB4} i TRAEB X IZRAEB-T

« IPSSTInt-2 3 1&HighA 2 LUF O FEHEIZF% 24§ S modified
CMML
KA IMEEREL >1 % 109/L, FUMEREK<13x10%/L. E#iFFRT
— R E ORI, BEEER10~29%

- EMEH A A AT 9 AR D BV EE
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5.7% 7 (95%EHEXE : 4.3~7.1» )T L. AZARE9.9% H



(95%fEHEIX I : 7.0~12.64 H) TH o7z (NI — Kt 1 0.84,
95%IEHHIX M : 0.68~1.05. BT ¥ 7 HsE. p=0.1220)

104 ¢
094

J@RIa 7 v 7 kg P=0.1009
HR=085[95%CI : 0.69~1.03]
FECHIEL © AZAREL936]. CCREF20161

AZARE
_Tj}-wh%
00 = T T T T T T T T
0 5 10 15 20 25 30 35 40

M2 b 5 DI (» H)
AR MEEOTREMEDS D B AEFIEL
AZA 241 157 120 80 44 18 4 2 0
CCR 247 134 93 62 40 19 5 1 0
AZA-AML-001RER D &AL OB T 5 < 4 X — il

RIFERIE, 236611118841 (79.7%) 12780 b7z EARIEAI,
EL641(27.1%) B ERIRAHEAT BT (19.9%) K VIR A
HEALBI(17.4%) THh o 720 [5. ]
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