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Post remission therapy including arsenic trioxide against acute promylocytic leukemia (APL) over 65 years old
Phase Il Clinical Study — JALSG APL212G
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data & O A4T 9 6 1 FHEGRRER, 3 M1 X NESFER(EFS) % primary endpoint &35,

0.1. /i\lei*‘/::»—'?

QOL #i#&
BRI ARIE
A T B &t C /¥ D &
WBC < 3,000 /pl 3,000 < WBC < 10,000 WBC > 10,000 /pl (in case: APL > 1,000 /pl)

and APLcell < 1,000 /ul i | or APL cells > 1,000 /ul

i ATRA i

ATRA 45 mg/m? ATRA ATRA
IDA 8 mg/m? x 2 IDA 8 mg/m? x 3 A #f: IDAX3
ettt ettt ittt ' B #: IDA X1
C #: IDAX1
(U787 H) TS QOL i
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Hh ] DR IE

i ATO (0.15mg/kg/day; 5 H /i 5 #HFH) :
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#7E(MTX 15 mg/body, Ara-C 40 mg/body, PSL 10 mg/body)
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%L F /4 K Tamibarotene (Am80)IZ TR 5 Z & T, (L FREMEEAERLZHO L, PHE2M ET
X DLW ENERRTT D,
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Ltz L [E O IR ERIT K DRI O N ARERIRITSE, Hi[E ORYE T ATO, HMEFPRE T Am80 % H
T 5, FEEM, METFHETNID FEDTIRE, ELTHOLOLRKIIDETEZ AN T 51
A Xy MELFEHR (EFS)% primary endpoint & 3%, APL (Zx%f L CilEIC T 7- JALSG #F3E & D ik %
1T,

0.4. %%

1) KIBHED APL(FAB : M3 & 5 W\ME M3v) & L, B RERZAEGRE (MDS) HikZeu LIFERIAME A
JRBI TRV &, APL [ZIRJEATD PML-RARA B S B TG TH D Z & L 2 fEIhD Z
Lo BB, B L PML-RARA 32METH 5 Z & 2V L 7o 56 Rkl & L CRITRIZIZE D720,

2) FEfiIE 65 Ll b, WRKEUERT L, A v Tk — L Rar bty bBME LN BIERTHIE, ]
FRIZER T 72w

3) Performance status (ECOG D JE#E) : 0, 1, 2 DIEfl =35 L 35,

4) +or7e, Ml BF. BHEEL AT L L, N EEEIZT 5,

miFe v ey < 2.0 mg/dl
miE7 L7 =2 <2.0mgl/dl
1R¥ERTD PaO, 60mmHg LL_E % 7213 Sp0, 93%LL L,
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5)APL ThHH Z LxHmEi, A7 ha— I XHERIEICE L, SCEICTREDNS S IV ER,

0.5. [RIEAR
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ATRA LALZIRIEEIT 9, T O%OMIEOIRE L singlearm & L, ATO BEANZ T2 a— A&7 9, HFf
PRIk ATRA TiHE APL (2 S A H 72 Am80 8 H 3 5,

0.6. =2 RAKRA I
1) EEFHHEE
BEkH 2R L U, FERME, KT, 5 FAEY TR, B HER. 2L Th b HRKRIC L D5
TAE ANy k&9 5 3FMES N MAFESR: event free survival, EFS

2) RIRAJFHTE B
(1) &1k (A, B, C, DEDOET) DM . complete remission rate (CR)¥%

(2) FEEEMBEIOD 34, 54 MIRHAETFR « disease free survival (DFS)
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(3) &fk?d 34, 54 44175 « overall survival (OS)

(4) 5 4 EFS

(5) TEMBEANRIEDIRIEEENIO CR, DFS, OS
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1.

PR DT 5 LARML

1.1. APL OiGEDOE & ATRA RIED EFE

AERTEBEERYE M (APL) 1 all-trans retinoic acid (ATRA)IZ X 2 /0L ik 0= XK 0 {55k
BNFE LML 2, APL 1Zftho> acute myeloid leukemia (AML)IZ Y U 72 L5458 EE1C L - T b Hefe s
W AETF (disease free survival, DFS) #5252 E N T, ZHUTEHoORBEBIZTLHL NI TY
% 3, LU 6, APL Fef OFEFENE A NEEEE Bt (DIC) & #RIATUHEIC K 2 BREREE O 72 D5
BV H 1 7 & o0 Bodn 89 72 gl HH L 2 OF 56 T~ 2 R 3 o 5 9, ATRA 13 APL flifid % o3k =,
programmed cell death (Z X W SEISEL1EMZ A L, mWHEMEREZHEL Z LN TE HREBRFEEZHT D
%, —J7. ATRA OEIWEM & LTI Ee Rg o, gz, BIBEE. BF. V27V t7 4 N
SE, TFREEZR SoMic, FW2RAMmEEEZIEL KT 2 & APL SHMWEEEEO RN H HLD 9, £,
ATRA HAIDOE G TIIEHMEZ S LT < CRYEDIEFINHRT L2 L bHALNE o7 29, T D1k,
OFMEANE T, ATRA BRRIE 70 iMb5 Wik & 0P 5. @eafmiitk i 3tE Rtk e LTL
FREEAT O . OHEDIERIER T, sEREMEN R UHERFRIEZ1TO . @ 3 SUZB L T < DK
FEDMTOILTE T 19, ATRA OXIGIE APL DTG 2 KR E S ZIL SBT3, £ D% LT e EE (ATO)
<> Tamibarotene (Am80)(Z X W APL Oia#EIL S bz L7,

1.2. B APL EARDOECK Z Huls & U 72 IBENFE O il R

APL O B8 AL TIE, ATRA & HLICOFRH S b IEICB LT~ ORGTDMTHiL T & 72, ATRA
& IDA DHFHIZ LD, Wb D AIDA FRIEIZ K 5 BB ANFIEZ B L7z GIMEMA A58 Ti, 5885
fif 3 95% (229/240) . EfRE A DIETEIE 5%(11/240)5 0 . APL SMLIEMEREIT 2.5%(6/240)(2329 B,
FELIX 16 ToH - 729, PETHEMA #FE Tl 78 BT MER 899%(109/123), FaAFE A D FETL 13 10%(12/123),
APL MUIEWEREDOADHE 6% (7/123)IZ58D Hiv, SETIE 1 Bl ThH -7 19, WfFITE b ICTRERE T
(regimen related mortality: RRM) & 72 < | BNTZAR & B2 b D, W7V — 7 I3HERIRIE 2 3 D T iF5E
OEMIBHR Akt L T3 Y . anthracycline EMEED EFRZIBR L TW5 ), —J APL LIS AML (2
£ U C, anthracycline & HEHERYIR B D Ara-C DHFRIE ST T& =, 77 AD APLI3 Hf5E
Tix, 2T 48 KFfEJEAT L C ATRA BUMBEVE A =l L, % D% 65 kL T 722> WBC<5,000 /ul %-ifi 729
FEFNC, ATRA ZeRREMICEDL E TRET 8 (UB1T ATRA BF) & ATRA &ALFRE LRI &5
T o8t ([FRF ATRABE) OEMITEZIT -7 9, JedT ATRA BE & [FlIF ATRA B TIISE R RME=ER1T 93%.
96% THIL/R Mo T2 M, APL SHVIEGEREDSEEE DS 20% & 11% T, J61T ATRA B THIMME M 23 2 & 107,
F T, AT ATRA BED 55% 28T WBC I X DA BIEDIBEMBLEETH -7, APLI3 BFZETIE
66 ik LA LD EiinE (66~75 7%) & BNCHENT L TV 5, Ml B B Tl ATRASEITIRE E LCE 0| EREM
3 90% (37/42), APL FWIEMEREIL 10% (4/42) & RAFIeFER CTh o7z, @miln#E TiLE T ATRA IRHED B
a4 2 TENAN BN TH D Z L VR EN T, APLI3 WFFEAIR CILE M8 AL TO RRM X 7%
(31/413) L B4F T o7z, Z DWFFETIL ATRA #5-11 WBC AN L 72356 (LFIRIEDBMA LB 7R
FEFIN N2 & WBC BB Tlix ATRA EALFFIEDRFFIFANLETH H Z L7 &, ATRA L{b2EE
LR 2 BB fFH AR LTV 5, #E[EO MRC study Tik, ATRA OFKGHIFENICE L T, FEHIH
DOREL EREMIIEDLETRET AL ZHB L TWAD, BREMRIL 70% & 87% T, RRM 1% 23%
E12% EVWTHLEENMENTEY | B2EMRICED F TILFRREL ELICATRA & 5352 L 0H
DR S 7z 19, ATRA & Ff9 5 anthracycline 75 DNR & % WM IDA 253 L TV 5 25E, ARREY7ZR L
BRI <, A% EEBEI LN TS,
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DL b X0 B AFREICB LTS % &0 DATRA & FERT L5251 anthracycline BT F
BEBEZBNDN, Ara-C ZBILIEGEG, TREAKGESEL RN H 508, miE TOTZET A
72\, @ATRA+5#1L anthracycline JE{E DA ATEIIRIZAATH S, @ATRA BT & BAFE AL FHE T
& DM, APL S LIEEREC H MERHE NN 72 LI L VL FRIEOURANMLETH 2550355, OATRA &
LD O LR e AL LD R AT RE e 2 PR EHER S L D . ©FI2 e H MLEREL D 2\ WERI
APL MUIEBRE A SR DIERIN L < | BRBEMEMUMEMIZH 5, 725 2,

HiI [l PR TIE, MR AN &R U< anthracycline N EEAREK L E2 bh 5 — 5T, &SNS
Ara-C BIED B ZDI MR ST & 72 1519, GIMEMA AIDA 0493 #f7E Cld. IDA & H1%: 8 Ara-C (1g/m?x4).,
IDA L@ & Ara-C B L O MIT & VP-16 D 3 =1— X (Z L A 1EENHFSE S, PETHEMA LPA #F%2 Tl
Ara-C, VP-16 #%4 &, 4 < [FAI&E® anthracycline DA DIEF NP S 72, GIMEMA #ff%ETiX, RRM 8
2% (5/229), PETHEMA 42Tl 0% (0/92) TH v, & bIZAMMEITEWEEZ X LN, iz, HiED
FEIER% D PML-RARA Bl &8s 2 FatE & LoD A7 R 2 (minimal residual disease, MRD) DA% Tl
BEMERIIE 2%(3/162) & 7%(6/88) T > 7=, Z OWFFE TITEME ASEL & Rk, APL D515 TiT Ara-C
P 2 E#EITA 72 < anthracycline F.LOVEFEZHERE L T 5, GIMEMA AIDA 2000 #F%E Tl
low/intermediate risk (2B L Tix, AIDA 0493 |2tk LT, Ara-C Z4f L., ATRA 1252 & T, 6 4
0S % 78% 5 87% 1A F L (p=0.001). cumultive incidence of relapse (CIR)% 28%7>5 11%IZck# L 7=
(p<0.0001), Z ™ X 9 7¢ anthracycline EARDLFEEEIL, APL fifE Db RS IC B L ORB % 5. 2
TWDA, Sl ICBET 2 IEREITD 220,

HiE D REIEIZE U CRRFET % &, Danthracycline Hj# | anthracycline & i#% & Ara-C. anthracycline &
H~K&E Ara-C 72 FOELIIRMRTH Y | SE TR BT VA3, OfFRiEE & BIT
ATRA ZOHHT 2 A MMEICE L T, 48R 25T 5. @RI Dn FAERREDOE AR L CTidmet
TRE, 2D,

HERRIRIEIZ, RICK Tl ATRA DR, 6-MPIMTX OWNAR, W& OO 72 & OIEEN L RS T
Too ZALH DHFFEIZIT ATRA X2 6-MPIMTX IZ X DAEFHFRIEZAT O BE & . HERPRRTE R L ORE 2 USRS L
T-WF327 EN3 5, GIMEMA WF22 Tld, 3 22— 2 DO HIE OIEIEK T4, PCR 12T PML-RARA [&1: D JEH]
ZRIHRIZ, ATRA, ATRA/6-MP/MTX, 6-MP/MTX, HEFHRIEZR L. @ 4 FEDHERRHI 21T > T\ 5 1),
WA DFENT CIXHERFRIE B AT o TEBEO TR N B TH o 7223, 12 4F DFS TlE 4 BHCA B EIIRD bR
Mo Tz, BIEFID 12 4 EFS 1T 69% & LTV /-, PETHEMA HFZE CldiEERR k%2 ATRAB-MP/IMTX @
HMT{T> TWAH A, 34ETOD EFS 1% 85%, OS i% 91% & . GIMEMA #ff5E & RIESICEN TR Y . ATRA
& anthracycline I X D IEBE ORI AG0MEEZ R LTS O, Z Ol 7 V—7O[EMFE T,
FRAAFIC 29 5 risk factor & LT, #Ji2HF WBC >10,000/ul, PLT <40,000/ul ® 2 S%& 5= LT\ 5 17,
7A@ APLI3 HFFETH GIMEMA HFZE L R U 4 BE CHERFRIED BRI 217> TV D28, FERIT
ATRA/6-MP/IMTX BN e E B < . BRTHIZEE WBC >5,000/ul DREIZHT LT Z OHERFRIEN AN TH - 72
18, ATRA/6-MP/MTX FEIZIZZ D H DD, ATRA 1 LT 6-MPIMTX Z 12 VB OHMERFERTE © FRRE SR
TICEZTH o7, T HOREFIT 2010 4R I2 Thiv 7z 10 2B EIEET —Z THRBETH Y | FFRRIT,
HEFPIEILT LBE 43%, ATRA Bf 33%. 6-MP/MTX #f 23%., ATRA/6-MP/MTX #f 13% CTh-7-, £7-/H
FERFHINC R LI L7 & 2 A MERRRIER TR OB VRN S R AR b, 1ER CHERIRIEZ
iR L7238, BRENAEICEE o729, ATRAIZ L DHEFHRIEIL. ATRA 45mg/m? @ 15 HENAR %2
35 A Z LI 2FEBMKGET D ITETH D08, 5ERIT 95% (139/146) TH W, DEBIZ2 35 ATRAIZ X D
HERPRIEOBWERICE L CHEENMLETH D, US intergroup study Ti, ATRA HIRIC X DHERRIEOH
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LD THRERMN LZOERZPALNMCLE Y E L2222, fiko X 9 ICEMEANITBVT ATRA &
{EEEFRIED IR 21T > TV B D, FREICEUV T ATRA MERFRRIEMITTRE & HERRIRIEZY LRED R 4 B TRk
LTV, FERIIWTHOEMEAFRIEZET LA TH ATRA I X 2MFRIENAZITH Y | EHiif
A HEFRRIEOM 72 ATRA % W RED ST O 5 FBIRAGTE 14% &, b THREHFTHY . ATRA
2 X DHERHRIE OB IEDN R ER TS 2, —J5, H[E D MRC study D7 — & (X 3 FEHDOIERE 71 k=
— NV ENFETRIT Ch DS, ERE AL 2 (8], HiEOWEEE 2 720 L 4 o — Al TR MERRRIEIIAT
S TR 19 B fRE A AT O short ATRA BETC 4 4F DFS |3 59%. extended ATRA BT 72%CTH Y | 58
RTLREE T ATRA G/t G2 Th -7,

HMEFRIRIE L THUCEE L= PRICB L TRIET 2 &, OHIBEIOFEIEK T, ATRA ORKIE G X
HHEFFRIBIIHRRIKTICAENTH D, @QATRA OFLGFIEFTERHRS LV &, BIXRERGOTN, Fl
TER OBEEAMEL | feasibility (XmWATREMED D D . @BMPIMTX I X Db FIEL AR TH Y . ATRA
EPFHT D 2 LIC L VRSB I N ATREME S & 5 . HIE D& T 112 MRD Rt ORERIZx LT, 4
PZIFO risk factor 215 50l MEFPRIEO L EMECEM#MIEANC T 2 A7 MM AR LETH 5, Ofird
JALSG APLI7 DF — & TIET# BIFREL LT ATRA DA THEMEE A L= b BIEMM o BRHICh- 0 H
FEMFRD BV, APL OIRFENEHIEIIZTRMOBENLETH L, OFMEANLDO—B LIk
LRBEOFINECE L IR ENTH D, &5,

1.3.JALSG TOZNFE TP APL FFZEDFER & APL211G ~Di &

JALSG @ APL |Z5%I3 A ALSARIE DR AT AML87, AML89 THEFERITZZFh 80% & 70%. 4 4F
DFS 1% 40%, & 45%., 4 4EEFS I3 & $1C32% Th - 7= &1,

AML92 Tix ATRA LALFEEOHHZEA L, 94 4F 4 A £ TO 196 HllZ BV CHEAESR 88%, 4 4= 0S
74%, 4 42 EFS 54% & T <H - Tdh - 72 19, ATRA LALZEEEOHFRICE O TIEERIBNITIZE A L
72, EREAFET OEE B AIIIEED 11% TH Y . 8% HI N FIK TR L TW\W5b, APL
THBIEMEREIL 6%IZ0F L. 96 L HIORT 258D, o, HEORIEF D RRM (X 6% Th -7, #E
FRRIE T2 AR L SRIES . AMLS87 T4 720 L 12 32— A AMLS89 & 92 TlE 6 =— AT ) HiEN
REF S, EFRTHLIRY E ORI DGR AR & F%E Ch o 7o, ZEBMITIC K D THRK i
MrCid, SLAERICEI U CI4EH 30 LA T, S8 a0 d L ITRETH H 2 & EFS 2B L CIE4EH 30
FLLUF. 1R A MEREL 10,000/ul LLF, DFS (2B L CIZiAHRRT A MmEREL 10,000 /ul LLF, NA E 72 T#
BRI+ TCTH o7,

APLO7 Tl E M AL TIL ATRA & O3 % DNR/BHAC 7> IDA/Ara-C ~LEH L7=2, F7-
WIFZH O B MBS L OV APL Ml kv | RS ANRIEZ ARE, BRE. CHRE. DREO 4 BEICERIE L
72o ABEIZ. WBC <3,000/ul 7>> APL #iifi <1,000 /ul D4 T, ATRA ORNARD A, B #£iE 3,000 /ul
=WBC<10,000 /ul ¥ 7z/% APL #fild=1,000 /ul DG T, ATRA DNk IDA2 Hf#. Ara-C5 A DOHf
. CH#EIZ WBC=10,000 /ul D& T, ATRA ODHfkE IDA3 HiE, Ara-C7 HEIOOFH &, BEEL VL
ERE AR LTV D, DEEIZ A, B, CRETHRS APL Ml =1,000 /ul ®Bf, IDA, Ara-C DLZEHEED
BN E STz, HIEORE TIL AMLBI OFER A & & 12, A% anthracycline & Ara-C 35 X OF VP-16
DOFEFITEE Lz, APL TIHRA OGRS t(1517)2H KT 5 PML-RARA @l&E s OmMHIC &
Y MRD OHITEZAT S & & b, HEFFRIE DA MR U MEIEZ g aBR 217 70 B TIRIEO P& %
it L7z, 2R CR %X 94%., 6 4D DFS 1% 69%. OS 1% 84% T -7, FAHEANIZ X HHEHITIE,
A BEDY CR 1% 95%., 4 4ED EFS 13 78%., 0S 12 94% CT&H 0 |, B #f23 CR 31X 98%, 4 4D EFS 1L 74%.
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OS (3 87% LN T e, —F CHED CR =L 87%. 4D EFS 1L 59%, OS 11 83% TH V. DHEA CR
F(1X 95%, 49D EFS X 72%, OS1X79% & ARE, BREICIL L ARRHIE ChH o7, FEMRENFIEF O
FE1CIE 6%, EEMIMAIHEII%THY . FLTEHNL % TH 72, BEMEATOTAFERITHIMICED & o
Tholz, HFEIORIEFOETIT 4% TH Y, FHFEIT 15% Th o7z, HiFE DEIEKE T LIS O FRN
97% % (58 Tz, MERMLRIE O HEIC X 2 Il BR O /5 5 I1%, BB Bl a2iE 86 5], 89 i1 i L
MEFPRIEREICBIM Sy, BERBIZRED 20% 2338 L, 3% T L7z DIcxt L, FRILHERHRIEREIL 28%
DSEFE L, 15%M33E1C L7z, 6 4 DFS % W5 LR A 80%, #%HE M 63% CTh-7= (p=0.20), 6 4 OS IE
99% & 86% T HEJRIE B Z2HE S A %) T & - 72(p=0.014),

APL204 CIIFMREARIEIZE L TiX, APLI7 OENT-EGEZ MR L, #IR2ks A ek L O APL
ARRBUZ X0 4 BECERNE L B ARIEZIT ) & L b, BREAREETH D CHE. D HETOIL
WiEOML A Y \WBC=10,000/ul T&H % C BETIE IDA/Ara-C D#e 584 3+5 /25 3+7 ~& Ara-C A #
B L7, £72 ABET ATRA #5.4 APL #ifi%k=1,000/pl (ZHI0 L7 EGNC %45 D ##ix,. IDA/Ara-C O
BeH &%, 245 005 3+7 ~HEE L=, HiE DL TIL, anthracycline & Ara-C DA K D15 % 3 23— A
1To7, HuEDERIED dose intensity X APLO7 L 1ZIZ[RAR T, Cl1 & C2 T Ara-C ¥ 5% 140mg/m? /)
5 200mg/m? | L 7o, MEFPRIE TIX, HUE OIRIER THRFD PML-RARA (ZB3 % real time quantitative
RT-PCR (RQ-PCR) 2 & % MRD HIliE T 1x102 =t " —/ugRNA i DEF] 2 56512, ATRA #&iE & Am80 &
1L DT R B HEE 2 el R 21T > 72,

FERBICBI LTl JALSG MR B RCK DL < DWFSE & [Flkk, milne 2 xt5e & L7=F553D protocol % 52
Mg, A LRBEORNRTHY, ERL 70T TE LT&Z, UL, miipbanfdictied, LR
T VIRIENE PR SO X T D, EETEHCR W T, O HAEREEEZEA L, b3k
B X D ERIE 28 L, PROGELZRDLZEITEETH D,

1.4. Hie EBOAZNE

1997 HZITHE B EE (ATO) OF AN HE Sz, ZD% ATO (BT 5% < o gEn T, &
%% APL TIZEIRD 1 D& B 2 54T\ % (European Leukemia Net, 2010), #1538 Dk AN APL ZXf5RIZ LT-
FEERBR b 1T D X 91272 o 7=, 2010 4. k[ Intergoup study C9710 TlE. % APL (2 ATO % Ml
OFEE L U 5 KRR T mAFZE 2 fifT L7= 2, ATRA, DNR, Ara-C (Z CEMFE A%, ATRA
(45mg/m? 7 HH)). DNR (50mg/m?3 HI#) (255 2 a— 20 HEDIZH1Z T, ATO (0.15mg/kg/day, 5 H [#
[ 53R AMiATT HRE (ATO EHREE) & L7aWEE (ATO FE[HIRE) CHERFL 72, 3 4 EFS 80%,
0S 86%., DFS90% &\ 9 kit (ATO FEfd AL 63%, 81%. 70% ; p<0.0001, p=0.059, p=0.0001) 5
L 7=, ATO fdi J#E 219 1 196 ] (89%) (= 1 = — A LL o> ATO J&EE T, 175 1] (80%) 732 =1—
2D ATO WiEx5E%E LTz, 166 5l (76%) ML Z 3 O I HE OFTE A 581 LTz, Mk Fa0 s MElE
ATO f R Tl grade3 21%, grade4 54%C, ATO FE[EARETIZZENEN 16%, 67% Th -7, FEMIEF
MFEPElL. ATO i FHEECid grade3 41%. grade4 5% C. ATO FEfEHRETIIZ L1 30%, 5% CTH -7,
ATO i HEE CTIIFE 7%, EAFE RE 3% N Z < B b, HiEOELES grade3 BL D QTce JE
. APL MUIEGERTRO R o T2,

W% APL 205 ATO 2 EL L CHAIE LTHEA LA v ROAFFETIL 86% (62/72 1) 12 CR 2355
AL, 54 0S, EFS, DFS, 1%74%, 69%. 80% Coh o7 #, HIMERE L f/MEE L HEHSLD 0S &
EFS % good risk F£iZ 100%. 90%C. high risk F£lZ 63%. 60% CT& - 7=, ATO ITE X2 HHKITH 573, high
risk FEIZIZHAITIXRA O H D Z & BB S L7z, FERDA T DOWFFETIT APL SEMRREDY 13.2%IZ58 9
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S, 14.7%(29/197 F) 2N E B AHFIZAELS L7z, CR (X 86% T, 54F OS (% 64%, DFS X 67% CToH >
7o, HuE OREL 4 [BIFEIT L7 BT L BT L2 BRI LT, OS IZE Db b 72> 7225, DFS X RAT
Td >72(p=0.03), ATO HHl L LTIIARFTH T, IWEDOLRPMLETH DN, WHEIERE L TD ATO
DAIPEITFH D 2, & HITRIEH APL ICX3 5 ATO & ATRA IO EZME B ETS LT\ 5,
BT N—T DOBFFETIE CR 2 94%, 545 0S 92%, EFS89% & BAFTH 5 21,

BIFE, BCKRIC T TR ORBR L, @S ICEHME L2 RIE Tl 0, ATO 238 AT I H D,
GIMEMA <> MRC #F4E Tl F if. B4 10,000/pl A CRfARE A & HilfE o154 18 U Tk &
ATRA+ATO OffH % bl 3 2 5B 03T o TV %, SWOG Tlid ATRA+DNR+AraC (2 THRfiFE A ATO
Z 2 a—2FEfE L, MRD 2@ b L7=JER 2 ATRA+6MP+MTX | THEERERIE 21T o BE & ROaBlz+ 5%
BETHE LTV %, European APL AF%2 Tl ATRA+IDA+AraC (2 TEf#E A% . IDA+AraC. IDA+ATO,
IDA+ATRA Z N 2 22— AR L7 RE & g LT\ 5, PETEMA BF7E Cld ATRA+IDA |2 C 8 fRiE
A% ATRA+ATO % 2 22— A AT L. ZOHOIFRIEZ LR L T\ D, ZO X HIZHFEFITH ATO O
BAFHFRA R EF R D,

AFRTITHAE ATRA F7215 Am80 & ATO OOFAIFFED H IV TV EikBR & i/ T L T < BTl
[RE & DA, AR ZRENIZITER T2 08NS 5,

1.5. Am80 DA %hik:

Am80 ( 4[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2-naphthalenyl) carbamoyl] benzoic acid) /L 23 E D 5 #E &
DI N—TIZE > TRRENT VT ) REFMBIIBETHLF /A R T2 B e, MLERICKH LKL
ETH D EFEOIFIFFICIN % APL AfERRIZxE LT, ATRA IZHAFERITIR ) 7050 L 7B ERE % Fr
b, ATRATHED 1 DDA = AL L SNHMPBAN LT/ A VEERE G EH(CRABP) ROV F /) A VRS
Ry \ZBFENRZ LWz &, BEEAIC L > THMAPEENED LanZ & 72 & ATRA it D FoAR .,
RIEFH ORI 2 T, ATRA % LRI DVEFEIES IS D 05, BRIZAT D2 [EA T B4 B 58 C
ATRA {5 % OFEIFERGI T L 58% (14124 Bil) (252 RFMENG DTz 299, 5] &5 & B TR
TH A AIRE 41 1 (R)% 5 51, #IEIFEH 23 i), 26 2 38 LA B 13 ) 2%k LT 61% (25/41 f5ll) (25845
ENESNTIY ., BRIEN 2 & o SIEG TOEWARMENFHER SN, B4 BT SEE G o R
WA CIx, SR U ORI TERPRE CH D Z & ([AFEE MG 6 F14 4 5, {baewik
HiAT 8 BilH 4 B 4 AFLL B AE ) S STV D 9,

Am80 (FEWEADE TH, E& L THEIZOMT D LT ) A VERZEER v ICBRPER 2N Z & 50D
B R RGIEERE 2 O BIVEA 23 ATRAIZHEARWNZ &3 HEHI S5, BAEBIIRICEIT 5 24 BlofaEES
BB I I%IE L7223, 2 OEGNT 4R ATRA {GEIBEEZ AT 2ERTH Y . ATRA JRIRIFIZLERT
AEFERPEETH 723, AmB0 (X ATRA L 0 i LFFEEEmW 2 & 025 APL SMBIEBRE/: & DIIE
BEEEIZRE L CUIIME DS B T 508, 3 FAEMTFRIRRIZH 5 APL BE OMEFRRRIEE L TEH S =%
. AEFLOHE CRETRE IS & Bbid,

—J. AMB0 DEEFG L ZORBIBHEEL LT, m MY 7V T4 RifJE 16 5] (66.7%), ma L AT
o —/VIME 15§ (62.5%)., FIMERIEZIE 4 1 (16.7%). PR 341 (12.5%), APL 3 {LIEMERE 1 #1 (4.2%).
FZ & 4% 5 15 (20.8%). 55/ 6 151 (25.0%). "B 5 51 (20.8%). LA IE LR 2 5] (8.3%). HLFZHE 9 151 (37.5%).
HER 8 i (33.3%) NE SN TUV5,

LREOIE Y AmBO0 (T FFHE APL (T L BRIAFZRIERAGRI G DTS Z &2 6 APL204 Tl Am80 %
MERFREIZRE L, ATRA IZ K DHERPIRIE L . BB IHIZNRIC I 1T 2EAMED BT STV 5, in vitro
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Linvivo OFEED G . Am80 1% ATRA T APL 125 LT HK 60% A% T 0 . AKK| 2 MEREEICH N
Lz ik nipmEon EAAESNS, Am80 O 5 &1 emg/m? i ME H BN ST\ b

1.6. EiihE APL DHEZEYIRIRIFZE

APL IFRIE L7z K 912, BB ARIEIC K 0 B &0 e TR OUED S S, o @ A iz g L,
R THIBR LT WAIE & 72 odz, —J7, FERICHER L TERBUGHEITIZD 2058 Th
R CIXERENE OBIE DN & 0 | JEGHUEFE O S IHEIC L > THLE T HBEEOEENL N, 207D,
LFFE AW ET HDMNEN LT LIESH Y . BlE 2 Eoxgsn e 7555620, Lo T, mlEl
BHEREZODIRVEFRIEEZR L, IGFEELZ M ESE5 2 ENBEERMETH S, FEliEoZ(kic
Eh7pVEEE APL DML TWA 720, INE TORMEEEI L, 5% ORBFEZ7-2THZ BN
HCThD,

JALSG-APLO7 WF4L (812311 H Jefif 7.3 A7) CU., fift b I 8E 72 283 151 H . 237 15l 73 60 s At DA AFRE (4F
i RO 44 5%) L 46 B (16.3%) 2% 60 k0D 70 D EilnE fE (FIE 63 %) Th o7, mlnE T
VX2 10,000/ul AT 00 & B A i MR . IR LTS o ME (3.59/dl ARi). PS3 OSEGIAA BT <
W b7 (p=0.04, p<0.001, p=0.02), CR 3 & Tafifi AFRIEF ORMFE LTI, mlna i TR R 22 2358
D BT (96% vs. 89%, p=0.06; 4% vs. 11%, p=0.08), & fiF %J\fé/ﬁqﬂmﬁﬂ;ﬁﬁﬁtwﬁl IBL I, Eilk
FHRET APL S BJEGEREIC X D AETS (0 vs. 4%, p=0.03) 3 A B (2% < 3 Bz )s, HSeEYE T & 5 3E

CIXME CHBEEZRD R > T, HEDEET O] imfﬁ“'ﬁﬁi’(?& (1vs. 9%, p=0.04), < DJ5[H
T R CRYECTH o 7=, HEDFEE 3 = — A (C1-C3)IZH 1T 5 [ ER 1,000/ul £ CEIET 2 DI LT
A, G-CSF Dffi AR, b ik A e U7 SR A T L7z, BiEk 1,000/ul £ CTEIET 5 DICE L
= BEIE. C2 TlIEmlia i CABIIER LT\ (225 H vs. 25 H, p=0.03), G-CSF O fifi FI#H# 1% C1.,
C2 BV CEImERE CTHREIZEL > T= (19.6% vs. 39.5%, p=0.007; 25.2% vs. 43.2%, p=0.02), 52k
ER A R U722 13 C1-C3 DT R_RTDY A 7 JVIZB W TCEIBEREN L > 7= (3.6% vs.13.2%, p=0.01;
3.2% vs. 11.4%, p=0.03; 7.1% vs.20.6%, p=0.01), OS (L& #n&#E THEIZKD > 7= (87% vs. 65%, p < 0.001)
23, DFS, EFS & CIR [ZIZMBERICZE AR D 2o 72 (67% vs. 65%, p=0.70; 67% vs 59%, p=0.21; 15% vs.
27.8%, p=0.14), BEWIK O RAE 7.3 FFI2F1T 2 BRI REIE R ITEFERE 7%I25 LT, @ itx
20% & A EIZEm o7 (p=0.007), milinE FEORIFEFIEIET D 5 © 59%N FLARE AL, HiE L
ORI Th -7,

AA D PETHEMA 7 /b— 70 LPA96/99 WFFE Tld, 4Ffinil[R 4 5% F 9, anthracyline Z & L T\
%o 104 FIREERSFL, 60 5% D 70 %1% 70 5l (67%) . 70%LL Bix 34 6 (33%) Th -7z, Efif
AL ATRA (T IDA (12 mg/m?) (day 2,4,6,8: LPA99 T day8 IZHIER) & Iz . Ef##% 1% anthracycline B
(2 & D HIE L 3 a3 — AR THOI TV D, IR HIFI T Ara-C 12 H Ty, IDA (5 mg/mZ)(4
H). MIT (10 mg/m?) (5 H). IDA (12mg/m?) (1 H) TiT#4L. CR X 87 f5l(84%)IZ4F H4L, 60 &5 7
%, 70 LA D CR ZRIZZFNEN 89%. 7T4% Th -1z, EMEE A 104 4H 16 FIIIELE 358D S, 9
B (56%) HNFEYWIE, 6 ] (38%) ZSiHI, 161 (6%) 7% APL S KIEGERECKINT 5 LD Th -7z, B2
F1E 60 AR L 0 BB S 2NTHEIN L TV 2 (P<0.001), SETC failure Bl Aot CIlE A BT D 72 o 7248,
Z OfEEE %I T D GIMEMA WFEIZ 658D H A, 60 il E COAGFRITIZPS BB LTS & ST
W5, BIETODFSIX79%E BAFTHY . 60 A OFE & A EEDRD ALRD > T, AAFFETIL 60
AT DT & g9 % & low risk group O O 5 EIEN L BRFRMEEZ T XA L TWH EHE XD
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NTW5D, CRIZDILTIL 60 LA T3 1% K5 Th D DTk L, 70 LA ETIX 19%I128m L Tz, —
J7. CIR (% 60 7% ~70 5% i% 11.2%. 70 LA EiX 0% ThH -7, EAHEIAMOBEEENEM SN D,

A2V 7 O GIMEMA 7 /v — 712 X % AIDA-0493 i 42Tl 60 milh | 75 s LA T (R JLfE 66 %) 0 134
BT St %9, HfRE AT ATRA (2 IDA (12 mg/m?) (day 2,4,6,8) 25)fF &4u7=, 60 % LL T @ CR i
94% T > 7=M3, 60-75 1% CR (X 86% Th - 7=, M HEILIL AIDA ¥k (67 f51]) 23 IDA (5 mg/m?) +
AraC (1g/m?) (4 H). MIT (10 mg/m?) + ETP (100 mg/m?) (5 H). IDA (12 mg/m?) (1 H) + AraC (150mg/m?
x3)(5 H) + 6-thioguanine (70mg/m?) (3 H). 1997 4F modify Xi17- aAIDA #iE (39 f3]) X AIDAL =2— A
DI TITHO Tz, 60 235 75 5% Tlk, HIE DFIED 3 2 — ZADILFEHIED S 72 5 AIDA Tl 64% DEAT
KThotz, 1a—AATTH (11%) 78, 2 2—AHTL0H] (15%) NEHEEDTZH T 1 b a— LiFH)
AL, 6 1 (6%) MR ZIETS LTz, 34T 18% 3% Lz, —J7, 1 = — A DL LD H 72 % aAIDA

EHNCEITE I, 15% 03 F% Lz, AIDA L aAIDA [T 34 0S & DFS |2 BT/ > 7= (81% vs.
83%, N.S.; 73% vs. 72%, N.S.), AIDA #TIX CR H1Z 9 ] (13%) 23FET- L. 12 (18%) 2EIEL7T-,
aAIDA BETIZ CRHOFHEFEIL 261 (5%) T, 641 (15%) ML L7z, 2D 64 0S & DFS 1% 56%.
59% T, EFS OFEIL 51% TH D, Z Dk D AIDA2000 FFFE Tl HifE 1A T ATRA BHEH S
TWDHMR, FRIT6LRETE LTV, 60 mlh LD ElhE TIIEEE & RO TRIRD R 72 555 732 1
=, HEOHEIEL RINIHEITT 5 2 L IETROUGEICHE 00722 ERB I D,

R RO Harada B D 7 /v —7 1%, 1996 4-~2008 AEDHAM 12, KB KRF L ZOBEREE %72 L
7RI D APL JER] 124 ] (18~86 ik, HHfE 52 5k) @ﬁﬁfﬁaﬁﬁﬁfzﬁok 0), BIEM oI E 8.6
. (1.7-16.3 4F) ThHh o 7=, JEFIOFEABINFRIZ, 30 A 10 61, 30 1% 22 #i, 40 1% 21 i, 50 X 25 i,
60 1238 % ¢ 27 i, 70 1% 16 {51, 801X 3 Bl TH 7=, & APLIEFIHF TrEilindE 05 2 EIEIE, 70 mkLL
2319 ] (15%) . 65 skl E2S 32 651 (26%) . 60 mklh 2% 46 ] (37%) Toh o7, Hermilkn 86 ik DIE B
PN ELFRE R BRAARTI G I CAE T L7223, fhOAERIE JALSG-APLO2 F7-13 APLI7 |2 X % BfiiE A
WL BIG LTz, 70 mLA EOSEBNI T L, 7T0%IZI&E LIALFRIELIT o 725, 6 B EAEE AT I3
L7z, 117 JERIAS CRIZEZE L, CR LA T 95%, 65 A Cid 100% T -~ 7228, 65 mll LTl
78% & KRR TdH o7, 5 4F EFS 1L ASERI T 67%, 65 ik A Tl 74% TH > 7= DIZkt L, 65 mELh 1Tl 49%
ERBETH -7z (p=0.0017), 54 OS (ZILIKT 76% TH ¥ | [FAERIZ 65 LA E CHEICAR Th o7 (84%
vs. 53%, p<0.001), BRI FIZIEL LIZER O TIRINOWNR 2 i35 &, 65 bl LTI L7 15
BR, TERRATFE T 14, SR AP E B 6 5, HUE O TR B 3 B, MR B RIR & 725 72301 4 fi,
TRIEBEE FMENES I X D8 L BITH Y., 94l (60%) MIRFEBEHEIE TH -7, —F, 65 Al DI
16 BlD 5 B, JRIEEGEAEITHIE OFEF O 2 6 (125%) OHT, WTIb 64 TH o7, Hili
F APL IZBIT DIERENBEOTZNMEL IND,

AR L72 & 912, ATO IZHESFL NV WA HEZ R omliig APL 125 LT ki Zzealo %
&, BIESESEW T L AVHBH L (European LeukemiaNet, evidence level 111, B), BAEE A 5 U T Hl
[E O DEEREN D ATO Z M L 7oiRED st Tl T & 72, K[E Intergroup C9710 HFFE Tl
ATRA LEFRIEZPFA L CRIZEASHIIEGNZ, ATO 2 22— X DBMOA I X 5 sl 217 -
7=, ZOREFR., ATO BEICHER THREGEDRNRH Y | 60 il LOEmMERTH TRIZBGFTH T,
NRM 041 xt LC, BT E B8 % REEhvoTz, O CIEmBEC R UALFRIER A - T
WA, ATO MEIEICA IS NTZ Z LIC L DT DML Z EIXE 2D,

AR O L H 12, Hilt, TEZBD T U7 HE TIXEAEA S ATO BT &\ IR AE 2 5
LTW5, 4% Y70 GIMEMA #f%E<° PETHEMA/HOVON #f%E T ATRA & O TZDOHME%E
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FPTHDH, TNET, ALFEENELRTH -7 APL DIEEICEBWT ATRA O# 5 71ED T2 ATO
DEANIZ LY FHROEESCHEFZOBRLX HNIVUE, EEE APL OAR 5T, 2 EITTWDE
g N ABE ST A5 BOIBED TR EZE %2 5 FCTHEL S,

1.7. & E g o QOL

BRI L0 E R AR SRR L, FOXPRIIMBEOBETH 5, EITLEEBENAT
X, IRIEE B &, f#ﬂi%%ﬁ%%n#é%fﬁ%@%b QOLZfRHSZ LA BLND, LAl HILFE
DFEIR D T % FEF01 T & DIRFEIIAFAE L2\ DORAIEI LN & B2, Eilnd F s Tk
% < OFEFITITET 2 I Z D FEE DIRIE L7§>Té°?” PSP BAF 72— OIEBFIA LN 7 1k = — )L % 55
TEDICTERN, ZOHETH PRITNMET 5O TR 2D BREDOQOLEZ R TRWIGENRELU,

Rl EAPLIZEB W T QOLICEAT 2 % & o 7o TR O bRV AMLIZE W TR S D,
Alibhai & [ 3605% 2L _EDAMLOQOL % Fij 7 TR AR5 Lf:“l)o 20051 C6 H LL k. 456 C67>H Kl DT —
2 fEL T, BE D% < IZDNR 60mg/m? (3H [H). Ara-C 100mg/m? (7 H i) D Lk 58 1) 72k i 1 08
FEAT A7z, 670 A LA EDOFER DG S V- #E TR L 7= & Z A European Organization for the Research and
Treatment of Cancer (EORTC)?D30 H (QLQ-30) IZCRMDAHE & FHEH L TV /=23, ECOG performans status
ZIXBAFR L7~ 72, Olivab IXAML 1135 2 EORTC QLQ-30 & a health-related quality of life questionnaire
of patients with hematologic diseases (QOL-E)Z FV . A7 MBIICHRFT L72*, 48%1 (42.4%) 25871721k
FIRENM TR, 6561 (57.6%) ZIERFEFZ HRY & LIsiRiEN Tz, 7T0mLl B, &0HE 2 FoiE
BICREREER 2 B & L2 1a9Ens % < T 7=, 0S IFEORTC QLQ-30 & QOL-EICEIfZ L T = (Fh 2
#1p=0.002, p=0.030),

S TEERRIEOHEA TZAPL T, oo | MiRoAL A A IS i L C, 18R % OQOLMN BIFTHh 5 &
Bbond, AEFZODLRWGFAERELZ L LT HER ThHL, miliEAPLIZEBW TS, QOLZ &
HODRIGHNERE N FEETH D20 ERitT 2 Z EIFEETH 5,

1.8. APL s fbfEfEFIZ B L T

APL M bIEREREIT, IR T 5 & Zlas A RICHER LE@HIICH 720 5 5700, PRET & LTHE
TR, EAE‘%%E%&@@J@W&%%ET%@ S TIPSR R A I U & L UkasRREs &
PFF DIEFI BN T 572D LV IFEENMETH D, JALSG APLI7 WFZETix. TR A MmEREL 3,000/uL .
3,000-10,000/uL, 10,000/uL LA £ C APL S BIEMERED A DRI 16%., 10%., 17%Z788 Hiv, APL S biEfsE
FERIEB] O BARZR 1T 80% CTIEIIERI D 97% L L LT, RETH-7= P, 7=, 0S &, T 74%
L 85% CTARE T -7, PATHEMA LPA96 LPA99 WF4L Tl 24.8%\Z APL /3 {LIEMEREZ A 0F L, BIEFIIX
12.8% Tdh -7 101, [ k¥ 5,000/ul LLE, 7 L7 F =0 D R APL SHGIEBERED Y 227 7 7 7 &
— T o7, TIED APL SMBIEMEREZ A OF L 7B Cldfh & Fhlk L C RFS 13K B T - 72 (LPA 96: 60% vs
85%), ZAMETICHL CE7FEFEL LT, A b IA UREESTOERARHIT H115, Luesink ©
) 13 NB4 fiflua ATRA L1 L, 7B A1 > O mRNA L)L D2 L% st L7z, 8f&¥HD CC-chemokine
(CCL)2S ATRAIZ LV 5{5ELL BN L, 7 EH A KD CCRL, CCR2, CCR3 HHEIMML Tz, L
L. APL ZWIEMERE DR AERITIX, RIEZEDE ETh 5,

APL ZHLIEBEREIC B D 2 B T O BE BB T2 LTI EW L Tldevn, TR AL,
BWER OFHI L PR Om EICoRT 52 EITEETH D,
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1.9. RWFFENL R OFLH

APL TIZCR ., OSIINARVMETE D L~YLZHGE LA, EFS<° DFS TRk D & B0 e L=
HOTIF2 <, FBFEEIELZ P OICYERLETH D, L L7225, JALSG-APLI7 THIZ I X 9
2 ALFRIEO 2P EOT(LIZIEREGRE 2 T LA (LI 2 A ieERN H 5, Rl EFETCIEEHIZZD
fEM 258 22D, BRI D APL AFZETH . MBIEFNT D72 <. +ORBITN STV D EIXE 27203,
[FERDFERPEFEHN TS, APL IZRMEAMIFEOH T, 4 TAEREIERGHTHY . TOFEELZ U,
EEFRE AR L, B R OEWERIETH D ATO & Am80 2 L, HRERAZE T SH, &6k
EREEEAEES LTI LICLY, BBE D APL O TR EWETEHLEZLND, LD
Fll &3 X < L7z single arm O F 1 FHFRER T, @ilind @ APL T, BUEE 2 B LD /K EDTEH K
ARk DHZ L%, ABOIBETHSOCROBERNEEZE 2 TS ETHEEEE X BNLD,

A TILEEE OB L b2, JIRERDEFHENHENT L N THEIN, 7 VT HES R
DHHE L TN ETREND, Sl ICEOE QOL IZHLE LR AT 9 Z EIXAPL OA7e 57,
BBOBIEREEZEZ TN ETHEETH D, AEIXEO#IC b0 L MfFEnD,

1.10. ARBROE
Rk L7z Ko ic, Wi CIXRME AR L, fiEORIE~D ATO OEATHE SN TETND, IHIT
AmB0 b FHFEAICK L TEOO TAHMEBZZONLIEAITH L, T b OERZEMBEIIEL LTHWY,
PER D anthracycline Z & & L7 B#mEOROIER OMERHZI S L, D ORMAGFEDELNDLNE D
MWERET D, ZIVE THlE APL OIREMFZEICEE L THl&E 1T e, mET VANRZ LU, APL I35
TAERPERIE N R B EATZAIMFE CTH 0 . mlinE APL OIRFEHAEEZE 2 T ETAERTHDH LE X
bIvs,

1.11. BEOFIGE, AFEE
B AR 1% PR VE AL SRR A B KB HIR U 72 AR ZE Cid AL SRIEIC IR 2 & B o B BER ] TE LIk
JEYSE NI SN D ATRENER D, — ., ATO (AR R A E R & L CHREIE R O Bg %)
MBS DA D D, L L, FARE AL OER R REBICRIEIND Z L0 b, AEFERNZ
NE TOERIEF L OIRE & el L C ka5 aTEErE T D720,
A7'm k2 —/LTlL PML-RARA @l &A1 2 FE00 & U CORBIERI RENHEI T D728, TR OREERE
BOFAEWFRL L TRFIICBIER T2 2N TE 5, BREZREMICEE TSI L L bIC, Z0H%DIA
WOBPRIZH T ARRNEREGEDL Z EDIFFTE 5,
BIRTFRRAT DT DITRDITER IS N D MR CEBEIR., ik, SURIEHIRD) &1, BE ORI EL RIT
TETIERV, BEOZW LLERREORRIZ, FRFICERINT 5 2 LRk WEEIL, RUx 27,
B THBZERE IR MO M Z LB E T 5, EOBIIITZERERA ORI, i, GOm0 E%
RO GEAN D 5, FRBEMEE 77 2 TRIUT 2 BICITROEEA B 5235, Rl E2 5172 v i 2 3B
T EEIFEAERN,

i

2. FHIIEE & B R AL
AHMIE B & 45 BOE AR L & RLd L 72,

19



2.1.1. FEFHIIEHE  (primary endpoint)
Bk A&k e U, IETEfE, MR FH), AW, BiSMER. 2L Th L DRI L H5E
CaARy N T2 344SR MMEFFE (event free survival, EFS),

2.1.2. EEFHIE H O EARL

APL TIZ CR#E, EH OS IO TRAIAFTHY . HatFHICh, AEEDH HLEZ RO D Z &3
LWy, —J7, EFSIIREC L o CTH R DD, WEORMMPEIND, ElETE CIIRICIBRICL 2B E
FHEPBRE I, ZNERFICEORNERD L, ARSI O B FIE Tk, BRARSE 1 AR
OFHMBEEH & U CiE, BHREICEEHE &, BEES 1 FERBRIC 721 2 endpoint B3 HELES L, EFS D X 9
(CRHIZ I O 2 B I, BT B DBRICH D25, AFOMR S 7z APL DIEFIHE APL KA DR
W72 ORI 2 B & 2 . APL212 [FIfk EFS # R R H & L7z, ORI O APL JL[EHAFZE T
I3 histrical control #9784 E42 Z & T, HEFEELZFEEXL TE TS, APL212G HIZE T, EELSOH
553 FRERER DA A Z 23 L <HETT 6728, £ JALSG O APL #ff%E % historical control & L |
BRI ERAE, HFIC EFS & bR 5,

2.2.1. BIRAIFEAME H  (Secondary endpoint)

1) 2RO 54 EfES: complete remission rate (CR)Z
2) &IRD 34, 5 AR AF: disease free survival ( DFS)
3) &K 34, 54 2AELFF: overall survival ( OS)
4) 2RO 54 EFS
5) FAREASRIEDORERERO CR, DFS, OS
6) Grade Bl EIEMFEBLFIE, FEBUBEEE & O Grade3 LA LD EIE S BUBEEE
7) PML-RARA i/l | FLT3/ITD, CD56., fFIIAJYL IR T4~ 52
8) ik [EFR VA BIHA] - D T 1% ~ D B
9) Quality of life (QOL)

10) 7/ LfRMT. =7 Y — LIRS K D APL S BIEGRE 72 & OTRHREBES GHIE D FEIE M OVEE |2 B4R

TR R L BB TZRORE
11) 777 LfghT. =7 V) — MRV K DI ROGCHEIC BRI 2 85+ A2 L B85 2o FRE

2.2.2. BIRHIFEALE B Of% E R L

1) APLIZBWTIX, EREMPE LN TIUIEFIZHG LN L 2BE L,

2) APLIZEW T, FEROFRBIITRICHETAETHE THDLZ L EEBE LT,

3) APLIZM AMIFIZEE LIRS OEVREBR TH 203, EBIERE & L THIEK OIEHEC IR 7R ED
ahFb TRICES T 2FEEBR LT,

4) APLDOEFSIIHERFETLEL bplateau & 1372 67, KT AN HH Z L 2BE LT,

5) APL CILEMEAREETRHEAT & IR T 0 [ ML ERE & APLFIISET X 0 ERIMEIRIED S5 05, 1R
ROTRICH D LIEERRATTHLHFEELBE LT,

6) GradeBl| i HFHR AR DL, BEMEZHET 5 2 LIC L VIBEIRORZEMEEZI LT 5,

7) APLIZBIR T 2 Bt PRI A2 52029 %5, PML-RARARALZES L Tl 2 E TIT bAFZEILH 5 25,
ZDFEFRITE DAL TN RN D) ZOJFR & L TIIEE D[R —MECRE FIE DO —MER X 5T
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W ERBITFHND, SREe3GIAFE—D7 1 ha—/LTia¥ L. PML gene Mbreak piont (3#E) ® T
B~ORBIZE L THFET 5, FLTITDIZBE L Tk, ZORIADBAPLO THRARIZED S & O#HE
NHHN, KT LHHREDH Y FEwlEfS o T4 Far TIIFLT/ITD O 8L 3PML-RARAD
HEEAN L TCTRICEDS EoRELH D, H ERFREEZEEEAN LA R T, K&l
FTOEIMEDRRF SND ZLIFAERTH D, —F. CDS6D T ~DEEIIPETHEMA & JALSG DA
FETH LM SN TE S 9, FURRIELZ BT FENRRE 2 EEI 0 AT\ < 27T, CD33X°
CD34\Z/ 2 TCD56% T & & HIZMNT T 2 LN H H, APLOFHIMMY AR OEFRIZE L CTiIM3
variant, PML isoform, T%& & ORER G U 540 T X 7=, JALSG APLI7DfEMT TiX, M3-variantd
RO, THEITERBEERTH S0, L, &5 FEIRREPSEECEA S5 AKRIRE T H AN YL
EKOBEREMNTT 5 LIILETH D,

8) APL DEE[EIH#RE R DEFIZEE L TIIDICZ NI Z < OWMEN SN TE 2%, Ll o FAERIRE
RNMBVHREY 2 ) VEOHIPNEAINTND, FIELIIGREOF T, §EE & A BE R 1 & FEAM
L. BRI OR 72 RFT 0 Z L ITAERTH D, %k LR T & FrggERE & oRE, F—7
2 ha— ECTHRET 2 ZEIIAHTH D, AR RRER T & U CTAFIFUR & TAFNEMHEZEA L
B, TAFNZ b v REY 2 U VRS e B X gL & (TAFlA), 75 FDC Kl ¥
VERETLZLICEOBIEREIEIT S, RS e U REY 2 U COIRENEERNZIE,. TAFL ©
TEPE(RIZ 1 © BHEPLE IR SIVRIE DB RN & 5, 1R E S BETEMEO BRI B O #2827
HZET, AEBOBREGOEEENFERTE DI ENHIFSND, APLIlREREIZBIT 77 A2 )
— 7 AGHACR R ONT T AR ) — B SR A ERETEE OIS H A ST S, Annexin 11&
Histone B2 12 DOETH D APL fllRlcBWTE ORI EZ ERLT 5 2 & CRIATRERREIRBLIC
RIET B L IREODREBTT 5 LITEETH D,

9) FmEFEAPLIZEB VTS, QOLZ R D OMIGHIRE N AIRE CH D20 AT 2 2 L ITEETH D,
ANDHFAIZT, QOLFAEICSB M TE /< Th, APL2I2GHIZEAIRICITBREERFIRETH V . APL212GHI%E
MHOPLE &1 57w,

10) APL S {WIEMEREICARE S D | APL BIRAFERNZ E A OB DHE DR AT LTS IR ST 7au,
APL212G iRBR Tix ATRA., ATO. Am80 & %> APL BINAYEA 24 5720, Zh HHANER
TLHEPHED S THF 2 BI5 T AR, BB T 2ROBLEDRFTT 52 LIZAPL OIRE FEETH S,

11) APL OIRIFEIEMEICEIfR T 25 T4 R, BIETZAUIH D0 TIERW, B O TAERREIE &
M7 % APL212G RISV TR RULME & BRI 2 0 FHIB A a0~ 2 2 L1348 % O TR IS e SL
DI=DIZEHTH D,

3. BE ORI L ORI ETE
3.1.1. Ak ILTE
LUF Omfs S A 3Tl 7o L, BRAMEHEIZEZY LR VWER 2 XI5 & 975, & isk CARERRRBR~S
M3 2% Z & A2PRE LR LD RGUEFNZ OV TTEG ISR 52 8 L35,
LIFOF_XCTOHEA %572 LTV D IER 2 6 &35,
1) XRILAPL TH D Z &2 HEMIN TV DIER,
2) RIEHD APL (FAB : M3 & 5\ I M3v) & L, MDS Hik7Ze ) LIEERIME 2N A R ETlan s &
BRIRAIC, APL DSREDIVI it AIRIT H0MIC Bk L IR E I CTE 5 & D129 5, PML-RARA
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DHEREFFIZ IS Do
3) 65 E &5,
4) Perfomance status (ECOG M FEHE) : 0, 1, 2 DIEFIZXIHR LT 5,
5) +or7als, i, iF. BHEE AT HZ L, LT EREIIT S,
mEEULEY  <2.0mg/dl
g7 V7 F =2 <2.0mg/dl
O X #R(P—A) B, DIERLE 50% LA N &35, & L Xt b, DIERDBRBD SN 5G6, DS
WA 21TV, EF>50%Ch 5 Z &, 1RFEATD PaO, 60mmHg LA k& 72 1% SpO, 93%LL |
FRRDENEF EIT O a—IC X RFELROR, (LT3 —%1T > 255 1E EF>50%)
6) K71 h a—/LZ X HIERICCEIZ LV FIENS BT ER],
7) ¥, BIRAEHIEE, 9) [QOL) o, 10) 7/ MENr, =7 Y — MMENTEHIZ XL D APL 53 UIE
G722 & ORI G IHE O RIE R CHAEEICER T 2B F R L BEFZMoRE], 11) [F
JBIENT, =7 Y — DTSRI K D IR SUCTEIC BR T DB E T R L BIE T EMORE] b T
WCBEiEdT 2 B E LR R ORIFICE L TREDFF R VGG TH o THARB~DAR
BIITHECH D,

3.1.2.F% EAR L

1) WEBRAEARNIC L 2HBRBIN~O@E R ERSICHTZVAPLTH L B2 EMENTWHILEND S
TORE LT,

2) HUEMEIEESE O MR BB T2 A4 KT A > (2005 4F 11 A EThR V-3. XI5UEF) 1ITHEL
APL Th 2 Z L 2 KBINNCEEI T 5720, B L OKRERKRERO BAYIZYERL LERE LT,

3) HUEMIEESE O ARIHN BT 2 A4 KT A 2 (2005 4F 11 A kEThR V-3. *I5UEFE) 1ITHEL
PERE AN X 2RSS OB U] 72 FE IS FTRE T DR IRFHIN L1532 fFlin 4 Z 8 L& LT,

4) THUENMENESEIE OB IRFHN AT D A K7 4 > (2005 4 11 HSGETHR V-3, *ISREBF ITHELT
LM DR O\ E s RE O R A fER T D T2 O E LTz,

5) [HUEEMENEESE O ERFEAM T IEICEE T 5 A R4 2 (2005 4 11 A SGTHR V-3. 3 EE) JICHE T,
AL OBIVER 2 R ZFHI L D DIBa SRR HERF STV D 2 L 2R T D720 E LTz, 723,
TENESERED 9 b, FHEREDRFF & L THRE Y L E L, BRRERFF L LT LT F = KOV
BEfRFFE L OLDERBLIONL= a—0REHEE 2% E L2,

6) #7T GCP (1997 4EhR, LEIZ L AL FEORS) [ZHEL THRE LTz,

3.2.1. BRopIEE

LUFOHEE OWT NS T D PERE IR S BRIV 5

1) 2y hr— LRBREYE (EEMEOREEZET) 20T DHHRE,

2) BEROIHEZ AT 5H5BE (ErEamE, 5> oRe, BARE, IFR4. 37 HUNO LR
ZE, EIEOAENR, NP, = b u— VR EIRp . IRHEE, M2, 10 T o TE B M
%, BFERARES, HTFICRGEN DO, %),

3) HIVHLIRRGME, HBSHURIGME, HCVHUREGE DO HERE

4) TEEVEE T AT DR

5) ATHR. #ILiE & OMTHRD ATRENMED & 2 B,

22



6)

7)

3.2.2.

1)
2)
3)
4)

5)
6)
7)

2)

3)

HIEDOR MRS 29 5 38R,

APLIZIBEE LTS Z & BRSO BERNEME CE 2 WVEREE IR L Lz,

Z ML, f R R R AN SRR Sy FRIE Al S AN 2 & W L 72 R

BX TEAR AL

Y ha— I REBRIEGED B 5 HERE OBGFEERET D,
LRMEOFHMICEEEL 52 2 60 RE & LTEX LN HHZRNT D,

B L BT FIRIEIC L D U 1 )V AMEGYE O E L 2 BT D,

TEEEEERITZEN AR E LI ST 2100, ZeMER O IMEOFIC R EE 5 % 5 )
REMERN S D,

FERGIRBRIC BV TR, BAEICEEL RFT 2 LRRESIN TN D,

LM R O INEOFHMC 8% 52 5 AlREEN & 5,
WEREFEOIRMEEEBE L T, LRI 5,

2155, BIREUFEHEEE o 10) 15 AMElT, =7 V) — MRS KD APL S BIEMERE 7R & OTR
BHEA OFE O FIE e OVESE L ICBIfR 3 2B InF R LB 2 MOFRE) 11) 17 AElr, =27 Y
— MRS X D IR OGHEIC BRI 28 R L BB 2 MORE] 725 B Is T 2 B
& LT BRI DOIRAFIZE L CTHiEX CORGERHEOLNRWIGAE TYH, i BEkIL TR Th D,
MERR R AL ((12) ICHEFRHAZFTAL, MHEEZESORAREDE L L & HIT FAX £721% PDF 7
7 AN E L TEFA—/VZEA L TIALSG FER~EMT 5, Z ok, BIREFEHEEE o 10) 157
J LA, =7 — MMEHTEIC K D APL S BIEMERE 7 £ OVERBE S OHE D I8 M OVESE 2 Btk
DA RE LBEFZHORE] 11) 17 Lftt, =7 Y — MM L DB O BERT 5
BETFRE L BEFZHORE] 726 CICEE T2 BRI L LTEERBIE DO P IRRAFIZ OV T O
WOFE L, Gh¥ TRtk 5
fmERL B2 DK A JALSG Hi5 5 CTEsd L7-121C, ARSI O ik
b ECORENRAIRE L 2D,
AP D JALSG BiRT—H kv H —

BPURT:

T920-1192 &R ififa 0T

E-mail:dc_kanazawa@jalsgdb.mp.kanazawa-u.ac.jp

K

BNTET L, A ¥ =3y

4.2. ek FNE

1
2)

3)

BHERR N TIEGIRIND S A T A2 RET D726, 7% SIEF & BRI BT 5,

BASBEICR L TR 21T, CFHICKDEENMGONT 6, BHE AFIEBRLARTIZ JALSG
T —(RRFREHEEFSRMER)ICA =y P2 AW TERET D,
(http://jalsg.w3.kanazawa-u.ac.jp/)

Bk L FFHC A B2 — 2 =) BEIMIOREE 7B X NE FRaEFE s 2HI VIR | (53 hi

23



IR FRER 52 IR OB FERT OB DOEA LR & LTHW D,
4) Bk & RIRFIC R4 . BiRE 5, BIsTRAF S, BT A —/VI L0 Bk s L OWHEFEBE R
%Em5o

4.3. BEICEEL COREEEE

1) BRERAF Web [ f - TRk EE - BRAVEIEO K HE OFEZIRINT 2 2 L IZ LV @ HEST 2, &~
WG L OKREEA - A E O & 2 iEFITBER T E 220,

2) B fiEE ANFIEBIATR OBERITFFR S,

3) {RIEATD PML-RARA 23 EMEDERIIX, PML-RARA IZ L% MRD OB RARETH 1 . ARBRD x4
E L7, Qe B0 FISH Lo t(1517) DA Tix 72 <. PCR % T PML-RARA 258 Hi S 7 JEB]
ik & 5N, BERIFIZIZ PML-RARA IZ R TH - Th o E bAav, &%, H L PML-RARA 73

HTHLZEBHP LIS G, EXCNICEBERBEOT At F— g U, el & L CRT

REUST DTN,

4) 200k, 16HRPRAA £ TR 24 RFRILANICAT 9, £ 9 LT ZHEL BRI 20 Z 9 7245
. Btz P 5 B ATRA ZBRIAT 503, MR R L THIGE <, 7272
L. APL SMBIEGECIEE T 5, FRZ, BIMEKEOZ W CIIAEGRECEE T 5, ATRA 51212
JFIR OBEALCAOHE, AEFLRRE T, BETERVIEFN S > -HEIIE, BRRBR & 1382/t
FHRIZHRET D,

5) APL TIIHIRZ2 R & BAEE A I Re R il 23068 T 5, 207, BEM/IMRE FFP 2+
oy L, DIC DIEEEAT/8 9,

6) 77— & L TUEE SN2 BHMAIEFF I L TE, SWPE Tt 5 sB3E ID 27 —% & LTzl
TERWIEZRIZBWTIE (Fl2iX, BF ID ZEAEHRE LTRY TS 720, BNEAL L &
Wrd ok 7e &) BE T LRI ICBERINE S A AT S L CRAT D, skl T 5 EERE
L, Bhisx TR ZF o TEET 5,

7) ARGk, EEBEOH LGS IIE R RESCICEBR E T — e o g T H 2 L,

N

5. BI%% -tk - IAEE & ERR
5.1. FE oA HEHE
5.1.1. MiEkRds., BRifRA. SRR A O KT TR
1) —fRMmERFHE., Mg b, MmiEEeE (PT, aPTT, fibrinogen, FDP, D-dimer, AT-I11) : Ff#s
2) BHg - EAREAFRIEET, ASHEORRIERAAHET, ME OB o — A TR HMERPRIE2, 4, 83— R
BT, BIEHIELIE, 265, BREOEDNDE
3) Ytttk (E#f) : 1AMERT. F7KE, BEOH 2MEEITIX, BT LEE, BIRET S, (RERZRGR
B OFEIZFL)
4) BEERAR R~ —H—  TAT. PIC. o2-Pl, plasminogen. total PAI-1ZHIE3 5, HRERZHEE LTlA
PR & HIEDFVE (CL) BRAARNCHEAT S 2,  (REEFFERRA OFEMIZFH)
5) fMilaZim~—— (BB : 1A & BRDEDON S 7 EHlE, RIRZIEE LTITH . (ROFERIR
OB IZFH)
6) WT-1 mRNA 7E & CRIFHIM) « {GFRAT & MlE O e = — A (C4) #& T, Fafigh b, BiRET 5,
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TR E LTIT 9, ((ROFERAEOIEE & TIHH 8] IZ7HH)

7) PML-RARA 2 73 {n TH G W &« 1A & B O WRIERE T % OMERPIIEBIAGAT., HERRRE 2, 4
8 AR TR, MW 1A, 2 MR, FERE ( TIHE 8) IZFEH)

8) FLT3/ITD £ Rfsk (HHE) : I6¥Kal & B3Ry ( A 81 IZFLH)

9) BhEWRIRAY « H[E O F 3 — A (C)E B BEFIH > B OEIEERFCTMTX, Ara-C, PSL BEIEFRFIZADOE T,

10) TAFIFUR, TAFEEYE @ fAE 2 SRLICHEH LIIE, PREREIC/MR A TIRHEAT & i DE1E (C1) Biis
BICHATT %, (IROFFERRA DO HIZHH)

11) FRRERTT - JRIERT. BRSFRRICA MR CRATT 5, (REFFERR A O FEMIZFH)

12) QOL #ilfr : FLARE AFRIEPAaRITE 1M, M O FRIEPRARAT, HlE O FRI(CM TR, HEFHFIE 4 2
— ZFE T 4 [EIHEAT

MAEE & | ® B[ mkEaT [ HECH | MEC2 | HEC2 | MM | HEREMA | MEFPMS | LSRR | mlgA | mRES
KRR TS [z0} Al #% % % % % %

GRS O O O O O O O O

O

O

Jeta fhox

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

O

R~ 71—+

OO0 O|0|0O

WT-1 O <Z O, KBk, BEEMITI 5>

Bl iR A

PML-RARA*

©|©|0|0]|0

FLT3/ITD*

TAFI O

R - e I 0 0l Bl

M PR AT

=
e

O

O|0|0|©|O

QOLF A O O O

5 fi N
TR AN 1. h4 8 O

GFEFEfRpliznER 7 7)

O : AT REFRE L LTRSS (BL, RHHEEES L BEOEEN D - 2HEICRD)
*FANE LCTERE. R4 X v 7ECTERMOBIDSKNEETSH D, APLAIIEA R IMIZ HEBL L T 55413
KAYI (&I IR)

v BIRIEHBE B © 10) 15777 AMiEdT, =27 Y — AT X 2 APLOMBIEBERE 72 & O TR BE A OHE O
FEIE K OVESE B\ BfR T 2 s T B L BB T2 OFRE] 11) 1577 AMEir, =7 Y — MRNTEIZ X 2R
WELOGHEIZBR T 2 BIn 25 L BB F 2 OFRE] MR D7D R IEF ML ODNA, RNABRIR 4 5
FRMIRIEIMIZ TIT 9, AL, MMM EES L BEOREDRH > T2HEICR D, T Ok R OPML-RARAN
Btk CholGh, NEADV 72U EFMaE UCHERT 2, s8ad [THES) IR Lz,

5.1.2 FpERIRA DL

1) Mifagkm~—nF— (BHMKENELSE (REEA) 12 0.5ml)
PREGEICRE CTH 0 . RESEZITIEE LRV, BNER ORI U T, Blisk 2R omEr s
A —IZBWTEMT 5D, SRLICA—X—F 58451L [LLACD45 77— (> 7 (JALSG APL212G) | D4
HCIKIET 2, (REAZ2A4A—F—3 2546, %2 LV FEZ SRL LT L0 ER S 258085 5)
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CD2, CD3, CD4, CD8, CD5, CD7, CD10, CD19, CD20, CD13, CD33, CD34, CD11b, CD14, CD15, CD56,

CD117, HLA-DR (F#iD~—H—I3 &7 5 T0)
FERO LR MEISA 1 blast gating V24T 5 2%, AMEIT APL ClIMEE U CEHMERREECH b . Bk
EARMORAER R & GOETIHMi T 5, Bitiskd 5 W IImEE X =000/ RIT, Wbt T
WU B a—BATS i, AL, MR, W 1D B3, . PER FbA . FIRES 2 P AT

NEREHIBR L7z BT, B o2 L. TReOmis iz 5,

FEAREATSE ¢ T431-3192 i WA T BRI - 11 1-20-1
IR ER R FE A BRI iR RN JALSG APL212 %5 )m 77 N
TEL/FAX : 053-435-2560, E-mail:jalaplsc@hama-med.ac.jp (APL212 /)
(FAXIFHIE LIZK Wesd, BEE 2T A—ARMA LT ZE W)

2) Betufk CHBEREEMASG (BRAAEA) 120.5ml)
MRS AR 2 B8 L, {MRAT & BRER OB MRE ORI IIRORRELITT 5, Rafi

(G-band % 721% Q-band) WA A M T OEREZHEE LT, BiikEiimaESticTiry, %
BRI TV 2 —%1T 9,
O #EEOaE—%EL F IV LE2—FES (BFHRKPREZTERRERMN R, Ti) I
%5,
@ Mgk TREZIT> TV DA, MOBRESHICIRE L TV EHAL LI, TOBRERKEL
YEINALEa—EKES (Fid) ICHXET 5, ZO, BEL, s, fisk ID &F5. Fif,
PERI, Fiti4 . EIREA R 2 TOMAEREZHIBR L ET, BEE 5 E2MT,

AT - T181-8612
BT T HES THA4E 1L 5
A MROR 2 DR A 2 R B R A A kT 2}
TEL: 0422-47-8000
(FAX IZHIE LIZ Wi EkE LT &)

3) TAT. PIC. o2-PI. plasminogen. total PAI-1  (EE[EIELH A Y 3~5ml)

TFOMA (TAT. PIC, o2-PI. plasminogen. total PAI-1) (2B L Ci%, HRBRESHRE THY . Wil
BRITFEE L7e\V, TRIRHET & HUE DIRIEBRAARIICAT 9 o ATHEIC &1 7o — ik EEE R4 (PT, aPTT, fibrinogen,
FDP, D-dimer, AT-II)IZHN %2, BEEBIAICED D ~—h—L L THET S, Bl Eziihits ¥ —Ii2

T DAV RITIEF#PE & & IR iia (B ek 56) ISR 5, 2O, BEA.
Mgk . 1D F5. An, MR WA, TIREAREETOMABEREHIBR L, BEE T L2,

BEE RIE AL O~ — 71— TAT (thrombin anti-thrombin 111 complex)

A RIEMAL D~ —7—: PIC (a2-plasmin inhibitor plasmin complex)

FEIFRARED~—H—:  a2-Pl (alpha2-plasmin inhibitor; B&#5 anti-plasmino),
plasminogen,
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total PAI-1

4) TAFI Hiulit, TAFI {& 7%
MmAEZAMEH LT, TAFIHUR, TAFHEPEE OB EMAER T2 E T 5, FHOREBREHEAHA Y Y
Y (SRL M BAEAG 1 32% 7 = U b Y U ABEZERRMNE 1.8 ml) ik AR L, #5EER % 5~6 [[]
BRI L2, B OS5, B L7 s L R L. SHOME L & $1C SRL ICHH
5, ZOB EAFREZHEIERL, BEE 52T, MEIILLIT OMRRICTIT 5. REBEICMEAE ToH
D, BEBLIOEERICEFIIRAEET, FolllEMmR AT a2 AaMT 5, BEERRIAER T ORI
DI O DFEARMFEDORAFICEE L CiX THHE 14) TR LT,

WERERY © T 431-3192 il WA ke a i SRIX 4 H (L 1-20-1
ERERRFET EARY  WIEHR ke
TEL/FAX : 053-435-2247 /7020, E-mail: uranot@hama-med.ac.jp

5) 5 R

WT-1 mRNA & EI3HUHE AML OIRIROT =41 7 L L TILELAThR TV AR T, R THlE
Sh, RBUIGR S STV 5, PML-RARA [ZELIRT % & APL Ml ~D R MR35 525 TEIRFEIE &
L COFMEMIZEN TR Y O BRI AE L L THEH TH 2, IRERNIERIN L, & O1%, HLE O #& T RE,
MERPIRVEM, Bl O RPEREIZHETT L, JIEMERILIRE L72vy, #EMIE THE 8) IR Lz,

PML-RARA filt 58 1n TR B EBRA DA 7 U —=" 7 & FEahi ], FLT3NTD £ BIZEHT 28 1s 1T1R
BEOFEMIT THHE 8] TR LT,

RIKEHMIE B 10) 11)I23%4 7 5 APL S WIEBEREZ2 & OIREBE A OHE O FIE K OV EIEE, 2 L TR
FESOGTEICBIFR T D8 a1 B & B 2R OREOFEMIE, B [THE 8) [oRL, &6, Zh
(ZB84>% DNA & RNA OfRfFOFEM A [HHE 14) (TR LT,

6) FMALLRTF
TRHRRT & FFREFO [ MR & sk 5 BR Y R 173 5, Ficoll {17 CorBfE L 7= B 860 [ L5 /a2 iR ik 22 5
2 DMSO MR CTHRA7. B L<IE Ly MRIZL T, =135 CLL T H L < ITIRIRNE R TR T
Do MIEEIE Ix108 LA B2V EE LV, FEf4 TTHA 14) (TR LT,

7) QOL #r
HARD QOL AT JALSG Bk 7 & itdk D b, 80 MUIFZ AL~ 72H & & b, #BRFEIZTIE T,
FARE NFIEBRdaRT % L, HE DFIEB AT, HIE O IE(CM TR, HERHRIE 4 22— A& TR
A T4 5, HYEIFIFREC Karnofsky Performance Scale (G&K) #8142 L CRF (Zitid 5, #Bra
EEIE% AR Z B FEICANL, B2 LTEOBERET 5, H TERWIGE | #ERE O&KHN HiE,
RSN EERARE Y EN R L TH XU,

EASE © T431-3192 R R IR AL T A X L 1-20-1
ERERREEETFEEER BILEE kA
TEL&FAX : 053-435-2808, E-mail: kotomi@hama-med.ac.jp
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5.2. #l% - HAHH
5.2.1. Bk (FAREANRIE) BHLART (Baseline)
ARABRBALEATNZ LA T OB IZOWTHEZITV., ZORERETIRT D,
1) #REOFE  CERBERSA
2) BEAEIEE. A OHE
3) —xAT R, (WIEH5-A7 B LA A & FEii)
PS.. &k, KE, REREHE. KR, HEFTA (HiLoFELZETe)
4) LEX (VR G144 B DNICHEE 2 £ QTe, FNEARICAELF = v 7
5) FERMRA (WIEHG-A7 B AN A 4 FEi)
a) IMiRFHIRA
HIMERE, BmERs i (FpE2EE) . M/, RIEREL, ~® 7 1 e fIRIR ek =R
PT. APTT. FDP, fibrinogen, D-dimer, AT-IlIl, TAT. PIC. a2-PIl. plasminogen, total PAI-1
b) I &AL F AR A
TP, Alb, T-Bil, AST, ALT, ALP, LDH, BUN, Cr, CRP, UA
6) MIEIFG-AI14 B APNICAT - Tm B BHEF X L THW Bz itk (= A > MRIZELHD)
7) BREPT A (WIEHRG-ATT B LIRS RRA - Bl42 4 FE )
8) PML-RARAR G 8 118 AT AE F . Y R ARAT it S

5.2.2. ¥GBAMATR
KRR FUZLUL T OHEBIZOWTHRAEZITV., £ OMRLIEFIHREFICTET 5, o, BHFENE
B, wEOWE (B A 7 0E) . MRRIEORFRIEBICAETEFROAE, AEFEENALHE IR
AR & DIRIRBAGR M ORUIR BAGREE D 55501 32 DB 2 SE | o & (2 FLEk T 5,
1) HtH ISR D AR
Beh R, B5E (mg/m?), & - PILOEAITZ OB, Z O HHIE
2) MR
PS.. RHE, i
3) HRARMRAR
a) MR
I ERE, e E (RS REER A & de APL AlAG) . /i, ARifEkd, ~E7nve |
AR M Bk LR
PT. APTT. FDP, fibrinogen, D-dimer, anti-thrombin
b) A bR
TP, Alb, T-Bil, AST, ALT, ALP, LDH, BUN, Cr, CRP, UA
4 HEES (JIE TBWH)
5) DFARRIED A HE
6) ‘i HERT AL

5.2.3. MERFIREIER THE

1) % OHERFE OBIEE - B - AR TR THSUIP LGNS S 2TV, € ORERZAEGIH S &
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IZReERT D, Fio, WE - PIBIOEAX, £ OE 2 EGIHEEICTEET 5,

2) PSR
A 2R

3) B IL - M TH L THROBIEIIMEIND, THROBIENTEZLLOICEE L., BRENRH ST
e, JALSGHEHRICHET 5,

5.2.4. BlZ2IMH

TR T2 2 AP A BIEHI & U, ZORRZEGIHEEICTHST 2, B+ PML-RARA
® MRD BAEIZBW T W TFRNOR T 1x102 2 B —/ug RNA DL E & 72 > 723858 1 > A BICHER 21T
7. HRTH 1x10? = ' —/ug RNA LLEDGE . 5 FEWSFRIEIE L5, MRFH. 751 EWFN
B D VIIBESN IR D HER SRS A TR & LTS L, 2 OB ORISR ORI L 5,

AAF - FEC DR IZBT 5B A 2 EFS O RAEA 5 FA A2 D Z LR SN D £ TEMT
LT LeT D, Flo. AEERPBEOREBIL - A - SHERHIIHE SUTRBRBIGHT £ TOIREEIC
B L TWARWEATE, £0aEFREPHERA TR LGETE TOREICEIE T 5 £ TEIHAEL 5
Mg %, 72720, MOERIEICER LIEGEIE, MOREIEICER T HA1E COBMGRELTT O,

1) IO A
2) AT - BT DR
AAE - FECOER., FECOYG . LR, RIGEIE & O RER
3) ABRKT - IR DIEHRE
TR B . IR ITIE
4) fAEFESE KHE T3H)
5) 1 sl R A i 7 o> A 4
i B BRI TR, BAEORE, BRI, HLA B, AiLE, BMGEROAE L HEA .,
A AE AR s — oo B

HASE ARG T — 2 £V . BAEEEE SR SN D Z LICBEREBEI LN TS
JEBNZ DN T, AR TIE SN D BAEBEEIGT | O 5 5, AAEMAEBIE AR ERT -2 L0 &
FATREZRIH B DWW T, —mEHE SIC L EAO B, BAGEMBBMESRT -2 2 =80
oMt Z 2T 5, FETREICRT)

5.3. H ARG ML AR AR 2 ~ 0D X ik

(1) SR hE S 726, B ARG IR 72 (http://mww.jshct.com/) Tl T\ 5 &
AR A E R O 2 [E A ) (http://www.jshct.com/datacenter/) (2> & | 2[EFHAFEEICHE, Bl
TE B ERZAT D,

(2 BAGMAMRBHE 2O NENLMREHEEROREFE] ~OBFRICFEEIHEONTHEE. BAE
MR BT — &2 L0 | KRR CIEE S 2 BHEBEE Rt s 5 Z Lizo>nT, ff
Tl - FEZED,

() HAREMMEBR TSR ERT — 2 L0 RRBRCIUE SN A BMBEEEFR RIS D Z L ICEE
FENGEONIGEITIE, —BBE TR LU H 2 CRF IZFEEHT 5,
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6. A & 2Vt DO R

6.1 HBE DLl

6.1.1. BEOLDMEAE MRS D720 D IR FIH
AR 40T 2 BRI AL ITBEIC A FTORCK TIT O TW D 1L TH 5, HilE FIE I
EIDHATO, HERFEIEICM H &2 AmBOIZHAA] & U CREICAI CREal « TR ST\ 5, BEICHEARE A
PAEDT O EHEEO QB ICER S, Z20oRGELEEDNTHY | Fil-20RRELHRENT
W), —EOLZEMITHE SN TWS, LER- T, KIBRPICAE U ZAEERICH L TR, E
TN B B OB AT 203, BEEMTADRY, LaL, TiRosIcHEL, BRE1T9.
FIRE F /TS ERL, #RE ORI, LE MU 288 - A Z 1TV, R O 2
RIZEE DD, FRIOPRET 28EE . FAROREIC X 2 HMIITHoERE L, AT RMIIGEID, BEk & IRF
AT D, AEFROBIUEEL T, LEIG U CHEUIZREZHE L, #ERE ORZEVEMERIZE D
HEEBIT, TORKFEHELITH, THEREOHHIAEES ) [TRHTIHEEERE2FLRL. 1O
BRI T D 2 EIC LY. ARBRICE T D HEBRE OREMEMRRICE D D,

6.1.2. ZhR - RatEHiEE S
firERAY - BB O ARBRICB W TAZIME, ZEVEOFRZ FBIRICHHE L, ARBROFIE -
i« FEBHI & OSBRI H DL FIZOVWTHFHR L, BE LTI LOIC, R - el EEs (&
) ZERET D,

6.2. ARIMEIZEIL T

APL212G & APLI7T DT —Z Z Hele U A MEICBAMR T2 H & L CRfiFs, EFS, OS5 418 O ik (&
fRZII T A 3, ZOfhiTKaplan Meierit) TaHM L. F3EIZBI L Tidcumulative incidence of relapse
(CIR) IZTCRHli¥ 2, AMFZEITFIMERBR THY | Ak L7 X5kl 7' e ha—Lrofe sz & %
LU CARRFZE AR D 2 RO R 2 88 7. B EkBAMATR SEE D RE R TR 21T 5, ik OMERES %
JEV @I LT DGR E 72 D720, FIFEEEII8HI], 248 B LI IZI7HI/AE TR ER S, 34 B CA2B 3 Bk S
noETPHEND, HEOFEEITN3, A0 TR T OGN, 3865173 4 1] Ot 5 &
D ETREND, 10%DOEEMET D L. AT R LD & PREIND, TOREEE TILHE
bNTeT =2 IV TEFSHEZ Tl L, APLITOAAE & e 2, Z DR, B 6T APLITD AR,
DA IR EENEESICBWTRBROMGE O\ & 2 i1 5,

6.2.1. FFAfiH A
1) MRS 2h R e H e
JALSG DOzh S E FHEFS K O 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 (Z J % 5359,
a) SERTLR(CR)
EREDOFER+ BEATEHER 5% UN. 7 7 )W MEZF 5 FERCRTEBEER 72 L, 8
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HERGR - BURLERCR - ERZER 238 5, AR MLIZ 3 BRI L O ATE B2 L, A7 ER 1,000/u 2L E
M/ 100,000/ul LA E, #EZF A2 L, 2D BN RIK 4 RG22 & 7272 LIRS E
DOFBNZ LY | RAMFT AL EOEEELGE L < 2 5580E, LTl 48R LR TH
FWVA 4 HEF LA BB O FER + BE ATE BEER DS 5% LA U270 2 D3 F 7o 1R Il 2FER S B3
LSBT RREME Liguy,
CR 7E H I3 EREr>1,000/ul, 1/ E>10 5 /ul 235FERR S =% 12T b = e 0 OB fl 20 o
TR TC L OB ER R SN H &5,
FAREARIEB L OIS &kt IO F L — AFEITIC TS, AR OIEAEIZEE L e WiGA,
R LT D, HHMPHERSNTCAZA X T D,
b) L& 7 B F
Bl - R M AT AR FRREAAREMAEA T BEAN A IR R T D,
¢) o FAEWMTFR R
RQ-PCRIZ & % PML-RARA MRNAFEHTIZ 331 T1x10? 2 ' —/ug RNARIGIZ /e > 72356, 0 AW
FHIRMCEIE LU &l 5, HIE ORVER I FAEM TR RIS R L -5 A 1 3HERRR 15 4 B
[iSi R
d) i I
B OEREFER+ REATIEHEER 5% L B, 220 Uik, REEMIZEFER, BEATE#EER B, AR i
(ZEFER, BEATEBEERIHBL 72 < (BB OB RIS+ RE RIS HEERD 5~20% D5 51307 &b
1 ER%ICERZER L, 5% EFHRED (bone marrow regeneration) & ORI Z4T 9, Z DA,
HRHE E LTI, B+ B RTERER D 5% L. ERE O b= HIERAEDH L35,
e) o TEWTFRIRIE
Hi[E D PRVER THED RQ-PCR (Z & 5 PML-RARA mRNA fi#tt (MRD) ##EIZR W T, 4 FAEWE
W EARIC RS . MEERREEIR, B2 MRD & ICB W T, WP ORA T Ix102 2 B —
Ing RNA LU E 2o 7o 6. 1 AZICHM L, BT 1x10%2 = B —/ugRNA LU LD &, 74
WFEREIE LT 5, 208G LR OGRS IR 2 0 FAED TR R &35, HED
JERIEAE THRFD MRD 235 CTh o 7o e, T a IRk L 5,
f) RSN
IR A T D RS IR D 7~ D PR3,
g) Treatment failure
Resistant disease
CRIZEATE 2 WEHH, A ORI T0 7 AL EEFL TWAIEFIZx5 & L, B (F
BE OB BEIFEK + B ATEREEK 5%LL 1) 36 K OHRMEIMAIZ B i@ fia 23547 L TV D56
Death in aplasia
AIOEFAE 7226 7 AU EMAEARAEELE L TWDLO 6 00b 6T, FHEIARIC X
LT RO T 5E,
Death from indeterminate cause
BAOIEEM T £ 7213 T O7THBLNOIT, £720137H LIRS LJER] T, KAy
TIHHERDBO SNV LRI TWD L0, BROFHEN SN TWARWEA,

2) R[] E
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a) Event free survival: EFS
ARIFFE~DAER A D O FARE AP &l S 72 B £ T H WK, 5 FEMTFRE L
THAAERE EZE S A, b LIEH O LRRIC L DT H £ TOAEFHIRM, Itk L -8l
i, RO &R T & WIS SR % I ERIE A F ) R T & 72 H T censor 7%,
b) Overall survival: OS
AWFA~OEEA D & B AHFREIC L D30 F TOMM, T8 L= g, BT ERT
TRV BRI IR I EAFD MRS T & 72 H T censor 75,
c) Disease free survival: DFS
CRIZEIFE L%, R EHLWDDHFREIC L DI % event & A7p LIz AF IR, e85 % i
RET D, It LTSRS AR LAECHHER TE QWG EIEIRRICINOPHR TS ZHET
censor 9%, HIITH AW TR, MEFRIEIE, BISNTIREE 5T,
d) Cumulative incidence of relapse: CIR
CR ~DEZEFNZ THET, TLfEAN L ZWr SN B X0 BREAZE S B £ TOWIR, B3
W TERWIEAIIRZICEMIREN MR CE /= H%Z censor 75, TOMOFIKIZ X DT
competiting cause of failure & 9%, FIILD TAEWFRIRR, MKFIORRE., #MAEFEE ST,

6.3. AHEFRICEHL T

TRIRBALAH30H LN DT X TORET, TH L 272\ grade 401 E D EE /A EHG(AE)RCEY A ERG
(ADR)SIRB®D LT A 1E, M B LEMIL, WURAE LT 5 L Ikic, kb L LT3R UAIC,
JALSGEHH R & #8 i L, WFEEs I3 5, Bk IZ B 2363 LG E . e ETE 135
REZ2MHEEES T 2, hRLEMEHMIZERIL, RRBERAEHFE, 0 L. RFEOHITE W
T D,

T L 7Zev grade 3OAESCADR, BEHIDAESCADRDBEE N EH- L7286, 7'v b a— UiaH & KERE
FROME T E 72WRIRBAMARILA LIRS, BEAOgrade 40 FEMIKENE, KigeH), THE 7 fEE O 6E
AR (TR, ZIRPEMDS) | Je R B H OFRBUCE L T340 52 LLNICIALSGEH % R #iis 3 5,

. MPPBEIERDFI20%I2 7= 2 12BN L i, HEOBIENK T LIRS T, LikoFES
GEFEROELETRFRE L., TEAMEREMICE LD, NEESICTHRHNT S, Rk b 275/
DTG S R BT ERITHET D, ZOM., JEFPEERITHET Ly, 12614, HifE LIS
BWTIBILL EOSETHIRfHRE S -G, ARBEZ — Bk L, NEES TRBROGATO /S ARG
Do FRICAREBRE DV BAINTZATOICE L COEL ML IZ L, LN OB — R (R EE R T 72,

ATO DA F Rl o AT R C K D &L grade3LL B oo JEMkaMEIL, B ARE ARRIES TIXQTEE N
19.0% (52/27445]), JTHEREREHE38.0% (22/274B1)78 8 H AL, FAFZ L CTIXZNZ416.4% (17/2681]),
0.4% (1/269%5)iR D H ATz, AR TIL, HEDEIETICRYNMEH SN D720, FREENFIEH Ol %
T — X OB xS L LT, FisherOREICE Y, ThEHEIZ ERIZHEEOEEFELNHED L
BE. oF 0, 126]F, QTHER(QTc>500 msec)A5HILL b, AFHEREREE 234G LL EOF EFERHLNEBD i
Tt ARBRE Bk L, 2R LeNZE S TRBROKITO G AR 5,

S BT, BEBAMGEIFEOR R TR 217 5, Ak 62 AZMEICEALT) Lzkoic, ZoORR
CIAFIDEMT R G2 & 72 B & FARE I, HIE DPRIEF OFETIT OV THRETT 5, APLI7 Tl Hli[E oL
DIETT24451H10BIZFE S B ALTZ 23 APL212G D HiE O IEF DL T 3 A BIZ Z vz kAl 72356 (241).
Al — Bl U, IR ZEMZEE S THRBOBITO R 2T 5,
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6.3.1. T H
1) ARBRIZI T HGrade BIRIVEHIZESIGIEL, FEHBEL KT Grade3 LI EDORITEHRIIHL,

2) HH X, BRIfEREO 1JCOG2011 NCI-CTC ver 4.0, 2009) Dl HIERYE | oo —
Fr S,

6.3.2. X TR
[HUEME ISR O BRI FIEICBET 204 Ko 4 2 (. F N HRER) 1225 E LT,

6.33. AEFRLIT

AEEZR LT, RBEORGET S L IR EGRIHREICELT, D50 ELIRVH L WITEX

Lanile (BRRAEO RE 25 1) | SEIRXIHRKRD Z L TH Y | Y%kt & o KRR D72
AN

1) mIfEH
KIRBR D OEZR L, @B <HERL ZRAEFLLTRAIEH LT L,
2) AR A v
ML, Grade (0-4) OFt#iIE [JCOG2011 k7 (NCI-CTC ver.4.0, 2009
ZOEVVEEM L, EAEFE 2 Grade0~4 12389 5, 7 BERRMRAIEO B OF BI%, Mzt EEEICHE
> TIT 9,
3) KRR HA
AFEFEG LEARIGRIE L ORRERIZ, LITO 5 EFICHET S,
ISP NESIED
OB L
@FBE L HEA L
@B B 500 LI
@BELLHEEDHY
G HZEED Y

ZDHH, QFEH LD L, @OBZOLLHEEHD, O LNIE#ELH Y | IFEWEHE LT
QUK S

6.3.4. AP BT B RE. FESRO Fik L OFHRI
HORREE BB SRR LRI, 45 22— RIS H500 TR B A TR0 B S R OV R
FAPEEAT . TOMBEIEFBETCAT S,

HEFEZOTHE
a) BfthFEiER
FERGZONE., LEOFME, FEA, KK grade. TH& ke B, KRG, KRBEF
7L W SN G AT OB, EEN

33



b) BREARIRAE
R SUIRFEBOAIE, EOAEE, I H | &K grade, 15 MkfkeHEsd B, KERBIR,
KERBARZ: U LIl S8l o#m . HEM

6.4 HEFROME

1) JALSG A EFEHFLMET D HWIEW, “HERAEFEFGE T TH S 72\ Grade 4 DA EFEFL 14
U7eid, Miak R EM SO TR HHERIX JALSG FB R~MET 5,

2) JALSG ¥ mlL 2N Z e R E ITiiET 5,

3) MHEREH ITHEFONE MG L CTRISZIRE T 205 LB F LT JALSG APL212 ZE 43 JALSG
RE-RIRKREWHHRTH LD LT D, WO RITBMRICHESIND,

4) “EELAFFZ LT TH SN2 Grade 4 OFFEFL PR SN HEIT, FEREEHE LY
JALSG 7—#t#—%1@ L, JALSGAPL212 ZZE K. JALSG i - BIRE~ELHIZHE SN D,

5) APL212 ZH ElE, ERofAHEFGICE L TEASITENY |, R ERET D,

6.41. HELAEFROER
KB EFIZELTEZH DI HFE L RVWEERELEOTEX LD L UTOLDOEEERGERG L
ERT Do
(1) HICEDLHD
(2 HmEENTHD
() VB DT= DO AL E T IZAGEHIM OIER AV EE L 725 & D
(4) AKFEHIE 2 ITBEE 72 fEE - REEAR RIS b D
(5) EREFLZ KT HD

6.42. THISNARWAEEFROER

8. THISNAAERS] TR INTEAEFEFR, BLOARRT 7 b o — VICFEHE S 2 355 O IR
LEICEHSINT-AEERUINOFEES, TR HIN T THLZOMESCEEE N TRHNA L —&K
LenWbozx TS WHERL L ERT D,

6.43. THISNRWEEFEFRROESR
[6.4.2. THIENZWAENGCOTERE] K EINEAEERDOHY B, 1641 EERAEREROTER] IZ
FARRAR NN

6.4.4. WMEEHEDOH DHHEHES

(1) BERERBOH LA EFR
UFOWTNMNCHYT 50 FEFZITEEREORNG LT 5,
@ WHEH R OMRHRE T B 22D 30 HEANIC A L 72T T OFEL
@ FTHIEh7e\ Grade 4 DHEHS

(2) BHMERBDOHOAEFR
LIFOWFNNITEY T 2 A EFRITERREOHIRET D,
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O WO RFIRIEEZERLS . RE~E T G 31 HERFEDELT

@ THIEH D Grade 4 DIEIM IR (CTCAE ver.3.0 NILIEIEHE] X4y LIS DFEHLR)
@ KR F T I TP AR EOH AR (R E S T)

@ HIARUTIST D P RMEHR L%

(3) HWEFIE
O Axmis
BREME ORR L I DA FFERPRAE LA, s RRER SUTRB o HERNIIR LN S 72
FLNIC THEEFREE-KRREE) ICPTEFHEZFLA L, JALSG FERICHET D,
DT, BAEND 7T HUWNIZ TEEFSGHEE) CHIEFEERLAL, T4 2o ¥ —Z#fET 5,
@ wE W
WE WG ORR L I DA FEFERPIAE LIGE1E, e RRER TR HERITR LD 15 B
PNIZ TEEFEGRESE] IOTEFHEATA L, JALSG FHRICHET 5,

6.45. HZIMEREREADR~D|RE

o NEXtG &3 DEARICET D miiadt COTRFEE - BEATEE - SFAk 26 4F 12 A 22 A&R)
FEDE TPHISNRWEBAEEFRSL DA LG A IR HERESE . AEFRRB AN OREEM,
BLOESINMR OREBEMIT, FTET 2 EREE O R RmHEEZESH 2 WIS T 2 F A1)
WCHE LR b vn, 220, EERBELRE . AFFRRBERZLUNORHRIZBNT, £
ZNOEFEEBEME OREBENH 25E 121, ZOHEIN > TE MR RREM O BT T
Nz Ty 2 &,

o BEFRGRAMH OREZEMB L OESIEXOREEMIL, TR T2EEEMOE (RmiEER
DD NN T HEEMED) MO TSR VEBAERFR T 2 E 2 EORROFE B R
72 E R IGAICE, FRAER ICHESCDCEONEERET D, TOBIIE, EAFEHKE~D
WA ICEET DRI RE~OHREIZONT, Fhs M BRI A2AT 9 2, FRERETE OfT
BT D EFRSBE O B DR T A EICES & U CTRHZIT ) D22V, Kltisk D i dt & 80589
5Tk,

6.4.6. JEETBAREA~DO®RE

* NERRET DEFNEICET o MEiEE CORRTE - JEAEEAE Pk 26 4 12 J] 22 HE7R)
D E, “PHISNARVWEEAEFEZ DA LA, IHEREEIIET S EREROR (i
RIMHEEE R H D WVITREYE T 2 FAKE) & a0 b, FrE ORUTIEWEA B REIZHRE T 5,
JRATTBR A~ W 2R EEEALH OFTRT 2 EREEO R, ORI 2 8EEICEA L LT
T 5 2 LITIRIE LR IC W T, Sk TO“TH SNARWEEAERR I o HERE
DR md R 2 MFRREH DI £ Lo, PTETLEREEOR (RMBEERSH D5 WIT%Y
TOHEAME) Lo b, FrEORRISIEWVEA TR ES & L THRET 2,

6.4.7. DD
HEVRIZE S BWEM 2 EORAF B RE~OWME | EEHEE ) O BE~ORIERICEET 2 E& IO
TIE, ZNETNOEFEBIOHEIZHE » T RHF OHEITB W TEYNIITY Z &,
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7. APL 212G {R¥ERTHE
7. LR OB

1) 655% LA _E D N CPML-RARADSHERS X U 7= WIS APLIEBIIC % L | #1528 (1 i BR %S L OAPLAE £k X
0. AREICREBNE LT BB AL ZAT 5, 2 DOFIEITAPLIT, APL204THEENRH V. £7-. ARE,
BRf. CHET. MPAPLAINN=1,000/pl DIEFNIK LIDARBIMEND, BEEOH 5P HJFKIC KD
W, FRREARREIZA X T 5D,

2) i1 675 TIZATO 0.15 mg/kg (5 H A, 53 02 =2 — 2 %47 9, C2i% O 'F Bi[EI1E R, Ara-C & MTX
OFEE(T)Z T3 5, HEDFEEFOH LWL RKIC L DT, BRITA N MET 5, HEDHE
L5222 — A(C2) #& THEOPML-RARAOMRD NG EThH - T-6. A X he L, v ha—ik
Pk &4 %, I2iC L, BRI 5.

3) MEFFIRIETIZ. Hi[E O HIEK T HF O PML-RARAIZ B4 5 RQ-PCRIZ & 5 MRDHI & CT1x102% = &' —
TUgRNAFTH OFER 2 XF G212 . AmBOIZ K 2 MERHRIE 2 Ml T3 5, MR F1IE X OV AW IS,
W ZANRS N ETHEFSZ EHFNEE & 55, 2NOHDA X ERROLNTHEE T r ha—L
Bk e+ %, 272 L, BlEITki T 5. PML-RARAIZ X D MRDMAE AR A > b T1x102= ' —/ug RNA
k&7 D | 10 HB OB THIX1022 B —/ug RNALL L & 2o 72356, AR L+ 5,
ZDOBE, SRDGYERE R A AR & T 5,

4) B COMIKTF, 55 T EMTFRH 2 WIIHN W5 T 5, PML-RARAREAEBIR T-FEY) O
BARA 2 FTIX1022 B —/ug RNALL EE 720 0 1 22A%OHMH TH1x10°=2 B —/ug RNALL E & 72
e, AT LT 5,

5) FE#ZOIRRICE L T, S OER S ED, HELZTEDR,

7.2. TR ARRE
TRIERT O AR M A M ERES KOV APL MiflaBic KW LR A BE, B BE. C BECIBRZBAMG L. &
APL 2N L 725550138 D BEOBIIVER 21T 9, ATRA IE CR % b HIE D 1 =1 — ABHAGHTH £ T
HHBEAREGE L, KK 60 HETREGT 5,

7.2.1. FERE RO SEEE
A#E) WBC <3,000/ul 7> APL Ml CGEER+RIEHEER) <1,000 /ul DA

ATRA 45 mg/m? 773 po

B ##) 3,000=WBC<10,000/ul & 2%\ E APL FARCEER +aiE $6EK) =1,000 /ul D&

dy 1 2 3 4 5 7 8 9 10 11 12
ATRA 45 mg/m?* 433 po ! !
1

IDA 8 mg/m? 30min v
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C &) WBC=10,000/ul DOFE

3 4 5 6 7 8 9 10 11 12

day 1 2
R
1

ATRA  45mg/m?* 4373 po 1!
IDA 8 mg/m? 30min iv 1l

D& A, B, CHECRBWT, & APL #iflm CGEER+RiEBEER) =1,000 /ul DA

ATE

(APL#IH=1,000/Wlo A £ Y) dayl 2 3 4 5 6 7
IDA 8 mg/m? 30min iv 11!
B #¥

(APLAEAE=1,000/uloB L V) dayl 2 3 4 5 6 7
IDA 8 mg/m? 30min iv !
CHt

(APLAEAE=1,000/uloB L V) dayl 2 3 4 5 6 7
IDA 8 mg/m? 30min iv !

7.2.2. LA

1) WBC<3,000/ul2>>APLAIE<1,000 /uld & & O AHATRARAM (ARE) 1R %2175, WBCA33,000 /ulll k-
10,000 /plAii & 2 WIZAPLAE = 1,000 /uld & ZIDAZ G325 (BEE), WBCA310,000 /ul LI EDH;
4. IDAZPFHT % (CEE)., BREIZEIL Tik. WBC 3,000 /ul AKiifi THAPLAIAL =1,000 /ul DA
WH XV IDAZPEHT 5,

2) ABECOATRAEMFE TIX, WBCHIZ 23k+ 2 LR LIZLIEDH D . WBCEE K CAPLHI S DR
(CVEET %, APLITRER IR TIX, 16WBIAGIRFAREDKIEED . DERICBIT L T D, 72, BRE, C
FECBOWTH AMERE O MARD LN D Z LRV EET D, FHIGEEIMAE, 2HMORHICIX
AARNC i ER Sy ) 2 s L C. APLHERI OO Z O E 4 L, & CAPLAMAE =1,000 /ul D54,
Al MHE LV IDAZ BN S (DEE) . HIWTIZEE 5 5A 1XIDAZ BN 2,

3) BRI ITE APRIERRLAE ., LB, EMEEDNIE 2T EEE B LN S, HER>1,000 /ul, =
7/ R>100,000 /ul (ZEHE L7z R CHEMT 5, CROFIEIZER L. B 5E 0 55 M o> & 75 K 5
&I DIEBNZ IV TIIATRAFIE Z /01T L. 40 70 KA LT LoD [B1E 2 1% > TR EE RN SR HIE &
79,

4) ATRAITHIE D H1 = — ABALARTH £ THEHHATT 5, &9, HERE50,000 /pl UL EE THEINL 72546
I —REAREE L, AMERE O 2 FF > THET 5, AR THIUIATRAIZITT 5, 1ARBHLA1460
H CCRIZEE L 72 WEBNIRERRFIWNC TIRIE AT 5. FREIEN RO, HE 12— X (ATO)
TEMYEAFIEEZITR D, ATO% bCRICEIE L ARVWWINIIEEME T 5, -2 L, RaBBEIIk T 5,
FHEEMBEILHELIZHEA XN T D,

5) APLAMUIEBRED DFFERFIZIL, EHIZATRAZARIE L | lEFR G- mPSL, VL A JEik F 72 1L dexamethasone
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DG 217729, APLAMBIEGEREO T IZ A MR M A tEb R WBE L HH D THEET S, ATRAK
ERATH L, B, (REHIN, SRR N K 2 & O B O A ORER, MioRMEE., Mk
RDFEKOITRE, MER T, BHERES ., SOFAICERT 5, SpOoDE=4 VU v 7% EHIIIT
D ENEFE LW, ATRAOHBHIL, APLOMEIEBRREDKE A FF > T, &G EZIEDO75% &) 5 Bis
T5%, HEICHRT 2, Tofl, ATRADEEFRRLWE SN TWDLEER, RIEOmE, HkE
EHOEm NV U BT A RME, B, IFRERERES T, MU 2 xHERIE A i 77023 6 JRHIFIZATRA
AT D,

6) E AR ASEIED KA IIDICEIZ X B I D EREC 3o TH Y | WHEOIES 2B E 12 +010 T 5,

7) A EREIR D B2 documented infection D 360 m BAD Ffge 3~ D FERI T, " HEH O APLMIN2315% LA T
ThiL, G-CSFOREEZEX D, /MR +573HIUTK THETS ZWas, DICDO H 55601/
WD D 72 NGB T AT EE TR G125, AR EREA31,000/pl 2L EIZEEAN L | JBRGSEDSOR L 723556013
G-CSFZH 14 %, APLMIFEILG-CSFIZEUG LIEIET 5 Z & b b 0 | BHRFHITON 2, 5 Wi
L/ PR ET D,

8) IDAZ M L7cia . DRI E 72 & OFBER A FBLT D ATt o 5, TR E LT, @HE O
IMWNIIMZ, T a Y ) — L ERRORIRERER A2 O L Tb K, B RERH & BIE T 5 rTRENEN R
W D EYE~ DX R %+ 53 AT %, AL FRIEOF A RFIC IX5HT 352 5 AR5 HTBH 5 385 o il k41 2 -+
SERT 5,

9) MEAGERANOE—RNE LT, 7 M7 I 7= ONIREITV, FHIE LT, TR IR Off
FATOR, BB L TR Tl BT 2458, kA HICBI T 258 (BHR) 2&EIC
T 5, GFHEREAS 1,000/ul LT T 38 CLL EOREA RO HEIL, FIRILIKE ZECEBMRE LT O 72
EL RAEORESCEEROFE RIS D L L Hic, BREHRED T T AEMEREE =95 59
PUELFRIEZFGAT 5, S 612, MIEEAOIH L EET 5, mlnE CIEEEE IR U T EVE
DGR B LIS WA H 0 | BYYEL - 6. RHOZE L IHRICED 5,

10) M - BEREEYE T & L COPEIERGICE LTI TE22BI2T 5,

o HIHIEDOTPIFEIT, BEWRIE, MR R EZBE LT LT, KHusx Ok T17 9,

o MR TP & L CiEF® /v U RIEA BEREGE TR E LTET YV — A RHERE (712
FY = A RNTGafy =) OFRAEEET D,

o FEMOBENH 258 ITHR IO TH G2 LIS U TEET 5,

o PIEROTPHHEEGICE L MR OfFE « HBLCEE T 5,

11) CRYIE H &, AP ER¥>1,000/pl & 72 13t/ MRE> 105 [l 23RS S V7= 31T & A7z S ) 0 i 27
DR T EROTMAEENHER SN2 A &5, MEREHESEIES D551 bR 21T 9,

7.3. HuE ORE L
7.3.1. HUE OFEE D ERE
Cl) HiE D 1 = — A (ATO)
day 1 2 3 4 5 6 7 8
ATO 0.15 mg/kg 2h div ! ! l ! ! !
(BAABHTE SR A)
1M (7 AR 125 A, Zhz 5 BT 2,
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C2) Ml %5 2 =1 — A (ATO)
day 1 2 3 4 5 6 7 8
ATO 0.15mg/kg  2hdiv [ A A !
(BRAGRTE B )
1 (7 B#) 125 A, 2z 5 BT %,
BEEIEI S EE% . IT  (MTX 15 mg/b, Ara-C 40 mg/b, PSL 10 mg/b) %17 9,

7.3.2. MR

1) HuE O FE LRI A7 P ERL,500/l, 1 1.ER3,000/ul . [/ MR10T5 /W B, | & 72 o 7= & BIbET 5,

2) ALFRES T — A5 72 5 APLOT7 T I3 [ o i v H ISk YLdiE 2 JRL K] & 9% chemotherapy death% C2T
4/258 (1.6%). C37T6/250 (2.4%) b7z, A7 v ka2 — L OHIEDFEIEITAPLITIZ Hifgs U CH #EHH
FRETHL LB s, L LRn s, AHUE DPRIEDBRIGKH T PIRIEOHIZIEW, BN -
SOENEE 2 AT 2V, METHNIT, laminar air-flow FICEE ZINE L CIEET 5, HIE D EE
DRI Y 72 o TlE, FABEAIEDOATRAFIERATH 2O | B OFEDO T = v 7 24T\ JEG
FRIRAR: & DORIE AR 5,

3) ATO OEEHIZ & 7c - Tik, ATO DOFEHFIME HEENE, BEFERMEL fugk A7 L T 2 & 2 KA e
LT, ATO BEGHNZIILTLERE &V | HEZRAENRS 500ms LLED QTec DIERAFH H
No%E. ATO OFH X TH 72\, 1E#H 500ms UL LD QTe DIER ##BH =54, QTc DlaliE %1%
o> CHIAEZRBR Y ATO Z#FBHT 5, ATO 52XV, ®ED QT IR, ERFEET 1 v 7 FEORENR
EEUETSZ 03B D, QT AEFK I3 torsade de pointes (TAP) % A 7 DLEMEARIEIRA G| L 292 &2
HY | FEE LT &5, EENEIROBEE, 5 > MM OARITMZ T, QT &R &k Z 4 34
H27myd— ~7uJ4 RROFAEFO—HRE) o0V 7 LPEFIREO 5, KT Y ©
AISE, K~ 7 %20 AMIESFET A2HAIXEET 5, 24T 5 0FARIIR G 2R EH DV IEE
B UEME OMIER E&21T 9,

W, ATO & LT 0.15mg/kg % 5%~ K 78k 250mL (Z/REA L C, 2 KR T C1 B 1=, # 5
H. 5 M, BkRNEST 5, N &/ v 7 ARGRHCT 4 V2 — 5 ERT 208370 < FOER
T =T I)VEFTAEET H0BEILR, RIELV— ML OG- HAEETH D550, F AT AE A
HET 2%, SrEmESOL G - SR - ZEED v - b < B A) BHBLLZHA . SR
RN, BERHEZEET S, SERERSED NS EIE, HRTHETREE —AFRIEL,
B G5 AARI R GRHZ R T 5, £, BU MG 2T 5, fItAIESETIE RV, FEH]
2 X - TUERET (FPBS) #5795, BYYEEZGDFL TWDEEITIE., PSR EoRBEE AT 5,

4) FFEEENGRD S IVTIER] TITASTIS L OALT 2320010/ A D35 A 3R 2 fiksi 45, ASTI L OALT
2320010/ L E D355 1 A BIFRIEIZ K 0 20010/ I [E118 L 72 K i CIR DIBIR 2 Biaa 7 5, CLDATO
ICCHEERAEIR, EERIRERE R ENHBELL, CCOATODRGENEERAEFRLELT S
AREMEDR B D LI SN DG, C2HAX vy 75, Zos, MEZICFEALUTT 5, kit
DOEBIZEDC20 A% » TR IR L1372 B 72, AAAPLZ XIZ L 7 Intergoup study C9710T
IXATOR FH#£219451 11196451 (89%) 121 = — 2 LL_EDATORRIE DT DAL, 17501(80%)732 =1 — A D ATOHE
HasER L, 2161(9%) TIZATOIX1a— A TH - 7=,

5) HuE %52 71— Z(C2)DATORK T #% ., /M A310x10% [pl PA_EIZ[EIE K 5 . MTX (15 mg/body) +Ara-C (40
mg/body) +PSL (10 mg/body) DEEFENIEANT) ZAT72 9, 7 4 VA, M, EEIC L H8ERK, H2D W
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FEELEFFIYEL SO L TV HEE. ZABRET 5 £ TITIIITD 2R,

7.3.2. Hi[EDFEEEL O MRD 2 & fE RS2 U CHERFRIE O BRLA
HE HIRVESR 2 - AR T 1%, fFHRER, /RIS BIE U7 RE TR BEZH 2 iefT L, se R mfR %
73 L. PML-RARA Rl &&= EMICEI L MRD JIEA1T 9, 1x10% = E™—/ugRNA K OFEFIZES L T,
ZOREREA o H—Fy NTHET D L &b, MEFRRIELZ BT 2, PML-RARA @l &8s FEW it
BHZBIL CTlE 7 e b a— WG E I 5, 22 L THROBIZRITHT D,

7.4. MERFRETE
MERPIRIEIS, MU OFRIERK T4 D PML-RARA @& B s FEMWIZEAT % RQ-PCR (2L % MRD #lJE T
1x10? =1 "—/ugRNA A DFERF] 22 56512, Am80 12 X A MEFFIRIE A BlAT %, Am80 1 14 H R 05
L. U#% 4 HBE 2 » ARIKRIET D, 203 Az 12— L9 5, Lzn->TAmS0 X3 » HfEIC
14 BT O®ET52 8125, TvE 2FMMkE L, Wit 8 2 —AET 5,

7.4.1. HEEPREE D TR

Am80 &1k 1-HH 2 7 HH 3»HH
dayl ~ 14 15 —~ 28
Am80 6mg/m?> 4y2 po. | ~ | K # R 3K R 3K

1a—2 B3»HM) DAY 2—)b
1, HH 27 HH 37 HH

L--i | I |

14 A &5 %S 3

v

E8a—RA QFEM) DAV a—/v

la—X 2a—XA 4 2 —RA 6 2—2A 8§ a2—XA
| | | | | | | | |
h t t t
(MRD &) MRD 4 MRD 34 MRD fR4
(H[E DFRIERETHE) (6 7 H) (145) (24F)

7.4.2.

1) HEFRFRIEHIM AL, BB OPML-RARA FlAEIA - IZR8 L TRQ-PCRIEIZ L HMRDO E &g %2, 2=
— AT, 43— AT IR, 83— AR THROFIEFEMT 5, EHERIA R CTH-T2HEIL. K
I CTIT 9,

2) MRDDRQ-PCRIZ & % = B — DRI EFRIZE LTI LT STV WEN H 523, European
LeukemiaNet C H AR STV A, KON OIERIBFZED L < B LTV 5, #ERFEIEHIF LI OMRD
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BRAIZBWT, WTINOORE S TIX1022 B —/ugRNALL | L 72> 72354, 1 0 AZICHEBRL, HHRTH
1x10° = E"—/ugRNALL ED5A | 3 FAEM PRI & 35, MIRTFRI. 5 EM RS 2 WIS 5
DHER S-SR T, A7 v b a— L oiR# % J ik (primary endpoint) & L. % D% OIEHILA fitiak O]
Wrizw 725, 7272 LBISRIEITT 5.

3) FFREEAZED S TIER] TIZASTE L OALT 2320010/ IR D55 13 1B # 2 ki 5, ASTH L OALT
23520010/ LL b O 3A T B EIZ K 0 20010/ (B8 U 7= S TR 2 R 5,

4) HEFFRE TOAMBOIZ & 2 APLAMEAEMGRIECERE 225 O R 13 T 2N EET 5, AmBOIEL, LF/
A UERZ R CERIENZ UL, GRS E 72 © ORIVERSATRAIZE LI 2 & 3 HERI S5 08,
FEFIEDOEFE D72 <, T2 M OHERFRIEIZI T 2 g I3 R STV, 2012451 H Bz
DHAPL2MADHHFEFEZRENS . AMBODFFEFZIEMITEE L b 52, 2ERORK LG THL D
THEET D, AEFHELTC BNV Z VT4 FIJE, 2LV AT a—/VIE, AMEREZAE, i
F. APLOMUIEGRE, B 2. B/, B . HILETEIR, H2BUE, RIBRZR ENEZ BN D, 72, APL204
AREBRIM I EEENEDND LR H Y . AmBOS-h, EEMIA~— I —D R 7 ) —= VB
#1795, Grade 3LL EOFFEHGIEHIRH I EIRE OHIW CRIEEDNE 1T,

7.5. fHBEIE
1) APL I, %, MAROBRE #EHEEICHRE L TWD Z ENEZ B, ol MECFFPOM e &
DICOIRIEZAT 5, WIZWRED b M AFEIX, EEZR MG Z LS 72D, FREET 5, Wifai
I R R A 2 AR AE U, B2 T L, 24 A 2% L=<, [ d1 Ko 40 (&
PR (CHEHL L. B AEYYE ORI (REREIS) &R 5,
2) FUEMBEOERE G, £l REREREL BIFICHR SO, FOFIRN O OE D 7 ) ka5
BT 228, DICEOFRE L TWDOEAITEEIZI TR,
3) BYMEICHKT L CIE, BB OMBEITORN L0 &0AEME 2 & 595, DUEMEGIA Y E HS
OBEIIE, MEEF OS5 %2 58 X v s+ 5,
4) BRI, TR laminar air-flow FIZEBE Z A L CIE#ET D,
5) HLEAl, FLEEAOTHNIRSE, WAL, SHaE OHWI L 179,
6) PRI - SIERIRE IE ORIE T D7D, FIERAIZ IR~ 2, Ll oZEH & oME/EH
(FREICMEH®) ([2HEET 2.
7) NLFYJE PHRES O FIE T B D7z IR OFEEGHIEITRE T . LIS M A LIRS LD,
8) MR DOMERIEZ AT HHEEICIE. INH (A V=TV R) OTPHERLGEE2EET D,

7.6. APL 759 DIC (2 X % L FBf
1) DIC D ¥
FAEE ANEVEB AT, . DIC 23 EF LT 5 £ COMITFEE/RBRV# H DIC A 27 % §ffid 5, DIC A=
TIELL PSR T4 9788 DIC Wi 2 W 5, WIR2IRE ISR RS H OFRER NI O TRWIGE
W&HBHDOT, DICAaT 3 mO%E%DIC & LTI,
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R 0 1 2 3
AR 7L o%))

figs e AR 2 7L &Y

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

PT It <1.25 1.25= <1.67 1.67=

RAEE AT LA Th D, (B IEEMENTAH 1 A THD)
2TROI B LIHAMU EZYT 5258131 8ET 2,

fiti : SpO,=70 mmHg, X-p T ARDS Dff i,

D (FEER) « IUHEIAIME =90 mmHg, > 3 v ZJERH Y

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

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

HEE © T, & O

=y 1

SFDP-E # JlE L 72 SEfI Clra#F=N% H\ % (FDP = (FDP-E+21)/22.3),

HIE

1)4 5Ll L :DIC 34 :DICE 28LLF : DIC ®FR[REMEA

2) DIC 5t D BH TR OAHBIEH % 2 DL B 7-wiE DIC L 2Wrd %,

(1) AT 47U o' ) ~— (SFM) BB, (2) D-dimer /=1, (3) TAT &, (4) PIC &1, (5) 4%
REDHERIZ & B 72 D08, (6) Pl ILIC X HokE

2) BEEMRAIEE (BERT. 1BEFE L CTRER)
PT (PT kb)) . APTT, Fibrinogen, FDP (% L < I'X FDP-E) . D-dimer, ATIII, TAT. PIC. o2-PI, plasminogen,
total PAI-1

3) B DRI
FEARIEIR D U 2 7125 UTERI & 3 BEIZERI{E L. high risk 5113 level 1. intermediate risk #51{3 level 2,
low risk 511 level 3 DLLFIZR R D FEEHIIBVIEEZ1T 5,

high risk (level 1)

{BZFFRIEBR AR or BING (LRIERIH 225 7 AI#)

APL S UIEBEREFIER] (APL S {WIEMBERED BHER L9 5 F TOIH)

Wi 9 72 & B ERGYE & OF51

R H i A pF B

B 7o liis i =S OHB

T IRIER AT TVDICE D 5T DIC A a7 B3 54
intermediate risk (level 2)

DIC & 0HFID 9 B LRRITEE Y ¥ D AEH] & ik <
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low risk (level 3)
DIC FE& B

4) 18
@ 1/
Level 1: 5 5 LA E&#EFFT 2
Level 2: 3 FLL E&#EFFT 2
Level 3: 2 H LA E&#EFFT 2
HH O IR & 237030 & T HE DM/ M AR T 5 Z LR TERWEEGTH, WRERR
ViR PC #8575,
@ 747V )=
Level 1: 150 mg/dL LA EZH#ERF9 %
Level 2: 100 mg/dL LA EZH#ERF9 %
Level 3: fEIFHE L2V, JEFNIIG U CHRIRT 5
@ FTrFhrurty
Level 1: AT 75 70%L4 & HERF3 5
Level 2: AT J&M: 70%L4 & HERFS 5
Level 3: #iFITATH 72\
@ PrkEERE
Level 1: PLlEERIEEIT D
Level 2: HLkEERIEEZAT D
Level 3: HukEEREEITITOZ2R2 0

PUREEIEIZ LT O W O RAIZ V5, DIC 3 EK LG &4 L, DIC 2=27 0 k
ANV EPHERTENTRGZHE T T2, Pikbb L ITEERIC DIC 227 O LHBGED bk
G a3 2 B & 2 WITHET D,

FEH WD & F 51k T4

oy~ 75 IU/kgl/day 24 IRffRI R FS i A R
A VR TT AR F P — |k 39 mg/kg/day 24 Wit HL— R B S
AVNVEET 7 7 AKX v b 4.8 mglkg/day 24 FFfEFRE L — bR
AFaA RFRY ™A 1250 anti-XaF U/day 1 H 2 [A] B L— R B G
FarREY 2 v 380 U/kg 1H 1A B L— R B G

® PURREE
FURIRHI D —F o O 5 ITHELE U720, a2-P1<50% TR R DIEMENZE L < JLiE L TV A AT
FRY . PrkEEpEE & O T 7 325V 40 1-2 g/day % 24 BRI STRERE LT LU,

8. JEIATHEAT
ARBRIRTIL FREOBS TAH 2 T7E LTV B, 1) ~ )OI H IZABI RO BT, AR O UA Th .,
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4) TR R EZ B2 O KGR & BB AR VS DAVIOERICHEM L, TEHA 14) (R LIDRIBORAED L E
Lans, b0 <kt MR OMIS FERE R LT DM TIERVR, 7 2MESHC
HATOHE (PO 4H) 1E, [ b7 & BRI MRS 2Bk X 7o b7t
AT D0 DR TIIEDRERIIAT 7 b 2= /L OIDFARICIE L8,

1) WT1 mRNA

2) PML-RARA il 4B s THR G DO ER (A7 Y —=1 J{h)

3) FLT3/ITD Z %k

4) APL SHUIEAERE e & TR BB A OHIE O FAE M OVEAE FE 1 72 & ONSIBRIR SUGTEIZ BIfR T 5 8 s 1
WL BE T ERIORE

8.1. WT1 mRNA

8.1.1. WT1 ®EED HIY
WTL BB FIEY Y 7 7 4 =R OEGHIEIK 22— R L, fix ORER T &SR EEOBETO
BEEEHIEH L TS, NEOBIEECHh D 7 A L AABEORKEGE & U CHBES N WTL 13, &
W), BRAEOHREINCEER T & LTI AED b TE 72, 0%, L oEM A mfFEF T WT1
MIFFFRANCEFB L TN D Z BRI TH S, BlwEIEE Lo~—h—& UTH AR LT,
AML Tl RT-PCR _E# 95%IZFPE T, APL flliE~DFEEIEIL, #2383 % PML-RARA fil &35 112 Lk
THELELEOO, KM (EDTA-2Na IfiLig 7.0 ml) (2 THIE T, FMEMHEICERTWD 5, L -oT,
APLIZBWTY, ZOERITIGEZDOE=4Y) 7 LTHHTH S,

8.1. 2. WT1 mRNA Dl & /5%
BAEAML OIEROET=4 ) 7 L LTALAThITE Y ARBRIGE S STV D, {GRAINTERIL L,
ZOHIE, HE D TR, HERPRIES], BIEHORBERICH T3 5, MIERRRIIRE Ly, BifEZ <
DORiFZTIX A —>rH ] OWEF Y bBMERA SN TWAH 0, dEMITRNERRIZ L 5,

8.1.3. WT1 mRNA OHIE & 7'a k2 — /L{REIZ DN T
AR L7 & 912 APL TOREMIT#% R4 % PML-RARA @& E GO BMENLTWS 20, IO
fill i PML-RARA filt £ i85 T HE G DIRARE RIS £ 0 1TV WTL OfENTIE S < £ THIBINZAMAE L T 5,
o T, WTL OREMAECEE OB Z > THRE L T LRV,

8.2. PML-RARA fil A TEIZ THREM D ER (A7 ) —=" J{h)

8.2.1. A
A APL 2BV T, Z DIEIF 100% 2 PML-RARA il &85 7-(LL T PML-RARA) SFE D HiLD Z &b,
BERZWHERLZAET D, £, InE D AW TFRIFEIE L LT RQ-PCR 154 HV 72 MRD E&H3 7]
RECThHDH ), K7'm ha—/LTlE, BEEE2H % X502, PML-RARA Bl & EZ FEE M it S
HZEEMERT D, £, INEBEL LT, WHEIZR Lz, B b7 time point C prospective (25 i
Ml ZERE L, RQ-PCR EIC LD EELITV., BEOTHRLEDOMEZINLZ L HINE LTINS,
PML-RARA Dug RNA &7- 0 O 2 =B OHERIZET S BRERITIMH I TRV EHE < AHl0
7'a ka— U2 X % prospective 7R AL E L E 2 Hb,
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8.2.2. PML-RARA Rl & 815 -85 54 D FRMT X G2 & R AR O B EURE I
KX JALSG APL212G (12 542 APL JEFI ToH 0 B HEERIUFHNIXLL TSR L2 7 AR A > MC
MMz, R EITERP DN TT 5, R4 2 b 1,28 1%, MIERTFFELH D729 SRL IZ
L. JALSG o2 DB A2 AHT DM, ARA v b 3-7 I L T, BRBEISHN TIT O 2 &8
ThHliex REEMENFLTWDHHEH T, —EOEME L, g Lioiisk) Tk, RS
N O g BB R T & LTI 5,

RA M1 1BEBMART (PML-RARA @A B FDA 7 U —=17)

RA 2 HiEOFREK T

RA Vb3 HERRRE 2 o — AR TR (HERPRIEBRLG O 6 7 A )

RA Vb4 HERRRE 4 o — 2K TRE (HERPRIEBRLG O L4EH)

RA Y N5 HERPRIE 8 o — A THE (HERPRIE S T — 2D 2 FE I TIRE)
RA 6 HMERRRIEK TR (BIEHIR) 141%

RA U NT HERRRIEK TR (BIEHIR) 2 4%

NA N8 K

8.2.3. FRHEN L 7=k DAt ik
FLT3/ITD AR & ITHR LT,

8.2.4. PML-RARA [l &8s 1 Ha 54 O W & 715 (PML-RARA EEIE A B0 54 EMEE H % H 8ir0IZiB )

APL212G TiZPML-RARAZ & 5 MRD ®#lJE1X.RQ-PCREE AW THT 5, 77 A ~—I%.short, long .
medium size @ 3 FE 5 %2 AW TET 25 (BREH YO SRL OWIEHR), PML-RARA & &IH H B3 HtED
Y&, PML-RARA EMETHH ZBN3EHE L, vkEh/ ¥ — M X i Z R IET 5,

SRL @ RQ-PCR #: i, ngRNA 5721 ® % 2 Z mRNA =2 °—%r& L C, 5x10Ypg RNA 7 — & —73
HIERSR & S31D, ZAuE APLI7 ORE L~L & S FEREA Y H W . APL204 & [RIERCdh 5, APL212G T
%, BRETOX AT mRNA EEMRAEICIH VT, 1x102 = B —/pugRNA O % Bl & 19 5,

H7E R TlE, PML-RARA (Rl irk NB4 2 - = A fRFERR . 10 > 7 v & FHVWTZugRNA & 720
DF A Z mRNA = E—4%%/% RQ-PCR (2T 1x10° 4 —% —T& ¥ | nested RT-PCR THEHETH D Z L
R STV 5, HIpMAak & v MENO B /e To 1 adH 720 OF A7 mRNA FELE A
S LE L, &5 APLIT TOGMIENE D » b A7 T4 L DA AEET S &, 50 = E'—/ugRNA
FCERRENATRE’R RQ-PCRIETH V. 1x102 2 ' —/ugRNA DEAZBE L L TIWbDEEZ 5,

8.2.5. PML-RARA il &l {5 FREGA A & 7' 1t b = — LIARIC DN T
1) WIBEED A7 ) —=2 ZiEFRIZHO T, PML-RARAD R PEGIL. MRDODIBIRC £ 571 |k 2— Lo
i REECH 0 . ARBOG G L LA,
2) MEFFEEIEIR T 3 D MRD BRATIZI T, WA OB A T 1x10% = B —/ugRNA LU L & 72 5 7 33
B 1PARICHRZT 5. FHRTH 1x10° 2 B —/ugRNA LLEDOS & 0 FAEMFHfRE LT 5, 20
B 1E1H I MRD B HERR S Iz A 2 5 TR FIOR H &5 %, ILIRF0 % 71303 AR 700
FRMPHER SN AT, A7 e h a— L OiaE Z ik (primary endpoint) & L., & D% OB IIE I
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DYz LB
3) BEWIRIH D 2 [AD MRD MAIZEHB W T, W OR A T 1x102 = B —/ugRNA LI B & 22 o 72354 1
PHBICHBRZIT ), B TH Ix102 = B —/ugRNA LU EDBEA . 5 FAMZENER L T5H, ZOBEA
1 [BIHIZ MRD BBPERHERS S - B 200 TAEWFNER B &9 5, MKFENE L0 - AEFNER
DHERR SRR A I & LT L, OB ORISR OFIWIC K D, 7272 L, BTk 5,

8.2.6. PML-RARA fil & & {s - H= 549 ORI E B 5 E H
PRBE SR CTH D05, BHITAE R L OWER T 4AE 9, JALSG AT 5,

8.3. FLT3/ITD Z 437
8.3.1. HIY
FLT3 I AR F n s v —8 T, £< O AML OFMEmIZEIL L T\ 5, FLT3 Ein AR
—O\Z, FHREEBEERO N EEL TRV IRSNDEE AR (FLTIITD) H Y. AML TiE#l@2
IRFAAH B LBk K OV A fm MEfE 2 oo 3N & A EICHEA 32 %9, APL Ti3H) 30%IZ Z DA RN ZED
L5 %), FLT3/ITD £ R %78 % APL TiX, APL MK T 4 7Y ) — 7V IJEDRRD b D
W#%wkﬁ%éﬂfkb\%ﬁﬁﬁl%@éok%z%ﬂé L72>L FLT3/ITD Z£% %A% % APL ®
T L CIERTARIIE IS S CB 63 fmi3 5 o Ty ARREBRIZ XV (FLT3/ITD
ZiO D APL BEIZEW T, NFA/WDGO@&@N&%%%%%@ﬁﬁiﬁﬁ%éﬂﬂ“\:@
S FIRBNC KT DIRIEE S L T ETERNIS D, -, SREARDIRINDIERFLT 1%
BERY & LT2FEANC & D16 HIE 2 A AN T BB O EMIZPE L CEHERZEBEMELE 25,

M
7

8.3.2. FLT3/ITD A& A 53R DO *xt5 & iR DOER B
%2213 JALSG APL212G {22l BNt 54 APLIEFI TH Y | BEEEEEFIILL T O 2 R4 > b
Thbd, ¥5UEDNA TH Y, PML-RARA &8s THREW DR & I3HE OMAK Z 2T 5,

KA1 1BEBREET (PML-RARA BiAEI T D A 7 U —=1 7 & [FIR:Y])
A2 BREF

8.3.3. LRI L 72 fA DA 71k
PML-RARA fl & BB DA & & HITikib LT,

8.3.4. FLT3/ITD Z Hip sk DM E J7ik
FLT3/ITD A%, SRLIZEBWTITOIL, Z W T 3A ARSI D eI T\ 5% [TaKaRa PCR
FLT3/ITD Mutation Detection Set| (ffh=— K :6632) % UV fRfk DNA ZHilgE#%, 7 Tun—A 7LV
RUKENC LV fRfr sS4, ERtt y B ﬁﬁéhéﬁ%:/km—w%mmt Bl S5 329 bp
FOEWT A XD FRBRHSNTEGAICFLTINTD 255 0 L HE SN S,

8.3.5. FLT3/ITD A EOWE 2B 5% A
PREREILIMREE CTH D, B AITEE B L ORI A9, JALSG BNEHT 5,
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8.4. BHM DO ATF, MIKOEE & 244 )77% (PML-RARA il & s i 54 & FLT3/ITD 28 B R)
8.4.1. BEMDAF
1) fisssdkoe T, R FR LV SRL Z i L TR FRRAE D72 O HHRE & iAde B 4 B
T %o
2) F Mk ClIf AEATE CHRLE 2 @YICRET 52 (REYZ2REIZE Y RNA - DNA O 2R
L7 | BTN OFERED AR ATEE & R DfERIEN B D),
SRL ‘B i B SE (BRAFEHRA) @ -20°CITiR% L. EREANCifsE4 5,
BHEMR OEREUS T & 720G A
ARG ER M4 (EDTA-2Na I 7.0mL ) : IR,
3) BMAARET H8AEICIE SRL, TE WS HERICEK 2D . LEREZMTET 5,

8.4.2. MARDELREL

1) WRFEATEIR (A5 1ml LLE) Z2EEORIME 2 FkE (% 0.5ml 3°2) ([ZEEL, BT HBIRE
4C) T5,

2) IRIERTERER (RT A % v 772 EOME THHIK AT E WA RN M) % PML-RARA &
FLT3/ITD ZZFNZFhBomiAk L LT (Bi#IX RNA, %% 12 DNA THY A v Y RNBHETH 5) .
BEIFIAT B SN BR T REE S ZRA L, HEAKRELE & 12, SRLIZIEHT 5,

3) RIA % v 77 EOBH THBROWEUN TE RWEEIZIE, KM TOMmAES ] &3 200, FEkE
BNB0%LLEH D ENEE L,

KRG I 2 H#EH T 2 35A IR MM O E ORI (EDTA-2Na Ik 7.0mL ) (ZEET 5,
RAE I A ERE S Ul e BEAR (TR 28R - #2725,
10,000 /pl LA | 2 2 A& (% 7ml 2, AFF 14 ml)
5,000 /ul LA_E 10,000 /ul i : 34 (%5 7ml 9>, &FF21ml)
5,000 /ul A : 44K (% 7ml 3o, &t 28ml)

4) BRMEIZIX, EALEZMIZICT L0, B FREEFOALZLAL, BEA, BF ID 2%
ALBWE S IZHEET 2,

5) &fa% CHiH L7= RNA, DNA B X OV RIFHIL O HITERD 22w,

8.4.3. BRI L 7o IR DAL 71k
R DSERIN S AV BRIME 1X SRL IS TN S D, [EMNAIEITMR Z IR R 258 06H 0 . R
RS T O SRL £ 72 IIAMIZED SRL 4 F (i) (THHET 5, 1RRBALAHT, HIFE DRIEKT
R, FRRSREIIAMF ORI B IZ BT 52 EEARR 7 Th D RO M2 6 b SRLICTHIET 5,

8.4.4. A 24E(SRL) TOHIE 4 DOILPL
1) SRL |2 C it s T CHitH 7=, RNA, DNA OFESRHRIT JALSG MR ERIF Y o & —~i%
frans,
2) PML-RARA TE& & PLTI/ITD MAEFEFIZHOWTIX, SRL X v &hifiisk. FEFESBICEBICHRE S
P
3) PML-RARA i Dk RIIMEFHERIC O A HE S, EREIND, BARBERIIT 2 % —
IZHEEIND,
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4) PML-RARA TE SR ARG AL & FLT3/ITD 28 B MFAT A5 SR I (s S, Sisx O 2= L 0 B
5z bivd,

5) sk iR Z B SAGRE X OB ERENMS S NTERIZBW T, 7 AMENT, =7 V) — NENTEIC X
APL SHUIEMERE 72 & ORI BEE A DHIE O FAE K OVEAE IS BMR 3 2 85 1 B LB 2RO E
B X ORGSR T 28R B LB T2 R OREZ B & LB B T (RIKGEGE
Ho? 10) 11) 125247 5) &FET 5,

8.5. APL Z{bIEMERE7 & OIREBIE A OFE OFIE K O FEREE, & L CIRRKISEIC R T 2 8n 7 5% &
B - 2RO E
BA A (RR) ORI & EFM X Y it 472 DNA, RNA 24/ LT, APL (ZBd %
OB TREZIT) PETHY, W —r =Y —52HNTRF ) A, 27 D —7
TUA, AFa— AT, BET LA T E AT, 3 hu—b e UTIRHIE ORIEK T %ISR
SN IEFMROERRIEEZHERT 5, APL212G RO TITV, fiigxds L OMEANDFRERSLETH
Do AR T Hiae CRA A L LTBINTE 72 < CTh APL212G ERIRMTEICIZZ NN TE B
8.5.1.HMY
APL I% AML O 1 CIX i) 1% BAF i Bl T 5 03, B2 DIREE O LN VETH 0 | AR
FHEEN TS, BIfEETO L Z A, APL OIERKISEIZEIR T 2 Bm T4 R, BB 2803 5 7
TIEARV, HRlZ, ATRA. ATO LU o7z 2 FEED APL 4R B 3EE 2 3 2 AZRBR I B\ TR UG
P& BARRT 2 0 PR A MG 5 2 L I3A % OIRREIRHESLO - OICE A Th 5, 72 & 21X APL 721tk
FEBHEICARER S5 APL % 2 @ IRBOTRREEAIE A O & PHED T AT IR I S TR 57,
AGABRTREM T %5 ATRA, ATO 72 £ APL JERIEEANE N T 5 G HHED» T 2 Bis A%, &
B ZROB R LT 5 2 & APL OEBIMLIER Z i T 5 LTI Th D, ARBERTIL, APL
BRINAYIEFN B3 2 A OFHIE O FIE K OVEAEFE 72 & ONZIRRSUGEIC BRI 2 85 T 2% S BI5 7%
WMz —7 =2 —Z2 W ) LBHDHNE T ) — AT L > THONZTHZ 2 HBY
&I 5,

=

0%

852 fEH DMk
a) APL Ffifia
WIiehe & BRREOFEMIK (KT A 5 v 7 ETHHMBRINDREE Ch - 7258 13R/HiM) T PML-RARA &
FLT3/ITD HIE % DA I
b) 1E A
HifE D FE L% PML-RARA 2 [EM: T & - 72 EARIER]
FARM ORI 14 mL (DNA 1 & RNA FIZn2i 7ml, At 2 A)
HiL [ O L% PML-RARA D3 B5E T d o 7= FEEAFAE R
BUREIEHIRD (R A U 7HIERE T 2 K) : DNA H
Z DA D IETLIRIE B
BUREIEHIRD (R A U 7HIERE T 2 K) : DNA H

85.3 IEWHIERIR D= DEM D AT
1) B Ekoe Tk, WFESB R & 0 ARt (kU th SRL) Zi@ U CREAMREE & R At H A ER i
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L BRSPS AU 7 AU TRERE R A AT 5,
Q) AR M HERIMAY « SIRRTE,
b) BUREEHIREL I A D 7 ¢ SRR, IREIRRE A RO 7 O EHTE ThE Lz,
C) AU TIREE AR« BIRRAT,

2) Ahak CIIE BT E CRINE ZEUNICRET 5 Z & (REUIZRREIZE Y RNA - DNA O
NREEL 720 | BB TIRNT O FERN A FIEE & 72 D fERIEDN H %),

3) BMBANRT D5 EITII A Mgk O SRL & ¥EFTICHAFE A I Y | LEEEMFRT D, a2 o0
SRL ‘AT TR S HAUIE SRL DA RERFFEHH 24 5 (G 2 B D

8.5.4. IEH AR DB
T ey — MRS T D RERRE, TRICEWERIE 2RI 5,
BREURIARIZ4C SRL ~EH T 5,
TR & IEFMECIE, RIS D RIBENR R DD THEET S,

T it B iRs H] PRI
Hi[E O 5% PML-RARA 2% Hit & L% KAYIM 14 mL : FRIMGE 2 K (4% 7 mL)
Hi [ D L% PML-RARA [5:1 Gl MPEREE R D 7 2 R
RRELISN DI TR e R DA 72 O E ) 2 e | DRI A U 77 2 K

1) FEARIAAS M
O HiufE D% T PML-RARA Rl G B AR TR G EM A 2L (100 copy Adii) L7z BMFHIC IV TR
I 14ml Z 5 E DR MLE 2 A (4% 7mL 372) ([ZHIT 2,
Q@HMAAEIZ APL212G FBRBERRFIZ AT B SN BIR TRER T ERA L, MiKL L H12 SRL (22
M35, REGREOEEREFHEZTY, HEEA T = v 7 L, RERAFHEZEEETICbN 2T
AT %,

2) MR D 7

(DAPL212G |Z T HiEH DL % PML-RARA fil &8 {n o B pE) 03 2L (100 copy Aiiti) L 72V MEHS
Z LIS THEIEDG DAV VER] T O ERESHIR 2 H8E D A U 7@ B CRILT 2 ((F2 . 1
Wbk DR BT IES )

@ AU 7T TOERRHENCIZ, BEICHKDR I GREILLE) Z2LTH59,

@ARAT T DT Z LAy TR A 10 FIFREER Y | ORI 2 00 5,

@RI T DT TS HAREG AL, AT T OOy %10 LiAte & 7 T 845 %
TNDDTT TV OHZWREE AL, Hx L TRIET 2,

ORI D AT TEWEEHNTERDOEE D 2 BERIETT D,

®AT T DT T I TR R DREE AT D L,

@HAMREEIZ APL212G BRI 5 SN B T REE S EZTLA L. AV T OT 7 VRiHA S
NIEREE 2 K (RUT 2[0EETT5y) & & I SRLICHEHT 5, [BEGRHEHOEEFEESTY
HEF =y 7RO ERAFHAFREEINC bR FEAT D,
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3) MR HRE O I
1 BIMER LAY ZHREHBEE 2L, EAMEREICT 2701, Bl FRAERREOAH LR
AL, BEL, BEIDREZTLALRNVE IIZEET S,
2. figkfH X > SRL EHEFNC CTARAL SR HIUE, TTHE 18, AFIEICBDL D AF7ekk ) (TR L7
SRL DOANTFEWF 44 5 | B A B D

8.5.5. Ein Tt
1) SRL TITibfF SN 7B HENR. R M-CBREBEHIL L U DNA I L OVRNA 2 L, MRS, A
H. BE T RER S Z UM L IALSG iR fFE Ly X =27 7 A NT =2 L L bIZEHT 5, 774
VT = ZITEEITN 2, BREEOEE CBBE. RIS, B & END,
2) JALSG MR AFE v Z—n b TRLICEEHET 2 BB TRt &2 Ehi 258 . BB L T 5D
A (DNA 721X RNA) MBS,
3) & v LRI fEAT
a. PIZKE, FFD APL MiAE DNA 75 A V2 TruSeq =7 YV — AREAES v FEEZHW T v
»RENE AR INAICIEME L. 2% Illumina £ GenomeAnalyzerllx %5 % iV CEIFIRE 24T 5 &
& T, APL MR HIT DRy V) RS A AT 5, IER ARG (AR ML E 721X A e
77) DNA%Z SNP 22> hr—/LE LTHWAD Z &1LV, APL Mifufs B8 s AR ORE

21T,
b. #¥2H: L BRIEOMREL TS Z 2128 Y APL OERSCMEICEGT 28 FERORIE %
179,

c. APL #ifidFs X ONEH Il DNA D27 ) L HIERS HIASREUGE, APL S LAERERE, LbghE
e, PARARRENE S . FE OB BN & APL IASREIC BT 5 A A O S I BIR T 5 il
FI LR T SO MR BT 5,
8) &7 ) D HB IR
EROMHT TR & T BBIETERD 5 OILBIE TSR &G 7270 TR, 572 B
& LTIER], R OIRESAICRNT 545 $54 & LIER] /2 £ T, APL Ml K OTEH Hill
K DNA 02 7 DEFIRYT 21TV BRAREIC BIR T 2 R T A BR05 TR DT %
79,
TG ORRITIC & 0 FE S hrmilts 128 RO TS OV T, SIEFNCHER L CRRET 217
Do

8.5.6 M fm - fFAT S Mt T EFKEY

T b == NIRRT, BFEEE R R B NSRS AP SRS HERE 7 1 O = 7 DR T —

LEHFLIAThND,

1) WHEEBR & BIEE
EREMRZFESBM B RbcEdx 1%

2) AR A TR 7 1 2 = 7 R T — A L BT
MSATBOE NERDR B A T BIER 7 — IS
FOURFRZFERE EFSRTER T ) LESGRIE  FHEEdR RS AT
BRI B EEAf b et v 2 — 7 2 A = 250 Bk heiseE
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PISMENE AR AR 7 st 2 — Prk BHEA
REARE RFPBEMBANIE AR 20 ARk

8.6. fIEAFSEDIELL T-MEHT
R LIAMC I T A ARERFZE L LTI T A F22IC B L T, JALSG HEEZEESD
KiEESD,

9. EEERIEL & Z DR
9.1. BRERIEFIEL

63 #1]

9.2. JEFIEL DR EFRHL

JALSG APL97(65~70 %) @ 3 4F, 54F EFSIZZILE 4 64%, 57% Cd-7-, AIDA-0493 (60~75 i)
1% 5 4F EFS [ 51% C, PETHEMA LPA96/99(70 % ~) Tl 58% Td» - 7=, Harada & O#i5Tld 65 kLl L
D 3F, 5FD EFSITZFNZEILE3%, 49% THY, 2o DOREEZRIET 5 L 34, 5FEFSIETENE
AL 60%, 50%HiIf% & HEE S LD, HEOEIEIC, (L7 RIEIC IR U CRIFER 23072 < APL ITRIFEZh R
DEATO ZEH L7 AAFIE TIL 3 EFS 2 60% 7 5 7T5% W #ET H Z L ITFAHETH D E B X B,
power =0.8, a=0.05 (one-sided) CFtH L. BBl 10%0 & L CRHET 25 & LEREFIEIT 63 il & 725,

— 7. S AEEOIERIEL Tl JALSG APLO7 Ti 283 /1, 65 kLA b 70 LA T ORERFI T 5% (14 1))
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20. 3%
20.1. ARHWFFEITAEH S5 T2 S5 3HA)

20.1.1.

<FEHA4

<ZhHE -

ANY A N7/ 10mg  (PAMUSE R SCE XD k)

>
MvF A TRV 10Mmglh TRV

AR >

PR BEERIE i

<HiE/
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A SCE EORIRTIE, BAREANREE LT R LT/ 4 2 1 H 60-80mg (45mg/m?) % 3 [HIZ4r 1 CRERNHEGT 5, 7ok,
i, ERIC X D E BT D,

RIRRAE

HRERIRE M OV IR % O T AT I A 1 36 1 2 2 ViR 52451 851 1)1 521 1] (61.2%) (ZRMEMAATRD S iviz, ERENWEMIT.

k

U7 UEY REA 1194 (14.0%), VF /A CFRIEMRE 105 £ (12.3%) . ALT L5 78 £ (9.2%) . AST L5 77 1 (9.0%) .

FENA9 1] (5.8%) LTh o7~ (FFEEIK T,
1. EARZEIWEM

1)

2)

3)

4)

5)

6)

VT A UIHEBETE (12.3%) © LF /A UEEBRE GEAEIR - JEEN PP R Mook ATRE . R, RVEME g BRI
DEFERATH . RBRMAE, RIE, A2, BAR, ZWSEALE) BEA L, BEERRFEZLELZLRHLDT,
BIZR 20012470 2O X S IERPFE O DNGAITIE, AFZIE L, RIS EEARE CH O ZFHER O E L)
TRRLEZAT D,

FMERIEZIE (5.1%) @ AMEREZIENEND Z L3 D D D THER 2 43 124TV . AW A MLEREAY 30,000/ul 28 2 7= 554
Wi, EIARIET 5, Fio, BICAHERERVE S LRE 2 3 2 Ak Rl B BEERYE 1 M B F 1238\ O AP L ER I 2 0E
DIH L, @b AX I VMEICE 7l b A Sh T,

MARSE (0.4%) : MARSE (FEEZE, WEZE, & OMOBIIRMARIE UIFIRMARIES) PR 2 LRHDHDOT, BlEE+
SITATV, 2O KD RIERDFE O G HE I, WU RAE 21TV IRE O FRMENERNEE BED Sl d
L\ DG fkfe T %,

MmER BEEARH)  MEFRNHEND ZERHDLOT, ZO L) RERFED BN HEIIE, R IREE DY) /e
WE AT D o

FEYYE (AR « BE (%, BUES) BN Z ER8HDHD T, 2O X9 RIERPRD bNHAICIT, BE
SUTIRFEE DG AL AT 5

SEEL (BHERBD - SEELBIND Z &R H DD T, TD KD RIERM RO LA TGEITIE, Pl T IREESE O U] 72 L&

2179,

2. ERZZEIEM EE) BEARH)
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2)
3)

HUEAEY (=TI — 1) ORMEG 2% 00 - 8E CREEL OB EHAEAZE -2 L 8mE s d,
HEMba (=L FF—1F) T, MEEZEZTZENBESA TN D,
HOMEEY (= N LT — ) T, FEtEEREERAE (Toxic epidermal necrosis: TEN) . ZIEALBE N HIA ST 5,

3. TOMODENER : D K O REWER BN IZ AR, IERIZIS U CEY) 20 E 21T 9,
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1) MERs o BEEEARED) s, 7. (1 %A) WG, Wk, WHEAZ,

2) Be§ . BEEAREY) F&IT. BRI, (1~ 5 %A0m) BdRIBE, B REHct [ B84 0270, ERARRD bz
BEICiE, BESUIAREE L, B BE AV VA OB Y RAE 21T 5 ] R85, RLBE, VESIEDE. BUMR. (1%
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FEWERE) | G B EALEE,

3) s o (5%LL L) HDIEHEIME (5.3%) [BlZi%& +I TV, SEIRAGED HALHEITIE, WESIIRE L, BIEE A LVE
UHNAFIEOBE A ALE 21T 5 ], (L-B%AT) DN (77 X O, EEENNRZETe) ., (1%A0H) KB,
R RR BRI,

4) JREGH : B%IAE) FYUZUED RER (140%), (1-5%Ai) oL A7 m— ER (1%Ki) p— U REHQ LS.

5) ATl : (%24 1) ALT E5- (9.2%), AST L5 (9.0%), LDH L5 (5.6%). ALP L5 (5.4%),

6) FEtRfER « (BEEEARE]) BRER, RS, WREE, (1-5%ANM) 965, (1940 SEENETTE WX Bl
9H, B, D, MERL, BURSRE) . X, AL, IRKL RMEIRRE,

7) LR - CEEERE) ERL. ONAOE, BAM. BER. (1-5%ANM) WM, L, (1%AH) SRR, TH. 185,

8) B - M (BEEEARW) B, Mk, (1-5%A) MiPm. (1%KN) ¥, BIER. &M [EsiE. mE. mn
. A, BIETE. MRS BNSE AT, OIS EREICEET S L0 ERT 51,

9) IR : EHEAW]) HuE, (1%KNW) HONDH,

10) "B : (1-5%A9m) BUN B (1%AKm) 7 V7 F=2 Lo

11) EAFEES © (1-5%A0) K A (%K) Na{XT. CHET, @& Ca lfijiE,

12) Zofth - (5%LL L) FEEL (5.8%). (BEEEARH]) B, JEI7RE. REAH), 2B REIR, BEE. (1-5%A0) 7
VT IR (W%AN) M/ Z, JRE ., RILHE, RIE. R,
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1. 25 WA T OB,

2. BERHOBE . EHORE, TAa—VREEOSRE, IRERMRFBRER LG N 2V ) FIUERRS S 5 8% KK
KRR ELZE IR D D],

3. M,

(EERFEAREER)

1. SMERTE REERME B fgm SIS ] L 22,

2. RENVIMERNEN B 0 BHER OFEBE R @0 T, A EOEREZEST L, BE XI2Ib 0 15 20722 F IZFIE
FAZ OV T LB Lz ECRHAT 5,

3. MHHRET D AIREVE D B 2 i A ~DEFIZER LTk, RO EEE L ONAROB a2 & E Lz F T, BFICERFHIZOWNT
ISR LB S E-%, AT 5,

1) RANIMERTNED B 2 DT, ST 2 WREMED & 2 Iy N THUIZAD 2 R ETRIIEN e W EER BE IR 2 5T R 5
T LA, BEIAFTIOD 72 &b 1A AR, BEPRORGPIEED 7RSS 1A ARITIGLTEESE S,

2) MRS 2 FTREME D B 2 I A~ O FIZER U T, AAIOBEGITIROER A Mo 2 B X33 H B £ THME LRV,

3) WEURT D FIRENED & 2 i N~OAEFHITEE L T, A O G-BHLATT 2 B DL OGEIRR A BENE T H D & O R4 R
T 5,

4) WERT D FTREMED & DI A~ ICER L TR AR OF G-HIE 1 0 B EIBM ORI A 2 45 2 E LR E LU,

CREEN, DRORIREE, MaKRTRE. MM, MVECMERiZE. ERM., OZERGTE . RERRMIE, KT, R, BREKOSHE
REFIZL S TSI bND VT /) A VIEEGRER R L BEERRR A2 8D 2 LR H 50T+ i Bl 2170,
O XD RERMBBNTGE I, AR AL L, BIE BB R LE A0V AFRIES O Y 20 E AT O,

5. RAHML AP [ZEERL ORTEEEER ) OF1AY 1,000/ul 2882 55A01E, ALFFREIC LY [ZEREORIE#E) oFfngd 1,000/u
UTIZLThoARMERET D,

PR ZIE A 25 2 & 28 2 DT, R HIERE)S 30,000/pl 28 2 72 B8 iE, B SUTIREET 5,

. BMERTEBERYE B P S ORE 9 A RR MR LS PN EE BERE (DIC) CiE, MRATEMETCHE & 1 5 Beav i i s (6 ifn, il
M%) AHEINTEY, KHIEG IO XS WERABNTZ ST, i 2 5, Hil a3 2@ 07240
BT,

8. @ MV 7 UV FEDEE~ORGIIRENHIEEDMLRIER SO T, & Y 7 Uw Y FERRKOH 2 BT+
R ZUED ROBEEIT,
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FEHE 3 I A FATOIFEEN DN D 5 A I ITEbIC&E G2 TR 5,
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2. DR -

) 7=tV [T== M COMPREN EF L7 == b COERABERT 2801 H D FEEULED (= hLFF—
) TZz=h v EOMICEY, 7= M VORAMAREKT ST L OWERH D) ],

2) FidEA (R 72XV L8%), 77aF = Al DRAIE 26 OEAIE OFH U7 858 CIMARSE 2 881 L KRR 4
TeloltoWERH 0T, PEAICEE L TXEEIT ) (RAEEICEIY | BEBIERONT U ARET L5720 &
ZEzHNTW5)],

3) TY—ARMERIE (TAaF Y=, A hTaFY ., KU aF Y —sE) RFOEREZERT 2B/ RH 5 Ok
OB T DATT b7 m— L P-450 23fHLE Sdv, AHI O M PR O AUC 23 ER-3 5 ATREMHD %) 1,

(Rl ~D 5
FE CIRMIET L7 I D LTV D 2 ERZ VI, HEICEE L CESMICIIEY LT I UREZITWVEEICR S
T2 [(AFNTMIEE A & OFREEMEDR TR 2D MIET LT I D LD LIERED MR TIREN S < R 2B R3 H 5 1,

(hThii - PN « RFIRE~OEL)
1. BB CHEATAEA N A SV TV A O T, il XITAEIR L TV 2 AIREME O & 5 It NITiT S Le .,
1) 7 T, BIHEEERIE, JBrERER Cmgky/ HELE) 23 ~ U 2T, BfriEER (0.7mg/kg/ B 2L ) TRAFsME S
Ho(2mglkg/ HELE) . BRAFAMIGEE, BRAFIR IR, Iafr 0 &2, IRt s (Rfr il s B RO rRERES) ©
v I v ABREFERMEE M (bmo/kg/H) 23, UH T WA ERE, R~ v =7 BRI ETT. ekt
U (6mglkg/H) MBS TWD,
2) h=UAYNT, JRITFFEE (IRESE, Smolkg/ B PA L CHEAHBIN) 23, F7o, BIFAAEXRIE, BT FHEAAE, BT
NHEMALEDOMRIFFESE T (10mgkg/ H) . FRFERZER (5-10mg/kg/ H) 2SEE STV,
2. WHET 2 FTHEM O B B AICIFREG LAV Z L2 KR LT 528, e BT RET 250 ICITBE oA  EREE
\5 &SN DS EIC DR EET D,
3. MIIIZHEK G T 2L A IR EZ T S5 [HEbE® (= hvFF— ) ofEmER (7 8 T, JitF~oBIT)
WEIhTWA],

(& FLorE)
N, IR,
20.1.2. A X~ A U (Pfizer 838 VRASCE L0 P

<HEA4 >
WA Z ey YRR Bmglik

<HiE/HE> RMIELOTEHTH D)
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I SCE R e iR & LT 12mg (OOfil) /nd (RFIERD) Z 1 A 108 3 HEE A EIRNR G 2, B HEKED
[FIE9 5 E THRIEL, BHE2EEY KT,
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FHASE G 1,417 Bl BIVERARBUESNL 1,311 ] (925%) ThH Y. AUEAFBUFHEIIIER 9557 fh CTh o7z, TDOERDLD
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i (48.8%) K UBLTE 478 1 (33.7%) FCTh o7z (RFEIFE TOFMA K O IR O AR A& OLEER o
1. ERZRFEIEM
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W FHEEG 2T IS D BRSO T > T3 A 7 U 2 REEANT X DRHGHRE DRt 2 A9 2 AN K 2 #iHR O & 2 fEF)
WG 255103+ 0EET D),
2) EHtnhl AR - YL ERED (52.8%) . i/ MR (66.5%) , FERIERIED (66.9%) , Hifl (63.5%) . HilffH[" (24.6%)
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4) vavr (141%) : v a vy 7 BRBNLZ ENH LD T, BEEZHSITTV., BEPBEOONALGEIITEGE2RIEL, #E
U7 MLE 21T D,
5) BREET 1y 7 EORENR (2.40%) : ERBEET 1y VFEORERNEAND Z LR3H LD T, BEL+H3ITATV, B
DRD NG A TR G AL L, WERLEETT D,

2. ZOORIEH]

1) Lol : (1-20%A0i0) AEAR, (OFEREE . (1%A00) DIEK,
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4) Bef o (20%Lh k) BB, (BEEARH]) BOEGRILE. BRI Y a2 — VRIS,

5) i : (1-20%A%) JFREE (AST E5- - ALT EF. e U vy BER ALP EA%) [BlIEE H05124T0v, BREPRRD S
NG G 2P IET 570 E#E e e L& 247 9 1,

6) Bl : (1-20%A%) BIEE (BUNER., 7 L7 F=v ER%),

7) KRR o (1-20%K30) SR,

8) VEIHEAL ¢ (1-20%iw) /&Y. (1%0) #flRse. (GHEEARHT) iz,

9) T (20%LA L) FEEL, (1-20%A5m) 0. MOEBIEIEEE. (1%Am) B AR, GREAR) Bk, 13TH,
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FIERZITZENRHDHDOT, KLICHEHMEET D,
1) AHNOEGHZIZFED SN2 FHIHENIEESRYNCEHT 5 2 & b & 2 O T, R TH8mi 22 il o TR+ 7
KRz D,
2) ERREYMELGOFL TV BEIITRE L,
3) AHFERFHHHANIC XL 2B BEMH UM O AN X 2 B #HH &8 2 LT\ 25 B3E Tl IR Lo A RMEs etz b
[ &S D & & DMTEE L,
4) FHPREEE L, BEENCMIERA 21T 5 72 ERE ORBA R BIE L, EERRYYE OIEERNME 25 S L
Bal G a2 it U, BLEREZ1T 9,
CAFNIOHEEER AT 5720, MEICEFEZBRN L, AR OFRGNEY) & W S DEFICOHREE L, RELOBHIC
G- L7,
1) AANLLHIEFER 2 AT 5720, HEICEE ZEIR L, AFOREZEY) LHW SN DENZ O EE L, DHERER T
XITE OB D & 2 BEITHEE L,
2) AFNTLHEEEMNZAT o720, HEICEE ZERN L, AR OERENEY) & S DEFICOZEE L, o7 > b
FHA 7 ) REANC K DANAREA R RS LEtEe AT 2 FANC X SRR R E ERS Y v e s Tl
Be b5’ 25 mglkg, M= B LB L TR G ENRT >V T A 7 U 2R IBFIFRIEFEF T 900 mg/m? &) IZEL TV D
BEITIEEREG L,
- AANZ K LEE R BBUE OBHERE O & 2 B ITITHE G LRV,
B, AFIOBERICHT- o TE, IRFSGEZ RGO Z &,
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DR E I OBEHED b 2 BE LOHRENBND Z L ib 5],

- AR UEEZ2REUE OB D & 5 B
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HREME O b 2 B,

2. BYYEZ AL TV O BE [BYELZ o br— L L TnbRE5T 5],

3. EEEO®H 2 BE [REIOIMF D6 OERNBEBIET D & ORENH D ],

4. BEEEOHHBE [(AHFIOMA D OWEIDBEBIET 5 & ORENH B ],

5. il

6. KEEE [BmiIBHEENRBEND ZLR3H D],

T ADT v N T YA ) REANS KD ENRRES Lt 279 2 AN X D ENARED & 5 A,
8. /N,

(EZERFARER)

75
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W (ERE, MHEEES) ClRRETIRETDRRIREHEL L.

2. EYYEDFB B YERE L, B e 252 L0850 T, EERBIIEZ AL TV LRFIITEEG Ly, £,
AFN P G-I HIEHRIC K 2 BB UM OSEFNC X DB 22 2 L5 838 Tl 18% LoA RN it s b
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3. MM A 2SR E ST AR L, Baf &2 5 2 L3 d 5 DT, ARAIBERHICANARIZ X 2 B 5 SO o LA X
LHEHANE A E Z LTV A EBE T, IR EOARRIENGBEMEZ BRI Ll s & & DSMNIEES Lz,

4. B H5RE%IE, BB EZ1T ) R A ORBEZEEECEE L, EERRYYE WuiE, MiR%) THEEZR MM
Ui, Wb Hme) H25&E LeBEaE, 52T 5 (Fo, LIS U THER OS5 3 o m %
R IE 2T D),

5. AFIDOFG-OMKFEICES LT, REILIR R OB EOMREE21T 5 72 EEEZ ORBE 0812 L, 2R & AWEM 23540 L | Wi,
IREE, P exhin 2 & 5, EANRMMICIHR D LA REIHIAR < Bliv, BIEMEICHER T 5 2 & 03D H O TR EITIE
HITIT D,

6. ENDOERFERIZIWTHNED 134 #ilh 57 GICRBL L, &7 (grade 3,4) HNZDFHIL 11 Bl B4, 16 H [MFHE
L7 BIAG=d vz, IR, BB OERIK T oD@ E R ONREREMICHZ 22 ERb 50T, OENEREIK
B X DRI EHKIC L0 APENZIERICR D, DNROBEB L OE(LZPET 2, @ERANRIC L D R EE R EEZ
G E IR B 55 O 2 HE 21T 5,

7. DFHEEFOEELRRMEMNNEZSZLNHLHDT, WEEARRE (DHEGERA, ITHERE - BHERAS) 2175 E &
FOWREEZ+SICBE L, REPRDONGEIE, DR EEWEREZFTE L, Wi, KRIK, P IBEORRLE LTI,
FEro, P EMMICDZ S LRIER R Bliv, BEEICHRE T 52 803050 T, BEIFHEEITITH,

8. TV hFHA 7V UREANTIE—MICEBMEO LHEEP AT HOT, BEGERICEELTRET S, HL, I E TOH
REBUI VT, A DR G L DI ORIC —E OB TR, AFIO R R R 1 HE
THILETERY, ek, SERMCETIIRO LS ISRBSN TV D,

1) THIRAE 03my/m? & 4% 5. LI B T, DHREICHE AR SRR [ XY 2],
2) AFOMEERIL, 120mg/m? 2 2 TR HRV (O T > b9 A 7 U URFEANC LD ANBROH BT, £h
EFTOXT /ALY, IERXFYLEL U OMED UABMESND) [FAV],
Tl MOT v N TV A7) RIEANC L ARG LR A AT D AN L DRNAR DO H 5 BFE . DI ® D WO
W UL & 52 T BB ik, DRI R T 5,

9. AH & O FUENERGA 2 OF M L7 BB IS, ZRPER N, B3 5RERUERRE (MDS) 233E+ 5 Z L3 H 5D TEET D,

10. RFNOFHAT L0 GBEBEREESME T L CWABEIC, £V 7 F U IR HEETY 7 F U 2T L. V7 F U HROEY 21
IR S E BN H DD T, ARG INODT 7 F 2Ly,

(FAAAEM)
BEEE -
1 EBERMICLEMEE AT 2 PUEMESGA (7 b T4 27 U URERE) [T 0EANBECELG SN TWDIEE. &
D UVIIOFRIRIEZAT D 561, DR EMRIN 28NN H DD T, BEOREBEZBE LN 6, WMET 572 EHEIC
HEET D (LA 2 &EMEE RIS h D) 1,
2. DB & 2 VWIEHERR A~ O HEH RIS DOAEESER T 28R H 50T, BEOIREELBE LN, BET L0 EM
BIZHEET D (LIS 2EMEEN RSN D) ],
3. HUEMENESA, BRI [E BRI OB K ORIER M58 2 83 b 2 0T, BEIRIEZTT S HEalcid, BF D
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REEZBRE LN, WET 2R EMEIEET S (& bITHHMEER A3 2) 1,

(FlnE ~D#5)

sE TR, HRICEE L TEEORELZBIE LN o EEICKRES TS RANTE L LTI TRE S, 8B E o5
M 2H, ElE T - BEEME N LT D Z ERZ 0D, mWnmPRENFRT 280 »H 5, £o, —HICHEmE
TITABRE DR T I, DFE, B REMH BTV,

(Wt - PERR « LI FE~ D)
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PERE A4 - BERD KR, BIES - BB A - BIIKE, HEE SIS - HE SRR 2 - HE S X)) nfreErt Oh
ARG, OISR C IR A BN SlE ShTnd ],

2. 23l ISR EG T D583 PIES TS [EWER (T v 8 TAHF~OBITRHRES LTS ],

(e 5)

AFl % 3 HRE T 135mg/m2 Z %5 L7- 1 6 & 3 HECAKIZ 45mg/m? LR 2 0 7 L e 2 90 mgim? % %5 L 7= 1 Bl AE 12
WESN TS, WERGICET 208D RBIZ OV TIIRHMITITH LTV RV, Bt 2 flom e 560 95 5 1 FlICE
BRAERPEBLL TV 5 2 & X0 BMELEER R WIS AEROBIEE LR EORBINTHIN D, Eiz, RFIOMEER 52 X
D EENORHIM OB REIGE], X OEEREERFEEOREANEZ XL 6N D,

(A EoEE)

1 BERE - RN GICOMENT 5,

2. B HE

1) RN X0 R, Bk, ez 32 LR H L0 T, AL, R FIESICOWTHER L, HEHH
EAETELRETESTD (5-1047), £z, FA—MA~ORERGICE > TIEOHNEZ D ZLRH D,

2) FEIRINARBICER U, B M SMTIRAL D & TSRS OBV, RIE, IR, BEAEZ T Z L H5HD T, K
FOMEZFIHT 570 L RN MEIMIWNLRNE S ITHITER L TiREGT 5,

3) AANTIE, 216G FEN LV MWEHZHEHT 2 [RWEHEHT2 &, Faa 7 BBET LAREERE R, £,
[l — AP EEER L7258 b, TaRa 7 BT SRR Em< 2 5],

3. ?n @H% .
1) AL, RO pHIC X 0 ZEMEME R L0, ho3EH (B REHAKEZRLS) SIRATHIZ IV tEEELD 2
ENBHDHOT, IREEZBT . BRENAAKICER L TRET 5,
2) RIR% TE DTN T 2 (k. RLa B PRGFELELTHHE T, RIBRFE T 24 BRILINICHE T %),

(ZDMoEE)
1. AANOR PP L 0 RBREOITRD ZENnH D,
2. T v MTEIRNE S L7326 C, AURIES A BAE LI L ORERH 5.

(R B DR
AF DR LG I LT HEIIRE IR T L, WA E %2179,
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2013. b Ut/ w7 A1 10mg  (BAEE HRAHEHRE 0 S

< HEFL >
—efb b EEFHE 10mg/E

<HE/HE> (RASCE LoR#ZRT)
=Mafbes e LT, 0.15mg/kg & 5% 7 R U HER S 5 VEABEEIRICES LT 100-250ml & L, 1-2 BT TR G %,
1 REMREARE BRSO E T A 1 EFIRNE ST 5, AFtoR5 RIS 60 B2 2 720,
2. KRR RGOS EITIE, BRAREAR T 3-6 WHRZICHMT S, SMEMOMIC 1 B 1, FF 25 RFFkN &5

<M - AEICBEET D60 EorE >
1L 8EIZHT->TLE%T R VKRS 2 VAR ARG U THER L. o3RS 03miK LR E LR,
2. RFPGREC, SVEEIGE - St A RIS ek RME, K, 550 50, WikL, BR%) KR ohi
ot 4 REH £ TIREFMZIER T2 2 LN TE 5,
3. WML AL - AEEZEHERR Y KL (KA1 25 BIA B2 545) FEii L8568 OaME - 283 LT
W (B GRRBR DD TR,

<BWRE/ R >
RIS RVERTE BEERME B s SO TR S E A BEERE B L,
<ZhRE + BVRICBIET DA EoREE >
Yeta i [t(15;,17) 58] LB A (PML-RARa 5 T) 12 K 0 ST E BEERM: A fLys & 2W S B8 IER T 5,
AHNT J 0 GERATIR A AT TR TR U 7o SRR S REERME A fp e U CL ARAIOA 20 « LRI L TVh7Ru,

<BEIEH >

FEI N BRI 20 S OME F GRS L2 5 1 D ABERT 267 B, 220 1 (82.4%) ICRIERZSZRD bivlz, O Eeb DX, LEX

QT iEE (46.1%) . ALT BN (27.7%) . AFHEBER T (25.8%) . AST M (21.4%) . HIMERFD (17.6%) . FIMEREEAE (14.6%) .

LD #8)n (11.6%). CRP i/l (11.6%). APL Z3{biEfiff (10.1%). ALP 390 (10.1%) CTh o7z (GF 4 Rt EM@®E) . 72

. KED Phase I/11/11 FER O H CTHE S 7BWERNIBEARB & Lz,

1. BwRZRREIEN
1) LEMQTER : AHIL QT R, TEEET 0y 7 EORERZGISEZTZLnHY ., QT MERIFEMIELRD 55
Torsade Pointes (TAP) % A 7 D LEMEAHENRZ S| E L Z T2 L NH LD T, H5 L 12 5FHELEX & Kl 2 5506 L, 2w
PTADFED BT IGAITITE T e E 21T, F70, RIS K o TR D 2 0GP ik BEIC AN D, KENZBWT
TLART VU BEHALTHZ BT, AR & DEMEEAFETIC TP 233 IE L7 & OMEND 5.

2) APL Sy bIEMERE « AANE APL 20 LIEWBERE (APL differentiation syndrome) & FRIEIL D LF /A L ERIERERE & BRI L 72 BIVEH
NHEIBLL, BIENERAT-ED 2R HDHDT, +oeflBlaZ 417, 2O X9 RIBRBBIN 2881 3RE L, R
BRIV HND SN AFFEEO G LE 21T D,

3) HMERMIANIE « AANT K0 S EAMEREIERSIEEZ SND 2R H 2D T, BELE +0I4T0v . KA MR
30,000/ul Z8 2 7o G5 aiTiE, IREE L | BamBIE A EREU TS Ui b ER O HE Om e @& 217 5 [eds, (b5
BEAIOEMIC BTz - T, ABRMEAED O T, s T2 (RAI AL FIRIEAI OO OWTOAZMME & 22L&
TRy,
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4)%@%@9\ﬁ%ﬁﬁﬁ\Em%ﬁ9\mmﬁﬁ9:mm%ﬁwxﬁ%ﬁﬁﬁxEm%ﬁ&\mmmﬁwﬁﬁhé:kﬁ
BHDT, BEE AT, B O BT EIT T U 72 AL E 21T D
2. ZTOMOREIERM

1) fiER%s : (5-50%A0M) DFEX QT LK., (5%A) LB QTe fER, MR, MK, FHNR, BhiE, OIEEHITR . FAVEHIR,
By oA, mEE T, FEAR) OEREE. WAL, OFE, GO, RiE, ENZHRmE, BERErEOMEE

2) MR : (5%AE) PEURERIEE, 7 EUEREORREE, Wk, il d, (BEEERBD) MESUM. MR REEEE KB RIE, M
. Mok, BEPPOR. MR, MEMRIHAHR, fnE2E

3) kR« (5-500%A0i) by, (5%AN) B AHREL, Wik, MG, IR, LIZEYR. R, B, RACNE, EEARE,
PEENER, DS, R, BB, RFGEIE, (EEERD]) DR ., DR, SOk, EREL HE
AN, #RAE, dtE T,

4) JIFhik : (5-50%AM) JTHERE R, ALT H50, AST #4011, ALP H0, LD #50, yGTP #4hn, (5%Am) M U e 8
e

5) Bl 0 (5%AHE) BHEREREE, M2 L7 F = 8900, BUN B0, BUN BN, 2R, (BEEETRBA) &R, JRHE AT,

6) ML (5-500AM) (K4 U v AMIE, (5%ANM) KA /LY 7 ASE, ML~ 7R T A EY SRV T A UE,
@AY U AMAE, & R Y T AIE,

7) MK : (5-50%A) FMMERBENE, AP ERID . /MR (5%ANH) B, FEEELF R ERBAE, MU, (BEERET)
JSR/NARTI A7 RN RN

8) ke % : (5%ATw) APTT 4R, APTT &, M~ 7 VU /7 8, FDP #4)0,

9) MmAFREE : (5%AT) Mm%, (EERP) HH.

10) Bef : (5-50%A) 695, (5%AM) ALBE, FLEJT5, FBEMERGS, BHRVENE, B, RN, BONZ O FE, (M
FEARBA) AR G2 HIBIMER FE 2%, JRpmPEREZFINL, IRE AR, 2 5z, ats, EaRing, £
THE, FEHA,

11) R - SeaBFEE « (5-50%AM) MMbE, (5%AKi) (NEAMEE, (K7 V7 I Ve, BEEER) RBE, 7 b7 R
— 2,

12) 2EIRAE : (5-50%A01) FEEN, (5%AM) VRIE, MREHI, Mod Apmk, I, mauk, Mo, (BEEERET) 597, 7.
FERR, (RED,

13) FEHFERER « (5-50%AM) JFIRGR, (5%ANH) B, #RHk. BRI . RS, RIVE, WIREE . ST, S5,
KM= 2 — R — i EERE) REEILE, R, MRS, bR, PR REE,

14) JRYYE © (5% MEMEREAZE . WA, (EEAW]) B~~~ mlErEsk, ERGERY,

15) fh - ‘Bh& - (B%AT) WHhE. DUBOR. BIER. BUR. S, A RSEEEL, M), GBEEEARW]) JRPTIERR. BIERE R,
FRI . HEK,

16) MR : (5%cA) MEMR M, (BEEEARET) IR, BRI, IRER T8, IR, %

17) ZOft = (5-50%A0i) APL /3 {LAEMRE, CRP HIIN, (5% ARMMEZIE, bV N, EAFBALALBE, EAAE
Jh. TEAEACENR, (EEARE) B8iEMEE. PHEBER, KE. 245,

\

<fHEf Lo >
(ks
1 AANC K DIRFITEBRMEZ LS 7o JRANE LT, BEHIMHITEE 2 ABBRE CEMOE I FICE <, £, BAaERE
il DRl S L7 EEREBRIC B T AL [RRI S R RTE BEERVE I fF (APL) ] ORI 43 20 ik & B & FF SRR O b &
TIEHEAT 9.
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zﬁﬂuQTEE\%@%iimy&%@ﬁ%%%@:?:kﬁbw\QTEE@&@%&@D551mwmmpmmumm&
A T OLEEREIRZ G E R Z T2 L2030 5O TRMMSLBEIRE DO RN R D LA HAIIE, REL, JERIC & > Tia
Hiik s ZBEICAND, FERMERNCE 12 FE0ERAZ ML, MEEME WD UL AL UL 73X Th) K
VI LT F =0 THRET 5, BREREDSRD SN TOEHAITITRE L, QT R 2 kT AIEAI 085 43855 5.,
ARG H T 12 FFE0ER 2 AR 2 B L, FICOOERT =X —FICL5EHELEET 5,

3. AFNT APL /0 {LJEMERE (APL differentiation syndrome) FEIEILD LT/ A S ERSEMGERE & JE0L L 7= RIVER 2S5 L, 8 misiR
ElLBHZENHHDOT, FueRRBE ATV, 2O XD RIEIRABN LA ITIIRIE L, BB REARVE CHI DL R
PAEE DY) 72 AL E 21T 5

4. FAWERCHTc->TiE, THEm), RG], MEgEks ) [EEREAWER] OHAZRL, HEICEEZE®RT 5, 72
B, ARAERRCIE, A CEERGET 5,

(2

2

=)

1. BERIZX L CGHEBUEDOBEERED & 5 B,
2. WEI SUFIENE LT B AJREMED B A I A,

RIS
FESR 2 FTREMED 8 B 7 A,

(EEH )

L QTEROYAERED & 5 B3, KA ) v AMIE I~ 7R v 0 AUE, DRE ORI, Bt 0RES) 0bsEE [Q
THER DfERRMENERT 5],

2QT R AE Z T Z LA BN TV DA 5+ D B,

3. LR (LAREZE, DFRES) I OMEROH 2 8F DERIE(LT 28008551,

4. FEEO® 2 BE [REREOIR TIZ LY | RRIOERNIRED ER-3 2 /TREMER & 5 1,

5. BIEEDH D BE RO FIZ XY . KK OKRNIRER LT 2 WRetnd 5],

6

(HERIEARNER)
1 ARENIBY EBR CTHRAFBIEL TR T HFAARBO O TEY | BIRE~OENEDN D DT, LEEFIZHOW T L
DIEB LT L. ROKICHET 2.
1) BEBIRRICHTZ > TE, HEIRLTOWARWED & 2R 5,
2) WEIRT D AREMED B 2 BT LTI G L 2 L2 AL 2, MEIRT 2 ATREMED & 5 B T3 L Tt 2 1574
B9 5 5A 0%, ROMRE, BILOREHRICHEL G2 MR H 5 2 L2+l L, BT MUET 5 X 951
HY 5,
3) FE IR MR SN G 6 XD G EIITE BICE G2 IET 5,
2. RFNT @ RS CHEMEATREICKITTRENBDO LN TNDZ b, BHEREOHEMAICE L CiE, 5 & ORKE
B &b 3 AIESE 5,
3. AFOEHITEE L TiL, HENCEEOREEBIZ L, A 00mE (BMES) . MIRFIRA K O kG E e A 1 AR Y
NI CIRRARIE 2 18], R4 s CIIdil 1 MM 5, BRAIRIE S AR 2 E 2 B T IR A bAoA (FEATE
55) . MR S OB [ RER A 24T 9 o
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4. AFNLQTHER, ZBEBEET R v VHEORERZF| R T2 nH0 | QTIERIETEMINE D 55 TdP ¥ A 7O L=EMEAR
BIRZFI R T ENH D, TdP OERIK 1%, QT EREORE, QT LR Z 7 HAIM M, TdP OBEE, B{ET 5 QT
ER, Bt OAA, B OIREER, U U APEIRIRIRER G AR Y U AMERIR~ 7 RV U AMSEFE TH D, LR
ST, AANC L DEFICEE L CIROAICHE L, DERBAE R CILIEEREREF 2TV, BENRD NG EI1E,
WU ALE 24T 9, 72k, LERBRA TOMYRHE LR T RO LI DWW TIIERGHEMEO S 250 Z ENEE L
W,

1) 16PRBALATT : 12 FFELOEN 2 E i L, MIFEME (DY UL ANV UL 7R TL) KOOI LT F=2O0T
BET D, EERETNEICGED LN TWAEEIZITEIEL, QT IERZKTEAOIHAEG kTS, 1 TH
500msec LA -0 QT ¢ BIFEAF0 B HAIE, AANC X BB LA EMESERIEE BES &l Sh 558100 H
5 %2BRET 5,

2) BT 12 OB A AR 2 [FIEM L, FICODBRE =2 — %I LR EE L2 LT U U A4 4mEq/d
YLk, =730 AE 4 1.8mgldl DL EIZHERFT 5, QT [MREA 500msec 4 % 7= &1L, BaAfET D fERE 703 % 535
BITELIZZNE BIET DE L U AHNZ L 210 EOFEENGRMEZ ERD LB S 2581200k b %
FBET 5o JARCHHIREE O ANHEARDZRD B A L, MIEEME 2 M L. QTc MELY 460msec LA FiZ 72 V) BARE

WARIES I, RMPHIRE DO REEIRDRO e < 78D FTHRIE L, FERICE > TEEGHIL S EEICAND,

3) IR T 1%« AFNZ LD QT IERFDOREARDFE D L2581, IERPBO LN R QL ET, DEXE=7—X12
FHELEMIC L DMAEZITV, WORLEEIT D,

5. AANZ LY APL spbSEMERE (FEEA, PRMCIRIEE, (REIEM, MiRiM. MK SUROLERITR I Ko TR Bav, BILEkE
IEZFES G LD WIEERH L) BRELL, BMIRIFEZI2 L5 ERH 0T+l 21T, 2B, 2
DR 9 BRIEIRBBNT G EITIMRIE L B B ARV A 00730 ZFESR O WG] 72 I8 217 9,

6. AANC LY WEHMEIEIMIENS | E L SNDHZ ENH LD T, BEEEZH5ITITV, KR A MmEREAS 30,000/ul % 8 % 75
W, IREE L, B B MLEREUT G U7 AP HER OB 55 O B 720008 217 5 (7238, AL FHRER ORI &H 72> T
. ERMEZED DT, FodET o ORA ALFRIEAI OB OW T O & LaMEITE STV 1,

7. AMERTE BEERNE P ORI T D BRI IS N EREE MRS (DIC) Ok, MRATEMTTHE A 11 5 Bran i H e OB i, il o
M%) BHEINTNDOT, AFEGFIZZ O XD RIERPBENIZIGE I, /MR 2O 72 0@E 4175, F7-.
SERTE BEERYE B S I GFE T2 DIC Tid, AHHRE I G072 B ILERKEIN « S7e BRI - 27 mirE BEERE I A -
T, DICEEAME SN TEY . 20X WERDPBINZHEITIT, BORLEETT D,

CAFNIITEREEAE T2 08B0 T, KEEL BEPIEIFERREA 2 EIIITV, BEARD DGR
L. U7 0iEa17 5,

9. AFNZIMAEM LR AT Z ENH LT, #HA1, &5 PIXMEFERE 2 EHIITV, BE2IED b GEIIE,
U7 0LE 21T 9,

10. FRREEEE IR  ZORMIREIC L AFEE LTMON TV D, AANIERE, MEBRSEOMREELZ LT 1Nb 5
DT, BEEAEFITATO, SRR EEZRIGEITIR, REE, IR EERGEIIE, BT IRFE OB R LEZ1T 9,

=6

[ee)

(FHEAEA)

BEREE -
1 Ray =, JiERE (7alra~or ~ax) R—L BTV R FAUXVUE) FEEK (27730
), PIAEIRE (734 Fuay RPYDL PYETIR, el T IR, F=Ur YHun—LE) JekI R,
TuTa—) TrEFVL TrEN) v HEEEETEE (V7Y R FURY RO HLERE (77U Ar<A

Yo, ARy AT a Xty ) FIEEE (Zra Tty =) X2 Iy [QT R, DEERE
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IR<TdP Z&Te>%E ZTBNAH D (RAKRTZNLOHEANINTN G QT LR H 2 VITLEEAEIR (TP 2&T) %

BT ZEnbHDT=0D) ],
2. FIRIE (FY 27 m W AFT Y RE) 7ART Uy B [ERERF 25 SEZT (KAILTZALOFEATWFht QT

EROFN L2 2 BREREZE TR HD720) ],

(g~ 5)
mE T, AEBRESME T LTV D 2 EAE < BEARBNRT VWO T, BEDRIEZBIE L2 bHEICRET 2,

(Wt - PERR « LI FE~ D)
1. B EBRCRATAEANHRE SN TS O T, M TR LTS AR & 2 i N3G Ly (B ERIZ LD |
TR v RITMGRIEE M2 A L, IRIDUEAN, RREEE SR MEIRERIE, /NMREVENTRD bhiz],
2. WIRT D AREMEDH DM AITITHREG L Z e 2 Fl L 72725, R0 G TRET 25813, IR EOARENERIEL

F% LW SNDHE OGS 5, BEIIE, BE~OEEOFREMICOWTH0ICHil LB S8, T2 K+ 5 &
DHEET L DRECRW TR G IR L7z LB CIREORE R H 5 1,

3. FAMICHELG T 2L A3 RAE RIS E S [T, I PICBITT D720 O LIS 2 B A fIfE M O AHed:

Ol 5

1 EEEGREOME - B - EERAMEe FrhE (B K, R SEELIRRESE)

2. B EROWLE « EELOME BRBRLTET JIERABE LI2GE 1L, ARIOREGZHL)IHPIE L, FL— MNaES
PWETS (BF @EOF L— MEEIZY A LS T o—/L 1A 2.5mglkg A RO 2 HRENZ 4RI &1 H 60, 3HH
([ZIE 1 H 4R LI 10 Rl 2 VIEEIET 2 £ ClH 2 BIFRNEN T 25, 0%, _=37 I 250mg % #% A Thim 1

H 4[] (1,000 mg/day LAF) E£THRLELTH L),

Gl il E o)

1. ARANL 10ml OFEWEID 7 U TV Th D, FEo T2k & D% OEGITER Lz,

2. FEITER U CARAID MAESMTIR L L7255 613, EHICHRG- 2 F1k LATREZR R Y /s 632 [EINd 2,

3. flDIEH <5%7 R UHEK « APLEIIRLISN > I3 <5%7 R UFEHR - AP > LIREG L2z,

(ZDMOEE)
IR EE < IR E - AR TENE S0 b BTG AR SRR T BRI 5, EEICE MoK D B EOS

FEERNE SN TVDHN, EEOREA N =X LDFEMCOWTIIARATH D, ARIAERMECE L T, b E TGS 4miEnd
LIERMENTEY, BIKICEELZ LIFTREGREICBNC, AR EDREHRMEFRT LI LB TVD, £/, BT
HEMEAEFRREIC KT T R RB O b TN D,

(B EovEE)
L BHROEHTIT T L FR, BEA TR FEOBEMNNPLEE LU,
2. RO FFICAE LGB IEEDICEBOKTHICHE L, ERIOBW AT 570 L, MURAEEIT),
3. i R D IR K OSEHR O fila 7= 2 B 1308 A B 3 206 - THEHET %,
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2014, T/ LA 7 8E 2mg  (AAHIK WAHEH L 0 kb

<A >

2 I T B 2mg/BE

<HE/ > (B 3CE EoRHE)
PRAPEARRE 1 H emgim? & 2 [iCh i Tl S RBRERAKREG L, BEMIEOND ETRET S, BEMRIIAR O
HRfa A E 8 M ZEZ R,

<Rk - JHEICEE T S 60 EoiEE >
1.1 H 6mg/m? 8 2 2 % « HETORMEL LRI 5 TlE/2v, 1 H 6 mg/m? 248 2 THG Lo,
2. ARFNOREMELIRIE DN K O AEVEIEREST LTy (BEGRBR720),

<ZWRE/ IR >
PSRRI SRR P 5 SO TG M S BT B BRI 1 17
<zhhE - SHRICBIET D EH EoEE>
1 Yeaibid [1(15,17) i3] OTEE FE (PML-RARo G T) (250 APL L2l S BB Icfif+ 5,
2. WIFEHID APL BE TOARF DA N « LAMETHENL L TRy,
3. AANC X 0 FERARMR AT CFFE LT APLICKT LT, ARFIOFDIE - ZeaVEITHT LT,

<BEIEH >

EERFABR I 1) DL EMERHNER 41 Flizi VT, BIWERTE 40 il (97.6%) 12RO Lz, EREIWERIE, AR 7V &Y

REGAN 29 4 (70.7%) | #8632 21 1 (51.2%) . L = L 27w — LA A0 19 14 (46.3%) . LD H4AN 15 1 (36.6%) . ‘57 11 4 (26.8%) .

AST $41 9 1 (22.0%) . APL #8119 1 (22.0%) . F&#A 8 {4 (19.5%) . ALT 54/ 6 {1 (14.6%) . ~F 7 1 &L 5 (12.2%) .

FMEREIEN 6 £k (12.2%) . S 4 1F (9.8%) % Th o7z KB,

1. ERZRFEIEN

1) VF /A CERIEWRE OBE 5%LA L) « U5/ o RREMRE GEIEIR « JEBA, PRORIREE, Mo KRTRE. TR, MR
JE L, (OEWRATRE . AREESE, (RIE, TR, BEEAE, 2R e%) BRBL, BERERE-ED 280 H
DT, BREFSIATO. B, 20X RIERPREO LNZIEEITE, AL, B RERLVECHIO LA
SRV OWMON IR IE 1T .

2) JRYLE (BEEE 5%LL 1) @ BEYWE (e, WUMESS) MNENDL Z L RH L0 T, 0O L) IERPRED b HEI2IE, IR
HEDOWMERIE AT D .

3) EIMEREINGE (BEEE 5%LL F) @ EIMEREIEN BN D Z & 235 5 O THEEZ 32470, R B ERE S 30,000/ul %8
ZTHEITIE, WESE OO R UEZITH, Fio, B (LT A0) IZBWT, EIAHERERME 2 EREAR 95 APL
BEICBOT, HHABEIEN R L, Mt A ¥ I VIJEICE 72l b il ST b,

4) MVEVERTRE (BEEE 5%:A) « BEMEMZEENEND Z E03H 5 DT, Ml X BURESE 21T 5 72 EBIEEZ 012470,
HENROONTHAEITE, &EE2TIEL, BB EEARNVE CHOKRGEOBTRLEZT D,

5) fEf@se (BHEE 5%AT)  MERRNBNDL Z ENRH LD T, ZO L) RIERPED DA, KRS OMY) 72 0L %

179,

83



6) BT AMRIE (B 5 %A © 7 4 77— FREANZRA L COLIFERPRFTOBEICAREZRE L, KK L ORE
BRI E C & WA AAE N B L, SEC LIIEBIHE STV D DT, BENED b N2 HE I IREEE O
DI LE 24T D,

2. ERZEIWEM CEE) (FEEARD)
B CREROBERZEERASIRE S T30 T BIERE 0T, BE PR NS AIIRIE L Sy 20 E 2179,

1) hUF /A THRAE (MFEZE, MifZE, ZOMoBRIMRE OXFEIRRIES) 2 EZ 32 LamEIhTns,

2) NLTF /AU TMERER T Z ERMESNTND,

3) NUTF /A THELER 23 Z LM ESIN TN D,

4) JEHE (= b v T — 1) THEMRKEE (Lyel JEGRE) . ZIABNRE SN TN5D,

3. FOMOGER RO &5 ZREHWER BB IZGA 2L, RIS U TR 2 AE 21T 5,

1) FEppRR o (5%LA L) FHUE. (8% IEHOR, RITHEER,

2) PP o (B%AN) FERIREE, i, Loo< 0. IKEHRE,

3) HIBREE : (5%AM) NN, DANZ, Bl WM, R 8. I RER, ER. L

4) B - (5%LAE) F9B. RS, WS, HIBMERE R, (5%AH) KEK. RET O EEE. AEMEIER. BERRNL,

5) 5 - Ak - (5%LA L) B, BIEE. (5%Rl) . T EE,

6) SEIRHE : (5%LL L) FEEL. (5%AE) KIS, Moke. EEUR. JEAE.

7) MK : (5%SAE) EIEREIEN, ~T S e LR, (5%A) MR i M N,

8) JIThk : (59%LA 1) AST #4I, ALT #8/1, LD 0, ALP ¥4,

9) B : (5%Lh L) TGN, TC M,

10) Zoft : (5%LLE) BEK, CRP N, (5%:Ai) WHEAZ, HJE. MmRFWA . b b U o 2d, i
Do REA ETLT I T S T — BN, RE A, R L.

4. ZTOMORIER CEHE) (BEEARR)
FUTF A THENE EREREZEZ§Z EARESA TN,

<M LEOER>
(&
L AN X oipRISfaRiEzfE 9 720, JFAlE LT, BRI TIEE 2 ABRRE CEMOE TICE, £, BRERII+
SIXHIE T E DIEF M IRV T, A (RIS EPERTEBERME AN (APL) ] OFR(LZERRIEIS 100 22 ek - #EBR 2 5o Rl
Db LT, AFIEDEY) LW STDIEBNC SV T DR FEEYT D, GRS D, B ULE DFRIZANE R OfER
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4 ©XILABEEOBRE [CF I ABBESHET 2 BN 5 5],

A.[

84



G
BEHRT % FIREPED & 2t Ao

(EHEEE)

1 @EIER K H 5 B,

. 74 77— P REEAIE A OBE,

C ITERERRE O H 2 8F DK (= b vFF—R) T, FEENE(ET 280855 Z LagEShTnsl,
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ElEE T, ARSI T LTS 2 AL BEARBNLT VWO T, BEDOIREABIZ LN SEEICRET 2,
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20.2. Common Terminology Criteria for Adverse Events (CTCAE)

A E R IE HFEHYE v4.0 HAGEFR JCOG i) (LA T, CTCAE v4.0 - JCOG) I, 2009 4 5 J (2 K% National
Cancer Institute (NCI) @ Cancer Therapy Evaluation Program (CTEP) 232 L 7= [Common Terminology Criteria
for Adverse Events (CTCAE) v4.0] (http://evs.nci.nih.gov/ftpl/CTCAE/) (LA, A Y 2}/ CTCAE v4.0) ®H
AFEFRICOG it (2011 4E 4 A 25 HIR) T¥, LA TS BIEARBRICEEDR WG 2 W THER LV &
FAHEINDHIEA % JCOG FR— L X—UNnLDF5[HLEZL DT,

W 35
WNL: fifi 7% FeEEHPHPN . LLN: fis% JE (s TR, ULN: JiiaR L v IR
ANC: I EREL

JCOG CTCAE v4.0 HZAGEGR: http://www.jcog.jp/doctor/tool/ctcaevd.htm]l X Y #¥:. {E L 7=,
NCI-CTCAE v4.0 IX web site: http://evs.nci.nih.gov/ftp1/CTCAE/ 7>5H AFr[HE

88


http://evs.nci.nih.gov/ftp1/CTCAE/
http://evs.nci.nih.gov/ftp1/CTCAE/
http://www.jcog.jp/doctor/tool/ctcaev4.html
http://evs.nci.nih.gov/ftp1/CTCAE/

AEFRIGEHFELAE v4.0 4R AAGER (1 of5)

CTCAE V4.0
Term B XREE

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

CTCAE Vv4.0 AE
Term
Definition B A& §8&
[GER]

mEs LT /R

F* B Blood and |

ymphatic system disorders

ST REREL |- - ANC < 1,0000mm*T,| £ &£ BT ; BA T ANC < 1,000/mm®
s M, 1B T138.3°C |[MBEZ ET D T, D, 1EITH
(10I°F) % #8 X%, 38.3°C(101°F) % #8
FIF1BERE B2 25, FzE 1%
THEfET % 38°C L BATHERT D
£ (100.4°F) D FEER 38°CLL E (100.4°F)
DFEE
B M ER B8 0 SE - - > 100,000 /mm® ERPRRYICFESRS LI |SET 1 3% th 0D B3 i Bk &4
B MR {FiH; Ban A&
BxrEID
i i [ 2 Cardiac disorders
IDTRE FERIFEND, IRE [BENSHFEED |REEFEETHT |£EaxBhrh T, R2|ET FRBABH AR
i (f51: BNPLEX 47 |iEEBOHETEIR | AESEBOFETH|NEE ET S (FI: SO MEZE DL
RO LFIRRTF |53H S SERMEHYESE; JA |IFRAEREREO ERHH TEARLVIREE,
F1) OEEEEICT BEETD MRS TEIREN RS FHED EFDH
DEORENH D DFEB) & Y+57amiEE
ERHH TELLGEED
=
DIEEE. F0fth  [ERAEGLD, Fid |PEE, R/R/B |EEFEIEEFN |£HEEHLIT BRA|ET
(BARBICREE ) |BEOERIHD; |FrK/EBEREMARE |[ICEXTHDIMN, - |LBEXET D
ERERATREITR |2 ET D ; EfAEIE 155 (TEmE B,
ERROH; BEE | OFOERIYLSND | TEDTIELGL; A
EI/FL BEEFEEMEOH |BEEIFABELAR
PR DEREETDH;E
BN BE/ENMETBE;
BoEYDEELE
SEENED IR
B B ®F Gastrointestinal disorders
OEx SERDELY; BRERFR | P EEQERMND |EEOERLH D, |- - OED X AE
RFELIIBREMRR |5, 50EYLUSND |BORIVOBESE
D& afEEBESG |BEETEMEOH |SEEMEDHIIR; A F
[ BR TEID
T R—RS AU ELRIR—RS A D ERR—RS AU LR |EHRE BN T BRA|FET HEETIKERDHEE
T<4E/B O#HER|T4-6E/H DOH{ER [T7EILL E/ADHHE|NEE ET 5
g, R—RT A |BUEM; N—XT 1 |EIFIEM; ERE;
D EHRTAIIM|Y ELERTAIIIMA|AREET S, N—
MoDHEMENEE |HOOHEMEMN DT |RT 12 &EEXTA
B8 RS THIF A DD HEt
ENSEITEM &
DEYDAEEFE
BhE DIl R
O REZ IR GERDSH DAY, BB | D EEDERKRNSH |+ BOERL |- - CI RN D IR 53 5
TIEEEEOZEIL |5, BOERICEE |TATH BEREE DIET
AELN (Bl ONEL [HHD (Bl ZED |FIETPNEET S,
RSB DEME); |K, BEFLEa— |[REBDOGLVIKET
REHDELVREET LR D/ELIXES|DIER S MBI <
DIEFEZWHEMN > | HLKKIDZULEY|0.1 mUmin
0.2 mU/min IZEREND); Kl
DIFLVRRETOE
"5 EHY0.1-0.2
mbL/min
ERHEE K Mm BRE; AEE BESG [hHEEOERNS |MMIVRIZKD N |£aEBHIT, BR|ET ECHAEE UM
Ly % AEBCAERF: |[B/NRENLE/F | LEEET D KAz . iIFD h oD
[F/NRABGBEAH [N EINLEE H
*EID EXES
[mp:ed LN FERAEY, F=lE [hHEEOER, BO |SEOERE ROE|£Eax8Hs T, RA|ET O R FE R D 28 SiE
BEOERHIHD; [EIRICKENGL; |IRIZZELH D MEBEEETD
ARE BEIGL BEODERZEY
%
B EREEICEED |BEELARERD, B[ D)—OKSD |- - LsH LaH BEASIERE
TOLERIET IKFEMIFRELRA |BOERLT+5 DEEN
EHEDGVLEOE |[EERE/TPN/ABR
B & D> EEITD
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AEFRIGEHGELAE v4.0 4R AATER (2of5)

CTCAE v4.0 AE
_IS;—':A: ;;4%; Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Definit-iroerrlmEl iE
[GER]
= B3 [ & Gastrointestinal disorders
CIRZE PN HH 1in BRE; CAMRE BT |PHEEOERAD |#MM/IVRIZED L |EHmEEMNT BRE|FET COREASO H ifn
Ly % ; NEEAEE- |B/RBRBHLE/F|LEEET D
[F/NFRABZBEMT (BRI R E S
ETEITD =295
ORI & BEEOERE FEEDERE, SO |SEOERE, o |- - O.&F=EFOED
BEYLSNOBEELE |V BELEFEME ELTRIGERE
SEENMEDHIRE D IR
EEREIEE M BRE; ARE B (PEEOGERAS [#WMIVRIZKD N |EHEBEHNT; BRA|FET EERHIEE (ORE,
Ly % ; NEEARE: |B/RBRBEHLEF | LEEET D IHEE., BiE. B)Hh5
[F/NRBATBEAMT (BN B HLEE O H i
EETD )
B B (& & Gastrointestinal disorders
NE At 2485z 12T 2483 IZ3-5TE 24pflIc6TE v— |E@mEEHLI T, BRA|FET BRENOI D
V—F DOIErt (553 LL |V— K DIERE (553 LA [F L EDIERE (55 |[EE EIT D FREICHEH S D C
EREIFRABALF=H D | ERARRASBALN =60 | LA ERBRASBAL =%, &
ZTNThiTE = ThZThlizE DEETNZThlTE
V—k&T ) V—F&ET D) V—F &9 %) TPN
FIEARE ET
K
BBES. 20t [FERA LW, TE |PEE; R/R/E |EEFEESREM |EaE EHs T BA|ET
(BAMICES ) |BEOERMNHD; |FT/EERERMAERE |ITEXTHDI M, - |[LBEET D
ERERFTRE=ITR |2 ET D5 FMHER |5 (CEHmE BEDL
ERRDOAH; BEE |OFOEYLSD |FEDTIEAL; A
EX/E0Y BEEFSEDOSH] |BEE=IEABLIR
BR DEREET D, F
BT BE/BNMETBE;
BoEYDBEELE
SEBNED IR
— -2 B WIS L U EE A D REE General disorders and administration site conditions
Ei 3 38.0-39.0°C (100.4- | > 39.0-40.0°C > 40.0°C (> 104.0° | > 40.0°C ( > 104.0° |3E = EX{ELREZEE
102.2°F) (102.3-104.0°F) F) AN =24B5M13F | F) A > 245 M 3% ZA5PFBEDLEERE
Eord #E
SEAICHES RIS BRET—BMOR [AERFEIEEAED [BEMW: EIRICH |EHEBHT; BA|ET EME- T E R
S BB A E | ANE. 12120 [T EAERSIUV/FE |RBEEET D HIOHSEIZXT D
STELN AERE ES |ERISH T D AE |IXERRO AT HERIE
AR (Bl IRERZ=D EE, | HIE IS L TERAS A,
NSAIDs, FREEMEE |ITRIELALY); — B
I, BPARNER) I |HELTEERT S;
[FEOMNICRIET |FEFRAEICEK Y AR
%; S4B D TR |2 ET D
HIREEES D
REFEIH IV BFERIE Infections and infestations
iy - hEEOERIND |(MEEMEREE |EHE B, T BR|FET oD % &
% AREREET |V IILREDEIR |LEBExEIT D
S (B MEEME |NEESICL D AR
BEMDAILRE) | ET D IVRIZEK
% W E/NFREEEI AL
BN EHLEE =
ERS)
B&LIn iE - - - E@mEBNT; BA|ET R R A Y i
MEEETD FARIZTFETEL.
3 vOESIERD
Lg% 2uREITHE
DEH KRG
EE ER#& & Investigations
7S5 =2 -F=/+5 |>ULN-3.0xULN >3.0-5.0<ULN >5.0—20.0<ULN |>20.0xULN - ERERfRZEIC T
L Rox S —EEm TS =2 -FI/NS
RIS —+
(ALTE=IESGPT)
LANJLAS EF
T RIS FEEFTS |>ULN-3.0<ULN >3.0-5.0<ULN >5.0-20.0xULN >20.0xULN - ERERfREIC T

/S RTT S5 —
1

FRINS XU BT
IS RIS —
£ (ASTEFIE
sGOT) LR LAY E

=
Eas
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AEFGIEH

FEAEYE v4.0 B4R BAREERR

(3 of 5)

CTCAE v4.0
Term H AXEE

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

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

B PR #2 #F Investigations

aL x5O —)Lignn

>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

ERERIRZE(IC T
LX7a—)LL )L
MIEHE EREBX
)

L T7F =M

>1-1.5xRN—X5 A

-

>1.5-3.0xR—XZ
1>, >15-3.0x

>3.0xR—RS A
;> 3.0-6.0xULN

>6.0<ULN

BRERARE = CAE R
BHOILTF=

>ULN-1.5xULN ULN LRI ES
IERQTHiIEMIFE |QTc 450-480ms QTc 481-500ms e EH2E DI E [QTe=501msFE = |- QT+ EMIRIERE
ER HTQTc=501ms | R—X5 A 2 Mid> HFET DD ERDY

60ms M ZE1LAYEH

L), Torsade de
pointes, % BITHILNE
88, EHRGATEIR

X LpEE

DIARIFEAIR DN
nnEBHD
W& & R B Renal and urinarydisorders
2AEFTE ODLFF= > |[OLF7F=oMR—|OLFFooAR— |E®mEEMNT; AT |ET RO BHEEEE T
0.3mg/dLigEin; R—|RS A2 D>2-31F | RS> KUEHL>3 |BHREET S THY . ==,
RS A 2 DL5-21F |IZighn FEf=IE>4.0 BEAE (B~ m
1= t&hn mg/dLiEhn; AReZE TR (B (B
=95 =) . Bk RE/
BB S7 HH BR D BAEE)
=53 $ESN D
RO 88 . i 2R &5 & U #i BW B B Respiratory, thoracic and mediastinal disorders
K& At M BEOEIRNHD; |PHFEOREIRAND |#MMmM/IVRIZED L |EmE BN T FR |FET SEXBEHS I UV/FE
SARE BSG0 % NEICAERE Z |B/RNRSEMNE/S |[EE/ARREEOE IR E A SD H
g5 BANEE EEIF D |k FE/RIALE i
(51 HmERIDIE |[E2ET D
1)
LF /A BEEIRE KD ETE, <3kgD |THEEDOHIEFE |SEDERNSH D |[£ESEBEHIT; AL |ET F—IL+S > XLF
AT, KB | (ZERLH D ; BIT | ABeE ET D IFRE EI D A EBETHARRT D
HIRE K V/EIF |RERXRTOARFEE BEICEROOND.
FIRZEIZ & D A7 I3 REIEI . FIRE
EETD B K. D ERR.
B M EREE NS & U/
FEIEIBETSE
RS &k U EREF Metabolism and nutrition disorders
BT IR BEFOEREF |BEELAKREROS |BELKERLOE|EHEBZIN T BRA|FET BMRDIET
DIEDNBERIET HBERIFAE G |IERBERFAEHES |REBEETD
WEBESEOZEE; # |l hoy—x5K
OXRFBEHI-KX D S OBROFEIRAT
FTEETD +43); BRARPNEAIR/
REREFE/MPN &=
)
=S+ E fgE |150-300 mg/dL; > 300-500 mg/dL; >500 mg/dL-1,000 |>1,000 mg/dL; > |ZET= BEERfREIC T bk
1.71-3.42 mmol/L >3.42-57 mmol/L  |mg/dL; >5.7-11.4 |11.4 mmol/L; & &5 YT ) RIREREM
mmol/L Z /g 5
B=H U L fE >ULN-5.5 mmol/L |>5.5-6.0 mmol/L |>6.0-7.0 mmol/L; |>7.0 mmol/L; ZE#5 |ZET= EREREEIC Tl
AbREET B EB&EMNT HUDLGREMNE
5, BEELS. B
FIFRZFEDEAIZRS
EI D
1EH D Ladn ke <LLN-3.0mmol/L |<LLN-3.0 mmol/L; [|<3.0-2.5mmol/L; A|<2.5mmol/L; #£8s |PET= EREREEIC Tl
SEIRM G D ARE |IRExET D &M H D LGEREME
=35 S
BT AR LfE | >ULN-3.0 mg/dL; |- >3.0-8.0 mg/dL; > |>8.0 mg/dL; >3.30 |ZET= ERERIEEIC Tl

>ULN—-1.23 mmol/L

1.23-3.30 mmol/L

mmol/L; &% &
Y

R R0 LREEDS
5
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AEFRIGEHGELAE v4.0 4R AAGER Qof5)

CTCAE V4.0
Term B X8

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

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

RS & U 2EEE Metabolism and

nutrition disorders

1B Ry LMmfE|<LLN-1.2 mg/dL; |<1.2-09mg/dL; < |<0.9-0.7 mg/dL; < |<0.7 mg/dL; <0.3 |3ET= ERERIRE (T
< LLN-0.5 mmol/L |0.5-0.4 mmol/L 0.4-0.3 mmol/L mmol/L; £ &% B h R R LGREMN
k2 ET
=Sl WAPNNIIEiS >ULN-150 mmol/L |>150-155 mmol/L |>155-160 mmol/L; |>160 mmol/L; &£ &5 |FET= ERERRE(C Tl
N ) E=BEMNT FRUD LGEREMNLE
=5
1B kU L ngE <LLN-130 mmol/L |- <130-120 mmol/L | <120 mmol/L; A£ & |FET= ERERIRE (T
=BEMNT FRUD LGEREMNE
ay
M RFEE Nervous system disorders
BEZE A M FEARDVAZLY; BRERFR [P EEDERHI S |ERARM/EEERN |Eax o T, BA|ET BEEANOEMm
RFELIIBREMR |5, NHEMABREZE |EE=2IC V/INE|VNEE ET D
DH; BREESIE |5 ISR Epy IR =1: 0]
[ MEEES D
R BEOERE FEEDOERE, SO |EEOERE;, SGoE |- - IRFEITEHDOH
BEYLS OB EE |VOBREETHE FIZinof=s8 LN EH
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HRREER . ZOM RSN, L |hEEE;, R/NR/B |EEFEEEZM |£HEBnT; RA|ET
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H EEBERAEEE
L. &I EBRE
IZZELd B
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HEE. T (R |BREOMERKRNH D ; |FTH/FEREENAR |ITEXTHDIM, 1= |OUREEET D
RKpglcsEs® ) ERERFTRE=IIHE |2 ET D, EEHAES |[FEE ICEHmEBM
ERROH; BEE | OFOEYUND |FTEDOTITAL; A
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BR DIERZETES D&
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AEFRIGEHGELAE v4.0 4R AAER (Gofb)

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

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

MM % PEMM Vascular disorders

B MR B8 (UR#HE
HA M J+120-139
mmHg FE7= 3 PR EA
n /= 80-89 mmHg)

RF—1DEMmE
(Ui FA ffn I 140-
159 mmHg FE7=IZ ¥k
SR HA ifn £ 90-99
mmHg) ; RTEEIE
MEEI S, BRE
FlzIIFEIE (=24
B¥RED) ; AEIRZE 45
> 20 mmHg (FE3RHA
E) D EFFEIFLL
BIIE®E TH o5&
(& >140/90 mmHg
~DLER; BHRIDZE
MEREET D

INR BRIEEE
FEEETE (= 2485 R8)
D>ULNOIE E
5 BRIOEY AR
EEIF D

RF—I20FE MmIE
(YR #EHA M FE = 160
mmHg FE/=zIX VL3R HEA
Ifn /& =100 mmHg);
RERAERE EJ
% 2FEFELL EDBE
WA E I LLRT
FULTRLNAERE =
E2S)

INR:pEANERILC

HEanE BMNI (B
BESLE, —@%
FIIFNE AT HEE
pEE, mMmET)—
), BRaNBEEE
ERS)

/INR ERAERILC

JETC

FREN/EMmMED LT
140/90 mmHg % #8
Z 5 MIEAEEE]
RSB

FEARAVELN; SARRE
B2 N

BERTIEXGEL AT
FIERRE ET D

AR ET=(X
ABREES D

EdE BML, BA
EREESD

JET=

BEANIREICSKY
HFSNDEELR
LD MEZE FTEIS
I E

CTCAE v4.0
Term H X &
=mE
{E M=
20.3.
PS 0:
PS 1:
B L,
PS 2:
PS 3:
PS 4:

ECOG performance scale ( H AGERR)

=%

BRER THEEIN TE, $IRZZT 52 &<, BWATEFAFIZSDER D,
W DAERDS & 0 . PURTH NI HIBR 2 521F 2 25 BT, BB RIITE 5, Bl A

B,

BATRH DB OZ LIXTELN, LIZLIEAEIN WS, B0 50%LL FidiEEL TWhb,
HOBYDOHLFREDOZ LIXTELN, LIZLIENEBINWD |
HoEYDOZ L TET, FIZANRWY . KARKEZMLE L LTW5D,

H 1 50%LL FidtiE LT b,

Oken, M.M., Creech et al.: Toxicity And Response Criteria Of The Eastern Cooperative Oncology Group.
Am J Clin Oncol 5:649-655, 1982. 1 ¥ 5| L IR
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20.4. Karnofsky Performance Scale (H AGE

100% | IE%. BRERAEIKRTL

90% | BULERIKAERIZH DM, EEDEFHEETHS

80% | MNEYERIRIERA HEM ., ZEALTEEDFEATETHSD

70% | B BEOHEEFTTELSL, EREDFEEBCHBET HEETARETHS

60% | BRITBEQGEITEDN, LEESNTPNDETHS

50% | ImIREBRLI-BRBSLIUEHRNCERTAVDLETHD

40% | FITT ., BULERSLUVEEIDLETHD

30% | 2<FITT . AIRDSBELEH, FEITSLEEHTULVEL

20% | FEEICEE. ARRVBETEFHTARNALETHSD

10% | FEEAAEBLTLYS

0% | BETC
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20.9. RGO BRI

1. BEENCREIAICED O DWW ELTHELWET,
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WD R RWEAEN HEEL T EE W,

MRS Z LI K D MR AT AR HH Y T OTHERELTRI,
4. RTT OO SZM LA & 7 T AR PIETNEDTT Z VA OHIY L ET,
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JALSG APL212GERERDEGEICA L T, HEk0MEBEES (U EEHE) TTREFEIEICD
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