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Post remission therapy with arsenic trioxide and gemtuzumab ozogamicin (GO) in acute promylocytic leukemia
(APL) : APhase Il JALSG APL212 Study

0. ML

16 LA | 65 A ORI ST BEER M B M5 (APL) D BAREI kLT, HifE oFE & Ui b i
(arsenic trioxide, ATO), gemtuzumab ozogamicin (GO)% W21 A1T 5, Tk, HiEDEIEIMLFEET
fifT & 7= 2 JALSG APL 7' 1 ks =1— L0 historical data & Ol %47 2 55 || FREGRRBR, 3 441~
NEF(EFS) & FERHMEEA & T 5,

01 &Ky =z—~

Ara-C 100 mg/m? x 5 Ara-C 100 mg/m?x7

AW FEAPL (16-647%)
I
I
[EfgE AEE]

_________ AR B®__ o c®m. . DbE____
| WBC<3000/ul | 5,000 <WBC<10,000/ul | | WBC=10000/ul || (APLcell>1000/u) |
| & APL cell <1,000 /yl ! iorAPLceIIzl,OOO/pI i
ATRA 45mg/m* | ATRA 45mg/m? ATRA 45mg/m’ iAﬁ ; IDAX3,Ara-Cx7
STt " ! IDA12 mg/m?x 2 ' IDA 12 mg/m?x3 \BE% ; IDAX1,AraCx2 !

i CE : IDA X1

! C1: ATO 0.15 mg/kg (5 B R, 5:8) i
C2: DNR 50 mg/m?x3, Ara-C 200 mg/m?x5 !
i C3: ATO 0.15 mg/kg (5 A8, 538)
(BEE) |
| C4: GO 4 mg/m? (day1, 15)

(2£ERE)
Am80: (6 mg/m® 14B /38,83 —X)
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APL TiI5e &M (CR)E, 2417 (overall survival, 0S) IR0l & TEAL~YUZBIFELIZA, A
~UNEAFEE (event free survival, EFS) <CHEAE {73 (disease free survival, DFS) 1% 60-70%F2 CTHY | &
R IRIE A RIS BEENLE TH D, LU AL FRIEOBGITIG R A B LS D /R DD, FfR
BIRRE LT, APL IS L THRERME DN S L TEMEDMEWV & 2 55 ATO, GO & Tamibarotene (Am80)% i
L. B R PRIEBEA EEREHOTLICI, FHEH L TXANENEHREFTT 5,

A

%k FL IR O B ERIZ K DT MO N ARERIRAFZE, HLE DEEIZIB VT, ATO, GO A L,
MR, MIRTHI, DT EWTRIET IR, T L THOPIFERICL D CEA X M T D
EFS % FEERHMlTEE & 92 A5 A aRER,

PIES
1) HKiBEED APL (FAB : M3 & 5 WMEM3V) & U, B BERIZSIEGEE(MDS) 2k 72wy LI E R G (1 if g
BTN Z & APL IZVEHERTD PML-RARA Bl G BIn TG TH D Z & LV ZMDESNLDL Z &,
BEkf%, B L PML-RARA 232 TH D Z 3B L7IIGE . Rkssl & U CHTSIZRIZE D720,
2) Y 16 LA E 65 AT & T 5,
3) Performance status (ECOG D #L#E) : 0, 1, 2 DJEFI 2R LT 5,
4) +oy7els, M, T, BHREEA AT &, LT R AEMICT S,
mEe v e <2.0 mg/di
M7 v7F =" <2.0mgl/dl
1R AT O PaO, 60mmHg LA & 7213 Sp0, 93%LL k.,
HEs X #R(P—A) . DR 50% LT &2, DIERARBD b HE, Dl E R4
1TV, EF250%TdHh 5 Z &,
BEEROBXET 2020, (ATO B AL S)
5)APL ThH D Z EaEMEI, A7 v ha— X HREEICBE L, CEIC XY RENSE S AER,

TBENE

WIFERIEIE APL ICxF L C, B ARRIEE L CERHLEIEEZE AL, ATRA LEIEAITH, €D
#% O H[E OHIF L singlearm & L, DNR & Ara-C OOFF#EE 1 22— R TINA., 0 FEER#EE S LT,
ATO HiA 2 a— A, GO Hifl 1 =3 —RA&1T 95, HEFRFEIEIX ATRA TifE APL 126 FH H7e Am80 #H:H 3
%o

TURRA b

1) EHEFHlTRH

BekHAEAE L, IERM. MIRFHEIIOTFEMTHIHRRE, ZLTHLWHRRIZLDETEA
Ry hETBHIF A NAEFE : event free survival (EFS).

2) RlRAIEHAMLTE H

(1) &k (A, B, C, DEOET) DT . complete remission rate (CR)*#
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(2) FEEEMBI D 34, 54 MpR/ETFR ¢ disease free survival (DFS)

(3) &IR?D 34, 54 AAFH : overall survival (OS)

(4) 5 4 EFS

(5) TAENRIEOTERWREEN O CR, DFS, OS

(6) Grade I FHHRIEBIBIEL, FEBUHE & O Grade3 UL LD A EHF GBI

(7) PML-RARA 7 A ¥V 7 — 2, FLT3/ITD Z5 5%, CD56 JHi, (IINHIYL KD T 1%~ D 5%

(8) E[EIRRVA A 7- D T4 ~ D

9) 7/ DT, =7 Y — LMENTEIC X D APL S BIEGRE 72 & R B & OFHE 0O 58 K OVEIE LS
BRI 2B T RE L BEETZRORE

(10) 7/ LfighT, =7 Y — LENTEIC X DIBHROGTEIC BT 2 B8 T8 % L BE 2RO E

(11) E# (74, 104) EFS. OS, DFS

0.7. BEE T ESEFIEE T & B8 B

222 13l

Intergroup study C9710 Tl Hu[#E sHIF{EIZ T ATO i FHEED 3 4 EFS 7% 80%., PETHEMA LPA99 TiZ
3 4E EFS 7’ 85.3%. Europe APL200 Tl 3 4F EFS 86% T & 5, APL97 @ 3 4E. 5 4E EFS X2 h 73%.
68% Cdr>7-723, APL212 TiX, ZIE TORE L IIMEMAEIF DR 2 APL IZR MO & WA TH
% ATO . GO & Am80 # Ml 425 Z LIk, APLI7 LV 11%H D 84% D 34E EFS N6 5 D
EWIFRFSIND, Power =0.8, 0=0.05 TEIMAET 5 & MBEHEFIHUL 199 Bl & 72 5, MBI APLIT & [FIFE
JEI2dh D Z L AME L, BERES 4 222 5l &35, 2 L 0 iG5aT A MERENC X 2 REM R H17 9,
JEFPEEIIMIT 2012 4 A L0 4L BESND, (2016 4510 A RICHera#& T L712)

0.8. FRIFE SO IR A 32555 O FFL F 1A
APL97 @ 34, 54 EFSIZZN LI 73%, 68% T 5, F7-EME ALK I PML-RARA Gt &
BEFRBIE S, REPEEMEAIFR CH S, DL 9 7 APL OFEIAMEZ L sk Eax EX+ 5
AWV THD 5 A TH S, GO, ATO, Am80 (%% Dl HFEIH A4 &3 2 & D Tidiew,

0.9. BT FL Lo IIH
B9 FEHZ BIR T 5 2 C DB T~ S o 3 8 5 BRBRRIC BT 5 (PSS L Ot 14t
L+ R TRRATIRIEIC BT 5 RERFEEHT - CHRE & M & & 1o, ARBFERHISZ2 & TIC B
)+ RSO L S A TSR B 5 2 C OB BT .

0.10. FRARMRIKDIRAF
ARAFZEIC I T E; SN 5 & FIEHTICH V72 DNA 3 X OVRNA OERBIAIT JALSG Mk iffit
VR —ICTCHAE P REEA LD EIRE T D BRI E W B R T EAT O EREIZER L CIE JALSG 1
RURAT - (MBEFZE R B S OREICHE 5, EAMSELER fTREEAIL O b, ARERKZE 2 AHH
FIRET D,

0.11. TEFTRENFSE



KHFFE T OB T DS (DNA BLXOVRNA) Z V. APL OFIE. R, JWREICEIRT
D7) L)L T ORI B S TN FE SN TV D,

0.12. WAbEit
WFFEEH A - (U I
TR ERNR R R AT B e i i AR e e
T431-3192 Rl RN R XYM L 1 T B 20-1
TEL: 053-435-2111 (PN#F 2560 F7-i% 4606)
(F&[#] = PR H B @ BT i R AR %650 053-435-2921 ICHEE D & A 1s 2 FEH)
FAX: 053-435-2560 (E.i#/APL212 555 )5)
E-mail: akihirot@hama-med.ac.jp
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1. B O & & AR
1.1. APL OVEFE DA & ATRA LD B %

APERTE BRI A LR (APL) OIRIEIL ATRA IC X 2 0EBEREOE AN LV FE LW ERL LR
7= 99, APL (3t oo S E B (IR (AML)IZYE U 7 AL S2RIEIC & » TEMAE SN 5EA . & »
DFS #1525 Z £ N TE, ZHIFEHMORBBETLHLMIZENTWD I, Ll h, APL FH O
78 T 1155 PN UEE [BEE B (DIC) & MRIATUHE LT X 2 R FE B 55 0D 72 O 38 A BN I L ifi 7 & oD B 1 72 i 2%
Hf 2 fF3E 3 2 K3 & 5 9, 1990 RIS B S L 7= ATRA I3 APL #liia % 23k &, programmed cell
death IC XV RSB HEHZA L, @WEMEESL LN TE LY, —J T, ATRADRITERH L LT,
g OB, Figx, BIEREE, B, @b 7V vT4 FIUE, SR Cofic, FHRA
MERKE N K92 &2 APL SMUIEBEREDODERN H D ©, E£72. ATRA OAHOH G TIHEEHiMEIC A2 0 09
<, REDIEFINFERTHZELHONE R, 2ok, OFEMEARMIETIZ, ATRA HlRE
TAHMEFRIE L O T 5. QAR ITHIE DL & U TEFREEIT O . ORIBEDEIEK TH%xES
TERRGN 6 UHMERRRRIE AT 5. @ 3 AUICB L T < ORI ENM ThLC& 72 ™,

1.2. FfRENFIEIZBI L C

APL DEMEAFIETIL, ATRA IO S b RIEICBE L, EE ORI ThhT& 7z, APL T
I ATRA JEIENE A S LD HIA G, anthracycline A EE/RIEF LB X Hiv, 4% U 7 O GIMEMA study
Tl ATRA #H A LLHIIZ idarubicin (IDA)HfH & IDA & cytocine arabinocide (Ara-C)d FLisakBRn3Tiodu, 7
FELL I 2 RMIBIESE RS A ST D 9, WBEOE2EMERIT 76.3% & 66.6% CTHE AL/
STeH, EFS1X35% & 23% ThH Y IDAFETHEIZEN TV, Z ORISR, ATRA & IDA OHFHIZE 5
Wb D AIDA FEEDRHLZ 72 > T 5, AIDA 12 K 5 EfifiE AL %2 E-H L 7= GIMEMA study Ti. 58
TR 95% (229/240 1)) . FLAHE AF DL 1T 5%(11/240 1) & 0 . APL S0 bLAEBEREIT 2.5%(6/240 1)
IO B, EIZ LB TH 7219, 2~ D PETHEMA study Tl5e & E fiER 89%(109/123 ), &
fiR 3B A DI X 10%(12/123 f51l), APL S {LIEMERE D AR 6%(7/123 F)ZFERD B, LI 1B TH
7= WRFSE & b TG EEBE 1 (regimen related mortality: RRM) & 4072 < | ENZRE & & 2 B LD,
GIMEMA study ~CixHhE D IEIZI5 T anthracycline (2%, K& Ara-C &l & Ara-C 38 LK O VP-16
MNOEF &7z, PETHEMA study Tl GIMEMA study & [R] £ anthracycling B OTAEEN SHu, Wi & b
T SN EERAEGTENELNTND (BiReo THIFEOEEICE LT OEASR), S HICH 7L —
TIIHERRERIE A G . RO RHHBH & fkHi L CTH 0 | anthracycline HAEIAOEFR biER L T 5 (1%
W THEREIEICE LT 0EABR) 9,

—J7 . APL LISt AML IZ¥E U T anthracycline & R 1 G- Ara-C O F FIRIE B IR ATl T&E T,
REFEM 25T Tlx ATRA Hiflt & ATRA/IDA/Ara-C OfH W9 L= b DA%, 7 F 2 A7 APLI3 study
Tl 48 BFRETSEAT L C ATRA B E 2 Eifi L, % D4 65 kLA F2>> WBC <5,000 /ul % jifi 7= 3 ERFIIC .
ATRA # e 2B EL E Tl EH G595 (E 90 H) B (Uit ATRARE) &, ATRA L bZEE%E
[FIRFZ P 59 58 ([FIRF ATRA BE) OLEAFIE AT o 7=, JE1T ATRA BETIE, WBC NI K 0 bk
LY, 4T ATRA BE & A ATRA B CIXSE 2R ARHRIL 93% (122/133 i) & 96% (177/184 i) T
ZEXFRO B o T2, APL S UIEMEREDBE X224 20% (22/109 fil) & 11% (11/99 ) TH V|
HeAT ATRA BECEIIME 23N 22 DTz, F 7=, 64T ATRA BED 55% (60/109 f1))iZ 3T WBC ¥z & %
{EZIEOBINRMEE T H - 72, F 7= APLI3 study TIXIAHEAT WBC =5,000 /ul D & 66 mll EOE i
(66~75 %) % BIIZf#HT L Ty 5, WBC=5,000 /ul DEETIEX ATRA SR EERIRHICER S LTRBY ., B2

11



FAiRER 90%(145/163 i) & B4F T 503, APL S UIEMEREIL 18%(29/163 i) & Z\WMERIN & - 7=, Ml
FECIL ATRA Z AT S TIRIE L TV 5, SERTME 90% (37/42 f511). APL Zr{bIEMEREIL 10% (4/42 f5i)
ERRFERTHY | FlE TlL, £7 ATRA RN OGS 2 FIENERIRE CTH D Z RS
iz, APLO3 study A Tld, EMEE ANLETO RRM 13 7% (BU4A13 H) & BAF TH D, Z DORFZETIE.
ATRA B 541 WBC 38N U 72355 AL L OB M L B ZEFI A3 2\ 2 &\ WBC HIf Tl% ATRA
CALFEREORIBOFANLE TH D Z L5, ATRA SALFREGHHICE T2 EEAFREZ R LTV D,
YE[E > MRC study Tix, ATRA OF5-HIRIZEI L T 5 HEDOADEA (short ATRA #f) & e 2 HRICE S £
TORWIMOEA (BF 60 H) (extended ATRA #) Z Lbi#z L TV 5 03, B REMRIT70% & 87% TH D |
RRM X 23% (27 )& 12% (14 B) & WT N L EEDMENTEY | BRRMMICEDL T TFHREL L bic
ATRA 28542 2 L OFIEIREN TS ) APL SHUIEGEREC X DR RICITZEIT R D T2, B
SN APL2000 (23 T, 60 7% L T o WBC <10,000/ul @ APL T ATRA (Z daunorubicin (DNR) & Ara-C @
2 KO EE (Ara-C #£) & DNR O BHEAEE (non-Ara-C ) DIbics LT 5 2% EAER1% 99% & 94%.
2 - cumulative incidence of relapse (CIR)I% 4.7%& 15.7% (p=0.011), EFS X 93%& 77% (p=0.021). OS
1% 98% & 90% (p=0.066) T -7z, ZiLHDFERIT APL BT Ara-C DFHMEEZ R L=, Ll
DNR O#a &7 495mg/m* Td - 7= Z L 75 anthracycline OFEEECEIC L » THRERIZ R AR~ 72 L D RS
HY. Ara-C 458 HMEICE LERIZ T TV Yy, KEO US intergroup study Tix, ATRA Hijl &
DNR/Ara-C O IEHRFT 217> T D 2 2, se 2R fRsRIT 72% (124/172 ) & 69% (120/174 Fl) TH Y |
ATRA CALFHREDFAIC X 2RIt Ll & HIRWERTH Y . £72 APL SUIEBEREOSEE )
26% (451172 By & 2\, RRM X 11% (19/172 i) & 14% (24/174 Fl) TEITRD 20> T-, Z OHFIEIE
ATRA DX O I T, X0 H W T —Z Tidd b, L L., HERFEIEIZESW T ATRA LA L%
% (6MP, MTX)DZNENDOHEEIZ LD 2x2 BEOLLEG 2 LT Y, APL ORBEEROFEFR L LT
ATRA DHFRMHEENGELT- & ZAICERNP S D (iR THEREIEIZE LT 0EESR), £l NA Y
@ AMLCG study Ti%, ATRA/IDA/Ara-CI6TG (2 L L 1a% %, day2l IZ K& Ara-C & MIT Z W o iRk %
1T 9 587) 7% double induction therapy Z 17V, SERTLARR 92% (47/51 f5]). RRM 1% 4% (2/51 ). ATRA JiE
BEREE 15% (8/51 Bil) TdH 5 3BT HIL 72 < BN A5G TV 5 P, 4% EAEE AICEB T 5 K& Ara-C
DEREEZZ DG, BBICRHEREEbDNS, ATRA L ff3 % anthracycline 73 DNR & %\ % IDA
N LTV B 0NE, AR EHIEII SN TELT, RSEEEZ LN TS,

PLE X0 EfpE ARRIEICE L CREET 5 & DATRA & PERT B 1b22R1%1T anthracycline B T A
HheBZHNDHD, Ara-C 2B L7256, THREdGESIE 5 aRetEnd 5. @QATRA+IE{E anthracycline
BIEDOA MR R TH 5. QATRA+ K& Ara-C % 5 Fo B ARE AJRIEITAH L TdH 5725, anthracycline
H & 7212 anthracycline & Ara-C OOFHBEIEIZEN D00 E 5 DT A TH 5, ATRA HAH T $ FLARE A
A[RETdH 5723, APL ZMUIEMERESC (A M ERBE N2 D12 X WAL BRIEO ARV ECTH AR H D, ©®
ATRA ~DALFRIEO O RIZ R R F AL FRIE DR W RR 72 fER 2 bR E R S b, ©wlighs A ERE D
ZMERFIE, APL SMBIEERE 2 SO DIEFIN S < . DOEMRMEEIICH D, E72D P,

1.3, HuEOFEIEICEI LT
APL O Hli[E 15 Tld, EARE ANRE & [F U< anthracycline NEEAREA| L& 2 55— 5T, tho
AML & [FIERIZOFH S35 @5 & Ara-C 0 ~ K& Ara-C I DB R RGT S1LCE 72, GIMEMA AIDA
0493 study TiZ., IDA & H% & Ara-C (1g/m* X 4), IDA &i@¥ & Ara-C B L O'MIT & VP-16 d 3 =2 — A (Z
X BDIRIEN e S iz, —J5 PETHEMA LPA study CiZ Ara-C, VP-16 #%4 &, 4 < [Al&® anthracycline
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DI DIBFRDFFE S 7= 1% GIMEMA study TiZ.RRM %3 2% (5/229 f5l), PETHEMA study Ti% 0% (0/92
FNTHY . EHITHEIMTEWEEZbND, £-. HEOEEH D PML-RARA 12 X A DI IFIRZ
(minimal residual disease, MRD) D # &t Tl BMEBIIL 2%(3/162 f51) & 7%(6/88 B)) Tdh ~ 7=, Z DOHFFETIZ
R AL &[RRI APL OfLFE TIE Ara-C 203 2 E #1340 72 <. anthracycline H.0LOIE# %
HELEL T 5, GIMEMA AIDA 2000 study Tl low/intermediate risk (2B L Ti%, AIDA0493 726, Ara-C
4L ATRA %%, 6 4 OS % 78%7 5 87%ICIf | L (p=0.001), CIR % 28%75 11%IZtk# L7z
(p<0.0001), PETHEMA LPA99 study Tix. 18R DR VHI72 I WBC=10,000/ul <> PLT =40,000/ul ® & U
A7 RFE=HTHIEFICE LT, IDA ZHEETH L & & HIZ ATRA Z0fH L7=& Z A, historical control
(LPA96) |2t LENT- NS Hii-, HiEDHEETH ATRA SO EFEN B D Z & | anthracycline D1
BNENTHHZLERELTWDE Y, DX oA Z )T &AL T X% anthracycline AN
WEVEIL, APL AR DAL FRIEREMEIZBA L, R A 52 T\ 5, KE O US intergroup study & 7 7 > A D
APL93 study TiX, DNR & & HiT, % & Ara-C & 1%~ K& Ara-C OfFFFIEN 1 2 — A FOfifT S
NTWB 22 Ara-C (3 US intergroup study Ti& 2g/m? X8 T& 1V . APL93 study Tl& 1g/m? X8 TH 5,
RRM 1% 0% (0/229 ) & 5% (18/381 ) Tdr - 7=, 2 DDOHFFE TILHIE OHEIERK T D MRD 1ZFE & h
2otz HEEO MRC study DA IZIT, #ED protocol NEENTWD, ZITEMEALF LY
A2 [T, HIEOFRIEIL 2~4 23— 2T, F5%E Ara-C (1g/m°X6)8 1 2 —AFENTN5E 2,
RRM % 8% (14/187 fiil) & L0 WMEHIMIZ B o 7, 18IFEZ D MRD BEEGIIREHED D 720 D3 0% (0135
) TH 5, KA AMLCG study Tix, RIE TR L7z X 5 ICHEMEATRE Ara-C SV B, e
R bRiE13 DNR/Ara-C/6TG T 6 2 —A{THON TV 525, RRM 1% 2%(1/45 i) & 72 v 7= 2, MRD
R L7270 08 8% (2125 ) TEEIC 22 > 72, BLEWT O LHE—T7 —ATH Y, FriZ
RRM B E DIE7R< . A FEMFEREMROT — 22 LW, BRIRiBEEE2 505,

PLEX Y, HEOEFEEICE L THREET 5 &, Qanthracycline i, anthracycline & i@ £ Ara-C,
anthracycline & H1~K & Ara-C 72 & OBHIIRMITH L OfLFHRIE L & I ATRA Z 03 24
B L CA BRI 2T 5, QHIEDIEIER T# O MRD [t 2 #1154 % 7212, anthracycline Hijl £ 7=
1% Ara-C & OPFFIC X DHIEDIRIEN 2 720 L 3 a—ARREMNETH D, LD, D5y THENHRE
B LTIk L=y, ZoE A L CERET R&EfETH 5,

1.4, MERRRIE L PHRICBAL C

APL O#ERHRIEIL. RCKTIL ATRA OWAR., 6-MP/IMTX OWNAR. W& OO 72 & OiEEMN L < BF7E S
NTE7, 2D OHZEIZIE ATRA X 6-MPIMTX (2 X DHERFRIED D OREL 72 LOBEZ LLERGT L 72
DR, B TOMZELR ED3 8 5, GIMEMA study Tld, 3 =2 — X DO HIE OFEIERE T4 . PCR 12T PML-RARA
Btk DER] 2 %6512, ATRA, ATRA/6-MP/MTX, 6-MP/IMTX, % L CHERRRIEZIEIT L2V, @ 4 BED
PRI SE 24T o 72 10, I OFENT CIIIBIEED TN BAF T o 7223, 12 4F DFS Tl 4 BECA B2
DN o T, RAEF O 12 4 EFS X 69% & i TV 7=, PETHEMA group Tk Fr#iE %
ATRA/6-MP/MTX DB TIT - 7=, 34ETD EFS 13 85%. OS L 91% & . GIMEMA & [FEEICHE L. ATRA
& anthracycline HIC L 2 1RIR OB AIEE R L2 Y, Z O 7 —7OMEFE TlE, M
AAFIT BT % risk factor & LT, #J72HF WBC>10,000/pl, PLT<40,000/ul ® 2 SZ kL TW5 Y, 75
Y AD APLI3 study T#% GIMEMA study &Rl U 4 BECHEEFRIED EMRGT 21T > TV D03, FERIT
ATRA/6-MP/MTX B3 b B < L FFICHIZ2HE WBC > 5,000/ul DFEC KT LT Z OHERRIEDN AR CTh - 72
ZHITIEE D H DD, ATRA B L 6-MPIMTX T E N HIMOMERRHERIE L R FIK TICAI ThH o7,
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ZAL S OFERIT 2010 FFITERE S, 10 FFERIEBIEE T — Z TH AR T, BRI SRITHERIRIE R LEE 43%.
ATRA #f 33%. 6-MP/MTX Ef 23%. ATRA/B-MP/MTX #f 13% CTdh - 7=, FRFEFICE L Tk, HeRE
ERR TR OBOEIIC O ERARD b, 7o, LERM CHEFRIEZ T IE LA, BRERAERIC
EE o2, ATRA IZ L DfEERREEIL. ATRA 45mg/m*? 15 HREINARZ 3 » A 2 &12 2 £k 5 75
ETH DD, 5EEFIT 95% (139/146 ) Td 0 | D& 7273 B ATRAIZ X D HEFHRIEORIWERIZEI L Tk
BERMETH D, FAREANFIEORR O T%ICB L CiX, [ ATRA £ 10 45 EFS 73 76%, 54T ATRA
HETIL64%TH Y | [FIFE ATRA BEDSHERRRIE OFBUZ 2 )b &I Tz, US intergroup study Tl
ATRA HMIZ L DHEFFRIEO AL D PHERTI L, TOEREHLMCLELI E LTS 22 Hi
WD F D IZFMREATIE ATRA LALFRIED IR 21T > TV D08, BREIZIU T ATRA HERFREERE & 4
FRRIEZR LEEOR 4 BECHIR L TV D, FERITW T ORMEARIELZMH L TH, ATRA HERPEIEDN
B Chotz, £io, EEEAN, HEEHRIEOMm 712 ATRA Z FAWTRED 73 5 R AETFR 74% &, &%
H P %R T, ATRAIC X DHERRIEOARMEI R S ), —J5, %EEO MRC study D7 — % % 3
oW1 b a— LTt a LTW\Wb, RS ARESL 2 B, HIEOEEZ 2 7200 4 2—X
REAT % HERHIRIEITAT » TR 2, EARE A RIS T O short ATRA #£ T 4 4F DFS 1% 59%. extended ATRA
HETT72%THY ., ERTME T ATRARGMGELSHENTHL Z L a2 LTI, FA YD AMLCG study i3,
DNR. 6TG. CPM DZHNZH L FIED Ara-C 12 L% 6 22— A D#EEHLREATT - 72 2, 2 4D DFS
1% 96%. EFS I3 88% &N T-iE TdH -7, MRC study & AMLCG study ® #5213 intensive 721k 2255
EERHRE U, WHFZETHDIRY RRM 1T 72200 A8, ATRA L OFH 3 2 (L5 1E O £ 7 dose intensity <°
IR L TR ORMAH 5 L E 265,

Vb, HERARIERS LOTPRICE L TRIET 2 &, OMIEDRIER T %, ATRA ORIRAIESIZ K D4
FIRIEIIHRRETICENTH D, QATRA ORGHFKIFEAZL LV &, MIXOES O BREIER O
BERE DD 72 < feasibility (X W ATEEMEDR H D, @BMPIMTX IZ K DL HFREL AR TH Y . ATRA L HFH
T EICK DRSS D RN S D @HIE DL T 412 MRD BEMEOEFNZ 3 LT, #IR2RED
risk factor & Z & L 7= MERFIE 15 O MBS B HEA| O BT T MR N LE T 5 . ORERHRIELIE D E N
REEIZ & T 28mA 5 0 . APL ORI R A EIIXEMOBENMETH 5, fiit? JALSG D7 —
2 (RFER) T TERRIUET ATRA OATHEMEALTZ A FECHRMICOE > THENRD LN D,
®anthracycline & Ara-C 72 12 L 2 ZAI0F AL SEIEIC X 2 Hi[E O RESC, mARE AN S O—B LIzl ))
PAGSERIE DA NMEICE L TIIAFEIC L D L A U Eix ThH Y BREARBEEIIH LA TRY, &k
}Z) 26)O

15 e (FVk/ w27 2®) oFM

1997 FiZiTHi b 8 (ATO) O RN RE S TUR, £ < OMFERENEFF L TE 72, 2010 4,
K[ Intergoup study C9710 TIE#)%E APL IZ ATO % Hii[E H¥kik & U CTHEH ¥ 2 KBRS MAF78 2 fifT L
72 %, ATRA, DNR, Ara-C (Z CE i A%, ATRA (45mg/m? 7days), DNR (50mg/m* 3days) (24 % 2 =t —
A D H[E HFEFEITINZ. ATO (0.15mg/kg/day, 5days/wk for 5wks) % {19 5 RE (ATO i FHREE) & L7V RE
(ATO FE(H FHRE) Trulehat L7-, 3 4F EFS 80%, OS 86%. DFS 90%% (ATO Al JH#E 63%. 81%. 70% ;
p<0.0001, p=0.059, p=0.0001) % L7z, ATO fHI#F 219 #ilrf 196 #il (89%)IZ 1 == — A LL LoD ATO ik
WITHA, 175 5] (80%)7A% 2 =— A D ATO JRIEA 58 LTz, 166 5l (76%)2Mb 715 % 5 ob 7= HitlE 0
B ek Uiz, MRSAIFEME T ATO f# F#E C grade3 21%. graded 54% CT&H ¥ . ATO FEEHEE T 16%.
67% T o> 7=, FEMPEFAFENEIL ATO fi H#E T grade3 41%, graded 5% CTH v . ATO FEfHEET 30%,
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5% Cdh -7z, ATO i FHEECTIXEESR 7%, AR RN 3% HENZ < B bz, HiE LS grade3
UL Eo QTe EEITFRD ST, APL LIEGEREXE O /e o 12,

)5 APL (2 LT ATO Z 12 & LCTHAIE LT L7 > ROWFFETIL 86% (62/72 1)) (2 CR 23
i, 54 OS, EFS, DFS, 1% 74%. 69%. 80% Cdh -7z %, AMmERE & i/ IME»bRE SN 5T
IR 7-BIOMENT CIL, OS & EFS 13 good risk #£1 100%, 90%C. high risk #£1% 63%., 60% T -7z, ATO
ITANRIEAITH DA, AT high risk BICIZRA O H 5 Z & bEfREI T, FEkOA 7 OB T
1% APL S BIEMEREDS 13.2%I2588 H v, 14.7% (29/197) 73 E MR8 AHFZ4E1- L=, CR RIL 86% T. 54F
OS 1% 64%. DFS 1% 67% T > 7=, il o152 ATO (2T 4 [mlfEd T L7 8 Ci 1 Mt T L= BRIl kel L,

IXED SR o208, DFS IR TH 72 (p=0.03), ATO OALTITIRFEDIRA L B DA, B4R
L LT ATO OFMEITEHE S D 0, —J5, RIGH APL 12445 ATO & ATRA RO A @E S M
FHENTEX TS, HEZA—T OB ClL CR 2 94%, 5 4F OS 92%. EFS 89% & BAFCdb 5 2D, A
TIX ATO & ATRA OUFHIFERD I TW W, % OMEsSNT — 2 OENMIZER L TW MWERH 5,

1.6. Gemtuzumab ozogamicin (GO) (=1 1% —2Z1E®) DAL

APL i X5 1C CD33 L EN L <, P HEEHORBELEN D72 < | calicheamicin B &R ~D R D
B, T, Mo AMLICHER L TEOAMEREN P, HIEAPLICBL TE L Eo7m L L
Tl&. Lo Coco & 353 FAEW TR 2 = 72 L7z APL 16 #llZxt L T GO 6mg/m Z¥eH L. 13 B0y
YR B R A 457 3, 1 B ATERAREAZEAE (VOD %7213 SOS) LIS D ATHEREREE D 7= 6b (2 1 [Al DG T
1B 2 PNERRE O ATRD 72, Aribi & 1XFF% APL 8 % ATO | fﬁ%ﬁ AL, ATO, ATRA, GO
(9mg/m’ once/month){ZC 10 7> A TR L 7= ), 2FI083 3 7AW S0 CR 245 (FR{E, 4 » 7)., FEMR
RN IR SN 2 Rl -7, 2 BR[O ) L ey EREZFRD, 4% A 7V, 2 Y%A 7 )V TIHE
ZHRIELTWD, ZZTIHERETORR D 3 FEMEH L, AOMELZROTN, EDX A I 7ok
Feif 72 E ORGSO N EFFEG AP Lz, AFITHIT H5H3E APL O GO DO ifiiR#%FHA A 2011 4F 6

HIZ#ED BTz, 3% APL 27 fillZ GO B MEM Sdv, 25 BIAENTATRE Cdr o 72, 52%I1Z CR, 9%IZ
CRp MG 517, 60 LA E (11 B) T 64%IiZ CR+CRp (OR)2MSG 7=, FIEIFEZE TIlX 73%. 281 H LA
RO TH 43%I2 OR MG b v, FIEIEMIIEIIEWINAN Th 57223, ATO Off XA M
(B L2 o7, GO G- HMEH D 0S1%60%, EFS (X 71% CTh -7z, T Hidfthod AML 2k LT
HEICRIF T -7 (p<0.0001,p=0.0074), Grade 3 LL_EDHEHEGOIEHIL A ) VOD 4%, [RYLIE 24%.
Hiif 8%, MfifEE 4% TH Y, o> AML & i L CTHEEITROD bR o T2,

)% APL ITXE LT S 4172 GO D ERERAY R BIBL A 281%, 82 f4] C ATRA, ATO IZ GO #ffH¥ %
ETithhr- ), B AICE LT, GO 1% WBC >10,000/ul @ high risk #£1Z 9mg/m?% dayl (24 L
72o ORIL 92% T o7z, HuE OREEIL ATRA2 M 4 4 HFIZ—FEE, ATO @ 4 iz 54 8 I =12
TV, & 512 GO 9IMg/m?* % 4-5 3 Z L1V L=, 34F OS (X 85% C. EFS 1% 83% Cdh -7, Lowrisk
BECO 0OS & EFS X 91% Td - 7=, High risk #£0 OS 1% 69%, EFS (X 65% Cd >7-, Grade3 L)L@#m
RFMAERGL, FEBICED LORFLTHY VOD X788 Lo Tz, 7 B EARE A HC
L. 3 ﬁmﬁﬁ&%@%l 1 BIFEIRARE, 2 28 I8 THET LTz, ﬁ%t%é@/éi%mﬂﬁébﬁé z
LIZE D AEFRRIEICE DR VEEN SO, AEFRRICL D CEZHD S ELREMERH D Z &3
B L?’:O

AFTIX GO DEME AL L L TCOREEIL, phase | #F78X 0. Img/m®% 2-3 #[E22) T, 2 [
ER—EchHs, BERTH amg/m* 1A% < B B 508, first molecular relapse #7638 L7z 2 Tl

15



6mg/m* & 3mg/mPAMEH S AL, HAITH AR AR Z TV D ¥, WIEREEE] T b 9mg/m* Ol 28 %
<, ZZ TIXATRA 7213 ATO 20 ST 5, 1H Wyeth (ESBAREEBE CIT > BB Cld 5 B2 A
L&, Ryl CD3B PFURDEIFIROME 2 Lz L Z 4, dmg/mAC CHfn S, Fh Ll ETikfafiRic
EEBOIRD o T (Wyeth #E R . APL AR U7z, HuE %A Tk CD33 Z B & L H S A RTIC
R LA LTR Y., dmg/ mAiiEy & Bbn s,

HEDFE L LT GO M &z REWHEBR O EIL v, L, GO I ERLAEX ST
PML-RARA 7% MRD & UL TR SNT=HRANZ L AN TH > 7o, THARIER HAEEDY PML-RARA @
MRD 235 T&H 5 APL IZEB W Tk, BEAFEZIARIC GO 2 H4 % Z £ 1X MRD OEMALICEATH D &
EZHN5, APL212 Tk, #EED Img/m* LV dmg/mAIciiE SN TR Y . bk L7z Al igia o ks &
L0, HEEAEORIEH Th 5 VOD, YWE, MFEETRB D & PHEND, HifEnicEE L
TH. APL MIFASE R L. DIC 23tk L CWAIREE TIZZ OMEE IRV & TR EN D,

AT L7z &30 . APL IXFLAEE AL O MRD 2SR &, E#o EFS ¢ 60-70% & R
ThbH, APLIT D EHIBIZFERCTIZ AR THH-TH, EHMMOBE TIIHIEN plateau & 725720, &
IWHNH, APL DIRIEIZITRTE LRDBLETH Y . PRI EAIE & I1XF W72, GO 1L ATO & [F]
BRI, THREUGET D ATREMED &V,

1.7. HEERIEICIS1T % Tamibarotene (Am80) (7.4 2 LA 7 §E ©)

AMBO X EEOIC Lo TAM SN LT ) ZEBFMICET DL T /A RTP O B e, BbfEfIC
M ULETH D Z &7 E OB Z . APL MRS LT, ATRA IZHEAIEF 2T 22 0Lk
WREAF L, F£77, ATRA THMED 1 ODA I =X 0 & SNHMPBN LF /A ks S 1 (CRABP)RC L
T A VBBZRE v ICBFENRZ LN &, BEEREAIC L > THMHRENEAD L2 L7 & ATRA
MHEO TR, BITER QBRI Z T, ATRA % BRI ZIAFSIENHIE S D &2 AR EE I (KB
HE) OBFZE Tl ATRA 169 O WIRIEIEBI2 % L 58% (14/24 ()12 55 2 EARHS & 417 9, f58 < BRIR
I ARFAER T & 2 AT RE 41 41 (9158 5 1), #IIElfFos 23 (5, 45 2 A LA 13 f51)) (2% LT 61% (25/41 1351
ICEREMPE DI, BOAEERER SN, DI, BEAFBE MO R THFAE I, EiF
U BIOEMTHRNPBICH D Z & (FFEGEMMIRBEHE] 6 Gt 4 6], (LFIEMIT 8 B 4 FIAS 4 4514
EERAFT) b S Y,

Am80 IFENWEH DI TH ., R T H LT /A VR v \TBRER 720 T & 20 b B JE R
BEESE ORIVEM S ATRA IZHAERNZ & RHERI S LD, BB P TR S iz 24 B CORIWERSEE
13405 ATRA JRHIEE 2 4 5 IEFI C ATRA AR ICH S CRWERANRE TH 5 Z & GRS TN 5 »),
AMBO [T LFFERED m\W\N T LD APL S BIEMERE 72 E OFIES LT L CIIME A NE TH 53, 4
TAEMZFEMRIZSH D APL BE OMEFFRIE L L TR SN 5E. AESESOME L REITRBSIND
b5,

Am80 DEIER & HBMEE XS Y 77U & T4 RIJE 16 # (66.7%), == L AT v —/ LIjE 15 f
(62.5%). [ MLEREE Z2IE 4451 (16.7%) . ATFE5E 3451 (12.5%). APL S5 ALIEMRE 151 (4.2%). FZ &4 51 (20.8%).
5A7 6 51 (25.0%). ‘&7 5 51 (20.8%). HALEELR 2 5] (8.3%). HLEAE 9 4 (37.5%). /4 8 #1(33.3%)
T o7z, APL204 BRI I ITHERFEEHIRI I 00D 53, DIC ~— I —2 A8 L7z 1 Fl2580
Tele®, TfER LTV, BETRIREMEORT ICERE T OLENRD D,

EREOE Y Am80 (X FFFE APL IZx L BIFRIEHRMAE S H LN TWD Z L2 h | APL204 Tik Am80 %
MEFFRIEICEE R L, ATRA 12 X DHERFRIE L | ARV R T DEBAMENH 2708 5 DB FES 1
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TW%, APL212 TiE, invitro & invivo O 5, Am80 (L ATRA D APL IZ%F LT H#) 60% 4 %)
Th Y, AHEHERFIECHOCRERO M L2559 5, Am80 OG- EITBH LN Sh2 emg/m?it
FEEHE, 72 & LT,

1.8. APL /3 LIEMEREICBI LT

APL /M UIEMEREIE, BAELT 2 & 2R A RICER LEMICH7e 0 5 5720, THRIFT& L THE
ENTEY, RHSERLEURBRDLETH S, JALSG APLI7 AFZE Tk, 1RIERTA MEREK 3,000/ul .
3,000-10,000/uL, 10,000/uL LL |G APL S BAEMERE DA HRIE 16%, 10%., 17%IZ788 B, APL S biEfE
FEFRIE] O E AR 1T 80% CIHEFIERID 97% & L T, RETh-72 %, £720S b, TEh 74% &
85% CA~ B TdH - 7=, PATHEMA LPA96 LPA9Y #fF 42 Cld 24.8%Z APL s LIEMERE 2 & 0F L EAERIIT 12.8%
Th o7, [ifnEkE 5,000/ul LLE, 7 L7 F =00 LRI APL MUIEREERED Y 27 7 7 7 X —Th
S 77, EAED APL 3 LAEMEREZ & 0F L7251 Cldfh & thik L C RFS 13 AR B CTd - 72 (LPA 96: 60% Vs 85%),
INETICHALTELHEL LT VA MUA RSN TOERARGTF b5, Luesink 5 “ 13 NB4
A ATRA L5538 L, 7 EHA 2D mRNA LV D2 k& #E L7-, 8 ff¥H7 CC-chemokine (CCL)
28 ATRAIZE D 5AFLLEEINL, el A 555K D CCR1, CCR2, CCR3 HIEML T vz, Ll
APL S LIEBERED R AEMEFIL, RIEEDE ETH S,

APL S LIEMBEREIC B DB T ORFCBETZAUCE L TIIFA EH O N TR, Thb 2RI L,
BIEFHO TR FHOM FIcoF 5 2 L IZEETH S,

1.9. JALSG TD Z £ TOMFFER R & APL212 HF5E D75 5t

JALSG @ APL (Zxfd DAL ARIE DO IRIF AL AML87, AML8Y CTHEARZRIZZNZI 80% & 70%, 4 4
DFS I3 40%, 45%, 4 4F EFS 13 & H1232% Th - 7= 7, AMLI2 Tid ATRAHEFFRIEZE A L, 1994 4
£ TD 196 BTV TEMER 88%. 4 4 OS 74%, 4 4F EFS 54% &+ SN2 TH - 72 19 ATRAHL
FOEIZB W TRRIRTNIZIZ & A Ee | FEEMH OZL TR HIMIZ L2 O Th o7, FFE AR
EROEE 72 A OFRIE AR D 11% (21/196 f511) T, 8% (16/196 Bi) i H A3 K T LT LT 5, APL
IACIEMEREIE 6% (11/196 B)ICHFE L. 2 B 1BINMELE L, F7-. HEDHEET O RRM 1% 6% (11/173
B Td o 7=, MEEFRIE TIZZ AL SIEED . AMLS7 T4 720 L 12 =2— X, AML89, 92 T6 =1— %
Thiv, EFRTHDLIRY | ORI DGR L FAETH D, LEBMITIC LD T KT
TIE, BRI U CIXER 30 FULT. LN WERIZPDBETHSH Z L. EFS 2B L CTI34EH 30 F
PUF, 16B¥RT A I EREL 10,000/ul L, DFS (2B L CIZia#ai o> [ L EREL 10,000 /ul LR, 23T BAFIK
T Thot= W,

APL97 TiX AMLI2 DFfERZ S LT, S HICHEME, DFSBLWEFS O E& BiF L., WS AL
TIE ATRA & O3 % DNR/BHAC 725 IDA/Ara-C ~E 258 L7- 9, F -2 o> 1 ek A s & OV APL
A K0 B AREE ARE B BE CRE D #E 4 BEICE R L7, A BEIX WBC<3,000/ul T APL
HifE<1,000 /ul DIZE T, ATRA DWIRO A TH 5, B #EIF 3,000 /ul =WBC <10,000 /ul %7213 APL ##
f=1,000 /ul DFGHETH Y (ATRA ODHNfIkE IDA2 HIH. Ara-C5 HEOHFH TH %, C #EiZ WBC=10,000
Iul DA T, ATRA OWNAR E IDA3 HIE. Ara-C5 HIFOGFH T, BHEEL VLFRIEEZ R L T\ 5, D
BT A, B, CRETIAHET APL=1,000/ul DFF, IDA, Ara-C DL RIEABINT 2 Z LB ESH TV 5D,
H [ DO PEE TIL, AML89 Ot 5% & & 1T, #H|4 anthracycline & Ara-C 38 X OV VP-16 OFHAEICZEE L
720 APL TIIHA O YR RS t(15;17)I2H 3% 5 PML-RARA Bl & B 5+ OfHIZ L W MRD O¥|E A3 Af
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BETdH D28, HIEDHEER O MRD BT FER Lod 0 & &hp 0%, Wi, BErEF]CIkihm 4 i
TR T LI HAREMN S 5, £ 2T, APLI7 TIHHIFE DHFIERK THEO RT-RCR IZ X 5 PML-RARA [z f
Zxtg b U, MEFPRIEOA I X 5 BAERS EGR A 1T 72 B THRIEO TSR 2 fat L7z, APL97
I 2002 FEICBERAHE T L, 28D CR i 94% (267/283 #41]), 6 4-0> DFS 1% 69%. OS 1% 84% Td -~ 7=,
FARE NI X D BRI ORGRE TIiX, ABEDS CR 31X 95% (83/87 ). 4 4E0 EFS 1% 78%. OS 1% 94%C, B
REDY CR K% 98% (65/66 1)), 4 40 EFS 1% 74%. OS 1% 87% EEN T /=, —J7. CHED CRFIL87%
(48/54 51l), 4 =D EFS 1% 59%. OS 1% 83% T v, D #EAY CR =% 95% (63/66 #). 4 4E0D EFS 1% 72%.
0S T 79%& . ABECBREICHL L ARBRAE Th 5, TAMPEARET DOIET 1T 6% (16/304 #), FHE LN
A F1F 3% (9/260 B) Td b . FETHiIE 5% (13/260 i) T - 7=, APLI2 [Flkk, EMFE A O /250K 1% H
MIZFES LD TH -7z, HEDFEETOILICIE 4% (10/244 FNIZFED B, FHIERIT 15% (36/283 #) T
B DN, HEDFIERL T L OFRM 97% (35/36 Bl) Th 7o, HEFHLFFIEDOA MIZ L 5 ik o
B, AR ROEBIENE 86 1], TR LHERPRIERE 89 Bl BT St MEIRRBIERED 20% (17 1)) AN FE
L, 3% B 2L Lizoloxt L, FYbHERPRIEREIL 28% (25 61) A5 L, 15% (13 #) AT
L7, 6 4 DFS % [ 2% & R EBIZEHEDS 80%, i bAERPIIERED 63% CTdh -7 (p=0.20), 6 4 OS X 99%
& 86% CIETRMEBIZREN B AFCTd - 72 (p=0.014),

APL204 TILFMBEAFIEICEI L TiX, APLI7 OB AURE 2 kK L. WIizks A MEk#ds O APL
faBic XV 4 BECEAUL L EMEARRIEEIT) & & bic, HRELREECTH D CHE. D BETOL R
EosLE X -T2, BRRIZIE WBC=10,000/ul TH 5 CEET, IDA/Ara-C DF: 8% 345 05 3+7 ~ &
Ara-C ZHiE L7=, F7- A BT ATRA 5+ APL A% =1,000/ul (ZHIMN L 7=EFN k45 D #BE1E.
IDA/Ara-C O 8% 245 5 347 ~HEE L7z, MIEDEIETIL, BCKTO APL IV B A bk
LR OEhH % B8 L, anthracycline & Ara-C O \Z X 5 1H¥ % 3 22— AT o 7=, #i[E & # LD dose intensity
X APLO7 LIZIZMEEET, 2 =—AH TiX APLI7 TEHEN T2 VP-16 # ML, Ara-C O 5 8%
140mg/m? /> 5 200mg/m I ZHE U7z, MERPIEEIE Tld, HifE DR TRED PML-RARA [ZB93° % real-time
quantitative RT-PCR (RQ-PCR)(Z & 5 MRD & 1TV, 1x10° = &"—/ugRNA il DIEF] & %4212, ATRA
W & AmBO0 JRIE DRI M HEVEA RGABR 21T - T, FFRHI DL W HEREIE ORI Am80 238 A L
A ATRA &bz L7=,

3 FRERPRIENBIRIZHEE LT APL TH DD, 2N 5 ZBEFOIERIZEA L T < I2iEZE < O
HOMENFAET %, JALSG TIFFMAHEAIZ—H L T, 185EATO WBC 2 (X° PL Ml x & & 1Zfghilitb
L. ATRAHLSAEIEZ D L C& 72, 2t standard & L CHARAIZHERO BN TVAIREET, &
CR ENHFOLNTNDHZ b, AENIBEZMZ 2 LB TV nEEZEZXOND, BEGRRET
anthracycline + Ara-C Z 35t L CERA L C& 7203, Bl X 5 2 EFLL 2 RBEOME L ZE T 54
ERdDH, ATOX GO &V o oy FAERRIEZEA L, (L FEIEIC X2 EHMH AL, S Dl T#
EWETLHEOOREMA D Z LIFEETH S, 4HNLATO & GO D2 AlZHAIL LTHEHAL, Wk
® JALSG APL 7'm h =a—/ L & historical (2~ 5 Z & ¢, EOF A BB HIRICRE L, &
7k a— O RIF T, BLED B ARFZE T phase I BFZE & L TITV, BB ARED @RI X 58
B 5 T R

1.10. ARFGRMFIEL R DO
APL Tl CR ., OS [TeESNT-25, EFS R° DFS 1 70% 2 ThY . HARSIEIELZ SHIZES T DML B
D5, L, APLI7 THEIZREINT-L912. 2Ll Eofb ik om b Z e ERE LY T LA E LS E A A RE
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PN D, £ DH T, K[EH Intergoup study C9710 I, ¥)5E APL (Z ATO Z HuE b JF7E & LTl L. 3 4F EFS
80%. DFS90%% 5 L, ATO & A7, < DKM ENEITH TH D, —J, £ D%M%E S iz GO
1% CD33 #BL &A%<, ZAIMME P HEE H ORBLEND720y APL IZIFA HEEB 2 b, BR6ICH R akiE
PHESN TS, BARTITORZBFERBR TOERAICB W CTRERIAEFLSONZ P, £72, Am80 (X A
2T H MR ENME T3 ATRA B WHMEFFEEEZ R A L TV F3 APL TH 60% D CR #13TW 5,

FERAZIRIE E LT APLICK U A% 0 v AL THH ATO, GO & Am80 2 FL . IS R2 K F &,
S FRIEBE A EERAWOTEICED, FROM EEXNDIDEPERFILEOIETD, £, — T
APL (ZHRF S O @ OB REE N RIS B S TE TV A BURN G | 5T LB T TE O 30 % 4
ICHETT 2 BEMEIA SN TS, ZFD7)ITiE, JALSG OBLR A, 143 A iE GO ERICE B %
Z 58 N AHRBRICEBE T, 200 O3EAF 2203 L A L7z single arm % 1 AHRABR T, EFR L~
ANBEHRTYH, BEEZSDREKEDIRRKEEZRD D Z LITEELEEZ D,

LI ARKER D

B L2 X5 1c, A CIREME AR, HiEOEE~DO ATO OEAN TR A LRESNTND, S5
12 GO & Am80 & FRFIICx L THab THZh E B 2 LAV S IHIT, WA &g LA OTFT — 2 138 E T
HD, T OEKN A EMLPEEICHV, EKO anthracycline Z ik & U 72/ Bligs M 0 50y 35 o
ZWRO L. DORBAGENRONDINE S P EET 5, APL I FIRRRIEN R BEATZ AR TH
%o ZIVH TAEREEIE MG DR TG RIE O A & Z2VEOFHE, 72 5N APL IE#EICH WS
D55 TRERSEIRIEIZRAA ISR D DN DA FEFG0, WEMUGHEICBEE T 2 8B TR/ L BERE 2%
BT HZ LiX, 5% D APL DIREFMEEZEZE X TV ETEETH D,

1.12. & OFEE, AF4E
BRI IRVE AL SRR R B RIE I HIR U 72 AR ZE Tl AL SR RE IR IR 2 8 5 o B BEI ] T L SE IR
JEYENEIR SN D AREMER H D, —J7. ATO X° GO |[Z BRI R A EFH S & L Tl ER DR
H . infusion reaction ZENHEL T D AlREMER H D, L L, EARE AR O LA BIF 7 RIEBIC RIS N D
Z L. GO ITBHEN dmgim® & BEAEEANHERA SN TV @EERGREI VDU TICHES L TWD
ZEMD, BEFRESL) JALSG APLI2 X° APLO7 & Hhilg L C _k\ 5 AlgEME XA 220,
A7\ b 32—/ ClE PML-RARA Rl G EE T2 1) & L CBREMEFI 2BNHEITT D720, BMEORERE
EOTAEWFI LAV TREMICBIE T2 20 TE 5, BREZEMICEHE T E L bIC, 20%DIR
WOEPUZHT- ) A2 EREGD 2 LB TE D,
BASF RN DT DIZRDITER IS N DO AR CEBEIR. ik, BURIREHIRD) &1, B&F ORI EL KT
TETIERV, BEODK ELERREORRIC, FRFCERINT 5 2 LRk WEEIE, Shx 2T,
SO CTHBEZRE 7o 3R OB M A2 B L T 5, Z ORI ORI, Hi, SR E%
EOGEN D D, BRI Z 7 7 o THRICT 2 BRIITR ORI 5 2 03, KilEZ 5T 720 iz 3
T ZEIFIFEAERN,

2. FHIIEE & BOERL
AP H & 45 BOEARIL A TR LT,
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2.1.1. FEFHmIEE  (primary endpoint)
BekH A A L LIFRM, TR, 5 FEYTFRH 5 VIR, 2L Th L HJRKIC K 5H5E
Ca AR R ET 5 3FMA N ML= event free survival (EFS),

2.1.2. FEEFHIIE H OF% EARL

JALSG APL97 TlE, 2{KdD CR 213 94% (267/283). 6 4 DFS (X 69%. OS X 84% Ch -7z, Fifif

IZ L HEERITIX, AREDY CR 3% 95%(83/87), 4 4D EFS 1X78%., OS 1% 94% TH v, B #H CR H
1% 98% (65/66), 4 4= EFS X 74%, OSIL87% CTH D, —JF. CHEED CR FiX 87%(48/54), 440 EFS
1£59%. OS(%83% TV, DA CR T 95%(63/66), 4 FD EFS X 72%. OS X£79% THh 5.

ZDOXHIZCRE, RHOS IO TRIFTHY, MitFMCh, FEEDLIUELRDD Z L1
LV, —F, EFSIIUEDORMARIN D, HIAPEFELDZ D A TIE, BRIRE 11 AR O R H
HE LTk, EHmIci ., BES N AERERICS21T 5 endpoint 23 HELE S, EFS O & 9 IZ3EfIC
RFR D D ITE A 1L, BT S5 08, AFOIR L= APL OEFIS & APL $574 OB T O B4 22 1Rk
TEAME 2, EFS & EEFHMEEE & Lz, IwHEOKRIMN O APL ILFEINFSE CTi histrical control & Db 4 &
52 LT, HTEEAEBENL —IEEICRER L TE T\ D, APL2I2 iF5ETiX, BB L2 H 550 THER)
TBROA M ZZR L matd 2720, E0 JALSG @ APL HFZE % historical control & L. B .
FRIZ EFS a4 5 2 & & L7e,

2.2.1. BIRFEMIEH  (Secondary endpoint)
1) &R0 5eE MR complete remission rate (CR)=R
2) &fKD 34F, 5AFE HJF/AE {7 disease free survival (DFS)
3) &{RD 34, 54 4E{73: overall survival (OS)
4) 2fKD 5 4F EFS
5) FAREARIEDOIRREER O CR 3, DFS, OS
6) Grade il HEHFRIEBLFIE, FBUHEE & ) Grade3 UL O EHF SR B
7) PML-RARA 7 A ¥V 7 4 — 2 FLT3/ITD 225, CD56 88, {FHIIHIGL AR D T 14 ~D R 2
8) HEIE MRS BN T DT~ DR
9) 7 LRt =7V — MR K D APL S WIEMRE 7R & OVENR BEA HRE O FEAE K OVEIE 1 B4R
ﬁééﬁ%ﬁﬁkéﬁ%§ﬂ®ﬂm
10) 7/ LT, =7 Y — MENTEIC X DVERBOSHEC BT 2 8o 8% & 8o F 2RO [FE
11) E# (74, 104) EFS. 0OS., DFS

2.2.2. BRI E B O ERML

1) APLIZEBWCIL, BEEMNPE LN T IVEEFICHES LN L 25 E LT,

2) APLIZEWTIE, JFERBOBBIITHRICHG T2 HEHH THOL Z LEBE LT,

3) APLIZMhD AIMIFHIZHE LIBHEROE VIR TH D23, EMERE L U THIREEZ OIRES IR ZREEO
0L TRICES T2 FEEER LT,

4) APLDEFSITHERIRIET Bplateau & 1372 T, KT 2 AR H 5 Z & 2EE LT,

5) APL Tl FMBE AFEIRIERT & IR R o B B & APLABRIEC X 0 BRMKIRIE DS S D03, 1R
ROTRICD DD LIEERRFTHLFELBE LT,
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6) Gradeli| 5 HEF L AIRIL, FEHELZTHET D Z LICL VIREEDOLEMELZIH O MICT 5,

7) APLIZBE1% 2 EREPHRIA 28 5200235, PML-RARAFANCES L CIX 2 E TITHHFZEIEH D73,
ZOREFRIF SN TORWT P ZORIA & LTI O F—ELRlE T kO — K S Tun/e
WZ EBRBITHND, SlE222f %R —n 7 m ha—/LTlE# L, PMLgene @break piont (3%f) »F
BA~ORBIZE L THEH A2 95, FLTITDIZBE L Tk, ZORIADBAPLO THRARIZED S & o#HE
NEHLHN, R THHRELH Y | FERITE LN TWHRNY O BSE CIIFLT/ITD D3 E.3PML-RARAD
HEEAN L TTRICEDD EoRELH D, T ERRFRELZEEEAN LA R T, KiEfs
FOEIBMEDRFT SND ZEIFAERTH D, — 7, CD6D TH~DFEIIPETHEMA & JALSG D
FCTH DN SN T, BUkiIE %2 &0 TERTRE 2 0 AT < 7225, CD33X°
CD34IZ/ 2 TCD56% T & & HITHNT T 2 MR H 5, APLOFHINEIY RO EFRIZEE L CTlIM3
variant, PML isoform, T %% & OEfR G U 5 CE 7=, JALSG APLO7DFEMT TiX. M3-variantd H 1
AR, THREITERBRTHSY, LonL, DT ENBRSEECE A S D ARRHRTHAINRYLE
EKOBEREMNTT 5 LIILETH D,

8) APL DEEFEIMAR D REIZE L CTIZ DIC ZHNCE < OBMENENTE =%, Ll o FHEME
LR U AREY 2 VEOFHENBEASN TS, FELIZIREOT T, A & SRva R 1 % 5F
fliL. VEFAMOR -2 HEHT 5 2 LITAFERTH D, Hik L7HiR HEEERE & OBfRE R — 71
ha—n ETHRHT2Z AT D, ST BRaA 7 & LT TAFI FUR L TAFHEMEZEA L
e, TAFLZ b v REV 2 U UG ba v Bz L0 iEE (kS (TAFIR), X7’ F KD C KV
VUERETDHZEICLVBEREIMGIT 5, FIC b e ARE Y 2 U U OIRRIE G RIZIE, TAFL O
TEPEARIZ Y © BAFLE IR SIVAE DB RN S 5, 1R E S BETE O MBI B O UE 2 81527
52 LT, AEEOBEOEEENERTED I LN S, APLHIIRERICE TS ST A ) —
TARHEALR T RO T A ) — 7 U E R L BRSO AR STV A, Annexin 11 &
Histone B2 & DRETH Y | APL flIZH T 2 Z 0B EZ ER&T 2 2 & CHRYETEMERRIFEBLIC
RIET L IRRODREBTT 52 LITEETH D,

9) APL S HIEBRRICARE 415 . APL BIRAVIEANC[E A OB OFHE DR AT XT3 TR S Tun7an,
APL212 i TiZ ATRA, ATO. GO, Am80 & ¥t APL EIRMIFER 2T 2720, 24 5 FEHA
ICERT 2 A HEDO S THF 2 BI5 AR, BETFZ2HOBLEANOHTFTHZ &% APL OlR% L&
EThD,

10) APL DIRIESUSHEIZBERT 2B AR, BInFZ2AITIH L Tide vy, #EOS FIEREREL
/195 APL212 5B T 3\ TYRIRBUSHE & BAfR 3 2 70 P A MG 5 2 L 134 14 DI RIS fE
DI=DIZAHTH D,

3. BF Diks I L ORI ILYE
3.1.1. JEiAk AL YE
LUF Ok A 9~ Tliti 7z L. BRAMEMEICEZY LR VERI &2 X5 &5, Bk CARBIKRBR~S
N2 2 & A PTE LIz K0 SFBUEBNC W I8 ek 5 2 L & 5,
LLF O RCOMEHE %7 LTV BIER & s sl & 35,
1) MEUTXAPL TH D Z & & EMES TV DIER,
2) RIEHED APL (FAB : M3 H 5\ ME M3v) & L, MDS HR7Z W LIEERLE2E A i fl c/an s &,
BRARHIIC, APL 23BEDNT S fr, AR B0 Bk L, 1B EBII CTE 5 £ 9109 %, PML-RARA
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DIEFBELFE NI D,
3) EHIT165% L LE65EEART & 95,
4) Perfomance status (PS, ECOG D #:#E) : 0, 1, 2 DERIZxIH LT 5,
5) oy, Wi, I, BEHREEZ AT L. DT EEREICT D,
mELEVLEY  <2.0mg/dl
Mgz L7 F =2 <2.0mg/dl

il X #R(P—A) . DHIEREL 50% LT &35, DIERDBFRD b -E, DI S RAEZ1TV,
EF >50%THh 5 Z &,
1R AT PaO, 60mmHg L. | & 7213 SpO, 93%LL
HEROBEXET 70 0EE TR IC L 2BE 2RO,
6) A1 b AU K DIEFIEICE L CCEIC LV REDE OV ER,
7) . BIRAGRHEIEE 9) [ AfENT, T Y — NENTEIZ L D APL S {WIEMERE 7 K ORI S
OHEDIIE K NEIEEIZRAR T 2B T R_E LB F2MOFEE] 10) 157 ) MEglr, =27 Y — L
A K DIHRSUCHEICBIRR S DS T3 & R T2 OIEE ] 72 b NIBIE T2 H e L
TEBRAEORIFICHE L CTRENG OB WVEE TH o THARBRSOFI T TH D,

3.1.2 R EAR ML

1) #EREARNC L 2 RS N~ OB 2 FEBIHIHTZVAPLTH 2 B2 HMEN TV DOLERH D
TORE LT,

2) THUEMEIEEEE O EE RN FIEIZBI T 5 A KT A > (2005 4F 11 H SGThR V-3, P EH) [ITHEL
APL Th 5 Z L 2 FBIBNZIEN T 5728, 3 LORERKRERD BHAVICHEI LR E LT,

3) [PUENMENEE SO ERREG H BB T D A KT 4 L (2005 4 11 A SGThR V-3, xR EBE) 18T,
WA AN L 2SI O )72 [FE RS2 FIRE T, M ORERAEM LIS 2 Fl 2 B8 L E Lz,

4) THUENENEE SO BEIRRHR S 1EICBIT D 0 A K74 > (2005 4= 11 H GETHR V-3. RSB | ICHEL
LZEVEDORER L O E e E DR FF 2 MR T D 12O E LTz,

5) [HUENENEE SO ERREG H BT D A KT 4 2 (2005 4 11 A SGThR V-3, s E3E) 18T,
APEORENWER 2 WREIZFHE L 5 DIREREERE DS HERF SN TV D 2 & BT D 7o O E Lz, 723,
FEPESED 5 b, TFHEREDRE L LTRE VL E Y, BRI L LT LT F =0 RO
REPRFF & L CLEREB KOV S A OMmAE B 2538E L1,

6) #1 GCP (1997 4Fhi, CEIC L 2B L MEORS) ITHE L CRE Lz,

3.2.1. FRAMEHE
LT OHEE OWTINIGE Y T D ERE 1A DRIV 5,
1) = b — A RRBREYYE (FEMEOREL ET) 2H T HHRE,
2) HERAHEEL AT HH5HE (BErEME, 5 >t ofRe, BRe, FFA4E. 37 HUNOOAGRE
€, EIEDORIEEAR, A, = ba— L ARREZRBEIRIS, BRRAEIE, M2
%, BEEWARIET, HFmC560E SO, 5,
3) HIVHLIREGME, HBSHURIGE, HCVHURIGE D5
4) IFEWEEEE A G T DR,
5) ATHR. 2 3Lim & O O "I REME D & 2 95,

. TR OIS B AT
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6) EED KGR 2 A9 D PERA
T) O, BB AN SRR PR 2SN 2 & T L 7R

3.2.2. FXEARML
1) 2> he— A REREGD B DR OB A BT 5,
2) BEMEOFHMCEEEZ 5.2 2 50372 K1 & LTHEZ LN FHZRNT 5,
3) WA BT FIIEIC K D U 4 )V AVERYYE DAL & lE T 5.
4) JEEMEEEEIL N B AR E I 2K DIRED D RaMEK A IIEOFHEIC 2 Z 5.2 5 ]
REMER S D,
5) 1RIERICHEF & 2 EAIDIEREIRRBR IRV, BAEICHEL RIFTZ LnmEsn s,
6) MR OE IO 2% 52 5 AlRetER & 5,
7) YEEEOIREEZZE L T, BetEERT 5,

1) HhigklIA7 v b a— L2 OmEE RS BEFEZESR) ITRE L, 2 OWFERHR MO KT
2155, BIRAFHMIEEE R0 9) 157 Mg, =27 Y — AfEITEIZ K D APL ZBIERERE 7R & DI
BEE OFE O FIE M OVEEE ICBR T 2B+ R L Bin F2ROFRE] 10) 157 L, =27 Y
— LMREHTEIC K DRI OCTECBIfR T 2 B a R L B A2 RORE] 72 b I BIs it 2 B i)
& LT ERR R D LRAFIZE U THiER TOEGEFHILRWIGE T sk BEIIFiETH D,

2) MERRBERAM () T BEFEREEAFTAL, MEEZESOEBEDT L L & HIC FAX £721% PDF 7
7 AL UTHEF A=A LT IALSG FHR~EMNT 5, 2O, BIREFMEEE o 9) [
J DM, =7 Y — DRITERIC KD APL S BIEBRE 72 £ O 1R BEA GHE 0O F8AE M OVEE B IS BEFR T
LB FRE LB FEZRORIE] 10) 7 MMElT, =27 Y — SRITEIC X DR OCHEIC BRI 5
Bl FRE LB FEZRUORE] 720 B Pz BH L LIERRBRIE DO P RARAFIT OV T DK
WOAEIL, G Til#T %

3) MHEBROKRE JALSG FH R THERR L72RIC, AIFESMOR RSN TET L, A v 2 —X
N ETOBREENARE L 72D,

AT D JALSG BiRT—H o H—
EPRF:
T920-1192 <R ifi A AT
E-mail:dc_kanazawa@jalsgdb.mp.kanazawa-u.ac.jp

4.2. BEROFIE

1) BHus IFIEGEIRD S A T A& RET D72, 3SIER 2 TE DRV #fERIC 8 &k 5,

2) WBFITK L CTH @B 21TV, SCEICE2RENELNTZE., & 60 U EME NRIERGHT
IZ JALSG 7 —# v X —(BIRRFRFREFRIFZER)ICA o F—3y e HWTEET L,
(http://jalsg.w3.kanazawa-u.ac.jp/) = D E¢fETIiX PML-RARA BIGHETH D Z LITMEE IR B 72w,

3) Bk L FFFIZa B a—Z =2 L) BEMICREE SB LB FHREESZEHIVIRY | 53z
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s TR 5 & LG OB F AR OB oEA LS L LTHW S,
4) Bk L RIRHI MR A . BEE S, B FRAEE SN, B A —/WC &0 BEa s L OWHEFE I
%%héo

4.3. BEIZEE L COFEEFH

1) BRERAF Web [ - TRk B - BRAVEEDO K HE O FEZIBINT 2 2 L I2 LV @ LHEST 2, &~
WRBE KL OREA « RBEE OH HRERIIERGE TE 2w,

2) B AFIEB AR OBERITTFE S e,

3) 1BHERITD PML-RARA 23 [&MEDJER]IL, PML-RARA (2L 5 MRD OBIIAARATRETH 0 . AR D% 5
E L7V, YRR E<° FISH £ t(15,17) DA Tix7e <. PCR T PML-RARA 723 i S 7= JiE il
itk L5, BERIFIZIZ PML-RARA IZ R TH - Th 2w, Bk, L PML-RARA 73f&
PETHLZ EBHH LIS G, HONICHEBERBL T —F e X —ICHEE L, Nl L LT

XFRITE DI,

4) W2 0625k, 1WRPRAG £ TRILIIC 24 RFRILANICAT 9, &9 LT ZHLL BRI 20 2 5 7285
A O HIMIEZ TBIT 2 E W D ATRA ZBtG & 3203, FRFBERICHR L TS Z2MMm <, 72
72 L. APL SMBIEBRECIEE T 5. R, AMEREOZWEITIIARIERRFIZEE T 2, ATRA 5.4
IR OBALSCEPHE, AHFEFR LT, BETERWEFNH - 72355121%, BB & TR
FEE WG 5,

5) APL CTIIFIZEED & ARG AR ISR R HE R S OFR T 5, Zofz, JRIEM/IMRE FFP %+
i L, DIC DIfHEAZAT/e D,

6) 7 —4 & LCIESN D BEHBINEZICE L X, SRt CHESNEE ID 27 —X & LTt
TERWIEFRICEBWNTIE (B2, BF ID Z2EAEHRE LTRY KD 72, BNTEAA IR &
Wrd2hEak7e &) BE T S IORRFFCBERRE S 25 L TRAT D, MisRIZRIT 2 B RIE
FlX, SRR CEL AR o CTET S,

7) ARGk, EEBEHP LGS T RESCICER R E T — e o Il T H 2 L,

5. BlgZ - - AAEIHE & EhEre
51, FERMRAHEA
5.1.1. MiEMRE., BRRAE. SERMRA OKT TR
1) —MxIMERFHE, migibs:, MigkeE (PT, aPTT, fibrinogen, FDP, D-dimer, AT-111) : [fHF
2) ‘BHERG : FEAREASRIEAT. ARHIE OFIEFAGHT, SO R 2 — AT 18, MERFIRIE2, 4, 81— A
T, BIEIHLE, 268, BIOREDILD R
3) el (HEE) : JAWERT. FERE, REOH HIEF I, BT LEE, BYRET S, (KERRR
HOFEMIZ )
4) EEEBRER R~ — 7 — : TAT, PIC. o2-PI. plasminogen. total PAI-1ZIET 5, {RRZEE LTHA
WA & ME DR E (CL) BRAGRTNICHEAT I 5,  (IRIEFFRMR A OFEMIZE)
5) MfaRE~—— (B#) : 16 & HRDERONIIGE 7 ERERE, (RIRZIE E L TIT S, (ROFERR
A O HIZH )
6) WT-1 mRNA JE & CRAI) @ {nFRAT & SO R = — 2 (C4) M Tk, TR bIEE, BIRET 5,
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R E LTIT 9, ((ROFERADOIEE & TIHAH 8) IZHH)

7) PML-RARA 3 * 738 FHR G E & « JRIFAT & HIE OFRIERK T 1% OMERFERIERIAART. MERFRIS 2, 4,
8 o — AT, B L, 2%, FRK ([THE 8) IZHH)

8) FLT3/ITD A %M (FHE) : J5a1 & HK ( TTHA 8 1ZHM)

9) BEMRAT : HE D HE3 0 — A (C)E B HEIHI L D OEIER TMTX, Ara-C. PSL BEERHZADE T,

10) TAFIHUR, TAFNEME M4 SRLICHRH UHIE, CRERE L IMR A CIaRAT & HiE O RE (C1) Bish
AICHATT %, (IROFFBRRA DO B IZ7H)

11) MRERAT © 1BIRAT. FRIFFICA MR CRAFT 5, (REERFRMR A ORI 3 HT)

ATEE L | B[ h | B | E | [ | [E | M R | M R | ME R | A R | BlEL | mlg2 | B oR
i WIS | A Clmi | C2mii | C3mf | CAR | CA%% | M2f% | M4th | M8t | ik | & | W

GRS N O O O O O O O O O O

O

Jeta f*

O

TAT PIC a2-PI,
plasminogen,
total PAI-1

O

Hifi~-7—*

O|O0| O|0]|0

WT-1

PML-RARA*

© 00|00

FLT3/ITD*

N
N
N
N
pamRA | W O
2
4t
2

TAFI

O|0|©|O

MlatRfE | s O

e a7 N
FLARII AR M. % O

GESEfRfliZnEA T 7)

O : BABREITPREFHRIEE LCRIHERS (BL, RGHEEES L BEORKENH > -HEITRD)
* L JRANE LTERE. o442y 7S THEROBRIDARETH O . APLHIRLS RHIMIZ HEL L TV 2 5E81E
R (BRI IR)

v RIRESFHEE E @ 9) 157 AEHT, =7 Y — ARHTEIZ X 2 APLAMBIEMERE 72 & OVEHR B & OFHE D %8
iE o OVEAE P IZ PR3 285 T B L BB T2 BLORIE] 10) 17 7 MM, =27 ¥ — AT L DIE#
FOSHEIZBIGR T 2 BIn 25 & BI5F 2RO FIE | RO T2 OIC LB IEF Hild ODNA, RNALE IR A 5 i
HARMIMIZTITS, AL, MRMEEZESEBEOKEN D> T-HAIZRD, Z ORI OPML-RARAN
HTholeHE, AIEAY 72U IEF M LTS 2, M4 TTEHES) IR LTz,

5.1.2 FpEkMRAL O
1) Mk ~—N— (BRiEEHNES (RAERA) 12 0.5ml)
PREEISRE CTh 0 . REMRKIIFEE L2V, SRR ORIUTIE U T, BiisR E72IMEROmA L
2 —IZBWTEMT 5, SRLICA—X—T 55515 [LLACD4S 7 —7 1 > 2 (JALSG APL212) | D44 B
TIKIET %, (K4 B A2 A —F —T 284 M2 X > TZFRNC SRL LT HIVLENRL L BE0H D)
CD2, CD3, CD4, CD8, CD5, CD7, CD10, CD19, CD20, CD13, CD33, CD34, CD11b, CD14, CD15, CD56,
CD117, HLA-DR (Tt ~—n—IndETr)
FERD FLREDMRWG AT blast gating V5217 9 25, ARiEIL APL TIiEKsE U CRHiAREETH D | BEk
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TARMORARE R & G G HET 5, Biiskd 2 WIdRetE 2 =0 b 0fRIE, WTFnbtr M
N Ea—ZATH 0, BESA, Mkt . sk ID &5, Fln, Ml A, EIREA R EETOM
NEREZHIER L7 BT, BEE 2L, TRROMERIZENT 5,

il RsAT5E © T431-3192  Ffif] Wkekn i B4 11 1-20-1
AR ERLREE A ERPE Wi TR JALSG APL212 555 71 IR
TEL/FAX : 053-435-2560, E-mail:jalaplsc@hama-med.ac.jp (APL212 F/R)
(FAX 1T HIEUIZWZO BRIE E T A— /LI L TLTESWY)

2) el (ERER SRS (BRAEEA) 120.5ml)
MR RS 2 Z 8 L, I6RATE BRFOTHIRE OBRIITRERRE X 1T 2, Yeta izl
(G-band F7-1% Q-band) M ITAMiR THEHOERZIE L LT, AR EIIRESHICTITY, Y
BRERITES R I LE 2 —E1T 9,
O #wEHFEDav—%2ty ML L Ea2—FBE (BEWRRPRETFHHERARRAERN R, T I
x5,
@ XN THREZIT> TWAHHEE, MORESIIZRH L TWAHEE L bIC, TOMRERMRE &
YEIALEa—FRES (Fid) ICHXT D, ZOB., BE4, fixs., fx 1D E 5. 46,
PERIL, itids . FIREA R EETORMAFREHIFR L BT, BE s a7,

AP T181-8612
HORH = JETH T HEES TH4E 15
AR PR B R AR A L i R
GRSt o
TEL: 0422-47-8000 (FAX [T LIZ W 2 Bk L L TLEE W)

3) TAT, PIC, a2-PI, plasminogen, total PAI-1  (EE[EEH A & 3~5ml)

TECHA (TAT. PIC. a2-PI. plasminogen. total PAI-1) (2RI L Tid. MBEIGHBRE THY . BEE
BRATFEE L2V, TRIPEAT & HE OPRIEBHAARINICAT 9, AT & o —ikEEE A (PT, aPTT, fibrinogen,
FDP, D-dimer, AT-II)IZ N %2, BEEBAICED S ~—h—L L THET 5, Bl E-iimtts 2 —Ii2
THF B AVIAE RITIE R #H & &SI hisg (HEER 2% 50) ISR 5, 2O, BEA4,
Mgk 4. ID &, Fln, PYERl. 4. EREAREETOEAEFRZAIR L7 LT, BEkE 72T
N

R RGO~ — 17— TAT (thrombin anti-thrombin 11 complex)
MR RTEMAL D~ —H—: PIC (a2-plasmin inhibitor plasmin complex)

FEAFRRSRED~— A1 —:  a2-Pl (alpha2-plasmin inhibitor; B&#5 anti-plasminc),
plasminogen,
total PAI-1

4) TAFI Ui, TAFI {55
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MmAEAAEH LT, TAFI HUR, TAFI TGRS O BEERIAR 72 RE T 5, FHORERAEHEEHA L Y
Y (SRL 2 ilks : 8.2% 27 =) N U U AN BEZERME 1.8ml) (SR AZ i L, SEREME 5
~6 [Ei VIR L7=th, MmO EET S, BEL 7L TEAE L, FHOMBELE & i SRL
(RIS, 2O, EAERZHIER L2 LT BREE S 2T, WEIFLLUTORMRICTIT 5, RBUE
GHABRETHY . BEB IO EAITRAETT, FTrlllElRNsZn e ald 5, BEEBARN T
DRRFEHITTED T2 6O DFRARMAEDRAFIZEA LTI [HHE 14) TR LT,

HIERRE © T431-3192  Ffif] WL IR A i R F 1L 1-20-1
ERERIRE T =AY R k4
TEL/FAX : 053-435-2247 /7020, E-mail: uranot@hama-med.ac.jp

5) Bfs i
WT-1 mRNA & &IZHIE AML OIEFEOE=4 1) 7 L L TLLTHOI TV DA T, KMz THIE
S, PRI S STV 5, PML-RARA [ZEbERT % & APL Al ~DRFENEIZITS 523, TRIRFEIE &
L COFIEHIZENTEY O MBIRAE L LCERTH D, IRHRANCERIL L, Z O, HiE DK T,
MERPRVES, BIEW ORPBEREICHErT L, JIEERIZIRE Ly, #Eix [3H 8) IRz,
PML-RARA fl & & fn TR EMERRED A 7 U —=2 7 L L, FLT3/1TD £ RIZB T 585 7
HEOFEMIE THHE 8] TR LT,
BIREHIIE B 9) 10)IC7%4 3% APL /M BIEMERE /e & O IR BT A GHE O RE & NEIEE, % L TR
FOCHEICBARR T BB AR TR L BIR 2RO REDOFEMIL, Bl THHE 8] IZ-L, SHIiT, Ziul
B3> 5 DNA & RNA OIRFEOFEM%Z [THH 14) 2R LT,

6) HMALLRLT
TR & B3 [ MR & 5k 5 BR Y 44735, Ficoll 17 C4y8iE U 7= 86 o [ Myp i 2 i A 22 35
2 DMSO MR CHRAF. D L<IEX by MRIZL T, -135CUT b L ITIHARELZF CHRFT
%o FMEIE IX10% LA BN E Luy, 2EMIZ TIEH 14) 1SR LT,

5.2. Bzt - HAHH
5.2.1. R (FAREANRLE) BAART (Baseline)
AERPAARTIC L T OB IZOWTHAE LTV, EORRETET D,
1) #BHE ORE  SCERBERSH
2) WEAERE, A OFE
3) —MXPTA (WIEIF5-Ri17 H LANIZ KA % F2 i)
PS.. &&. KE, REREE, KR, HEFTA (HihoFELZETe)
4) LEX (WIEE G4 B DNICRE 2 i) QTe, NENRICAELF = v 7
5) EERIRA (WIEIF5-R17 B AN KA % FEhE)
a) Mk FHIRRA
A ek, AmEksyE (FTE8EEk2 5T APL Mlifd) . fvVER, FRILEREL, ~EZ7m e #@iR
JRIMER L3R
PT. APTT. FDP, fibrinogen, D-dimer, AT-IlIl, TAT, PIC, a2-Pl. plasminogen. total PAI-1
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b) MiRAAL A
TP. Alb, T-Bil. AST. ALT. ALP. LDH., BUN. Cr. CRP. UA
6) MIEIF 57114 H DINICAT - 7o A OHES I L CTHW L AEIER FIE (3 A 2 MRICERED
7) BT R (WIRHRERTT B DN R - 8152 % Eit)
8) PML-RARAR A3 118 B AT/l B, Yo AR RAT i SR

5.2.2. GBI
KRR T OB ICOWTHRAZITV, TOMRIEFIREZFICELET 5, /2. FIREAR
B, MEDEE (B A 7). MFPRIEOSRIEBICATFROAE, AEFRVALLAITAE
FRBREE & DIRIERBALE K ONAIR BIFREE D 358132 OB 2 e F i 5 F 2 fidk ™ 5,
INIE/NENIIRIE SOF Eo8 7N
Beh A, 58 (mg/m®), & - FIEOEAIIZ OB, Z OMZ FHIHE
2) —MxPT A
PS.. A, Kk
3) FRHRA
a) MMk “FRIRRA
A ERE, BBy E (FPER. U oSER0 A EFEER) | M/, ARLEkE, ~E s m B
>, MERRAR MLEREE R
PT. APTT, FDP. fibrinogen, D-dimer, anti-thrombin
b) A bR
TP, Alb, T-Bil, AST. ALT, ALP, LDH, BUN, Cr, CRP, UA
) fEES (JE 1BIR)
5) JF HIE DA
6) ‘i HERT A

5.2.3. HMEFFRIERE TR
1) fElx OYEERFE OBIES - A - FAEK TRISKE THUIHR BN EZITV., O R A JEGHE &
\ZFReERT D, F7o. B - PUIBIOSGAIX. OB AEFIEREFICRET 5,
2) FUEER
B PR
3) ABAHIL - K TH L THROBIEITMEIND, THROBILENTELLIICEE L, WREENDH -7
e, JALSGHH micHiE+ 5,

5.2.4. BRI
TR T2 2 R A BIEHIR & U, T ORRZEGIMREEICTERT 5, BRI O PML-RARA
® MRD BEIZB VT, WFNNDRE T 1x10° =2 B —/ug RNA LLE L 25> 72386 1 A BICHER 21T
9, HHRTH Ix10°=2 B —/ug RNA LLEOBA N TAEMFRNER L35, MKFEN, 5 1T4EDE
D VIIBESN R D HER SRS AR & LTS L, 2 OB ORISR ORI X 5,
AAF - FEC OERRIZET 5BFHA %2 EFS O RAEA 5 FEA A D 2 L MR SN D TEMT
HT & LT D, £lo, AFFERPHEDOREBILE - i - FHERHTIH R SUTBRBALARTE TOIRREIC
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[ L CTWRWEEIE, TOAFFRNEI IR AT E TORBICEIE T 5 £ TEBEHE L E
fid %, 7272 L, MOIRHIEICAR LI2HE1E, MOmBKRIEICAE T L0 E TOBMMRELZTT O,

1) HREOAE
2) A7 - FELDER)E
AAF - FEC OB, SECOEA . LR, AIRE & ORRBIFR
3) AL T - PIEROIGHR
BHEBHAA . a5k
4) AEER KE T2R)
5) i i A SR RS AR e A T oD A B
i, BRERATRI, BALOME, S, HLA—BUE, AilE, BEEROAE L HHEA,
HAGE AR s — o B 5

HASE AR R GT — 2 L0 . BREREE AR SN D 2 LICBERBEIfFON TS
FEBNZ OV TR, ARBR TR Sh 2 BRERER O 5 B, AARE MM ER BT -2 L0 &
ARERIERIZOWT, —mBHESIC L 2 EAO B BAELMEBHERT -2 2 =80
oM ZZ T 5, GEIZTREIZTT)

5.3. HAYE ML AR R AR 2 ~ D B ok
(1) EMmEA A2 e S 726, B ARG Ml fE 72 (http://mww.jshct.com/) TITHOIL TS &
AR E RO 2 EFHA ) (http://www.jshct.com/datacenter/) (2> &, EFIAFEEICHE, BAH
TE G ERZAT O o
(2) BARGMMRBHE SO NEMMRBIHEERORERAE] ~OBERKICFEEN LN E. AR
MARRBAE BT — % L0 . ARBRCUE Sh 2 BEBE ARt s s Z & iz>n T, ff
T - RIEL/E5,
() HAREMAMMRBHTRBERT — & L0 . RBRCIUE S5 BB FRN RSN D Z L ITEE
FENGOEEITIE, — i HESB L OBME % CRFIZFEHT 2,

6. A 20 & 2D R

6.1 BE DL el

6.1.1. BEOLEMEEL MRS 2 720 D IR FIH
AR 40T 2 BRI AL ITBEICAFORCK TIT O TW A HIETH 5, HilE R IEICfHEH
SHNDHGOLATO, MEFHFIEITH N S 2 AmBOILHAI & L CREICAI TRA » filkSh Tn5b, BEIZH
FRE ANFE DT O EEYEO BRI S, £OFGEHEELINTH Y | Friic 20 HEE
FNTVRNWD, —EOREMITHEIN TS, Lien> T, RIEFEPICAELTEFERERIIR LT
3. BRI LEREBEOLEZHET L0, BEREIADRY, LrLeR6, TROAICHEEL,
RERAIT O
FIRE F TS ERIL, #BRE ORBSINT, LE MU RBE - RE ATV, RS O et
RIZBD D, FROPRT DEEE, MAROBRFICE 2 HMICITHoEE L, i RAOTGEID, Bk L IH#E
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IR T D, AEFZOFBUBEL TI, LEISC CHEUIZRLEZ L, #RE O 2MERRIZE D
HLLbiz, TDOHRRERHEZITO, THMERBBOLIAFFL ISRHBTLIAEFFERELRTNARLS, o
BT < ERHT D 2 LIk ARBRICK T D RS DR EMRERICE D D,

6.1.2. 2 - BRI EES
i BRAY « BEPRBLE D O . RRBRIZI W CTHRME, ZeMEOFH A4 FBANHHI L, ARBroHf ik -
W - FEBH IS KO E R EFOZLIZOWTHFH# L, IS 21727202, 2R - LML E s (&
) ZRET D,

6.2. AEhMEICEIL T

APL212 & APLI7 OF — X &b L, ARWEICEIRT 2HHE & U CHEME, EFS, OS % & i@ Ok

(BEfEHRIT A A 3 2 OfthlX Kaplan Meier %) TR L, FFE3 2B LTI cumulative incidence of relapse
(CIR) ([ZTRHl¥ 5,

AAFZEITE N ARBRCTHY ., AR LIk i aha— L ofEl/epz b U TARIISE B (RO MO
A7 BEBIR TR 3 AFEOIRFRCHBIMNT 21T, & Hiax D BlE B SENATIEE L TNBBREREIRDT0 |
WVEFEIT 30 6], 2 4F B LAREIT 60 fIl/4E TR GRS, 160 BB ERSINDHE TAEND, HIEDHEITR 6 7 A )
0 ZIVISAAE T DIEBIZN 30 1, 120 BIAS B KIDFFNT I G L7220 LTRSS, 10%D i %42 K324, 105
BIDMENT K G2 L 70 D TRAS LD, DR R ETITEON 2T — 2% HVW T EFS %4 THllL . APL97 DRifE L b
92, TOREH, FIHDNT APLIT DRARICH DY 6 R AT B RIS W TRERDMEED Al & 2 fi
T2,

6.2.1. FHHIEH
1) HUESS2h R HvE
JALSG D7%h 5] R 1 U Revised recommendation of the International Working Group for diagnosis,
standardization of response criteria, treatment outcomes, and reporting standards for therapeutic trials in acute
myeloid leukemia, Management of acute promylocytic leukemia: recommendations from an expert panel on behalf
of European LeukemiaNet, Diagnosis and management of acute myeloid leukemia in adults: recommendations
from an international expert panel, on behalf of the European LeukemiaNet (= J: % ¢,
a) SEETME(CR)
HHEOFER+ B FATEBEER 5% LN, 7 U )WIMEZ AT 5 FEROATEER 7R L, BB E R R
FERCR « BERIERGR - ERERZ R 5 0 R MLIZ BRI X O HRTE#EER 72 L, A THER 1,000/ul BA L,
1/)v2 100,000/l LA EL B85 A MR 7: L. 240623 5AR 4 BWERR 5 2 & 7272 LIROILSFHRIE
DB LY | RAEMFT AL EOREELTE L < 2 55a1E, 7L 4R LR T
FV3, 4 LN EBEO B+ B AT BEER DS 5% L0 172 5 2 F 72 1R S A 2FERAS (L5
LA RREME S LRy,
CR 7€ B 1T ER%>1,000/pl, I/ MEE>10 7/l 23HERR S 72141 T DI T= e A O B B2 #I D
fi T Rk O REMEEN R I NI A & T 5,
FARBENFIER L OZFNICS &< HIE O L1 — AR TIC T AR OFEHEIZEIE LRV IG5,
R LT 5, MNP HERSNTCHEA X T 5D,
b) LR 7 FE AR
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Bl - AR IMET S R ARAREA T . SIS IR AR T D,
) T EWF R AR
M D IFRIER IC, RQ-PCRIZ L 5 PML-RARA mRNAFZHT I 351 T1x10* = B —/pg RNARIM 1272 -
TEA . AR EMICEIE Uz ST L MERRRIEE AT 5,
d) MikFRIFRIE
BB R+ B ATEBEER 5%LL B 22 Uik, RESIMIZEFER, BEArESEER B, AR M
(ZEFER, BFEATEHEK B 22 < B RETT OB K+ B ERTEBEER)S 5~20% D5 513 &b
1 MBI E R A2 R L, B3 LB HEEE S (bone marrow regeneration) & DEER 21T 5, Z DA
B H & LT, aBEEFER+ R ai g fiEk D 5% L LB O b HIERED H L5,
e) T EMFI RS
Hi1 [ O PRIERL T HFD RQ-PCR 12 & 5 PML-RARA mRNA fi##r (MRD) M&EIZB W T, F+4EWmE:
BB AR BT . MERRRIEIAN . BIEIRE T MRD M IZB W T WP RO ST 1x10° = B —/ug
RNA DL EE 720728548 1ARKICERL, HRTH IX1002 ¥~/ gRNA LL LD 174
FEIE LT 5, ZO%EA LEIHOBMESHER SN2 0 A FERE &35, HE O
EHCTHRD MRD SMETH - 12386, T EIHEEMRET 5,
f) gL
IR 7 H B O RS L O S D FEFE,
g) Treatment failure
Resistant disease
CRIZE A TE 2WHH, A OIEFEE TS 7 HELL AR L QW DIER 255 L U, B (5
BEO B BEZEER + Bow B BEER 5% L1 1) 35 X USRI B i ia 23 %47 L TV D54,
Death in aplasia
WOIEFRKET 26 7 AN AMBEHEAEE L THWDO L 0hb 6T, BRI X
DI DGR b6,
Death from indeterminate cause
BOIOIREMMP 723K 70 7 HELINOSELE, £7203 7 HEBRIZSELT LIZERIT, K
M CHEZEERDFRD LR SR SN TV D OO, BEORMEN STV R NnGE,

2) W R AL UE
a) Event free survival: EFS
ARIFFE~DA G A D> O TR AR & S 72 B £ T H WK, 5 FEMTFRE L
THABFELEZHSNTZA S LITZH 6 HJRNIC K DT B £ TOAFHIM, dH: L - BIE2 ik
. RIROFIE L FETOER T E R WIGE 3R % IR AE D R TE 72 H T censor T 5,
b) Overall survival: OS
AWFEA~DEEEA NS H B HJRKIC L DT ETOMIM, Iz LB, JETHHERT
WG A ITRAIZALF D MR T E 72 H T censor 5,
c) Disease free survival: DFS
CRIZEIZE L%, B LEHOLWDDHREIC L DI T % event & A7p LIz AGFHIR, 28w % i
RET D, I LTBENIM T, R EAECHHER TERWVWGEIIREZEICINODPHE TE/ZAT
censor 4%, MIEIT AW FRIRIE, MK FRIRIE, RSN 22T,
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d) Cumulative incidence of relapse: CIR
CR ~DREHFNZ THENT, TGN L ZW ST B X0 FRRZW Sz B £ TOMIM, BRI
WBTE WA I RZICEMIREN R CTE/7-H % censor 5, TOMOFERIC X DI
competiting cause of failure & 9%, FHILD FAEW TR, KPR, BISNERE LS,

6.3. AHFFZRICEAL T

TRIRBRALAH30H LN DT X TOMT, THI L 272\ grade 4L E D EEE 70 EHG (AE) WA E K
(ADR)ZSFE® LV id, Mk B REMIT, @MURAE LT 5 L Ikic, ks & LT3R LI,
JALSGHEB R 4k L, WIS RICEET 2, sBikie (B0 2 3 L ERG6 . FREEE 1T
REZEMNZE B SIEE T 2, RN ZE AL, KRRBAREZHAE, ot L. RUFEOHIT % W
T Do

FH L 72\grade 3MAESRADR, BEEIDAECADRDSEE N EH L7234, 7u b a— LG8 & KR
FROETE TE RUEHEBIE%31H LI OFET . BEZIOgrade 4D FEIMGRNE,. KipiRY. BHE 7 EEOMAE
A (R, IRMEMDS) | SR B E ORBICE L IR AEN S 2B UNICIALSGE BRI HET 5,

RE. YHPBEIEG DFI10%IZ 7= 520FIC B L Ci, HEOBENK T LZFES T, EikofFES
SLEEEREOEETEFMEL, TERNEHICE LD, NEESICTHRMNT D, ST, TORFHER
ENREEMRBRITHWET 5, ZOM. JEFIERERIT R L, 2061, HiE DEIEIZ BV C3BILL E
DRI DR S = %a (APLI7 CTix258%H 105 DI & 1061 DB R FIN & - 72) . ARz —
Bk L, NEESTRBROBATO AR ZMRETT 5. FRHIARRR LV BEASL7ZATO & GOIZREI L TIIAf
TOZEMEBZR L., LTORER—Frh IR 2T T 7,

ATOIZBE Ui, i F s rh AT RS BRI L 5 & | grade3ld Lo JEImigaertix, S8 ARRE T Tk
QTAER319.0% (52/274%1), AFHEAREREE 238.0% (22/274%1)78D B, EMEALIIET TIXEN L 16.4%
(17/26841). 0.4% (1/269%1)i8 D Hivlz, AR TIL, BMZRIRE L LT SN2 72O EHIT TR A
e 0 D 7anEPAREND, MAREAFET O LT — & O % et g & LT, FisherORREIZ LD |
INEAEIZ EEZHEOFEFEEPRBO ONTGE, 2F 0, 20064, QTIER(QTc>500 msec) 8 LA
. FFEEREREE (grade3LL k) 2S5HILL EORFEFENRD L-HE, ARBREZ - Hhik L, R4 se
MEZE S TRROBATO G Z T 2,

GOIZBE LT, 75310 i fi % s AT 5 CIL ELAFE A (9mg/m? 2[E14% 5-) o> grade3LL o> J: if i w1
VOD734.4%, [EYIEN327.4%, JififEE133.0%580 Hiviz, ABRIXHMEIGE THY . h ok 5 E L4
mg/m> TIMg/M* DFI45% TH V. HEFZUIZN L OIEL 0 V7 EFREND, L L72RA 5, Fisher
DIREIZE D, ZhEARICERIZHEDHEREGNRD LNIZGAE, DF D 2064, VODBMIILL L
JEYSRENOBILL b, FiFEE23FILL EoAEFHSL (grade3bl ) 25RO LNHGE, Az —Hdik L,
iz & B S THRBROBATO & 2 HEd 5,

S HIT, BERBAIARIFEDORE R CTHRIMHT 21T 2, Ak B2 AZMEICELT) Lk oic, ok
TLOSHIDRATRI G & 70 B & PRI du, HIE DL DOFE IOV THRFTT 5, APLI7 Tl HifE L+
DI 1T 2445 10278 B L7223, APL2120D Hi[E O IE R DL A B Rl - 72354 (1161), AR
B — Bk U, 2R ZEMZEE S TRBROGITO G2 /i1 2,

6.3.1. FMiE H
1) AFRBRICI T S Grade B FHGIEBGIE, BB L O Grade3 DL LD A EFGIBUHE,
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2) EH L. HRTEAERIO [JCOG01LER (NCI-CTC ver 4.0, 2009) D FIEFHIEHHE | O

F B,
6.3.2. PR TR
THUEME RS ORI FIEICBE T2 04 RT4 > (. 3 N FERER) | #23FB IR E Lz,

6.33. AEFRLIL
AEEG LT, RBEORGT S L EHRGRIHREICELL, H6P5HE L0 H D NITER
L72an il (BRARBAEORE 25 e) | IERXUTHR D Z & THY | Uakilpdk & o KREARIZM D722
AN

1) EIEH
KRB OER L, @B <HERL ZRAEFLLZAEHR LT 5,
2) “LAVERTAN AL UE
ZAEVEREfIL, Grade (0-4) OFC#IE [JCOG2011 4Eff (NCI-CTC ver.4.0, 2009) o Fl|{E | & S U |
[ZHEVEE L, EAEFE %2 Grade0~4 [Z/03H9 5, 7 BERRMRAEMO B OF MIX, Misk EAEMEIHE
>TIT 9,
3) KIRBIR
AEFSR L ARIRFE L ORRBERIZ. BLTO 5 BREICHET 5,
KR BAAR
OBFEZ L
@FBZ o BHEZR L
@BEH 5 L/
@BELL HEH Y
G LZEED

Zoob, @BEL LG LR, @B L <MEEHY, OWFLIEEDH Y, (ZRIEHE LT
o5,

6.3.4. ZEMFHIFEIRICB T 2F I, FLdk D J7 15 K O S Jii ]
fi s EALE A UL HERNL, &2 — A CB VTR DA EFLRO EIE LB 0K R
PR EATV, T ORRZIEFIRETICTHAT D,

BEHEBOFH
a) H MR
AEHEZONE, WEOFME, FELH, K grade, K Mk B, KRR, KRR
L LI S NG E IR E OBH, HEM
b) Fif R AR A i
BRI RFEGOFE, WEOFEE, BB H ., ok grade, 14K Mkpiread B . KRR,
KIRBAfR7Z L &M SN 58132 ol BEN
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6.4 HEFZROME

1) JALSG AEHFFLHREI D PNV “EHERAFHEG "L 2I3THI SN2V Grade 4 OFFEFL M E
et huag R EM SUIER > ERNIE JALSG F5 R~ 1 5.,

2) JALSG FHRIE Z a2 e R E 25T 5,

3) MFFEMRET LM EEDONE Z G L CRUSERET 525 B A UL JALSG APL212 54 JALSG
RE - RIRKREWHET H LD ET D, WO RITBMRICHRESIND,

4) “HERAEFRLZ EITTHENZR Y Grade 4 DAEFRL" AR SN, FERRELE LY
JALSG 7 —# v #—%i@ U, JALSGAPL212 ZE K, JALSG fiF* « RIRE~ELHICHE S D,

5) APL212 ZH FEI1E, ERoFEEGICE L TEERTENY , HEEZRET D,

6.41 EERAEFROER
AKRRFESEFICAECTEH O D LHFELLRWVWEREOTE LD L, UTObLOEEERAFERSRL
EFRT Do
(1) EICEDLHD
() EmEENPTHOD
(3) VB DTZ O AL E T IZABEHIM DR SN EE L 725 & D
(4) JKMEH) E 7o X BAE 2R - BB RIS & D
(5) EREFEZRKT LD

6.42. THIEN/WAEERDERE

(8. THIENIAFKG) ICRREBSNICAEFEFS, BLOARRR Y 1 b 2 — L5 S 72 38R O RS
LEICEHSINTZAEFRUNOFESESL, I HIN T THLZOMESCHEEE N TREHNAE L —&
LW bOE T EN2WEERS L EXRT S,

6.43. THI SN RWEEAERRDTER
[6.42. THWIENBRWAERISOER] ISGEEHEINT-AFEFLOY L, 1641 BERAFEREROER] I
YT HL O,

6.44. WERBDOH HAHEER

(1) BERERBOD D HEFR
UTFOWTIMNCHEYST 2 EFRIIEREONL LT D,
@ BFET R OIRER T H2 5 30 HUNICHEAE LT~ TORT
® FHWIEN72\ Grade 4 DA EHS

() WEWERBEDOH HAEESR

UTOWTIMNCHEYLT 2AEFRITBFREONL LT D,

O HLNREIRELZ RS . 1GEE T H) D 31 HLAREOE L

@ THIEH D Grade 4 DIEIMIEFM:(CTCAE ver.3.0 NILiEIEHE] X4y LU OFEHRSR)
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@ Kbt E I TBEF L EESCKESE (CREZET)
@ BRI IT DI RIS TS H

(3) HEFIA
O 2wt
BIEREORIG L 72 DR FEFLDHE LIGE1E, st REEM IR HERMIIIEED D 72 K
FLNIC TEEFRREE—KRREE) ICPTEFHAZFLA L, JALSG FERICHET D,
HIT, FEND 7T HUNIC TEEFERMEE) ICEFHEEZRAL, 7—¥ ¥ —c@iE+ 5,
© WL
WE WG ORMR L I DA EFEPIAE LG EE, MaR R EM ST HERM T ENS 15 A
UNIZ THEEFEGREE] ITTEFHEATA L, JALSG FHRICHET 5.

6.45. BZMEREREDR~DHE

o NEXIG L T DEFPIRICEET 2 midast CURRIFE - EATBE - Pk 26 4 12 H 22 HER)
KO “THISNBRWEEBEEES " NRAE LGS, U RERE, AEFRRBE AR ORERAN,
B LB OREEMIT, FTET 2 EREE O R (M ERESH 2 WIFEY T 2 F A1)
WS LRI v, 220, WEFEREES . AFFRRB AR ORERIZBNT, £h
ZHOEFFEREM A OREBENE 255 121E. T OHEIIHE > TE s VR ER O B2 T
AT 2 &,

o BEFGRAMBRONEEMEB X OESNEHONREMIL, FTET2EEEBEOR (ixmEES
Do DHNIHY T HFEEMKE) NoTHISNRWEBRAEFR KT 2B 72 & OfRROF S R
72 8T TEAIIE, FRRERICHESCDICEONETERET 5, TOBIIE, TEASEHKE~D
Wit | R T DR REA~OWMEIZON T, s B ICHRH AT 2 2>, MFEERE R Ot
B D EFEMSBE OB DR T 2 EICES & U TRIHZT ) DIC oW T, Khisk o it &85
HZ ok,

6.4.6. JEAETIBRE~DHE

o NEXRETDEAICET 2 MBS COHRREE - JBAEEE - Pk 26 42 12 A 22 HER)
ICHSE . “PHISNARAVWEEBAERES NRAE LSAIT., EREEITE T2 EREROE (i
RIMPELZE R H 2 WIS T 2B AW LW b e ORERICIEWVEA B RKEICHRE T 2,
JEAFBRE~OME AN AFERFLE OB T 2 EFEBEOEN DR T 2 ®EEICEA L LT
42 2 LICIE LR IC oW TR, Sl TO“FH SN WEEAERES T HHE R L
DR R A FRARE LMY L&D, iR T2EFEEREOE (iRfmEHERESH 2 WY
T OHEMB) EWED B, ITEORERICIEWVEAE B REICHES & LTRET 5,

6.4.7. DD
HEVRIZE S BWEA 2 EORAF B RE~OME | EEHEE) O EEA~ORIERICEET 2 E& I oW
TIE, ZNETNOEFEBIOHEIZHE > T RE OB W TR T Z &,
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7. APL 212 IR¥EFHHE
71RO

1) 167% LA _E65E AT D ik A CPML-RARADS RS S AL 7= FIF8 APLIE B Z 3t L. #IR2 I A I ERE s K OVAPL
AIREZ L0 | ABRICERIME L EARE AL 21T 9, 2 OFIEIZAPLIT, APL20ATERERHV | F
7=, ABE. BREE. CHET. %, APLANNE=1,000/ul DIEFN % LIDAE Ara-CANEM S5, kit D
HOHPDIFRIZ L DT, BIEARREIZA N FET D,

2) HifE e TIECL: ATO 0.15 mg/kg (5 F [#/3, 55 ), C2: DNR 50 mg/m*x3H, Ara-C 200 mg/m*x5H |
C3: ATO 0.15 mg/kg (5 H i1/, 5:8[E), C4: GO 4 mg/m? (dayl, 15)D4=1— 2 %#4T 9, C3LCADMITIZ
Ara-C E MTXDO#EE(IT) Z 119 2%, HEOEETOH 5P L FIKIC L D1, FRITA X hET
%, GODHIE R EE L TOHRKEG&EIZE L CiX, APLHIRROWA & ik L7cRiTch o 2 & GO
B 5 OCD33OHUROAIFNRICE T 2 MAFE R A B £ 2. 4 mg /mP20a] (MR &a%E Lz,
Hi1 [ D REVE 4 7 — A (CAFE T 12 OB REENHIEIE % IZHIE L 72PML-RARAD MRD 23 51 T & - 72 55
B ARV NEL, r ba—pEETIEET D, oL, BEITIRT D,

3) MERFFRLE T, HIE DI IEKE TREOPML-RARAIZ B4 HRQ-PCRIZ & 5 MRDHIE CT1x10* = £ —/ugRNA
HA ORER 2 KF G2, AmBOIZ K DHMERFREZ AT 2, MIRFHIE KOV FAwFRIFR, ECE
AN NETHEFSZ FEFHMITHEE &35, 26 DA X RO LNTHE T 1 b a— L pEH
IE&ET5, 2L, B2k 5. PML-RARAIZ X A MRDA R A > k T1x10%= & —/ug RNALL E
ERD | ADABOFER THIX10*2 B —/ug RNALL L & 22 o 12354 S FAMHANER LTS, 20
R, FE DRSS A 5 EM TR A LT 5,

4) BILEWIM COMIETFHI, 75 FAEW TS 2 WITBESN I 2 #5575, PML-RARAIZ X 2 MRDR A AR A
¥ FCIx10°= B —/ug RNALL E & 720 0 1 A% O BT H1x10° =2 ' —/ug RNALL | & 72 5 72354
DFERTFRIRE ST D,

5) FRFsEOIRRICE L Cid, Sl oz s ZD, HEEZEDR,

7.2. TR NSRE
TRPERT ORI A M ERE s J O APL Mifaic L0 LR A B, B . C BECIHEZBM L, &
APL fEASHEIN L7235 513 D #E & L CEINRE AT 5. ATRA X CR % & HI[E 0O 1 22— A BALAHT H
FCHAROREGE L, &K 60 HE THEET 5,

AFE) WBC<3,000/ul 2>> APL fif (GFER+RTEHEER) <1,000 /ul D&5GE

ATRA 45 mg/m? 533 po
B#) 3,000=WBC<10,000/ul &%\ % APL HIRR(CEER+ BB BEER) =1,000 /ul DBEE

day 1 2 3 4 5 6 7 8 9 10 11 12
ATRA  45mg/m*> %3 po L A A I
IDA 12 mg/m*  30min iv [
Ara-C 100 mg/ m*>  24hrs iv A

C #) WBC=10,000/ul DA
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day 1 2 3 4 5 6 7 8 9 10 11 12
ATRA  45mg/m®> 433 po L A A A IR R
IDA 12 mg/m*  30min iv [
Ara-C 100 mg/ m?>  24hrs iv L

D& A. B, CREIEWT, &+ APL M CGEER+RIEBEER) =1,000 /ul DGE

ARE
(APLAMAE=1,000/ul®>H X Y) dayl 2 3 4 5 6 7
IDA 12 mg/m*  30min iv l l
Ara-C 100 mg/ m*  24hrs iv A
B #f
(APLAMAE=1,000/uld®>H X Y) dayl 2 3 4 5 6 7
IDA 12 mg/m*  30min iv l
Ara-C 100 mg/ m* 24hrs iv Il
C &t
(APLAMAZ=1,000/ul®>H X Y) dayl 2 3 4 5 6 7
IDA 12 mg/m*  30min iv l

i 2 7

1) WBC<3,000/pl 7> > APLAIE<1,000 /pl D FEE D A ATRAEAR (ARE) 1R %47 5 . WBC33,000 /ul 24 10,000
WA 8 5 WIZAPLAIIN = 1,000 /ul D354 . IDA+Ara-CZOFH+ 5 (BEE), WBC#A310,000 /ul LA LoD
%4, IDA+Ara-CEOFf3 % (CRE), BREEICES L Cix, WBC 3,000 /ul i ¢ 6 APLAIAZ =1,000 /ul @
Yrte. UL VbFREZ T2,

2) ABE TOATRABMEEE Tl AIMEREEIN A Rk L3 < IR WBCEL, APLIRE OHER IR T %,
APLI7 TlL, TRIEBHAAFFAREDKIB0%AS, DEEICATL T\ 5, £z, BREE, CHEICHBWT S HIMEREL
WO LN ZENHLOTHEET D, & ITIRFEBLEE., 208 B ORI I IHENT [ i ER 57
ZRAE L, APLAIAZOBIINOA A HE L, @&+ CAPLAIAEEL=1,000 /ul OFA, ATEEYMA Xk
L EBINT S (DR, RN S A IHMEFRREEZBINT 5,

3) B ITE AL, b, EMEEDRIE A2 B BIEE LN 6, I FERE>1,000 /ul,
F 72T i/ M $>100,000 /ul (Z[EIHE L 7o RERCHEMT 5, CROFEIZEE L, B0 8o E
R L b D FEFNZ B\ TIE, ATRAEIE AT L, 0 72 KA iR i L o[BI 2 F5 > T, FEZ)
FHEEIT O,

4) ATRAIZHIE D 1 = — A (CL)BALAAET A £ THAKATT 2, @H. HifilEkE50,000 /ul LA EFE THANL
TG AITIE—RHARIE L, AIMERE OB 2 15> TR 5, FIREZRER Y ATRAILRUTT 5. 1REBE
#60H TCRIZEE L 72V EFNIIERARRE] & L CZDORKITHBRFILE L, S OME OIFEEITH, &
FREIZEDNARAEOS S, #iE 12— ZX(ATO)DIER Z1T72 9, ATO% & CRIZEIEE L2Vl XIETLAE &
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T, fel2 L, PamBlEIIRe T D, FERMBIEHELIZAZ AN FET D,

5) APLOMEIEBRED PFFERFIZIL, B HIZATRAZIREE U | B3R 5-. mPSL, L Z¥1% & 72 1L dexamethasone
DG 217729, APLAMBIEGEREO T IZ A MmEREINZ LD WEE b H D D TIEET 5, ATRAK
ERATHIR, RSB, REIEIN, SERER ORI R 2 & O R O AR ORER, MioRMEE. KK
RLFEKOITE . MERT, BHERE, SO ICHEET 2, SpO,DE=4% 1 7 & EHRIIT
9 ENEE LW, ATRAOTHRIX, APLILIEEREDK B2 FF> T, G- EEZYIEDO75% R b Rt
T, HEICHMT 5, ToM, ATRADHEHEFRL LRE SN TWDLEER, AFOwE, HiEkE
EomEm N U T A RME, B, IFREREREES I, MU cHERIE A i 7702 6 JRHIFIZATRA
EREATT D,

6) E M ARIED R IEDICE T X 4 IO EREIZ 233> TR Y | IWHEOIER 2B E I IS kIET 5,

7) A EkEIR D Bz documented infection D PFFECm B e 2 SERI T, HBET O APLAIAE2315% LA T
ThiL, G-CSFOREGEZER D, /MR +7HIUIE TETSH KW, DICD H 55601/
RIS T2 WA R L TR G- 5, A EREAYL,000/pl L LI U EGRE SR L 72356015
G-CSFZH1 13 %, APLMINEILG-CSFIZSUG LIFET 5 2 &b bV | LHRFGITON A, &5 HifH
b/ NRET S,

8) Ara-ClI1H & % 245 O Rt sl FHEIC TR 5, APERIRREE 72 & OREYER 23598 < FEHL 2 7]
BERH D, THRE LT, BHEOIBWIIMZ, 7a7 Y ) — LERC RS 2 0P L TH &
VN, IDA L Ara-CHME H S L7255 1B BERN I © AL T 2 ATREME DS i@\ T2 0D JEYME ~ D %t 3R &+ 47 | il
179 %, ALFHEEDFHRHCIIOHT 3 A RS HUHL 3% o M4l 2+ 3 %,

9) RBGEIFAIOFE BIRE LT, 7B T I 72 ONIRZITV, JRAIE LT, AR o SKE ol
FAT P, BB Ui M2 B3 2468, mRRAIEHICBET 218 (BHhR) 22351
T 5, HFHEREDY 1,000/ul LLFC 38 CLL EDREAZRD A1, FRIMIEEZCHGRE 21T 5
7L, EREORESCEPEEOIHIZEDH L EHIC, BBERED VT AEMREE I N—T 5 &
IPE L FRIEZ AT 5. S 6I2, NIEEREAOIFHLEET 5,

10) B - EEEGE TP E L CORREER 5B L T T2 3EICT 5,

o IO TG T, BFEWRIE, MaREREE R E2 B LT LT, BHusx OHkr T17 9,
o MY TP E LTidF /o U RF Al BREEGETEIE LTET Y — A RHERERE (7=
FY = A RNTGaty =) OHEEBET D,
o FEEDOBEEN S 25 A ITPRS IO TP 52 LEIZE U TEET 5,
o HiE IO TP GICEE U CIImERE OFFEE « HBICIERT 5,
11) CRYEIE BIE, A HERE>1,000/ul & 72 11/ MR B> 10 5 /Wl S HERR S AL 7= 2 IS HiA T & 4V 7= B ) 0 b 2 ol
DR T LRLOTFMEEEN R SN A &35, MEREIENELET 55610 b B2 Z21T 5,

7.3. HI[EOHEIE

Cl) #ifE & 1 = — A (ATO)
day 1 2 3 4 5 6 7 8

ATO 0.15mgkg  2hdiv l l l l l l
(BAAARTE B )

1iEf (7 B (25 Af, Zhz 5 BRI 5,
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C2) #hiE &5 2 == — A(DNR/Ara-C)
day 1 2 3 4 5

DNR 50 mg/m?  30min iv l l !
Ara-C 200 mg/m>  24hrs iv l l l l l
(BRAGAITE RE% )

C3) HifEH %5 3 = — A (ATO)
day 1 2 3 4 5 6 7 8
ATO 0.15mg/kg  2hdiv l l l l l l
(BRAARTE B )
LERIZ5 B, vz 5 EMET9 5,
EREIEI S EIES . FRERRAE 21TV, 1T (MTX 15 mg/b, Ara-C 40 mg/b, PSL 10 mg/b) %17 9,

C4) HuE % 4 = — A(GO)
day 1 2 3 456 7 8 9 10 11 12 13 14 15

GO 4mg/m?>  2hiv l l
(BRAGAITE RE% )
Hifi - 7
1) Hu[E I L = — A (CL) B AP Bk AL 500/, 1l BR4X3,000/ul . i/ IMRECLO 5/l DA - & 72
S>7- LT 5,

2) ALF L3 T — A6 70 5 APLIT CIIHI[E O P {E I GYE 2 R IR & 3 5361 %, C2T4/2584
(1.6%). C37T6/250%1 (2.4%) #Rbi=, A7 1 b =a— LoHiEDIFEIZAMLITIC Ll U CEREImHIx
BETHD & TPHREND, LAl kiiZlaminar air-flow FICBE ZINAE L TIHEET 5, HEDFEE
DBRIRIZ Y T2 o T, BAREAFIEDATRAFRIERITH O, BEROGEDOT = v 7 21TV, Y
TRIOWNIRE D 5-72 E DR ZAT 9,

3) ATO DEMIZIH 7= - Tik, ATO DIEAIEHENE, FEFAEL Fiak M7= LT\ D 2 & 2 3EHIE e
B L THL, ATO BERNZITIMTOLER E Y | BEE R ARFEIRS 500ms UL LD QTe DIEE D FEH H il
LA, ATO O34T v, 59 % 500ms LL_E D QTe DIEE 23RO 7284, QTc DEIE 215 -
THIAEZRRY ATO Z BT 5, ATOEGICK Y, MED QT IER, BREET 1 v 7 EORNEk%E
APET 5 2 LB D, QT LRI torsade de pointes (TAP)# A 7 DL AREIRAZ G X 242 & 03 H
VK& LTEmi & 722, BIEAREIROBEE, 5 o MM LA Z T, QT IR 2 Z 9354 (H2
Tryh—, vru7A RROGAERIO—HRE) OBV U AYRHTFRIRIEOE G KA Y ¥ Al
fiE, AKX~ 72T AERNFFAET 255 13EET 5, ST 50 HEIRGZFIEH D WITEE L
BIREORIER EE21TH,

B ATO & LT 0.156mg/kg % 5%~ N DB 250ml ITIRA LT, 2K#2NFT1 A 1, @5
H. 5#M, 8IRNEES T2, P&/ v 7 ABGRICT V2 — 5T 2081372 < FOLER
AT —T N EFTHET D LB, KIigL— RO HREETH 528, FEHUTIME N
HELT 2, S sOL (EIHL - B8R - FEED v - 1 H < B A) BNHBLLIEGEIE, sifEE
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T, BGRHAZERET S, BERERNRBDONEHET, HETL2ETREEZ-HdIEL,
BEFPARIIRGRMZERT 2, £/, BURMERE S 2T 5, HIHAIZLE TRV, FEF]
IZE > Tl (FB) 595, BYIEZEDFL TWDIEEICIT, PiEAe EOREL IR 5,

4) Ara-Cl31 F % 5. % 240 [ Hfe sl st & 4%,

5) ATREE 8GR B VT IER] TIZASTE L ONALT A3 20010/ 1K D A 1 X IR IR & ikt 3%, ASTE L ORALT
232001U/I 2L E DA XA BIRIEIZ K 0 2001U/IRG6 2[RI L 72 e CIROIRIFE & Blth 35, CLOATO
ICCHEERAEIR, EERIEIERE /2 ENHBLL, C3OATODE LGN LICHEHERAERFREE
LT B AREMEN B D LI SN DL A . C32AX vy 7T 5, ZoRA, METITITHEHBEZHTET S,
FROBHIZ L HCIDA X » FIXREH I L1372 572\, Intergoup study C9710 TIIATOfE HHE219
1 H1196451(89%) (21 =1 — A LL_ EDOATOMRIEN T 4L, 17541(80%) 232 = — A D ATOME L & 58 L T2,
2161(9%) TIZATOIX1a— A ThH 7= Z LI/ D,

6) C3DATO T . I/ MRA310757 ul A EIZ RS, MTX (15 mg/body) +Ara-C (40 mg/body) +PSL (10
mg/body) DREFENTEAT)ZAT72 5, U 4 /LA, M, BEIC X D8RR, &5 VITEE 20 R
JEZ AL TV AEA, ZHBNERT 5 E CTITIX THR0,

7) C3DATOM T4, JRHIE LT, 4FHERL,500/ul, HifEk3,000/ul, I/ Mr2310 75 /Wh FICEE L7z 51T
EITWZE DHCAZ BT 5, ATODEREMENIIRFE U CEBIET 528, Rt AmERE &7z S 72 < T
b, HFFERLB00/uILL E, /R0 Il ETH Y | Ao — 2DGODE HINE I T TE D
IR ST E . HEICGOA K5 5, TMENRESLC2DLFIIEIZ TVODE &0F L 72 iEflIX
CADGOZIEIE /2T AF® v 7T 5, ZOWE, MEEIITHBEZHRL T2, LB mIZ L 5C30
A2Fx y FIXRFEHRIE L TR b, GOERET DI o> Tk, BARBRIERE SO FR—L_—Y
v, ¥y o8 —-—FLhEt~An8v % =7 % H5EHF <y 7 U 2 b
(http://jsmo.umin.jp/oshirase/pdf/20110811-checksheet.pdf) # #fiatE CTH H Z L = E O L. v~/ ¥
— JIEGPE SR v # —IZFAX (0120-006-124) § %,

GO 5% IZHEBLT 5 Z & 23 & Hinfusion reaction (FEEN, HEFE MEULIREESE) 2 TBG, B S E 5720
1o, B HARRIRTIC RIS R E R LE VA (B RralFyy) | fEGRAl (72 RT3 7 x %)
DEEZITV, ZOBRBLEIIGL, ZbOFEAOBINREAZERET 5, GOKREH, 5K T#
ARFRIFANA Z YA U EBET D, GOIFEBRMEMEDRWET v E—Z WA T4 07 ¢
NVH—F il LEAN & U CEIRT 5, AFNTERIRT L 912, CYPIALIZ L W RO BB A1) 5 &
Eh, AFAF VL R=Va VEORIBREFRLVEY, v~/ 054 RRFUVEWE. 7 N F 4 REHE
WE., A4 87 aF Y =V EOHFEEAIMHEERITEET 5,

GODHIZ LY, VODZ &L MiEE (MR EREIN, A FIEEE, FMER, BKEITE. vy
JVE L DO¥EINE) fAHE SN TS, VODDIERMBIZ S 56 . holRK A 12X 5VOoD
& AR DR IEHEIRIE L IRIRIEEIT 9. T OFEMIIPlizertt R ATD T~A 0 % — 7 %44 B BRITHFIC
HEEZETHEIWEA L ZOXE 'VOD) | ([ZFd STV 5, 1alH 052 TVOD %1% U®, grade3
PLEDOIEMEFHIAERTRZIFRO b6, 2B H(C4 FHI5H)DGODE 51X A X v 79 %, C4 &
15H OFFR T, graded D MK w100 B 556 2[F1 B OGOD % 5- A JEH] U M EKEL D [FI1E 2 FFD,
WBCHL > 3,000/l ik > 1075 /ulZ B8 L 7= 5 C2E H 0GOD#E 54175, C4 #528H D
R T, ZALOEEE TEIE L2WGA, 2EIHDGOD#E -4 A% v 745, [EEH%IZMRDOFE
Mz TV, FEUER -, T D% OAMBODF: 5\ 1TT 5,

8) Hh[E DI IEMS DBIn TR & HERFRIE O BAS
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HIFE DL 4 - A(CAHMHKE T L, FPER, /MW BIE U7 R TR el & ifT L, 564
R RERS L, PML-RARA (2B L MRD HIZEZAT 9., 1x10°= B —/ugRNA R OREFICE LT, %
DFfEREA L F—Fy FTHET D & & bIT, HEFRRIEZBLMT 5, PML-RARA BEMEBIIZES LTI
7w b a— BRI D, L TROBIEIIT .

7.4, HERRRIE
HERFRIEIT HIE D FRIEAE T 1% O PML-RARA IZBH9~ % RQ-PCRIZ J % MRD Il i T 1x10° = E"—/ugRNA
KA OFER] 22 G212, AmBO0 I X 2 MEFFRIE 2 BIAAT 5, Am80 (X 14 AR A& G L, L 14 A& 2
y AMKRES 2, 203y AfMlE 1 a—AET5, LIen>TAmS0 X3 » AfFIZ 14 HW T > 5795
ZEIZD, e 2 Mk L. #EH8 2 —RET 2,

AmB80 kL 1-HH 27 HH 3 HH
dayl — 14 15 — 28
Am80 6mg/m*> 4y2 po. | ~ | kK K Tk 3K (/NS

12— @7 HRE) OAF Y a—
17 HH 27 HH 3 HH

; | I |

14 Hff$EE IR

v

28 a—A QEM) DAY a—

l1a—A 22—XA 4 2— R 6 Z2—XA §a2—X

| | | | | | | | |
H t t t
(MRD #7) MRD #i# MRD s MRD %
(HUE DBIEK TH) (6 # A) (1 4F) (2 47)
2 B

1) MERRRIESIFE I, B #DOPML-RARA fl &8 s 712B L TRQ-PCRIEZIZ XL HMRDDE Effifr 2, 2=
— AT, 43— TR, 8a— A THROHIEFEMT 5, BHEMAARARETHST2HAIE. K
ML T1T 9,

2) MRDDORQ-PCRIZ L % =2 B —H DK EFRIZE L TIEHA SN SR TWRWED & 523, European
LeukemiaNet T &P/ STV DM, RINOILRBFZEDZ < B L T\ 5, MERHRIEHIF LI OMRD
BAEICB T, WO S TIx10° 2 E—/pugRNALL L& 2o 72384, 1 HBICER L, B ThH
1x10° = ¥ —/ugRNALL L D54 o AW ENER &+ 5, MIRFEN, 55 TEWENS 5O I35
DHER S N-H T, A7 v b a— L oiB#E % ik (primary endpoint) & L, Z D% OIRFEITA sk OH
Wric72nsn, 7277 LEBIgISR T 5,
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3) AFREEN GRS HALTIER] TITASTI L OALT 2320010/ IR O 35-& 1315 2 fikke 35, ASTI L OALT
£3200 IU/ILL_ED S A I3AHBIFIEIC £ 0 20010/ [ L 7= il T 2 f B3 %,

4) HEFFHED T OAMBOIC & B APLA LHE (ERECIEEE B D DR IIM T B 8T 5, AMBOIE, LT/
A USRI y ISR Z U< R EREREE 7 © OBIVEANSATRAIZHE LER = & 23 HEH] S 415 23,
SEGIE DR S D70 < F I AEM OMERRRIC BT 2 IR S TR, 20124ELA BRI B
HAPL2MADH FEHRHEN L, AmBOD A HFHFRIEHITRE L b 508, 2FEMORMRGTHH O
THEETD, AEFHLLLC. S M7V T4 RIE, 2L AT o —/UISE, HMERESAE,
FAPLOUIEWRRE, P& 2%, B0 B IHLEEIR, WAUE, AR R ENE R LD, £/, APL204
BRI P IC B E PR E N SO D 1B H D . AmBOF 5-H1, BEEMA~— I — DR 7 ) —=2 T
Z479. Grade 321 LA % F4IHUFIL EIRE ORI SRS DLEET 5,

7.5. fliBhEE
1) APLTIE, %EEH, FRAROBE 2 @EE IR L TWD Z ENEZ B, +o 7l IMECFFPOAf 78 &
DICOIRIEZAT 5, WO RME ARERIX, EER MMM Z LD 72D, FHUEET D, il
(IR A R 2 R IARE U, B T L, 242 H 2808 L72ie S <, Tm b1 K74 >
B ICHEHL L, HRM A RYYE O (RBRIES) ZEhiT 5,
2) FUEMBEOEMEER, £, 2FREBREL RAFITROTZD, PO S OE T v ) -k %5
BT D2, DICEDH LTV D 7 8 OEAITEEIZITh R0,
3) FRYYEICKT L CIE, BB OMBEIT VRN O+ EOTAEME R 5T 5, HUEMETIADE A K
hOLEIE, PLEREAIO2H &5 2 B8 X 0 BT 5,
4) IFPERIDIIZIE, " AgZ laminar air flow FIZHEE ZINE L CHRERT D,
5) FLEAl, FLEEAIO PN ER, WAFEIL, B OHBZ L0179,
6) PRI - RIERIEE I IE ORIE TR D7D, FiEREAIZ IR 2, L., thodEH & oMA/EH
(REICIEHEE®) (2R T 2,
7) NLFYJE PR O FIE TR D7z ASER O FEEKIEITRE T 5 ILMBEER D N1 L3RR s s,
8) MDA AT HHBEFITIE, INH (1 V=TV R) OTFEEGEE2EET D,

7.6. APL {R¥EIF O DIC |2 X % Hiif 7[5
1) DIC D FFAf
FARE NFRILEBLA . DIC 2NEEFHMET 5 £ TORILATRE/RBR Y i H DIC A a7 #3fid 5, DIC A=
TIXLATIC AT REAG 1 DIC WL W5, FIRZ2RHE PSRRI B OFERBH 5N TRVWGE
MWdHHDT, DICAaT 3 HDOEA%DIC & LTHY,

R 0 1 2 3
FepE Rt L HY

BRI IR 2 7L %))

FDP(ug/mL)? <10 10= <20 20 <40 40=
Fibrinogen(mg/dL) | >150 150= >100 100=

PT it <1.25 1.25= <167 |167=
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EAEEART L R ThH D, (BF MBI EM 1 R TH D)
TR 2 b 1HAL BN T2 5A1E 1T 5,

iti : SpO, =70 mmHg. X-p C ARDS D .

O (TEER) « IEHIME =90 mmHg, > = v ZJERH Y

R : BUN=30 mg/dL, Cre=2.4 mg/dL

JiTiE% : T-Bil=3.0 mg/dL, GOT or GPT =100 IU/L

HAEE - R, SO

Mo - R

SFDP-E % JI%E L 7 ER] Cla#RE % iV 5 (FDP = (FDP-E+21) / 22.3),

I

1)4 RLLE :DIC 34i:DICE 2/8LLF : DIC @ A[HEMED

2) DIC 5D HB#H TR OMBNIEH & 2 SLL Biii7- 813 DIC L2l 5,

(1) FAEET7 4 7V ' ~— (SFM) [5G, (2) D-dimer &fi, (3) TAT @i, (4) PIC &, (5) 4%
REDOMERIZ & B 72 D3O8, (6) PrtFEmIEkIC X 5ok

2) BEEMRAIEE (R, BT ZE L CTRER)
PT (PT tk) . APTT, Fibrinogen, FDP (% L < I% FDP-E) . D-dimer, ATIIIl, TAT, PIC, « 2-PI, plasminogen,
total PAI-1

3) {RIED L
BRIRAEIR D U 2 7120 U CHERI A 3 BEIZRERIAE L., high risk 311 level 1, intermediate risk 51]i3: level 2,
low risk f51]i % level 3 DLLFIZIR R B FEEHIIDWVIEE 21T 5,

high risk (level 1)
B REER LA or BINE] (L HRIEFTH 225 7 HIH)
APL S LIEMRREFEIES] (APL S {LAE MR 23 R L35 £ TOM)
Jiti 4 72 & BRE R A OF 51
HFE H A Of31]
HE Tl 5 A OB
TG AT > TVDIT 1 5T DIC 2 a7 M EHT 24
intermediate risk (level 2)
DIC & 051D 5 6 EFEICHE2 3 DR A ik <
low risk (level 3)
DIC FE& B

4) 169

O /R
Level 1: 5 5 LA E&#EFRF4 2
Level 2: 3 5 LA L& #EFRFT %
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Level 3: 2 LA E&#EFRFT 2
L H O MR LS & 237030 T HRE DM/ M EHMERFT 5 Z LN TERWGEAETH., WTREZRIR
i H PC 2575,
@ 747V )=
Level 1: 150 mg/dL LA E & H#EFE3 2
Level 2: 100 mg/dL LA EZ&H#EFFT 5
Level 3: fEIZHUE L2V A3, JEBNTLS U THRIST 2
@ 7rFhureyrs
Level 1: AT 754 70% 0L E 2 #iFF3 2
Level 2: AT 754 70% 0L F 2 #iFF9 2
Level 3: fliFEIIATHO720>
@ HrEEEFRE
Level 1: HUEEERLEZT 9
Level 2: FLkEEREEAT O
Level 3: FLEEFIEITATHO RN

PLEE BRI UL T O W0 3K 2 5, DIC 23T IR G E42HH#F L. DIC 2270 k-
HR7e W2 R TENITEE 2% T 5, ks L IFEEZICDIC 2270 AR b
BAITEA 2 HBE 5 DV ITEET 5,

SEF HESERE 5o ESSERIS 5

i ) % 75 1U/kg/day 24 WEfERRHGE A H o A VA
AV VERIT R — 39 mg/kg/day 24 IR Ffe Hf L — kb5
ANVEET 7 7 E AL v b 4.8 mglkg/day 24 IR fE1 Rt B L— M b5
HFoaA RFRY 74 1250 anti-XaF U/day 1 H 2[a] BV — R b
FayvREY 2 v 380 U/kg 1H1[A B — koo b

® PriiEiE
PR HIDO N —F o OB GITHELE L 72V, « 2-PI<50% THUA R DIEMHENZE L JTHE L TWAIEAIZ
fRV . HUEEEEE & O T T k7 5% A8 1-2 g/day % 24 BERESREEEL TRV,

. AR TARAT

AR TIL TR OIS TN 2 TE LTV 5, 1) ~ DEHIZARI RO, IGRDIDICUHATH 5,
4)ThER B B KGR & BE AR AT DAV CHME L. T 14) (ZRRH L 7R IKOIRAFDS 2632
Lans, Zhbog <kt MEFEMIERFIOBA FARE R LT HHMETIERVR, 7/ 2ESHC
AT HHA (FROHAT) 13, [e b7 & - BRI MREFR AR 2B 2 - # 82t
AT 0. DR TIREOFERIIAT 7 P 2=V DIDKPRITE L7800,

1) WT1 mRNA
2) PML-RARA Bl & E TG ER (A7 ) —= )
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3) FLT3/ITD % B 5%
4) APL \ﬂ:ﬁ EREZR & ORI BIEA OFIE O FIE K OVEAE 12 7 & NSRS PEIC BIfR 3 2 85 7 5
AR 2RO R E

8.1. WT1 mRNA

8.1.1. WT1 O EED I
WTL BB FIEY 7 7 4 o T —RIOEEHIEIR %2 a2 — R L, flix ORER T L SBEREOBIE O
BEEAHE LTS, NEOBIEETHD 7 A LA A EEOEKEET L L CHEE S WTL 1T, &
11, BRAEOREN RGN & LTI 2D SN TE T, 0%, 25oa0 [ mysiERF ¢ WT1
MIERFREANCEREI L TV D I ERRBENTHE, AMFRIEE Eo~—T—& U CTHRMERHEN LT,
AML TIiX RT-PCR L9 95%IZF51E T, APL M~ R M, i3 % PML-RARA Rl & 85 112 Hhig
THLELHLOO, KM (EDTA-2Na I 7.0 ml) (I THIE T, FEMHICEATHS 9, ko T,
APLIZBWTYH, TOEREITIFFRZEDOE=FV T L L THHTHD,

8.1. 2. WT1 mRNA DiliE 7 ik
BIEAML OIEEDOE=2 ) > 7 L LTALATOITE Y LRBRIE S STV 5 I5ERNIE ML L,
ZDOH%IL, HIFE DR TR, MERPRIES], SISO KR I T3 5, HIEMR ;tBEuE L7\, BfEL<
DORiFETIE (A —>Y 7] OPEF > MBERA SN TS0, dHITRER-ER

8.1.3. WT1 mRNA OllliE & 7' v b 22— LIRIRIZ DWW T

AT L7 & 912 APL TOHREMIT#% R4 % PML-RARA Bl& & 5D BMENLTNA 720, HREOE
fili i PML-RARA fil &5 18 1-HR 59 DR AT A R £ VATV WTL DT 5 < F THRIBIMZemAE L 3%
o T, WTL OREHALCEE OB Z > THRE L T LR,

8.2. PML-RARA il &8 in TG & (A7 V) —=171ih)

8.2.1. HWY
%A APL IZEBWVNTIE, £ DIEIE 100% 12 PML-RARA fil 51851 (LL T PML-RARA) 35RO B D Z L
HERZHAIEREAT D, £, Thaey %E%%%%WELTRQ%R&%%wtmeﬁéﬂﬁ
RETH D, AT ba—L Tk, BEEE2FZX2IC, PML-RARA BlE Bz TSI SD 2
EERMERT D, o, TNERIEL LT, REIRLTZ, B8 b7z time point C prospective (25 iz
UL \RQ-PCRIZEICE DERZITWEBEDOTHR L OMBEAZM~LZ L2 AL LT 5, PML-RARA
Dug RNA &7 0 O =2 B —HFOHER AT 2 BRI ER IR SN TR b < SRl 7 v ha—
JUIZ X % prospective ZeEI R ME LB X D,

8.2.2. PML-RARA Rl & 815 1- 85 G4 D FRMT G2 & R AR O B EURFIA
%4213 JALSG APL212 1GENFZEIC BN % 4 APLSEBITH 0 . BRI SIIL FIoR L2 7 R
A2 MIIZ, IR ELITERDRONTREIMITT 5, A4 128 1L, MEARGFFEELH LT
¥ SRLIZHEH L, JALSG B2 DOE M Z AT 52, R4 v b 37T L T, REEISNTITY 2
&ﬁﬂ%f%émﬂ(@ﬁﬁmzﬁﬁﬁfmémﬂv —EDOEM AT L, W LIziia%) Tk,
PRI IS N OO 3 i 2R BB R TR & L CIRIT 5,
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KA M1 1BEEBAMEET (PML-RARA S Bl DA 7 ) —= )
WAV b2 HIE OFER T

RA N3 HERPRIE 2 o — R TRE (MERRRIEBHEAD S 6 7 AtR)

RA VN4 HERRRIE 4 o — AR TRE (HERFRIEBRLE O LR

RA NS HERHRIE 8 o — AR TRE (HERPRIEAE 2 — A D 2 4ERHE TRE)
RA N6 HERFRIEKR TH (BRI 14%

RA L NT HERPRIEK TH# (BRI 2 4%

RA B8 FIEE

8.2.3. BEEL L 7= R D& ik
FLT3/ITD ZEMBEK & HIc%kibk Lz,

8.2.4. PML-RARA il &35 1-#5 54 ORI E 5 1 (PML-RARA & EIH H [ D54 BB EMEIE B Z25800)

APL212 Tl% PML-RARA (2 £ 5 MRD O #lliE 1%, RQ-PCR % AV TIT 9, 77 A ~—IZ.short, long .

medium size @ 3 & 5 A AW TIHEMET 2 (A Y O SRL OHIER), PML-RARA & & H 2 BtED
%4 PML-RARA EMIE R Z8M3EH L, KB Y — I LA HRZHIET 5,

SRL ® RQ-PCR i TlZ. pgRNA 5720 dF A7 mRNA = £'—%# & LT, 5x10Yug RNA 4 — % —3
HERS & XD, Ziud APLI7 ORIE L~L & HAHBIRSH 0 | APL204 L [RIEECTH 5, APL212 Tl
BRETOF AT mRNA EEMRAEICIH VT, 1x10° = ' —/ugRNA Ol % BIfE & k4 5,

HIE R TlE. PML-RARA BPERMMIER NB4 & FlVW 7= 7R 3EBR <, 10*9 > 7 /L Z W 7= pgRNA & 729
D% A7 mRNA = E'—#(% RQ-PCR (2T 1x10°4—#—T& ¥ | nested RT-PCR TH M TH D Z & A
MRS TW D, AMFMIEE S & MARNO AILFEMTO 1 #ilad72 0 O F 2T mRNA FEHL &) [FH
HELE L, I 52 APLIT TORGMEENED » A7 T4 v & DA EEET 5 &, 50 2 B —/ugRNA
FCERBRENARE/ RQ-PCR IETH Y . 1x10°= E'—/ugRNA DEZEEE LTIV DEEZ BN
D

8.2.5. PML-RARA Fl & iBIs THE Gl & 7' 1 b =2 — /LIRIEIZ DN T

1) WIRBHED R 7 U —= 0 ZFEFICB VT, PML-RARASEEM] X, MRDODIBIRZ X571 k22— /LD
MRAREETH Y, RKRBRORG L L,

2) HERFRIEHIF T @ 3810 MRD ARV T, WU ORER T 1x10° 2 B —/ugRNA LL E & 7e o 7235
A10ABICHEBREZITY, HBHTH Ix10°2 B —/ugRNA PLEDSEA . AW SEHER LT 5, 20
%4 1B HIZ MRD B MR S VT2 B 2 0 TAEM PRI A &35, MRFE X0 7AW
FRDMER SRR T, A7 a b a—Loipii % ik (primary endpoint) & L, % D% OIREILAHE
ax DA K D,

3) BIEMIRIH O 2 [M1D MRD BAEIZER VT, WP OE T 1x10° = B —/ugRNA LI B & 22 o 72854 1
PHBICHMREZIT O, HHRTH Ix10°2 B —/ugRNA UL DA D FAWSEHER S+ 5, 2084
1 FIHIZ MRD BMERERE S 72 B &2 00 TR PR E &5, MKRFRE KO TP mss
DHER SRR 2 R & LT L, 2 OB ORISR ORI K 5, 7272 L, BlEITKT 5,
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8.2.6. PML-RARA fil & & {s 1-Hi= 54 ORI E B 5 H
R GAMVRA T DN, B AITEE R L ORI AT, JALSG NAHT 5,

8.3. FLT3/ITD Z ®i3%
8.3.1. HHY
FLT3 iIZ AR AF o o3+ —¥ T, £< DO AML OHIEEREIZEI L T\ 5D, FLT3 B FERD
. PRIEEEAIR O A EE L RV IRSNHEIE AR (FLT3NTD) A% Y, AML Tl
H#afeffé A ER SR K OV A MRl OB & AR ICHRIT 5 M, APL TIEH 30%IC Z DR BRSO 5
N5 P, FLT3/ITD ZER %388 %5 APL Tid, APL M ORIk~ « 7Y ) —74 /[mf“m@&) Y ()
BINZNEHREINTEY, TRARKNTFO—2EEZLND, LML, FLT3NITD £EDH 5 APL O
FTEICE L CIIRT A REAIZITIH o ICRE SN TE L T 35 5 TR0 AREBRIC K 0 (FLT3/ITD
Zid 5 APL BT T, ATRA, ATO, GO 72 & ® APL BINAEAIOAF AMENGEA S v, o
DTN T DIRIE AN L TV L TERNRS D, 2. S%HBEPHREIN DA FLTS \%%:
=Ry & L2 BRERNC X 6%%&%#&&7\%7‘_% RO FMICEE L CHEERSEME L 25,

8.3.2. FLT3/ITD & BB DX & MK OB HUREHA
%5213 JALSG APL212 1EENTZ2IZ B INT 54 APLSEBI ThH 1 | EHERIEEEIIUL TDO 2 KA v T
%, PML-RARA PML-RARA @& B G OB & 13BEOBKZ I 5,

KA 1 1BEBARET (PML-RARA @l &5 &5+ DAY V) —=1 7 L [ERE )
RA N2 ISR

8.3.3. B L 72K DN H1E
PML-RARA il &8s FH5 5 O fFNT & HI12% R L7z,

8.3.4. FLT3/ITD 22 S sR DI E 7 14
FLT3/ITD fRiZ, SRLIZIHBWTITHIL, ¥ B T34 AR SH L D EiE ST\ % [TakaRa PCR
FLT3/ITD Mutation Detection Set] (#ifh=— R : 6632) % R{K DNA ZHEiE%, 7 e — A7 )VE
K[UKENC K VRt S, Bitk > B (ﬁﬁéhéft%:?/%ﬂv—/v%‘:ﬁﬁb\t AT &% 329 bp
KO EWYA XD RPBHSNZHGAIC FLTINTD ZEH Y L HET 5,

8.3.5. FLT3/ITD £ # sz OWEIZEE DL 5 E H
PRRIEICIMRAE TH D03, EHITEF B L ORI AT, JALSG A& HT 5,

8.4. BM D AT, BIADERE & 64171 (PML-RARA @l & & a5 & FLT3/ITD & BMR)
8.4.1. BEMDAF
1) MEERBERTE TH., %R LV SRL &l L TR TRRA D 72D OB RRE & R i S 4 il
T 5,
2) A hax CldflHERTE CHRIME 2 #UICRET S 2 8 (REYZREREIZE Y RNA - DNA Ol
#HLloh | BEIRITOFEMEN R AREL 72 D fERERH 5),
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SRL ‘B BET AR (RIEEAN) : 20CITRE L, B RNICMET 5,
BREROBIN TE 2 0EA
RAY I FER IS (EDTA-2Na Ik 7.0mL ) @ SiIRRAF,
3) BMMBART DAL SRL, TX2WIGA I EE RIGEKZ Y | LEREZHLET D,

8.4.2. MARDEREL

1) RIERTE#ER (A 1ml LLE) Z48EORME 2 FkE (% 0.5ml 3°2) IZERE L, oMW iRE
4C) 75,

2) VBRATEBER (K74 % v 7 EOMBE TEEDPERTE R2WEEITIIRM M) % PML-RARA &
FLT3/ITD ZZNZFhBomik L LT (Bi#FIX RNA, %% 1L DNA THY A v Y NBIETH 5) .
BERFIAT 5 SN BIE TREF T ETA L, FHREZEE & b2, SRLICEMNT 5,

3) RIA Xy 77 OB TEMIKOFERN TE WAL, KM TORES A &350, FFERE
BN 50%LL EH D Z ENEE LV,

R I 2 $ 4 2 BB IR LT OF5 & DFRILE (EDTA-2Na i 7.0mL ) (289 5,
R A EREI G C 7o b BEAH (FRE) 28R - 2175,
10,000 /ul LA L 2 2K (%% 7 ml 95>, &FF 14 ml)
5,000 /ul LAk 10,000 /ul A : 34 (%5 7ml 98>, &FF 21 ml)
5,000 /ul Al : 4K (& 7mlFo, AFF28ml)

4) BRIMEITIE, EAEREICT D012, Bl rmEE Oz AL, BEA, 38 ID REZE
ALZ2WE D IZHERET %,

5) &% THIH L7 RNA, DNA 35 X ONBGE PR IARIIL O F2 IR D 220,

8.4.3. LREX L 7o AR DA 71k
BB EIR S U2 B8 X SRL IZ TR S D, BEUCHIEITMR Z L IR 256050 . A
IR AT O SRL E72IIAMIFED SRL 247 (i) (TE#KET 5, TEMBHAGRT, HIE OREK T
IRF. FRFSIREIABIFSE O FHIE B 1S5 23 2 HE R R CTh W D —ME b b SRLICTRIET 5,

8.4.4. HiA&H(SRL) TORIEH D ULFE
1) SRL (2 T kit s T THil & 772, RNA. DNA OFERMIARIT JALSG Miif(ffit o & —~3%
ftaind,
2) PML-RAR & & PLT3/ITD RS RIZ OV I SRL X v Hliiak  AFE % RICE BIclE S5,
3) PML-RARA Hif! D& BT IEFEHRIC O @G S, BRI D, BIRERIZT —F o ¥ —

IZERBEND,
4) PML-RARA TE SR ARG AL & FLT3/ITD 28 B MFAT A5 R ITB i (s Shv, B sk oM E L0 BHF I
frzbivd,

5) fisxfinBEZE B 2AGER L OB RIEDNG O NEGNZIBWT, 7/ MENT, =7 Y — LMMEFTFIZ LY
APL S EIEMERE 72 & ORI BE G HHE D FERE M OVELE KL ICBEMR T 5 8 s 1 2% L B F2 R ORE
B R OVRIRSOSIEIZBIR T 28 a1 R L BIn FEMORE L B & LB a7 (R
Ho9) 10) (Z#%%4 %) 2HMd 5,
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8.5. APL /3 AEMERE e & OIRHEBIE A OHE OFIE K NVEREFE . Z U OB UGTEIC BRI 2 8 is - Ba &
BE T2 OFE
MR (BiR) OFMAR & BRI L D il S 472 DNA, RNA Z i LT, APL IZE8bo 5
MBI TREZIT) TETHY, Wity —r 2oV —2HTe2r /) A, 2T Dy —7
TUR . AFO— M. BET VAN A b ST, 22 huo—l LI HIE DR T IR
SN IEFMROERREZE AT 5, APL212 BFEOH TV, Jiigtds K OMEADRENLETH
%, ABGTHZI RS EBEFA L LTBMTE 2L Th APL212 BREMIZRICIZB NN TE 5,
8.5.1. HIY
APL |3 AML O CII i T BAF i CTh 2 08, B2 DI O M ENVETH 0 | AR
DEE SN TS, BUEETO L Z A, APL OIEREUCHEICERT 2 Ba AR, BIEFZ8ITH 67
TIE7eW, ##lZ. ATRA. ATO. GO & 3 MM APL 4R B3 2 4 3 2 AR B\ TR U
P& BART 2 0 PR A G T 5 2 L ITS R OIBRERIRMEL O T2 DIZA N TH D, 72 & 21 APL 73k
JERREICAF SN D, APL (Zxd 2B IRANER IR E A OB IHEDR AT IT TP SN TEH
+*. AHBR T 95 ATRA. ATO. GO 72 £ APL @#IRAGEEFN ALK 3 5 B OHE D 2y FHE T % i
FER BEFZRMOBENSHETT S Z &8 APL OEBIHLIER LT 5 ETHETH D, Kk
TiE. APL ERAFKANC BE T 2 A OFE O IE & OVEIE L 72 D ONIBHR SIS BITR T 2 5 7 20
EBIE TR ERMR Y —7 2 =2 HWT ) A D WET T Y — AENTIZE > THLMNZT S
ZEEHEHMET D,

8.5.2 M A MIK
a) APL iz
Wlizhks & REREOFHER (RT A &% v 7ETEHMERD KN TH - 72856 13KM M) T PML-RARA &
FLT3/ITD HIE % Dk ik
b) 1E A
Hi[E DI IE% PML-RARA M [EMET & - 7= FLARIER] :
BRI ORMIM 14 mL (DNA fl & RNA iz 7ml, At 2 A)
Hi[E O 5% PML-RARA W BMECTdH - 7= FEEFRIER]
JEREES (AR D 7EEIEFE T2 A) : DNA A
Z DO IETERFIEB
SEREFAIE (A D 7HEEEE T2 A) : DNA H

8.5.3 IEFMARERIL D= DEM D ATF

1) MERBERTT T, MRS R L 0 A St (RSt SRL) Z0d U T REE & MiARse I E .
. BRI A U 7 AU TIRERE R SR A AT T D,
Q) A M AR « SIRRTE,
b) BURERCHIBER I A U 7 ¢ SRIRRAT, WRERBA (RO D EATE THE L2,
¢) AU ZIRENE S # + EIRIRAT,

2) Ak Tl HE AT CRINE ZEUICRE T 5 Z & (REUIZRREIZE Y RNA - DNA O
INREE L 70 V) | BAR TREAT O IR R ATRE & 72 D fEltEn %),

3) BMANET DA ITITA sk O SRL & ¥EFTICHAE A Y | LEE AR T D, Mt S0
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SRL ‘& ¥FTIZ TR s AL SRL OARFTREMFZEH Y F I EE 2 D,

8.5.4. IEH AR DRI
T by — LRI T S RERG®, TRIEWRIEZ R 5,
FREUR IR 4T SRL ~2H7 5,
TR & IR TIX, BRI 2 AN R 5 DO THEET 5,

NS BRI 25 PRI A
H[E D IFEE% PML-RARAREME Hb [ D R 5 ARAHIM 14 mL : £ 2 A (4% 7 mL)
H[E DI EE PML-RARA W1 ENS PRI A D 7 2 A
ERCLIS DT ARG H M E O 72 W E SRR | QR A U T 2 K

1) FEARIIAA MM
@ Hh [ D E% T PML-RARA [l &4 38 T HR B FEM A EME(L (100 copy Afifi) L7 EMHICBWTE
M1 14ml Z 5 E OB ME 2 AR (% 7mL 372) I[ZEHEIT %,
Q@ HHIAZEIZ APL212 BBBERIFFICAT 5 SN BB TREF T ATA L, Mk L & HI2 SRL IZHEH
T2 ARERHOTERFHEE T HE T = v 7/ RSO ERAFHEA B ERINC bR FTRAT D,

2) DR T 7

DAPL212 |2 T Hhi[E ¥ 1E% PML-RARA Fil A& s 755 FEW 3 fa Al (100 copy Aiis) L 72V MESI,
Z AL T EARIAG B AR ER] Tl ORI 2 F8E DA U 7 i B CTHRILT 5 (% : 0
e RERAAE OB B ES ) .

@AY 7T TOREBHENIIZ, BEICHDR I GEIELE) Z2LTH5 9,

QAT T DT Z LAy IR A 10 [BIFEFEEERY | DRSS 2 £ 5,

@DATT DT TS HHAREE ITIHRA L, 2T 7 OWMOIIRERS 2 LiAte & 7T 43
TIDDTT T U DHAEREE AL, Hx LTRET S,

ORI D AV TEEE R WTELA OIS 2 BRI ZTT D,

©ORAT T DT T ARSI TR R APWEE AT L Z &,

@ HHREIZ APL212 SRBREGRIFIZAT 5 SN B FRAERELTAL, AVTOT 7 URHAZ
NIEREE 2K (RU T 2 [EE1T4y) & & HIC SRL IR T 5, [mERHEHOEZEFHHELTY .
HEF = v 7 OB AFHEZEEEITIC b2 FTAT D,

3) MRIHEHIF O TE 1A
OFME IS LR T 7HRHANREE 123, EALEREICT 572010, BIa FREE SO EZTLA
L. B&F4A, BFEIDREZTALRNE S ITEET 2.
@Hia 2 O SRL EHEFTIC TR R HIVE, THHHE 18, ABFFEIZBIH 2 bFJEfiak) 1275 L7 SRL
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AR EARBL

kI Intergroup study C9710 Tl &b E#:IZ T ATO ffi FHEE D 3 4 EFS 75 80%. PETHEMA LPA99 T
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269 0.735 0.847 189.237 210.263 28.953
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2. AROERAIZH Tz » TE, BEXIZOFIRICEMER Mtz +o@3A L, AEEZETr bS5 ZHnT 5,

3. AFNIBRNEREMEER 2B T 5FKAITH Y, AFNCHE L2 L EBEX ONAECHRRBD LN TS, AFEEEG LT~
TOBRFITROVEHMBIZNEZ Y | ZOKRBAMAEIME (UniE, k%) ROEwmrgHm (i, WeEmns) %%
FIEEZFTZENBLDOT, WRICOEHMEET D,
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4

5

(4

=

5
6

b

1) AR O EHIZFRD b5 BRI EE ORI T 2 2 & bdH 50T, B TR il o FB5I+4 72
KREH T Do

2) HERBYIEE GHFL TV D BEIZIIEE LR,

3) AHKII HREIHIERIC X 2 B BEE0H SO O FHN X 2B B 2 2 LT 2 85 Tl I8 LoF stk a2 b
[5 &Hr S s & ELSMIRE L,

4) B5BIAE L. BENCMERAEEIT S 7o EBEOREATEEIERBE L, SRR ETEEZRMNELZFISEZ L
LoldkGaedi L, LERLELZIT,

CAFNLLFHEEEMZA T 5700, HEICEEZ2BR L, AHORGEY) LW SN DIEFICOAEE L, KFEOBHIZ

RS L,

1) AT OHEEEM AT D720, HEICEE 2 BR L, AR ORG238Y) & W SN DREFICOBE L, DR
XIFZE OYARRED & 2 BE TR E Ly,

2) AT OHEEEM AT D720, HEICEE 2R L, AR ORGIEY) &I SR DIEFICORE L, o7 > b
FHA ) CRIERNC L DNEREPRA RS, LEMEE T AN L HANEENPRARE ERY T v ey TR
P 588 25 mglkg, HEIET LB L TIIHRESEN TV b T Yo 7 U R EHIRIEES] T 900 mg/m?E) IZEL TV D
BEIITRE L,

- AFNT RS UEE ZRIBBUE OBAERE D & 2 BFITITR G LR,

B, AFIOFEAICHTZ o> TE, IRFSCEZ RGO Z &,

t=)

ODHERRR T X2 OB O & 2 8E LOHEENEND Z &N H D],

- ARFNx LB 2B BEUE OB D & 5 B,

CEERBIYEZ A0 L TV EE DEMENSE LML R 28R D],

DT R T A 7Y CRIEFNC K DR RAEE, OEEEE T HIEAN L SRR ARAE (ERA Y v
TR G ENAELY Y 25 mgkyg, HBRT UL VL U TIIREGRERRT b T 31 7 U U RIEHIRIGRE S TREREFEY V
900 mg/m?%) 12 L TV 5 HBE OFEESHEMEN N8 H 5],

. BERFEEOH HEE [(AROMF NS OHEKNEILET S L OWMENRH 5],

CBERBEEOHLEE [(AFOMF NS OHEKNEILET D L OWMENRH 5],

(HES)

1. BREIH O & 5 B,

2. YWEE GO L TV O RBRE DBYEZ a2 hr— A L ThbRET 5],

3. HEEOH 5 BE [(AFOMA DS DWEENEIES D & ORERDH D],

4. BIEEO® D BE [(AFOMA DS DWEENEIES D & ORERDH D],

5. i,

6. KEBE [BmpaAEENTND Z LN H D],

1. AMDT o N T A7) CRIEANS K DRNERES LB EH T 2 AN L D20NERREOH 5 B,
8. /N,

(R HARER)
1L AFOBNEREEIHIC L0 . AMEREDME T L ORERESET L, ZEEREBIC2R 20T, YT & U TERREICED

77



Wi T (EEE, M5 EEES) CIRREITI RETIRIIRE#L 5.

2. JEYSEN R X B YYEREE L, SME R 2 RSO T, BEERBYUEZ G L TV A EBEITIFHRG Ly, £,
ARFIE B AIARIC K 2 B BEH SO O SEANC K 2 B8EMbl & 2 LT 2 B3 Tk, AR Lo RIERs fabtk 2 Linl
o EHIWr S5 & ELAMNIIRG L,

3. MMM A FEER ST MAAEE L, B2 b 2 LR35 DT, AFIRGRECRNAEIC K 58 Hms X I o AN X
HEHEZEZ LTV A EBE T, B EOARRMENEBRMEEZ BRI Ll s & & DSNIEEG Lz,

4. BEBAKIT, BHEICIIRRAEZT S 70 CEFOREAZEERBZ L, BERRYVE WuiUE, MR%) XIXEESZ i
(B, Wb M) 25 &E LEBaE, 85272 (F2, LEIDS U THRER O 5 i/ R %
W2 ALE ZAT D),

5. AFI OG- OMFEICES LT, KIHIMIRE OB EORE LT 5 2 EEEZOREBEZ 0B L, 2R L AWEM 2 G L. W&,
REE, LB exhin g & 5, EANRMMICIR D LEREIHIAR < Bliv, BB T 52 L0 H 5O TR EITIE
HIZIT 9,

6. ENOERKRFRBIZIWTOPNEL 134 F7F 57 BIZFBL L, ®E7 (grade 3,4) OWNROFELL 1L FICA B, 16 H MR
L7 bz, IR, AR OGRERIR T OO EE R ONRREMICOIZ2 2 RH 50T, OENEEIK
I X D HEIOEHIC L0 AN ZIERICRD, DNROFBEHLOE(LZET 2, @ERANRKIC L D A EER R
BA IR 55 O Y 2 B 21T O,

7. LEESEOEEREWEANEZ 2 2 LNHHOT, MHERRAE (DEERE. ITHE - BRERES) 21752 E. &
FEOREEZ IR L, BEPBDONHEITE, DREBWERZFM L, WE, KRIE, PILEOMYRLEZIT,
o, EASRYIMICHE 2 LEERANRS B, BEMEICHBT 2203250 T, #5ITHEICTI,

8. 7Y b THA 2 U RIEATIT—RICERMED DTN BT 50T, SR GRIGER L THRET 2, AL, T E TOR
IRRBRIZIBW T, AF O EG& L DEERBOMIC—EDOBEM AR D ATV, RAIORGRAEE PfEICHE
THILIFTERY, 2B, SERMIIETIIRO LS ITREHES TN D,

1) P RRER 93mgim* & e 5 L2 B Tld, DHREICA B ARE MRS AR o7 [4 X 2],
2) AAIOKE G-I, 120mg/m?Z B2 TR bRy o7y v T34 27V U RIEANC L DRTARO H D551, Th
ETOXT /I AEY Y, MERFIAEV OB UABMEEIND) [F1V],
o, MOT U N THA 7V RIEANC K DRIARS LEMNEEZ AT AN X DA O & 5 B DI S 5 U A
IR 2 2 T o B i, DEEICRRICERE T D,

9. A L M oHUEMEMEA 2 0F H L 72 B 10, kA MR, B RESRIERERRE (MDS) BNRAETDHZ LRHDHDOTEET D,

10. AFIOFHIT L 0 EEREDME T L TV A BEIC, BV F U IR HEY 7 F U285 &, U7 F U HROBY 21
TR S E BN H LD T, AFRGEFICZINDLDY 7 F o HHAE L7220,

(FRAAEM)
OFHEE
1 BEMIC OB A A T 2 HUEMIEEA (7> b T34 7 U REAE) [ZhDOFEADBEEREGE SN TWIHA, &
DVIEOFRIRIE AT O HE 1T, DIREESEREIN BN R H L0 T, BEFORELZBIE LN, BET 572 EHRIC
EETS (LIS 2 EMmEnEmang)
2. DB & 2 WIEHER A~ O RIS [OAIEESEE T 28NN H 50T, BEORELZBE LN, BET LM
BIZEET D (LT 2&REEAERIND) ],
3. GUEMEREGAL, KR IRE [H B R OBIE & ORIER 2R 2 BN H 5 0T, FFARIEZIT 9 HE i, B&F 0
WEZBE LS, BMET 2R EMEIOEET 2 (&b ITHHmEER A3 2) 1,
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(FlnE ~D#5)

A T, HEICHE L TEEORELZBIE LN EEICKRS TS RANTE L LTI TRE S, — 8B E 55k
MEA2H, ElE TIHAF - BEEME T LTS Z ERZ N, GWmHRENERT 2802 H 5, £, —HKICEmE
TITABREDIR T ITHE, DFE, B REMH BTV,

(it - PERR « AL SF~ D)

1 W IR SUTARIR LTV D ATREME D & D I NCIFIR G- LN 2 E N E LW (B ERTHRAEE (T > b EIES -
TERIE A4 - RN KR, BIES - BB AE - BIIKE, HEESEE - HEE SRS - HEE S X)) | nfreErt Oh
ARG, OISR C IR BN Sl ShTnd ],

2. 23l - ISR EG TG0 3R PIESED [BWER (T v 8 TAHF~OBITRHRESL TS ],

G &% 5-)

AF % 3 HET 135mg/m? &% 5 L= 16l & 3 AR TAKI % 45mg/m? L e & 7 /L B2 90 moim? % %5 L 7= 1 BilIC 3BT A
WEINTVD, BEEGICET 5 0HEMEOZEIZ OV TEERMIC TP LT w3, mist 2 flo@ER G610 55 1 fillcE
BRREIRNBHE L TV Z & L0 AMLEELOEWRAEROBIEME LR EORBEN TR IND, £z, AFIOBER 51X
D EENOREMEOEEEIE, RO EERLRFEEORIANREZ LD,

GEMH EoEE)

1 BGREH  FRIRNER S ORER T2,

2. B

1) FRNEEEIC LD MR, BARE, ez 32 enbb0 T, A, ERFEFIC O THoERE L, A
EETEHIETESTS B100), £2, R ~ORKEREGIZL > TMEOELNEZ5Z E03H 5,

2) BARNEGICER L, RS MEIMIRILD & TSI, R, E, IR, BELEZTZ2L0HLDT, A
HOMEZFIAT A7 L, FERAMEIMIINZNE S I ER L TRET 5,

3) AANTIE, 216G XFEN LV MWEHEZEH T2 [RWEHEERT2 &, Faa 7 NRET LN Em< R, Eiz,
[ — 0 BRI L 7235500 b, T o a7 BIAET D araetr &< b 1

3. PSR
1) AANX, EREO pHIC KL W ZEMENME T L0, tho3E (B RBEFRAKE®RL) LRETAZLICEIVIEEELELS S
ERHDLOT, REEZRET, BRERAKICEM L TRS5T 5,
2) IRG TEDITHODIHERT 2 (B, RLESTRELZLELTIHE6TH, BRAA T 24 KHLUNIZEMNT %),

(ZothoEE)
1. REIOFRFHENZ L0 RPAFREOIZRDZERDH D,

2. 7 v MTEARNES L7 IR C, LRI SR AE LT L OWMEDRH D,

(Hdf o EOTER)
AFIDIRRLB G ITATAE LIZB B ITITE HITK T L, BWUR 0L E 21T 5,
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20.1.3. F ¥ R{E200mg (HAHHE WRASCE L0 Hh)

<HH4 >
VH T B SR 200mglE

<&/ &>
MISGE EORHEIFU ToLEBY THh 5,
1) FRAREA - Ak A s ORBBE AL, v F T e E LT1 B/IR 0.6-2.3 mg/kg, %A 0.8-1.6 mg/kg & 250-500ml @
5%7 N UK ® 2 VIR ERRICIRAS LT, A CRIRNER G972 2>, XiZ 20ml @ 20% 7 R 7 BR824 BE R
WRIZIRE LT, UVriay P THIRNRS 95, 2-3 BERiEG 2179,
2) MERFRGIE BRSO NISE AL, HERREE L LCRIREAELZ 1B 1 BIZ0FEER T, HANKEET 201 HDHWIE
AR AEICIE WEIRN I 53 5,

<ZhHe >
1. AvEAmm GRAMFE, BUEEBEME A MR O 2tk bsl 2 &),

<BEIWEH>
o BRI - AR 5 0BE GEIER 198 #)) ORWEHIEL, Bl - gk, ECRESOMLiEEN K H % < HE
L7 (26.8%) , 72t OFTIEEEA & OOFHERE GEMAEF 3,494 i) 1213, Eobs MR, BACRIR, IR, TR O LaskEE (42.7%)
R OVAMERBAD . /MR %o ik iEE (24.6%) NEREWEFATH o772 KERIE~1976 £ 4 H £ TOHEE),

1. ERZREIEM
1) B HEFEREINHIC £ S kbR - YL ek EEEARRT) . AiEkiEd (2.9%) . /s (4.0%), 2 (1.8%) . @7k
MERR AT . EARFERMIINREE (EERAT) S2ABND Z LM H D0 T, HEICMIERREZAT S 7 S8l
ZHAITATO, BEARD SN HAICITREE, KEEOMEY 2 LEEZTT S,
2) vavr i vayry BEARH) ZREITILENHY . FRER, SHWAL, LERE, SR2E0T 7 4 7% —
BRIERZMED 2B 2D T, BlELZ 21TV, BRENRD N L25E13R 521 U, WEOHER:, IKIROMFE
B, KUEOWHREOREDIRAEE1T D,
3) LB RREE - HLETEE. ML ., BRI E O LA RS (BHEEART) N8Nz &L WM& & 25 O TH
Ba+oIATV, BREPRBD b HAICETR G2 PIE L, @A EEZIT,
4) DVERFIRIRIBAEMGRE, MMM « SRR IR, MM (DL LEEARP) N8N ZERHDHDT, Bl
ATV, BENRD NG EICIEE G 2R IE L, U 0AEEIT .,
5) AMEDESR, OERITE - A OEE, OEERITE CLEHEEARR) BNBhD Z N DD T, BEE oI T, 2
WHRROONTHEICITEE L HIE L, B RAEEZIT O,
2. ZomoREIER
1) B - (5%A) #2%. (BERY) BE (BEEE) . AR
2) H{kER © (10-2000A00) Bl - Wik, AACRIR, (5-10%:A) MR - FHI. (5%Ki) HWNZSE,
3) Ktk o (5%AM) MR, FENRLE,
4) i - (5%ATG) JHFRREE,
5) Ehik - (BHEERE]) BHERERFE,
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6) WK« (5-10%Kd) BEMERIEASRIEDOS &, SR, PERIE. B, MRS ORERERITIER,
7) TOM (5% FEE, AT Ak, fiRrERRAR.

<M LoEE>

(=)

FIN e

AFN T3 2 BEZEBUEOREERE O & 2 B3,

(FHEHG)
1 BRSO H 5 BE [FHEENH 2B S8 H 5 ],
WEEOH 5 8F [RERASBR BN EN1H 5],
CHEFEOH L EE [RERASBRBNSZNBH D],
CBYYEZ AL TV EE [EBEREIRIC LY | BRREZEESELIBNRH D ],
[
PEIG SATAEIR L T D W REME D & S I A,

o s W N

(EE R HARIER)

1 B RERREMRIF O BB RBEER N Z 52 2 L 03D 50T, MIENCHRRA (MR, TFeE - BIEERES) 217
D7RE, BEOREZ TICBIE L. REVPRO ONIZHEITITEE, WEREOBYIRLEZITS, £, IR
WIFIC D722 LRIEM 2S8R < By, BEMRICHER T 2 L H 0T, BGIIEEICITI,

2. RYYE O FE BT RRGSE RS - i B oSBT H im0 2,

(FREAEH)
PR
1. M OFUEIEEGA . AR (A SRt S ORER RS 2 2 L3 H 20T, HFRREZTT S HalciddE
ORIEZBEE L7235, WET 2FHEITIT S CEREMRERIHI S O - MRIEAIZ L D) 1,
2. AIPERFRE -7 rdnru T oL, wA bvA4 2 C, RIBKERVEVS) [RIEHOEICEH# Lz b oLk,
FRK ., ENBILD Z &R dH D,
3. 7 b
1) 7y by [EEEEREMTIOBIERRHEIRT 5 2 L03H 20T, HATL5GI0TEZOREBEBE LRG|
BT MBI EGT 2 (RIS O - FREMICL D),
2) IV Ty [TV MU OMRERTEIEDL LORERHD (TAY b OMPREDOIKRTICE D) ],
4. FVE Ty [ EHEREIHIEORWERS R T 2800135 25 (in vivo 3L WY in vitro BRBRICEB N T, v # TV D
TEMEAREHY TH D Ara-CTP OMITENIREE D LA BFED 5TV D) 1,

(FlnE ~D#5)
—fRICERE CIEAREBESE T LTV A0 T, ARTOCESHRICEET 22 PBEEORREZBE LR SEEICE
5925,

(Wt - PEdR - AL FE~DOF )
LS R SUTEIR L OV D ATREME D & D Im NITIFHR G- LW 2 E N E Ly [ETEMEZ 5 S EFImE N H Y . F
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To. BER (v VA, Ty b)) THETBEAPRES LTS,
2. B3m - BHIRICER G T 25610, BALEA P EED [BRATORGICHET 2L AMITMHIL L TRy,

(A% 5)

REFRGIZEY | T AEMES O FHHRGRIES . ¥ 7 EEGREE BB BWNM. B 2"8hs ZLnb 5,

G _LoER)

L BCF - AN GRS - KFIORT « liANEG%, R SUIERE LR T Z LD 50T, WO Z LIEET D
(eds, #LR, /NE, mlnE, BHE B TUIFITERT 2),

1) EHEALIZHOW T, KT« RPN GRERRGEITEAL < FRIBEE AR « RS it

o AR R > AT TS

5T 5,

2) BT - iR SRR Y IR LER T 2356 3 — RS2 8T 5, Zds. FLUR - ANRICB W TR T - liAN
BeHGa#EA LN EREE L,

3) TESEHAIARE, WORAF A0 . MIKOW A #1256, BB 2k S22 2 TR 5,

2. T UTNTy M RFINCE T—Rmy T U ZBRALTHWDR, BRYORAZERT 5720, Ty MEzT X )
—RETHERL IOy FT2ZEREE LY,

(ZDfMOIER)

1. ARANOERINE GAREE T DBEENEL 5T A N b L — L0 SITES] (LIE UIEBSHRIBE S0P ST 3)
T, FIUC B S O FRA R RFEE A STV D,

2. AH| LA OGUEMEIEEA A2 O Lo B, BiyE, IS O RIS AT AE L L 0@ R H 5,

3. Qe Sy R D Gl A Lo B FE YL AR SR B 0N o B O BRI O BRI T BRI S s Sh T 2,

(Hdf o EOVER)

AR 2 AT 57D,

BRI FREFMN T2 2 ENEE L, BRICIRIRDAE LG EI, HBICEED
PR T L PRI,

20.1.4. X7 ) <A v UFRER 20mg (BGHE RS L 0 B

<ZEAl4 >

WA ) e ST 20mghi

<&/ HE>

A ) ve v o LC 1 HEIRE 1kg 4720 0.4-1.0mg (i) %, /NEEIF T/ ve v ol & L <1 HEIAE 1kg
W= 1.0mg (Fiffh) ZE B H DV EZME A 3-5 BIFRN SUIERHEHEL, P 1EMOBENM 2z E, 5 2RET 5,
FERICEE L CTiE, 1734 770 20mg (i) 12 10ml @ H RAE BRI 2 00 2 48 < R L CRAIED LT LEFIRNES 95,

IV EIIES

SERME (B E SV A s O 2t b 2 S Te)
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<BEMEM >

BIVEFRA S U= RiE B 302 B Gl S = RIVERA o fSHIE 33 FH, JERRG 521 HECTh o7, T FEL b DIk, HLER

&7 1 32.12%, —ARAUSEAER (BB, FEUE. MU, MINERIE) 79 26.16%, RUEMEE (IE. J8B%) 60 7 19.87%,

DIRREE (DAR4A, BilR) 11 #F 3.64%, MEFEE (EFZ%, MRS 13 fF 4.30%., MmikkEs (AR, RinekEd,

IS SE) 212 14 70.20%, B RERLRREE E 21 14 6.95%, JIFREE 16 £ 5.30%, BREE 7 1F 2.32%, Ol 5 {F 1.66% TH 7= (&

)~ A v ORWEIBEETRAER TR,

1. ERZRENWEM

1) LFREE (0.1-5 K FISOARE (0.1%AR05) RN ENHDHDT, BEE oIV, BRENED bRLEEAITIL.
BEERIET 5, B SED 26mglkg #8225 L EERUHRELZE T ENLVOTERET D, FlcfoT ok

FYA 7V ROGUEMEEGH GRIEF ~DOAR OB 51T H0EET 2.
2

~

g, ks, M MREA . iR (5%LL L) FOFHEHARND Z LD DO T, REMK OB Z 531247

W BERBD HNTEICIE, B, RO R AE AT,

3) vavr (0.1%KN) ZEITIELNHDHOT, BELTHITTV, BENBDONZGEIE, G2 P, @Yk
B ZAT D,

4) 37 —BREGER (0.1%AK0) BENDZLBHDHDT, EMIICHREZIT S 2 EBEE +514TV, REXIED LN
AL, BEEFIEL, @URAEEITH,

2. ZOOFEIEH

1) GOl - (B%LL L SUTBEEE AR LB HIRE,

2) WAE : (5%LA ESUTBE RBA) FE, FBBE,

3) HFlE : (5%LL ESXUTBEARH) AST EF-. ALT E5, ALP E5R-| BJES (B4 +0dTv, BEDRRO bAEEITIE,
G &I 572 SR AEEZAT O ],

4) B (0.1-5%A0) BUN EH., EARSE [BEL2 o170, BEXIED ONHEIE, &5 L2 P13 57 Uht) 7
Wt Z1T 9 1,

5) iLE ¢ (5%LL LU R WIHE N MZe, RACRIR, B - L,

6) K : (5%LL b UIBEEEAH) MBS,

7) KRR - B%LA LU AR BEuk, SR, LS,

8) F Dl : (5%LL E I ARR]) FEFEE MR R #E,

<fFH EoEE>

(££2)

1 OHERERE I X OBERED & 5 8F [OHEENBND Z b s ],
2. AHN DR UEE B BUE O MIERE O & 5 B,

(HERG)

1L AFEEOH 5 BE [REMA RS BN2BNRH D],

CBEFEOH L EE [RERASBR BN ZNBH 5],

HREHEREMRI D &b 2 B [ RISl 2 B S 2203 H 5 1,

BYYE 2 A0 L T2 8E [EBERRREIHNIC & 0 R HESE 2208 H 5],

o &~ w0 DN
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6. KA [BRMHEHEENINLIBNLH D],

(EE R ARTER)
1. ERERERERDH], OB EEOEEREWEANE Z 2 2 L0130 2 O THIENCERMRA (Mikkd, FFHGE - B, O
RERRAESE) Z17570E, BEORELHSICBE L, REVPRD ONGEITIT, BiE, REFOBEIRAELZIT), F
To SRR RMIEICH 5 LEIERAMR B, BIEEICHB T 5203550 T, KEIXHEEIIT O,
2. TV NIV A2 Y RIEAIRIBRGI T, AR OB GEN 25mglkg #8225 &, BEROHEELZRZTZENEL 2D
DOTHZITEET D,
3. JERYLAE D FE B LR GWE SR, g o0 58 BT H B A R E T S,

(FRAAEAD)

OFHEE

1. BHATO LIS & 2 WITHERR ~ OB IRE . 72 b T A 7 U VR IEREM O BTERN S O & A T 2 BB g A LD
HEERERINDBND D D],

2. M OIS, BORIRE U SEee I f S ORERM2SERT 2 2 L2035 5 1,

(& ~D#5)
AFNZFEEL LT TR S 223, Gl CIIITFERESEOABBEMET L TWD 2 ERZ W), ARICHELTE
FHOWREBEBE LN OEEICEREGT D,

(it - PEdR « LI SF~DOF )
L R SUTIEIR L TV D FTREME D & 2 Im NI G- LW 2 LV EE LW B ER (v U R) THRAEERRES LT DL
2. RATOMANIIEGT 5 2 Lait), ROLEGTHRET 256103, RAE2PILSED RATORGICHET 2 2avhidm

SEL TV,

(#EH EOEE)
1. BeGeEs  BARNIESHC O 5,
2. B 5
1) FRIRNE ST L0 R, HARAE. Mz 23RN0 H 5 O T, WHEA, R FEEICHSER L, EREEL TX
DI ELS T2,
2) FRIRAEE G-I BR USRS 8 AM IR 2 & RSO AERS . B A K 2§ 2 L3 2 0T, FEAME SN2V L D
BEICEET 2,

(Z D OER)

1. AH & O FUEMIESA 2 01 L7288, SRR ETAMEHEZE S BE b H2) . BHRIPRIEREE (MDS) 73%
ELTZLDWERD D,

2. AFNOFRAFYRIEC LV IRPREITR D ENDH D,

3. 7 v MI#IRNEE L7328, FURIES;, BIEEAS, <~ U AR T HRE LR CTRATEG S REE L2 OWRERH D,

84



20.1.5. v A v X — 7 FEEH 5mg  (Pfizer #1 WRAHEHR & 0 Bk

<FEH4 >
PR T H~eAvr (BEaTHEEZ) F5H 5mglk

<HE/HE> (RICELOREHTH Y ARBCORERIIVETHD Z LITER)
FOY AR TH S H<A v 1EE Imgim? GEAEEL LTER) % 2 BT COREBIRNEE59 5%, S5, 272<
LY 14 HREoBGRREEBWT, 2B ET5,

<ML - HEICEET DM EoyERE >
1. AR ERHCEND Z &L 3% 5 infusion reaction (FEEN, FEFE MERNE%E) 2RI W 57212, KRS O 1 REFFTIZHT
EAZIVAl (VT RTIU%) ROMBERAl (T2 b7 72 0%) ORESEITV., Z0O% G U
BRAl (TR T 7 20%) OBEEEBE L, BIZ, ARRGENCRIBRERLVE A (AFLT L =Y 0 %)
&1 5-9 % & infusion reaction BEIHE LD Z 03B D, AFIBEEG PR OB EGHE T ARFRIIANAS ANV A L EE=F—T 5,
ZOH%BMLINIIE T, BEOREE B L, BORAELZTT O, i, AFNTHIE X2 I U F K OFF BRI O R 5-
Z G LW DR AT L TRy,
2. mRBRIEZ THI9 5720, LT EERNE OkaMiaXiET7 a7l s —&55%) 2179,
3 AFIOBHIZHT- > T, L 1.2um U FOBEAMKEMEDBE A TFZ3 o T 4N — (K =2—T VAV 7 4 o H8%E) 2
WA YT A T 4V H — il LRI EIR UL D EIR T A 232 (R— 0807 A TrOSERZ 6 L),
4. RANTIRFEIRSUTHOFRARE © 2 BERI 2T CRIE G L. BIRN~ORGER 513 Th 720,
5. AFNT 3 HILL LG Lcha O AR « LaEITRESL L TR,

< ESHE OFRRLE >
VLR T 18 7S BRTES A 5ml 2002, YasE TRV E S ICHENC RSS2 R HEM L., Img/ml & L=, MEES
H AR B A HE i 100ml CTAR L CAf RN 595,

<ZhhE - SHRICBIET DM EoEE >
L AHNOFERIC DT> IR OE M OV A EEITRFTT 5, Fho. AH O I 0 FEREMEAFRE OIS 72RO
TIhOBEEZMNRLET D,

1) FHREMBEASRE (V4 7 8 KREIES) [CRIEHD 2 VISR S 2 L Tl & h 2 #HaMED B3,

2) w60 WLl EoPIEI R R,

3) ¥ A 2[ELL LY KT RE,

4) [FIfR S M e AR AR 1% 0 FE S R

5) AMERIEREERTE B MF B T, BREMRG AL (ML T/ oA URIESE) RGO D WITIRTER S 5 L THIEh 5 B,

2. WEDBERIK LT, AFOFRME R L AMEIIHEL L TOHZR,

1) EBEEIEEIEGERE D D ST U7 2B R A P RS (BB 220) (RAIOBFIMER LT LT, &
6 ST U BRI AA &2 -T2 A O BRI W T, ARIOFIMER R EN T, 2o, BIERRIRMICE D BB
TERORBEDZ M LITROD TERBRBREDNH D Z LBRSNTND),

2) HUREMEMES AN BEE U CRIE L7z RO SV BB B s B (AR 220 (RO B I IE K OV RIS LT

1,\73:1,\)0
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3) 60 Ll LD EIRE BT, 9 2 RO BE TOREME AL (REOAIME L ONZEVETMEL L TR0,
4) AR5 L% OEREE (AR OEMER L &ML LT,

3 AFIOBERICHT-->TiE, 7o—P A bX b —RKREIZE VY EBEEO QMBS CO33 BETH D = & 2 RT3,

[EPEEARBR A ] 28 VI ARESIRARBRIC I\ T LRt e GUE 41 40 Bl afiC ITE 2388 L7z, ERBIERIZ, F8#. 38
B (95.0%) . ifi/MiJsiZ> 38 il (95.0%) . [ MLERED 37 B (92.5%) . ~F 7 1 £ 1> 36 il (90.0%) . > 35 1] (87.5%) .
AST L5 35 fi (87.5%). LD L5 34 f5] (85.0%). Y >/ ki 32 i (80.0%). &2k 31 ] (77.5%). AL T L5 29 5l
(72.5%) . BACAHE 28 5] (70.0%), 7 4 7V DX A ~—H4N 27 fi] (67.5%) . MamM: 26 5l (65.0%). FEFE 25 i (62.5%) .
L ERIED 25 B (625%) . 7« 7Y Loy REEEMIEIN 23 B (57.5%). ALP 5 23 5] (57.5%). HEJE 20 {51 (50.0%). Ifi.H
T4 7Y N9 ] (47.5%) . Ik 17 6] (42.5%) . M7 T b 17 6] (42.5%) . Sk 15 6] (37.5%) . 1K
HJF 15 5l (37.5%) . YL 14 ] (35.0%) . APTT LR 14 4 (35.0) . HHAR 13 5] (32.5%) . M & U L & #4012 4 (30.0%)
Tholo KGR,

(SRR BR AR ] 5 2 FERIR BRI BV CL ARl e SUER] 277 B, E2AFEFES ORA & OREBIROAH )0
DHPRBLLUIZFR) (T, A (82%), Hl (68%), HEFE (66%). WEMH: (58%). I/ MR (50%) ., A MLEkBD (47%) .
SEJE (37%). M7 (36%). T (32%) MUMER (32%) Thoiz, FREKKREDPREES (F/L—FR3XiL4: 7L
— FZ3#E1T NCI-CTC verl ZJEHEL U72) i, M/ MR (99%) | AF BRI (98%) . I ERISA (96%) ., M faZ&isid (52%) .
WMEUNLE A (29%), AST Z#) (18%) K ONALT £&) (9%) Tholm (KFREE),

1. ERARENWEM

1) Infusion reaction (50%LA L) « FEJE FEEN HO, WERPL, BUR. MR, S, (RERFRE, FRREEE, &bl & OVEGE R
ENBNDZENRHLIDT, N ENY A L DE=H ) 7 RBMEIEROBIE R L, BEOIRELZ+SICEE L, RER
RBOOLNIZHEITE B S 2P L, EURLEZITV, JERIEET 5 F TREDRELZ HoI 8L 5,

2) EEMBEE EERH)  EERREE (7774 7%>—a v 27260 BENDLZERHLDT, S ZLHFA 2D
T=X Y O TREMTEIEROBIEE R L, BEORELHSICBIE L, RERRDONLHESICITELICER G2 PIE L, #Y)
FRALE ZAT VN, SRR EIE T 5 £ THREDRIEEZ FOICBIET 5,

3) MM (B REHIHIZE) (50%LL L) @ PLinERIEA . AmBkED, A Bk, U o SERiD . BERRIERE ., /MR &
MEREND Z LBHLOT, BENCMEREZAT O 78 EBEZ +01270, REPRD ONB8I0TE LIRS 2k
L. #U722 A EZ1T D,

4y RYE (50%LA F) AR REYE, BuiE (BUEMES 2 v 7 25 Te) . ik, NNK (B O HEONEEET) KOH
AN ZEPEOFBIGER BN D Z RS DO T, EMIMIZIMERE 21T 5 72 EBIZE2 01207, BRI bz
HBIZFELIZEGZFIE L, #EERLEZIT,

5) fiim (5-50%:A) « BHiMm, SAFAHIM, MM, EbEHm, MREOCSHMAERND 2 L3H 2D T, EHMIC MR
BEAT O I EBE A H0IAT0, BREPEO OGN EICTEBICEEEZPIE L, #MUR0MEEZITH,

6) FEREVE MY NEEEIEGRE (DIC) (5%A) : DIC 238N 5 Z L 035D T, BEE HHICITV., BENRD ONHEITIE
EbICEEEHRIEL, #WURAEZITD,

7) A% (5-50%A0H) : EERANKNBND ZLRHDHDOT, BEEL IV, BENBDONIZHEITTELICKS %
Mk L, #ERAEEZIT D,

8) ke (50%LL F) : BRFAZEMATEA B (VOD), ¥E, FER, sy U ve v imiE, e amas (AST BA). ALT
EFyGTP EF. ALP E5%) | AMREBIND Z L RbHDHDOT, EHIIFHRIERE LT O 72 LB E H0IiT0, BER
BOOLNTZHEIIXE SIS 2RI L, WU R 0AEET .,
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9) BIEE (5-50%A0) : BHEE, BHAERAMAT (L7 F=r LH, BUNBEINS) BB Z LRH50T, EHMICE
BEREMRAT 217 0 7 PR Z 0TV, BESRD DREBEAICIIE LIS ZHIE L, MU0 EEZIT S,

10) FESFAAEHEMRE (TLS) (BEAH]) : TLS BEND Z L0 H D DT, MihHEMEEERE R CBHEREZITI R L, &
FoREEHoICBEZ L, REPRBDONHEITEBIZES 2L, MUR0EZITV, RS EET 5 ETRED
Wiz +oITBRZ T 5, 7edb, TLSITHFE L TEAENEIET 2 Z L rlE S Tnd,

11) i, RVEMEMIZE (5-50%A%M) < FERIREE, AR, Mk, FEOEPERKIE, PR R4, (SERSEIE, AEIFU, 550 i Rt
ROMBEMEMREBEND Z L BHLOT, BEEZHSITTV., REDBEDONEGITEDICREGEZ I L, M E
=179,

2. TOMORIER

1) Befg : (5-50%A0m) F&2. KR, B2 5. BEk, (6%Adm) MK,

2) VHfbER @ (50%LL L) Bl BACRIR, WErL, (5-50%:A) (EfL, T, M. sRim, mid (D/EmAE, HpepyhE)
WEAK, OB, Leo< v, WLRR, ABR, HR. AL, (5%AI) RZEMM, Hil,

3) Kt - A% 0 (5-50%AN) RLm, LOMU, MEE. KRR, (B%ANH) FilEik, (BEARH) R%&,

4) WRIRZE :© (5-50%ANM) MZMk. WHUHZE. MEUAZE., (5%Am) MEA. (BEAW) T, MEREL(b, sk,

5) fEBR#R (5-50%:A) MENR. mifE, AR COEMSEIRE) ., (RILE, #F, (%A OAE, DFEgd . DAL,
DEM R,

6) M : (50%Lh b)) EEEMRARIRE . (5-50%ATm) sURHIM, KB, (BEEERIA) BRIRHIMm,

7) fREHEE  (50%LL L) LD B KT VTR UAE, (5-500A) mE, KLy AidE, KR B E, RIS, K
U UERIE, KA U U AMIE, KT R Y T AME, &Y 2R Y RIE, &2 L AT r—/VIE, K2 L AT 7 —/VIiiE,
PREBEEIN, & vy AfAE, 827 roVIE, @8 U U AME, BUNRD . (5%ANM) &2 mViiE, ik, K~y 27
Uk RMJE, &) R U AMEE, &Y CEREE, EERP) K~ 2 %> v AME,

8) EfHER : (5-500A%) MEHIM, (BHEEARH) AE= i,

9) ZDfth - (50%LA 1) FEEN MU, EHE. . (5-50%A0M) REE. MR, MR, BIETER. RN, R, RGN0
POt (Be G g i, B GHmAnakyy, #GHH M) . ARERIN, 1ETY . KR (B, MR, ALMJEPERE) . &imE. (5%
Hinii) i, BEEREAR. (BEEARED)

()

=

1 BRBBRIZEB W TARANCBIE L7 L B X 6N THIBRO LN TS, AFIOKREIL, AMBFEEDE=2Y 7 LR
(I C & D 43 7Rl O o 7o R A% K OV MU OTRIRIC 50 iR & R RO b & TTT 9, 1R MEER S,
THZERIEARMER] OHEAZEEICEE L, GENED LA SN BECOBARERET D, s, AFOERICH
> Tk, IMISCEEZ G 5.

2. MLOPFEMEREEA] & OOFH T CARBIZEH L7256 ORI L TR0 T ARANI O BUEMEIEEA & OFF L,

3. AHNIDFERNCHT=» TE, BEXTZOFRFEAHNER OfEbEZ +0CHA L, B L7 2 L 2R L5 2 TREZH
Y%,

4 RENERE LT X COREICEEREFHNGAEND Z L0350 | ZORE, SmiRYYE &k OB aH S S#Ek Sh
HZERHDHOT, AFIOERICH > T, BYYER OCH SIS T D, £, BRRBRIC RO Tl MR
BEERIERRO bR TND DT, FrCHEET 5,

5. RAIOFEGIZ L0, EEMBEE (774 7% —%FTr) OIEH, EIEMRES % & T infusion reaction 238l s 2 &3 b
D, EmPREUE & OIHFEE L HE ST D (18& A Lo infusion reaction OFER ITAHI#E 5-B14# 24 FERILAINICRIL L
T D), AANL, BRI H0 RGO TE U2 Uiz BTG Z AT 5, ARG RO G/ T 1% 4 R3S o1 ¥
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NP A v aE=d—T 2, TORLLIEIST, BEOREZHICBILE L, MURLEZITH, MERREE, EKRICER
RIRIE, 7F7 4 T F— WA XIIBMEERESREEHEDS BTG SITEDICR G2 PR U, @YU RLEEZTTV, E
WREET % £ TREDORIEEEZ TOICBET 5,

6. AR IFERIL DS\ B IR R OES A E R A RIET D U A7 BEW LB BN DT ARFIHE 5T i A .
Ek#c A 30,000/ul RAGIZMZ 5 & 5. AMIKREEBET 5,

7. AR OFGT L) BERFIRPHZEMATRE (EE72 VOD) & AFEE N #E STl v Eilmiasi (HSCT) HufTal
X% HSCT Mif T I AR 2 53 5 BE R OTEED H 5 BEF L. VOD 2HIET D ) A7 &<, HFAEKR U VODIZ LD
FEEHIRME SN TWD D, VOD # & T fEOMERIZ L TEE 2 HEER BlET 5,

i

(%=)

AFN ORI L EE RIS EUE OREERED & 5 B,

..[

(B ER )

1. BEEOHLHEF [BEARRSBENLIBNNH L (B, ME VAL LN 2mgldl 2B BHF L2 5 LT BITEmE T
ATV

CEEOHDBE [RWERARRS BN2BNRH L (b, BREERFLZ AR LT IRBITERS L TRV ],

CREOH L BE MEESEETLI LD D],

(RER AR

1L RAOFEGICL Y, EELRBUE (7574 7% —%FT) OIEh, EEMRES % & Te infusion reaction 238l s 2 L3 %
0. B BEUE & O E LS ST D (1E& A Lo infusion reaction DFEIRIL, AFKIF 5-BAAE 24 FERILINIZ R
LTW3), RANT, BRSO TE %A Uiz ECRG AT 5, MEREEE, ERMICEXRnE, 7
F7 4 7 xv— MKEI MRS EGRE AN BT S ITE D IR G2 IE L, @Y AE 21TV, ERAEE S
L FECTHEORELZ H3ICBET 5, RIEMLFRBEOZLVWEFTILIZNALORIEHORBT ) A7 B3@mneExbhbic
. ARHIBG-AN AR M A MBS A 30,000/ul RIS 2D K 5. AMEKREEZZET D,

2. 1Z & A L @ infusion reaction X, ARFI#: 5-BRAAT 24 e LAPNIC HESE 8B AIMLE B OWPIR RS o fEfk & LCRBLL TR Y,
7o, MEFEE LSO infusion reaction & LTI, M, AN (RME, @i, miobE, (KRR SE K O R #E5E 7)
HEINTVD (CINLZEBIE 572010, REBGANCHE A X I VA (Y7 20k 7 04%) ROWEERAD (7
YT T2 ) ah L BB CTENREGT 5 KRB GENCEIBRERLVE CH (A FAT LV =Y n %)
w54 % & infusion reaction 2SR SILD Z &N D D), AFIEG PR OB GHE T 4 RERIE AL Z YA 2T =2—F
Do TOHOBLEIEL, BEOREELHICBE L, BURLELZITO,

3. AFOFEIZ LV MiEEL B LA LICE - TERARE SN THEY | MEEORKT R & LT, MR, IHRHE. Bk,
FEOFEMENTAHE, PP AR 4, ARISRIE K OB MERFIR B EE IS S ShTn D, Zh b OREITEM I infusion reaction (2
FELTAELLHOTH Y | KM A MEREA 30,000/ul LA EDOBEFETIEZNLORIWERORKET 2V A7 BEHNEEZ LD
DT, AFFG-FNIARR M A ML ERKCZ 30,000/ul R ICMZ D K5, AMEKREELZZET 5, £/, WREOHLEE L ERE
R EEZFIET DU A7 NENEEZ BN 5, 728, infusion reaction DFEFIE & 135 21 < WOV MR Z$ 5 o fififs 5 &
HINTND,

4. FHNEBRE LT R COBFICEEREHMIEINHEND Z ENH Y | FRC A M/ ML EIE R IESFED TN D DT,
BRI B AR A (MR 21T 5 70 EEE ORIEZ T B L, 28 BYYELH M 23BN 72355 I XE 8 2 18 217 9,
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B, AROMAICH Iz > TE, BWEREBIIVIRI T (EE=, 5 EEES) CfT57%L. +2IEET 5,

5. RAIOEHAZ L HERFHIRPAZEVEITR SR (FEEZ VOD) & IFEE (R RERIN, 4 EIEER. AFMIER, BEK,
EULE N, IFRRER A RS N SN TR Y | EMEMIBAE (HSCT)MEf TR X% HSCT MifT# I AHI % £ 5-
TLHRERVIESEDOSH 2 BEIEL, VOD 23IET D U A7 R3E< . FAREKT VOD I K2 ETHIBRE SN TV D20,
VOD % &R EOFRBUER L, TFHERE L T 57 EBEOWREL +SICBET 5, 23, WIAOE 2 FERRRER
DOFERTIE, AR EENZ HSCT 2T L7 B3 I12B 15 VOD BIE D 27 19% (5/27) R OAFKI 54412 HSCT % JiifT L 7=
BEICBIT D VOD RIEY A 27 16% (8/50)1%. BAl 4 fifT L CUNRWBEICHIT 5 VOD RIEY 2 7 1% (2/200) L 0 & & -
77

6. EFHATRE /R O BH 1B 51 2 BN H DAL, ST 2 B L2 BB T 5,

7.COBHUREZRE L TN T v RO =27 A Pz KR GEHERBRICB N T, FAY X TH I H~vA v DHE
RN 72D IAFNZ LA IV T~ A ¥ UHEROMIEEICHRE T 2 LD LB X LN HEERHE SN TN D,

8. AL, b MEHICD33E /7 u—F Ak (hP67.6) DL S 7 RESEIGIC 7 U RTILIE 2 LT\ 5, = 01 iF i Ak
YT, BERRERE T CRE S, KEEBFEICLVEETH S LR Sh T KEEY VR TH 0 | AREEERIRNE
(TSE) [HlEED 7z ORINES (EU) EHEITHEA LT D, B L, AFNTITMIFITE ETOZR, o EHE G &[RRI,
AHIOEGIZEY TSE St MUBIE L7 L OREITR Y, 2O D, RANZED TSEBHED U A7 13D TERWH O
EBZBNDH, Hm ) A TERTTEE LERWED, ZOREEEICHNATLZ LE2EET D,

(FH EAEF)

DEREE
AANL CYP3AL IZ X 0 R SN D AMEEIEARIR STV D72, CYP3A4 I L W Rt 2210 2 UIBAEER 2 F 3 2 384 &
MBEERZAECDTHREENS D, RIBRKERVEY AFATL R=yar%) ~rai4 RRAWE (Yatb~tvr
TREF VR ATIVE) T4 RRPEME (T RAu~vA V), ANV N IIVRIAEYWE (X7 VAT -
ENRT N ZAF ) FLEEA] (87 3Ty —n1%) [RERICOWTIRHTH S RANE CYP3A4 IZ L @ s D]
REMEAVRIB SN TV D72, 2D OIEFINARKIORBH L FIT T RIREMEN ® 5) 1,

(i~ )
— MRl E CITAERBEREDE T LTV 0T, BEORELZBE LD bEEICRET 5,

(it - PERR « AT~ D)

LR UFIEIR L TV D FIREME D & 2 Im NITIFR G- LW 2 LR EE L [BER (T v N) THRIFIAREE - Bl
S IR B RS ettt (R RERIME], D018 CIR BB NSE) R ORHARME (RERD, BETRET) 2
WESNTBY, - T, MmickE7d 2 L REEERECIBNLH D],

2. AP OWNIEGT 2HAICITRAL T IESE 5 URILTORGITHET 2 LM L T, edk, B b IgG X
BIP~BATT D ENMONTVD ],

3. A ATRE R O NI HRE T 2 A ITITEIRZ BT © X O 88T 5,

(2 5)

FRA~OHEE G- 2 U Cid 9mgim? &8 2 5 R BRIT M STy, @RS GRHCIE, ERE R IR 217 5 7 SR
ZFATV, WEZRNEZT O (e, AANTEITIC L > TRETE 2V,

89



GE M LoER)
1 A8 AHOFRIT, ZRFYyEXy PNTIT I ZENEFE LW (BB, AN L 2ELZ 0T WD, BHt%
WE | ZeFx v By PNOHEOEIT 2T 2) . AR OBWHRITEE L CO D EAEORIEHICE VB> TR 2L H 5,
WRRITIE © 13 7 W B RERK 5ml 202, TS TRV E D ISFENICER SRR HEME L. A ERICER L
TV 2 EEMRB LI, HONICHIRT %,
AL - B R B RARRER 100ml THR L, WREZEMT2BI3IARH Ny 72 L IRBE L2y, Fiik, 2
BOBEERRNT L 2R L, EONICHTHAN Y 7200 T 5, ok, ik, RMEEZLELTL25E, ELTHIET
16 FFHILAIPIC I G- 2 Bisn T %,
2. BHRE  AFNRIC K DEEBEZZ 0T Wied, B Lzl Ny 72 AW TRET 5,

(ZDfMOIER)

LR MERRIBR IS L TR0 aAs, invivo O~ 7 A B/ IME R O AR MERBRIGME ORE RS S Sh T 5,

2. A BEBRISH LTH DY A= T A H~A 2 dmgim? O#IRNEE G- TIIEEEIIER0 R - 72728, 13mg/im? Tl
HIE R OB A~OFERRD S, £z, 40mg/m? Tix, MEE T, OB OBIER ., O HERD KOV ER A~
WEPHEOONTZ L DORENRD D,

3. AANFTE TRROYIMBRE T, KEEO Y v oMiEHRMS (7 Vg 2HnTifliEsnizboThsd, vVilnx
LS TRICER L TR Y, AR X2 EERERIINE (TSE) BHFOBmN Y X7 ZER2ITIEEE LRV T, HIFHO
18R LoMENEZHoICRF o L KAlZRE5T 5,

(Hdf o EOTER)
FERIRN T > TH, BFERIIRD R ERLNITH AT 5,

(R LOER)

W, AR, 2-8C,

20.1.6. FU &/ w7 AVE 10mg  (AARHHE WAL 0 HH)

<HEHI4 >
=k b FEFHE 10mg/E

<MHE/HE> (R CELoOT#HETT)
=M FEE LT, 0.15mglkg & 5% 7 R W HEHK & D W IT AP ICIRE S LT 100-250ml & L, 1-2 R 2T TR 535,
1 AR - BRSO N 2 ETL A LEFEIRNKE ST 5, G0 EEHIT 60 [M28 2 0,
FIRALIE - BB H ONTHGE I, BAREAK T 3-6 BHZICHGT 5, SEMOMIZ L A 1B, 325 BIFERNE S
T2,
<Mk HEICEET M EoEE >
1 BB HTZ> TE %Y RURERD 5 VITABRARRICES U THEM L, o 3EHISUTmR & RE LRV,
2. RFNEERHC, A IHE - SPEMAEILRICAE O e (RMmE, [Ze, SEES 6508 WAL, M%) 23 b
GalT AR E TR EFMEAIER T 52 LN TE D,

«

<

2.
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3. MR IRIED ML « MEZEHEHRY KL RAIO 25 Rl 2 585) FEii L5 0aMIE - 23 L Tung
W (BERBRDMRD TH 70,

<ZzhRe/ZhE >
A AR REERME B U9 SOXEE A E 2T BE BRI B s,
<ZhhE - ZHRIBIET S LR >
Yeta ki [t(15;,17) $508 ] TR FHA (PML-RARa JB1E1) 12 & 0 SERTE BEERME B IS & 2l S o 82 M 5,
AFNZ KV SERFRRMRZ ST 2 P58 U 7o e B BEERE B Mmookt LT RFIOBE R « ZRMIEHEL L TR,

<EIWEH >

FE TR S0 K OV A iR A L2 0 1 A RRER 267 i, 220 B (82.4%) ICRIERAMARD bz, £0EELb DL, LEX

QT %R (46.1%) . ALT #1 (27.7%) . ITHERESRH (25.8%) ., AST #1 (21.4%) . AMmERED (17.6%) . HIMEREEHE (14.6%) .

LD H4/1 (11.6%). CRP N (11.6%). APL /-{bJEMERE (10.1%), ALP #4i0 (10.1%) Th o7 (GF4EL e, 2

. KED Phase I/I1/11 RO Z THE S UREIERNITHEARH L L,

1. ERZ2EIEH
1) LDENQTIEE : AAIT QT LR, BREET 0y 7 EORERZGISEZFZLRH Y, QT ERIIEMM LY 55
Torsade Pointes (TdP) % A 7 DLEMAIEARZ ISR T2 LB H DO T, F 5T 12 FELERZ RAKHE 2 [[1F 5 L, Ba
TR SN2 H AT 2@ 21T, Eiz, BRI K - TIKRED 2 VIR ETIE S B EICAND, KEIZBNT
TLART Y BEHHLTHZ 1FIT, RANS K DRMEAFETIZ TP A L7 & O@MERH D,

2) APL Sy LSEMERE - AANE APL 43 {LIERRE (APL differentiation syndrome) & MRS LF o o BRIEMERE & 360 L 7= BIVE
DB, BHMBERETZEDZENHLIOT, +HRRBBELZITV., ZO XS WIERPBEATSEEIITRE L, fIFK
BARNVE HN DIV REIEE ORI LE E1T D,

3) EMERBANE : AANC LV @EAMEBEIVENSIEEZ SN2 R3H 20T, BIEEHoITITV, KA A mERED
30,000/l ZHB X 7o aricid, IRER L, FRRBEEC Al EREU S Ul b BRI O ERE OB Y oL@ 2175 [ed, b3
ERIOME BTz > TE, fERIEEZ LD 0T, +0EET 2 ORAI LA ERRIERI O ORI O W C ORI & 22 M3k X
FONGAY/AVER

4) PLERGD | MERIERE, A ek IR - Ll BRI BRI ERE . B BRI MR A BV S T &
HDHDT, BEETHIATV, BEPED DNIGEITILEE R LEEZ1T S,

2. ZOMOREIERM

1) fEBRES : (5-50%:A) LEX QT LR, (5%AM) LEX QTc LR, MUK, MR, FUEEAR, BhE, ORI, MR,
BmteoARAe, mMEMRT, GEEAR) OERRE, W, OFE, O, RE, EarERmE, et LS,

2) PRI (5%AE) PEURERIEE, 7 (EUEREOR R, ek, W, (BEEERE) MU, UL R B (RERRIE, Mo
. MoK, BERP MRS, EMEEEACR . fRE2E,

3) H{k#R : (5-50%Ai) Hly, (5%ANN) B ANPEE, NEnk, IEEREmG. MR, LIEEYR. TR, R, RCRE, bR R,
rEERE, OISR, R, R, RAEGR. (EEEREY) OWNEsER. R, DS, B, (EREE HE
fEREEIGIN, #ROE, L T,

4) JiFfigk : (5-50%K4i) FFEERESL . ALT HEI0. AST ¥4h0, ALP HEIN, LD B4AN, yGTP B9h0, (5%:Kd) M eV L e iy
.

5) i : (5%A) EHEEREE . M2 L7 = HEN, BUN B4, BUN BN, Z /R, BEEERE) &R, &AMk,

6) EAREL L ¢ (5-50%AM) KA U & A, (5%ARTM) K40y Y ASE, L~ 27 %27 LB, i~ 7R T AUE,
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‘A Y U AME, &7 YU AME,

7) MR : (5-50%AT) FMEREGINAE, AFHERIA . M/ (B%ATE) &, FEEELF BRI AE, I, (BEEEARET)
Rk, R i,

8) IMifEkEE% : (5%Ad) APTT MER., APTT fEfE, M~ « 7V /% . FDP #1,

9) MmAFME : (5%AN) MmER, (FEERH) BH,

10) FZRE : (5-50%AM) 635, (5%:AM) ALBE, ALEITE. FALEEMERE . BEENVFRE, R, BER. RIEZ 5 FEiE.
FEARA) MR, FINIMER G 28, JRpmtER L FNL, IREERE, 2 52, Matkios, EaRng, £
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m% & HW SNDEACDOHREET D, BEIIRE~OFED AR OV THICHI LER S8, BHEEZHET 2 &
IRET D,

3. ARG T DEAIIIRALzRET S5 [BWFER (T v 1) T FITT~OBTARO LN TN D ],

GEH EoEE)
KA« PTP ALEEDIEFNI PTP > — MV H L TRAT 2 L 5 HET 2 (PTP > — FORBEIZ XL D . WELATRAE
TERGEA~FIA L, BB EZE I L CHRASOEERAIEL IR T Z ERXRESNTWS),

(ZotoOEE)

1 7y FROA X THERBEPREEN TN D, 26 OFTRITERKREG R TICBITH5AUC LABETRO LTINS Z
END | Rilde YR 2B EZET 5,

2. A XTI T 39 WIS 53U T 0.08mglkg/day LA 18 55 A IR K OV IEEER 3 s ST o DT Ziabi
FHEOHREENRD LIZGAICE, REREOMY) 2 0E 21T 5,

I AXIZBWTHEENSOHMRHREINTND Z EMnb, WEERREERRDNHHEITITEOMERIERE L, LEIGL
T MRS DR 2T O,

4. A XIZEBWTEERIEEL R ORBRE BT RIEE P RMEEN TN D, BRI T RN H 5 O TRE L 471

179,

5. A XIZBW TR NG L7z & & 10mg/kg BA Lo 5O LERIC P IIRIEHE/ R IEIRIGILR 2 BB S E 5 Z L n@mE S
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TWb, £72. A XITEWT 4 BEREHR SRR T 0.27/kglday DG HED.LEIXIC S IR HEE 2 7B &4, 0.08mg/kg/day LA -
DGR MARTER R O IR FEIE S 2 R ST L 2 ERAREIN TV D,

6. 7 v MIIBUNTE BEERRINE bR AL AN 2 R OVMERE IR b B2 A (ARt NS BB 28y ST 2,

7. 7 v FROA XCEWTHIERPISEAT LA O RIE, MWIFPOMEELVEETH L Z ENRESNLTND,

(R LOER)

=1z}

W - KA E
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20.2. Common Terminology Criteria for Adverse Events (CTCAE)

A EFG @ R v4.0 HAGERR JCOG i) (LA, CTCAE v4.0 - JCOG) (%, 2009 £ 5 1 12K [E National
Cancer Institute (NCI) @ Cancer Therapy Evaluation Program (CTEP) 73/23% L 7= [Common Terminology Criteria
for Adverse Events (CTCAE) v4.0] (http://evs.nci.nih.gov/ftpl/CTCAE/) (LT, A Y 2L CTCAE v4.0) ®H
AFERICOG it (201144 H 25 HAR) TF, LA FIORTHBAIFIARBRICBEEDRV G 5 WITHEN L &
THRENDIHEA % IJCOG A— L= NED3 L= D TY,

% 25

WNL: i 7% B EEHPHPN . LLN: Jip% H e FOR, ULN: Jiiak JE e bR
ANC: HHEREL

JCOG CTCAE v4.0 HAGEER: http-//www.jcog.jp/doctor/tool/ctcaevd.htm] X Y $#k¥:. {EAL L 7=,
NCI-CTCAE v4.0 IX web site: http://evs.nci.nih.gov/ftp1l/CTCAE/ 7> AF-r[HE
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AEFRZIBENFELELE v4.0 4 B AGER

(1 of 5)

CTCAE V4.0
Term B & 5§

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

CTCAE v4.0 AE
Term
Definition H & &
[GER]

1187 2 S ) PR

F[E®F Blood and |

ymphatic system disorders

FEEVEST PR |- - ANC<1,0000mm* TG | sz &N T, BE|FET ANC < 1,000/mm?®
SiE MO, 1ETH38.3°C |NiBEEZ ET D T, /D, 1ETH
(1I01'P)ZE#EZ5, 38.3°C(101°F) % 8
FF1REZEEX Z25, F=IX1EE%E
THfR 9 % 38°CLL BATH®ET S
£ (100.4°F) D FEEL 38°CLL L (100.4°F)
DIFEEL
B 0 ER & N SE - - > 100,000 /mm?® BEPREOICFERRSh=|3E T 1% sh o 5 M Bk EK
B Bk{FH; Ban AYEE
BEEID
i EE® Cardiac disorders
D& SRRV DS, RE |BREISHEED |RFHEFFEIHYT Loz ErT; BE|ET AR HICnEL
{E (f5]: BNPBT4EF |iEENOFHIETEIR | DVEFBOFTETHL|NEE ET D (HI: EOMiK%E D
RIS LFIRRTF | 5% B SER DB YESE; JB |IFEERERE® ER Y TE/EULVIREE,
F1) OEHFIREIZT BEETD BT TEIRENAE FEHBED LR DH
DBORELNH D D1#EEN) IZ& U+ 57mi&isE
R TEZLVEE S
=T
DIEEE. 20t [ERALL, X |PEE S/NE/RB |EEFIIESZMN |£HEEH,T; B |ET
(BAMICRE ) |BREOEKRNHD; |FTHIESEREERARE |ITEXTHL N, - |LEXZET D
ERRRFTRFIIIR |2 EI D, EHMER b ITEdmE B
ERRDOH BAEE |OFORIYLUSND |FTEHLDTIEAL,; A
EI/F BEEFEEDOH |BEEFIFABLAR
BR DIEREET D FE
BT BE/BNMETHE;
SoEYDBEE
SEEBNMEDFIR
B BB E Gastrointestinal disorders
AEx FEARDYEUY; BRERAR | D EEDEKRLD |SEDEKRLHD; |- - OFE 0O RAE
RFELIFREMRE |5 F0EVLSND |BOERIYDAESE
DF; BEE B/ |BEEIETEDOH |FEBMEDOHIR; AR
LY BR EEID
T R—RASAVEERIR—ZAS A DV EERIR—RS A LER|EHEBEMNT; BRA|FET HEAEI T/KFRDHEE
T<4[E/B OHHEE|T4-6E/B DO HEER] | T7EILLE/BOHHE|NEE ET D
BIEM, R—RT A | BB, R—R5 4 |EEEMD; ERE,;
D EHERTAIRLM|>Y EEERTATIIM|AREZ ET S, N—
NoDHHMENE |MNODEEHELFR | XS54 ELEXTA
EEIZ 800 L REHEAN THIFA S it
ENEEICEN &
DOEYDBELEE
EhED HII R
OREZ LR FERDH D A, BBE |FEEOEKRLS | +HEROERL |- - O B2 R OD N S 53 b
FIEBEEEOEL |5 BOERICEE|TAlEE BEXREE DIET
AEWL (Bl OREL | DHD (Bl BED |[F=IXTTPNEET S;
RASIERDRME); K, HERL E 21— |REHDTLVKEET
REHDIENIREET  |LARD D/ETZITERS | DIEE BB <
DIERBEMND> | HLIKS D Z L EY[0.1 mUmin
0.2 mU/min IZBRSND ) ; FlliEK
DIFWNIREETDHE
&S5 EHY0.1-0.2
mL/min
TEH/EE KM BRE; AT BT |hEEOERAD |HIMIVRIZED WL |EHEEMNT; RA|FET TERHIEE UM RE.
Ly % REEARE: |B/RNBRGEHNLEFF|NEEZET D Ki5. ILF9) oD
(/N FRAEBE At | R ER H ifn
EEID EZ93
O R FE AR 2 FERAELY, FlE | P HFEOER, B0 |SEOER, BOE|EaE End, RE|ZET O REFERE D 2 AE
BREOERNH S, [{EEIZZEMSLL, |BRIZKENH D WEEETD
SARE EILL BEDEEETET
%
Ei EETEBICEED |BELGERERLD, B |[DOU—PKSTD |- - LA LH BEASIENE
TLWERIET IKFELIFRFELF |BOERLTT5,; DEEY
EHOGTVLEOE |[EERE/TPN/ABR
HREDFH D *EID
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AEFRILEIGELEE v4.0 FH 4R HAFER (2 of 5)

CTCAE v4.0 AE
CTCAE V4.0 Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Term
Term B &5/ Definition B & &
[ER]
B W Gastrointestinal disorders
m g aaging BRAE; ARE BEXG |hEEOMERAD |#MM/IVRIZE DU |LamEBENT; BAR|FET O RZEANSO H i
Ly % ; NEIFAERER: |B/RREHNE/F | NBE ET D
(/R BE At | RInLESE
EEITD =93
ORERN A BREDER PEEDER, SO |ESEDER, S0E |- - O.FF=EOFD
BElYLSNOBEE |YOBEEEIHE E LT RIGEE
SEBNMEDHIRR D Hl R
L ERHIEE H M BRE; ARE B |REEOEKRAS |#HI/IVRIZKES A |EHGEEN T BRA|FET EERHIEE (ORE.
[ % ; NEHARE: |B/RRSEHNLE/F | NBE ET D IHEE, BiE. B)HhD
(F/NFRAZASBEIA T [ Bl EE D H i
EETD =295
™ B [ = Gastrointestinal disorders
n&Ent 2482 1-2TE 248 R8(123-5TE 24p5fIc6TE v— |ERmEBHN T BA|ET BAEMNOMNDH
V— R OB (553 L | V—F DIEr: (553 LL|[FLL L DIgERt (55 |[iEE ET D REICHEHSN D C
ERARRAEALNVI=HD | EREIBREASBAL =D | LL ERIFRASBALN =% &
EZThZThiTE EZThZThiTE DEETNETNITE
V—kR&ET D) V—KR&ET D) V—K&9%); TPN
FIFARE ES
)
BIBEE. oMt [FERNGWD, T |hEE R/RB |BEEFREESRN |£HEEs T, BE|ET
(BAMIZREE ) |BREOERNH D, |FrR/EEREERARE |ITEXTHDI M, 1= |LBEET D
ERERATR EIFIR |2 EIT 5, MG |12b ITE®mE B
EFRFROH; ARE |ODEFDOEYLSND |FTEDTIEEL,; A
EI/G0 BEEFEEDS |BrEf=IX ABELEAR
R DIEREET D F
BN BE/BHETEE;
SoEYDBEE
SEENMEDFIR
— -2 ERES KU S E A DKREE General disorders and administration site conditions
E:-3 -3 38.0-39.0°C (100.4- | > 39.0-40.0°C > 40.0°C (> 104.0°| > 40.0°C ( > 104.0° |3ET= EEELR%E E
102.2°F) (102.3-104.0°F) F) AR =24B5 3 |F) A3> 248 [ A5PFERADLER
5] 5]
SEAICE#ES RIE BETBMOR |(AEFELIIAED [BIE W ERICH |E@E BT BR|FET M ET- TR
S AEO D EE E | AR E. 121EL |[TERBESLV/E |[NBEET D HIOEHEIZH T D
SN CARE ES  [ERICX T S A T=ITE BRI D RE BHERG
A B: IERES FE, | ik oL TEASHA
NSAIDs, FFZEMERE |[CRELEL); —F
|, BPIRNER) 1= |RELTEEFRT D,
[FEOMNICRIET |#EFRAEIC L YARE
%; S4BT | ET D
HIREE EJ D
BREES LU FERAE Infections and infestations
TS - TEEOERI,D |MEEMEREER |z B8N T, BER|ET AhoD
%, NREEREET | VM IILREDOEHIK |[MWBEEZES D
% (Bl MBEEMME |RIES5IZX A
BHE/MIVAILRE)|EET D IVRIZEK
% ALE/NEREERI AL
BISNEHOEE =
ERS)
BRI JiE - - - E@mEBENT; BA|ET JRIR MM E YA M
WBEEETD FARIZTETEL.
3 vO%EFIEED
L1585 2uREITHE
DEH RIS
BE BR# & Investigations
TS =2 -F=/+5 |>ULN-3.0xULN >3.0-5.0<ULN >5.0—20.0xULN |>20.0xULN - ERER#RE(IC Tl
R S —E#EM TS =2 -FI/NS
RIS —+
(ALTE7=IEsGPT)
L)L EF
FRISNS F BT |>ULN-3.0xULN >3.0-5.0<ULN >5.0-20.0xULN >20.0xULN - ERERIRE(IC T

/NS RTT T —
+ighn

FRING XFUBRTE
/SRS —
€ (ASTFE=IE
SGOT)L N LA E
s
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AEFRZIBENFELELE v4.0 4 B AGER

(3 of 5)

CTCAE Vv4.0
Term H & &

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

CTCAE v4.0 AE
Term
Definition B &
[ER]

ES Bk ¥ & Investigations

oL x50a —)LiEmn

>ULN-300 mg/dL;
>ULN-7.75 mmol/L

>300-400 mg/dL;
>7.75-10.34 mmol/L

>400-500 mg/dL;
>10.34-12.92
mmol/L

>500 mg/dL; >
12.92 mmol/L

ERERREIC T
LRFE—)LLRJL
MIEH ER%E B X
)

L TFF = Em

>1-1.5xN—X5 A

o

>1.5-3.0xRN—XZ
-« >; >1.5-3.0x

>3.0xR—RF A
>; > 3.0-6.0xULN

>6.0<ULN

ER R AR (< T 21K
REOILTF =2

>ULN-1.5xULN ULN LR ES
L EREQT#HIERIFR |QTc 450-480ms QTc 481-500ms A 7E EH2E DI E |QTec=501msFE = |- QT+ IERRERE
ER BETQTc=501ms |[R—XRS5 A > hid> FFET D gD

60ms M ZEAL H3dD

L), Torsade de
pointes, 2 B I
HE1A, BT EAR

X LpEE

DBURIFEIRD LN
nhERBDHD
= & URHME Renal and urinarydisorders
BT DLFF=o > |[OLF7FooBR—|OLT7F o NR—|EHGEBEINT; AT|ET RO BHEEIET
0.3 mg/dLigEin; NR—|RXS A2 D>2-3F | RS> KVUEL>3 | BEHEEIT D THY . I=HEaai=.
RS A 2 DL521E |IZ#8 f&EE=IE>4.0 B AT (B g~ o i
1= i&hn mg/dLigNn; AREE SRR (B E(BRE
=95 =) . BEkMEGRE/
P55 3 57 HH BR D BAZE)
I=5$EShd
FEOZ B8 . MO ¥R &S & O #¥ PR [ ™ Respiratory, thoracic and mediastinal disorders
S[ESAH BEDOERNH D, |PEEOMEKRLD |MIMIVRIZE DU |LdaE FHIIFER |FET REXES K UV/E
SAPRE BTG % ; NEARET 2 |B/RR G E/SN |EEBRBEDE F=IEMEE N SDH
3 BRMEE EI DS | FE/RILE I
(Il HIERRIDE | ZES D
1)
LF /A 2 BEIREE| /KRS ETE, <3kgdD |hHEEDMIEET: |SECERMNSHD,; [ESEEHNT; AT |ET F—ILbS > RLF
AT, KSERR [[TERNH D BIR | AREET D IFRE =S D A EETHRERT D
FIRE K V/FEIF |RERTOAREE BEICRDOEND .
FIREIC KX DAE |5 IRE I, FEIRE
EEITD oK D ERR.
B MMEBREE AN &k T/
FETBETE
KB &k UMM Metabolism and nutrition disorders
BRTIR BAEFOERE F |HEELKRERMOS |[BESEREROE|EGE BN T BRA|ET BRDIET
DIENERIET HKIFERFAE %0 |EIRBERAZHS |[WBEET D
WEBEEOZEL; £ | (5: Ao —x5K
OXRBEHI- KD |HOFOFEEAT
FEEETD +53); FRARNER R/
RERBETPN =
)
=R S YK mgE [150-300 mg/dL; > 300-500 mg/dL; >500 mg/dL-1,000 |>1,000 mg/dL; > |PET= ERERfRE(ZCTmp
1.71-3.42 mmol/L >3.42-57mmol/L  |mg/dL; >5.7-11.4 |11.4 mmol/L; &% YT ) RREEM
mmol/L ZHNY 5
=h U LmGE >ULN-5.5 mmol/L |>5.5-6.0 mmol/L |>6.0-7.0 mmol/L; |>7.0 mmol/L; £ &5 |FETC ERERREI— T
ABREEF D EEMNT HUDLGREMNLE
5. BFEEO, IS
FIFRFEDEAICE]
EI D
1K Uy Lo ke <LLN-3.0 mmol/L <LLN-3.0 mmol/L; |<3.0-2.5 mmol/L; Al<2.5mmol/L; &85 |FET= EEERiRE I Tinh
FEIRDES B ; AFRE |BREET D &MY HUD LGREIE
=93 S
=YY Ry LdnfE| >ULN-3.0 mg/dL; |- >3.0-8.0 mg/dL; > |>8.0 mg/dL; >3.30 |3ET= ERERfRE(ZCih

>ULN-1.23 mmol/L

1.23-3.30 mmol/L

mmol/L; Z£&iE &
mg

R R0 LREM
=
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AEFRIGEIGELEE v4.0 FH 4R HAFER (4 of 5)

CTCAE Vv4.0
Term HAEE

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

CTCAE v4.0 AE
Term
Definition B & &8
[GER]

R & U 2EEE Metabolism and

nutrition disorders

BE<T #m9 LMfE|<LLN-1.2 mg/dL; | <1.2-0.9 mg/dL; < |<0.9-0.7 mg/dL; < |<0.7 mg/dL; <0.3 |3ET= EEERfRE T
< LLN-0.5 mmol/L 0.5-0.4 mmol/L 0.4-0.3 mmol/L mmol/L; £ &E EH T R LGEEM
3 ;3 S
[=paWAFPFN I ithd >ULN-150 mmol/L |>150-155 mmol/L |>155-160 mmol/L; |>160 mmol/L; £ 85 |3ET= ERERIRZE (T
AREET D =BT FhRUDLREMNE
=5
1EF kU D LngE <LLN-130 mmol/L |- <130-120 mmol/L | <120 mmol/L; & &5 |PET ERERFEE (T
E=BEMT F U LGREAE
"F
X R ERE Nervous system disorders
EEE R GEARDVELY; BEERFR | P EEOERI D |KNERIRM/EEERN |£dmzE End BA|ET SEEAOH M
RFELEIREMR |5 ARMARETEE|EE=2I VU MBME|LBE ET D
DFH; BREBESE |T5 PRI 42 5R AR/ 51 R
R WEBEEETD
R BEOER FEEDER, SO |SEDERE; SOE |- - IARFESITEE D 1
EYLs DO BEELE |V BEEFEE IR EULNEH
SEENMEDHIER D IR DR
RIHEEB—a— [FERAGEL; BRERAT | P HEDERN D |SEOERLSH D, |[EdEENT, BA|SET RAHEBHED %
O/RF— RFELEREMR |5 50RVLND |HFOEYOBEE |LBEET D fEFEI=ILZEHE
DFH; BRE BSG |BEEFTHIEDOH |IEEEDOHIR; ##ED
LY BR BxEI D
REHEBRE =0 — |[FERAGL; FEHE | EEDERIMSD |SEDERLNHD; |EdEBEHIT; BA|ET R EHED K
0/8F— REDIETHEE |5 50RVLND |FOEIYOBEE |LBEET D EFEITE
MERE BEEEFIMEDOH |SFEFEDOHIR
BR
HRREE . ZOM |[FERAED, Tl |PEE; &/NR/B |BEEFIIEREM |£EHEEHT; BR|ET
(BEFEmICieE ) |BEOERLH D |FrR/FERIEREAR [ITEXTH DM, 1= |LNEBEZET D
ERERFTRFEIFIR |2 ET 5 EIHEIG |15 ITEHE BEH,
BEFFROH; BEE |OBORYLSND |FEDTIEEL; A
FESELN BEAEEFIMEOH |BREIT AR
BR DIEREET D FE
BN HE/BNETRE;
SonEYDBEE
SEENED IR
BEMBEURT#EBESF Skin and subcutaneous tissue disorders
B3 RESHOEGEINA FFRESOESEIAE FRESOESEHIAE |- - RS XOFR IR PRI D
KREED <10%%E |EREED10-30%% |REFED >30%% i, HLLVEZE(L
HHD EHHD; MBI KD |EHD; BARKMm FRBET.EmLGD L.
H BEEOBRETE
L. I EKBE
IZZE1EdT D
E SRR AREREIED <10% |[AKREIEDI0-30% |[AEREIED >30% |- - BB T Eo1=B VR
EEHDZHIHBC |& &8, fIBFEIE |& H8, T5EEF# S, BRLIXESES
Z5EFEDEN | ZSEEES, G |5 FoRVOBE AV HRD K SIZ5EL
EYLISD BELE  |EFBEDHIR BREDEE
SEENMED IR
EESIURTME [MERANGEND, Fd |PEE R/NE/B |EEFIEERM |£HazEnT BR|ET
HWEE. ZOMM(E |BREOERNHD; |FT/FEREMAR |[CEXTHDLIM, 1= |OLEEET D
[ZN: 01 Y A EEERFR REIFIR |2 ET D, SWHEIG |15 ITEHmE BN,
ERROH; AEE | OFOEYLUSND [FEO TG, A
EXEL BEEEFIEOH |BREIT AL
BR DERETET D;FE

B RE/ENEARE;
SoEYDBEES
SEEEDHIR
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AEFRILEIGELEE v4.0 FH 4R HAFER (5 0f 5)

CTCAE v4.0 AE
‘I’Ce‘:ﬁAEIIE;:; Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Definit-irc:er:mEl &=
[ERR]
I % (™ Vascular disorders
=imE BISMEREE (RS | RTF—21oEmE | RTF—220EmE |[£daE &, (Bl |FET JRAYZEMm/ED L5,
HAMn £ 120-139 (YR & #A ifn JF£ 140- (IRFEHAM/E =160 |[EMESMmME, —iB1%E 140/90 mmHg# #2
mmHg EF=(EHVEFEHA| 159 mmHg FEF=I(E¥E |mmHg FE/=(EHREHA| FE= X E A R 2.5 MF A #EEE]
I [F£80-89 mmHg) |3&HA M /=90-99 IMM/F =100 mmHg); |FESE, SMmEI)— EREIND
mmHg); RFEIRICE |RERCARZEZ ES |B), RBLBETE
BREEIT DL, BRE|D 2EBHULEDE [F5
FIT ST (=24 A B E =1L LLET
BERSD ; SERE 1S K UELRULVARE ZE [/NR: jRAERLC
>20 mmHg (JLEEHA| TS
E) D EFF=IFLL
BIIEEE TH of=HE |/NR: Bk AERELC
(3£ >140/90 mmHg
~DEF; BHIDEE
SAREET D
INR: BFREMEFEE
ST (= 2485 /8D
D>ULNDOME £
5 BRIDOEW AR
EEITD
1€ M+ FEARDVELY; JAHRE |RATIETGULVARE |RREBSEREIE |£HmE &AL, BRAE [PET BEHhNI-ERIEEICKY
o AR HIAREET D ABEEEI D SAREET D HFSN D EEL AN
JLoMmEZE FTES
miE
20.3. ECOG performance scale (HAFERR)
PS0: MEER CHAIFEEINTE, HIREZIT2 2 &< BIWATERFICSDEZX D,
PS1: BREDIERNH Y, WIRITENIIHIRAZ 21T 525, BT, BB EITTE 5, Flx i \BOEE,
HHRLE,
PS2:  BTRHDEIY O LIXTEDHA, LIFUIZIBIAWA, HH O 50%LL BITE LT,
PS3: HDEIVOHHEEDZ LIXTEL, LIZUENEIRAVD | HHFD50%LL EIZgtE LT 5,
PS4 HOEVOZLHETET, HITMPNNY | BARKELEL LTND,

Oken, M.M., Creech et al.: Toxicity And Response Criteria Of The Eastern Cooperative Oncology Group.
Am J Clin Oncol 5:649-655, 1982. X ¥ 5| ] LHHER
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20.4  APL212|Z81F H1REEIEAIHE D FRIE R OVEIEE . + L CRENKGVEIC BRI 2 iEis 5 L Elis
FZRIORE DX G EBHFEA HESX)
JALSG APL212- Bz FHIE &5
%5 42 434 ) | 34
R » TR R EEH)
—>  2JEfH > SNP ArrayfZ#f a RFER] j—
— 2 HE * REMECTEERESR SIEF] |
| EETFESIEREES F : e || EEFREEEREES
RIS E 2 L) 27/ LBERNBN | pemwrperees 2wl
AFIACEEEETFERER |, : pe . .
By gy BFAAT ILILSEIUARAT | N
AFIVEERE BT EAEH ‘J
L REERERETZEREEREG | cDNARAO7 L AR 2 EHI
azka— )L ER
20.5. APL212GEnFHFEICH T 2 Okl ofiil EREIX) = APL 212 w 5 7-5% & Eis 2%

ERERISSRILE | [

JALSG APL2125ABR & 43 !
v

| FRRBTRAIR H(SRL)
(PML-RARAMZ, FLT3/ITDIRE)

JALSG F—4to4— (M A sG APL212-BIEFHIEE R

|

éﬁiﬁﬁ!

B ARAE
AR MR KR (SR | DR DM (SRL)
B R
(#7515 S 1ER4E0m)
v
E—BRIEN
i JALSGRIXRELVA—(E EERKF)
B IIBIRIRH (SRL) — DNA RNAZE K
B
(#7184 (F A M) B FE R AR AL
B FRRAT
7T R SIRERT HABHRORIERA)
BREEBR —_ EHBASASE EERHRHY 0 WHAH
GRIREFKS) RATHE R A WRAEKLE ELRGEH 4/ LELHE

HRKF SinBlFRiffRta 42—
FILY AT 5%
DEHEEANARES
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20.6. 1RIERI/TFHRME SRL #2H R (BUETEDRD L D TT)

EBCERKES (Nropamipanmmsnmnenm | jaLsc ApL21 2 : mn Hrs

e R m R = A=H=TJ= T-W| EEB
97562 | 70 ] 886816
rmsns[aprzve— T8 -5 3 Jus SBIRALAS
e TR - : Ny ﬂﬂ] Egj;n gfaﬁ ﬁ
= B
"8 C a0 H n
REED Zaitn] B W |meene
. L1 1 I T - 11 Ll | -] m g orHAT
° Or—iD L1 Lok e I W S W N TR T N A | & R TFaL,
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