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Post remission therapy including arsenic trioxide against acute promylocytic leukemia (APL) over 65 years old
Phase II Clinical Study - JALSG APL212G

0. HE=ZE

65 ik UL O ARVERE SVERTE REEKE B M58 (APL) O BAEFIZ % LT, HiIfE L & L Tl b f2(ATO) % H
WETR R ZAT 9, Tk, HIEDIRIENEENRE THEAT S 725 D JALSG APL 7’1 b =2 —/L O historical
data & D AT 9 & 11 ABERRER, 3 A N NE{FH#(BFS)% primary endpoint & 9%,

0.1. 2ffv =z—-~
B RS AR
A Bt

WBC < 3,000 /ul
and APLcell < 1,000 /ul

B
3,000 < WBC < 10,000
or APL cells > 1,000 /ul

(oF ::
WBC > 10,000 /pl

D ff
(in case: APL > 1,000 /ul)

ATRA 45 mg/m? ATRA ATRA ATRA

IDA 8 mg/m* x 2 IDA 8 mg/m*x 3 A #: IDA x3

Attt ettt Yol ! B #f: IDA x1
i C : IDA x1

SoLa NN l =
(IR 27 FA) T ) QOL i
!
i W A

i ATO (0.15mg/kg/day; 5 H/H 5 i fH) |
i ATO (0.15mg/kg/day; 5 B/ 5 i fH) i

BEFE(MTX 15 mg/body, Ara-C 40 mg/body, PSL 10 mg/body)
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0.2. WFFEHAY
65 ik LA O minE O SPERTE BEERME B IFEAPLIIC ) L, BMZIBRIZEB W T, #ERO(EFIRIE TR
L, TUTRBKTENT AN HRE SN TWHELEEE (arsenic trioxide, ATO) CHEHFICHNTH H A
% LT/ A K Tamibarotene (Am8O)IZ TIRHET 5 2 & T, (L FRIEBEFEELZHO L, THEM ET
ELMME NPT 5,

03. T H A1
% ik 3L A OO AR ERIT K B R O 1 ARERARMFSE, HLE O FEE T ATO, HEFFRE T Am80 Z i H
5, HEEM, MKFHETIID TEDFHTRE, TLTHLPAFRNIIL T EA R MEeTHHA X
v MNAEAFE# (EFS)% primary endpoint & 3%, APL (Zkf L Tl EIZ/ToM 7 JALSG 4L & DI %17 9,

0.4. X5
1) RIGHD APL(FAB: M3 H D5 MI M3v) & L, BRERIEAIERRE (MDS) Hikz2n LIEERaM: A fim
BTN &, APL IFIEMEAT D PML-RARA GBI TG THL Z L LV BB HESIND Z &,
BEktz., b L PML-RARA S[EMETH L Z LR L7256, Rk & L CTRITIGIE D20,
2) FEHRIT 65 ILL b, WRIEMER T L, A V7 — A Rarvtr FAE LR DER THIVE, PR
IERRT 720
3) Performance status (ECOG D FE¥E) : 0, 1, 2 DIEFIEZ NG LT 5,
4) +oytes, Wi, I, BEEAEAT LI L, T EREIZT S,
MmELEVALEY  <2.0mg/dl
M7 L7 F=r <2.0mg/dl
1RJE AT D Pa0, 60mmHg LL ¥ 7213 Sp0, 93%LA L,
Has X 7 (P—>A) b, DHIESH S0% LT &35, DIERDFED -GG, DI SR
1T\, EF>250%Ch D I &,
HERDEX R 2R, (ATO & 5AiEHEIC L D)
SYAPL THDHZ L2 EHEME, A7 v ha— Wl KB RFEEICE L, CEICTRENE DR,

0.5. IBEAR
WIFEARIEHE APL IZxF LC, EfE AR E L L THIMER E APL fifaskic X2 EhlbEE2E AL,
ATRA AL HIEZIT O, T O%OHIE DR EIT singlearm & L, ATO AN T2 a2 —RA %179, HEFF
BT ATRA THPE APL IS A 72 Am80 28 H T %,

0.6. =2 RaRA b
1) FEFHmE H
BexH AR e U, R, IRF, o FEMFRERE, BiAERE. T LTHLYDIRREICK 5T
AR N ET D IERES X MR event free survival, EFS

2) RIRAIREAMGIE B
(1) 21K (A, B, C, DEOLT) DOELEMA . complete remission rate (CR)=E
(2) SERREMBIO 34, 54 HFAEFE © disease free survival (DFS)

(3) &R D 34, 54 2AEAFR ¢ overall survival (OS)
3



0.7.

0.8.

0.9.

(4) 5 4E EFS

(5) FafRE ANFRIEOIBREER O CR, DFS, OS

(6) Grade JlIF EHELIBUHIEL, FBUHE K O Grade3 UL EOF HEFHERREBUHEL

(7) PML-RARA., FLT3, CD56, fHINMIYEIRD T 14 ~D %2

(8) VEE[E MRV PE K] - D T2 ~ D R

(9) Quarity of life (QOL) Dk ¥

(10) 7" LfigMT, =7 Y — LENTEEIZ L D APL ZpAWIEBERE 72 & O TR BIE G DFIE O FIE K OV EEE 1T
BIfR 9 5 B1s 7 R L BB T Z B OFEE

(11) 77 KEHT, =27 Y — MRENTEIC X DI HEIC R T 2 85T 2 L BB T 2R ORE

Il

BRER T EAE BIER & 2 O]

63 f5i

JALSG APL97(65~70 i%) @D 34, 54 EFSIEENEN 64%, 57% Th o772, AIDA-0493 (60~75 i#%)
1% 5 4F EFS X 51% T, PETHEMA LPA96/99(70 i%~)CiX 58% CTd o 7=, Harada b DE TIiL 65 mlh L
D3, SEDEFS ZZNEN53%, 49%THYH ., INHOMELRIET S & 34, SEEFS IIEhE
A 60%., 50%HITE & HEE S LD, HIEDREIC, LFERIEIC K L TRITER 23D 72 < APL IZIRRZN R O
BV ATO Z 8 L= ARBFZE T, 3 EFS % 60% 7005 75%ICETH Z LIXARETH D L B2 b,
power =0.8, a=0.05 (one-sided) CFtH L. BB 10% & LCRHAET D &, LEREFEIL 63 725,

— 7. MR OIEFI%L Tl JALSG APL97 Tid 283 . 65 mkLh b 70 mELL T OSEHIE 5% (14 1)
T o7z, LPAI6/99 Tix 70 LA L 6% (43 1) T, 65wl Eid 8% (60 ) TH 5, EiliinE APL & o] LAY
(2% $k L 7= Harada D OHE TIL26% (32/124 i) 2365l ETH D, T HIEOHE TiT ATRA (2N
ZACFFE L & LTZIBREN STV DA, AR TIHMEFRIE L RIBICER L, Fi LIRART 72
WV, ZOEDEERLNCEREOABOBEN THIN, BEEFEE LT63 BlIXRIERREL & X
Do

BERHIMIT 201246 A L0 444232, APL212G OMIRIX APL212 & [F—& L, APL212 Atk
INHGHE. ZOHMICEbEIERT 5,

PRIGE i b O KA 28 - 2 55 A O F it I

65 i LA LD APL @ 3 45, 54 EFSIZENZEI 60% & S0%Hi#% Th D, T2 EME A%K LIz
PML-RARA RS BETEMP R S, RESREAMFE TH DS, ZD LS 7 APL OEEHARMEZ 87 |
R B A BT 2 AMRICB W TR D A TH D, ATO, Am80 13Z O A#MH A2 &I 25 b o
T,

BET &M Lok FHE

WD FERIZBRT 22 TOMERIT. ~Vr X EE. BRMRICET 2 MmEE#H B L0 M7
J b BARF AT TEICBE 3 D M BRFREHIE » TR Z R T 5 & & b IS, KRHFZERTEE 72 5 TN
- FAEXEICRBESNCEEARICET 22 TOFRHEETT 5,



0.10. FRRIRIKDIRAF
AIFFENT I T FEH SN 58 FBATIZHV 72 DNA B X OVRNA OFESBIKRIT TALSG Mk f1Et
VA —ZTHFEATREEALD L RET D, BRRBRIRE F WO TBEAT O FE M ICER L CIX JALSG &
RERTT - FHRERFRZ B OBEICHE 5, FEAMBEIER fTEEA Lo b, ERER KPS 2 EHEH
FIRET D,

0.11. FENTHERTZE
AL T OBARTIRHT DR MR (DNA B L U'RNA) Z vy, APL OFRJE, HEE, JNRBIZEAMRT
27 ) LV TOMBENRIGFHT A TES TN D,

0.12. W& bhH%k
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L.

B DO 3 L AR

1.1. APL OiG# O #EH & ATRA WRIEDEF

SDMERTEBEERME B MR (APL) 1% all-trans retinoic acid (ATRA)Z X % b FEERIE DO AT LV IR K
BNFE LM ELE Y, APL [Zfth® acute myeloid leukemia (AML)IZ#E U 72 {LFIEIZ L - TH BRI &
WIS AE{E (disease free survival, DFS) #1525 Z &N TEX, ZHEEMORBBETLH LI TWD
Vo LnL7Z2A 6, APL HPH OFFREVEME WEEESEEEE (DIC) & AR¥ATUIHEIC K 2 BRI H o 72 D F i 9
(R I e & O Ba i) 7 lgdgs i & OF R T 2 R 6 5 Y. ATRA 13 APL #ifin % 73k S, programmed
celldeath IC X VRS EHEHA A L EWRMELGL LN TELIRERAAEFT L Y, — 5 ATRA
ORWER & L TIIEERC RO, KEXR, BhHESE, 8. @ M) 70874 e, HEEREO
fiic, FHL AR SAE 2 K+ 2 &0 APL SMUIEREO BN AR LN D O 72, ATRA HAOHKET
IIIRPIME 2 S L3 L KREDEFINTHHETH 2 E bW Lotz 29, 2Dk, OEME AL TIE,
ATRA BMURIE 7213 RE L OE T 5. @B RRMR ITHE DFEE L U THEFRIELZIT ). OHIED
PR T 1% SEREMHNK LHERPRIEZ1T ) . O 3 U L TE < ORMAERThiLTE = 7Y, ATRA
DXL APL DR A2 RE S ZBL SR, 2O®%RESG LMt 2 (ATO)X Tamibarotene (Am80)iZ L ¥
APL DIBFIL S BT LT,

1.2. N APL EIKDERK & Hls & U 72 1B 50 O Bl 3

APL O ELfFHE AL TIZ, ATRA &SRO SN A RIEICHE L~ ORFINITOILTE 2, ATRA
& IDA OHFHICE D, Whbip D AIDA LI L 5 BMEANRIEZ A L7z GIMEMA W78 Tl ERRM
F95% (229/240), EMFEAF DI 5%(11/240)H ¥ . APL HBIEBEREIL 2.5%(6/240) 1278 B AL, 3E
CiX 1 Bl ThHo72 Y, PETHEMA FFZE TILFERRAFE 89%(109/123), FAFEANFOIELTIE 10%(12/123),
APL UIEERED B OFHE 6% (7123278 O B BT IX 1B TH - 7219 MHfF2E & B I IE# BIESE 12 (regimen
related mortality: RRM) b0 72 < | BN KEE B2 6D, W7V — 7 I3MRIRIEEZ & D - o BB
B ke L CE Y . anthracycline FMEIEOEZRZBR L TWD ', —F APL LIS D AML ([ZH# LT,
anthracycline & FEVERIE 52 D Ara-C OUFHIEIE S IR<ITOILT&E 7, 77 AD APLI3 #5ETix, 2H
(2 48 FEMSEIT L C ATRA BRI A £ L, Z Dtk 65 WLl 2> WBC<5,000 /ul % i 7= 352,
ATRA %# B REMICEDL FTHRET LR (JofT ATRA ) L. ATRA LPREE RIFRCE G328 (F
If ATRA Bf) OB E1T o7 'Y, 54T ATRA Bf & [AIRF ATRA BE CILEREMAEIL 93%. 96% T 2L
o T, APL S LIEBEREDBEE N 20% & 11% T, JEAT ATRA BECEIMEM N AL, £, 1T
ATRA #£D 55%I(238 T WBC $I1IC L DL2RIEDOBINRME TH 7=, APLI3 HFZE T 66 m L LoD
B (66~75 17%) & BN L TV D, @il BE TIXATRA JEATIRIR E LCTE Y 2 REME 90% (37/42).
APL S UIEMEREIL 10% (4/42) & RAFRFER Th o7z, Ml TIXE T ATRA WBRD LT 2 HIEDR AW
BRI CTH D Z ENIRE T, APLI3 HFFEAIR CIIEME AL TO RRM X 7% (31/413) L BiFTH
o7z, T OMFFETIL ATRA 51 WBC BN L 72556 AL FRIEO BN A LB ZREF A%\ 2 & WBC
BN Cld ATRA EALRREORBFFANSLETH D Z L7 Y. ATRA ALAFIEGRICBE 4 2 EE i
HARL TS, #ED MRC study Tid, ATRA O GHIMICE LT, SHMOB L 2LEMIEDLET
BHETOREZIEB L TWAR, EREMEILT0%E 87% T, RRM (X23% & 12% L WThbBEDE
NTEY, TEEMICED L TILFREIEL L I ATRA 2515 2 L 0FIMENRENT Y, ATRA &
ffH 9 % anthracycline 7% DNR & %\ IDA 2838 L TV B 003, A2 REIT <, RAELEEXD
nTns,

11



PLE X S AJRIEICB U CTiE9 2% &, DATRA & OF 7 2165 % 1513 anthracycline BT & A %)
EERDLIVDN, Ara-C B LTZGE, THREXESEL RN H D0, mlE TOTET 237
VY, @ATRA + 584k anthracycline BIEDOH FAMEITRTE AR TH S, @ATRA B CTHREMEANILFHETH S
D3, APL S LAEGERES B M EREE N 72 I K WL FIEO AR L ETH 255035 5, ®ATRA & L5k
EOOF R IT S I AL FRIE DR R RG] 2 bR 2 HELE S0 5 O A EKE D 2 W ERTIE APL 431k
JEGEREZ GOFT 2IER % <, EREMENMENMERIZH D, LD Y,

HE DL TIL, EAFE AL LA U< anthracycline WEEZRIEA LEX GNDH—FHT, fFHSND
Ara-C FRIEO BRI S C& 72 519, GIMEMA AIDA 0493 #f%2Cld, IDA & H% & Ara-C (1g/m*x4),
IDA & i & Ara-C B L OYMIT & VP-16 @ 3 =1— T Lk 15D F%E S . PETHEMA LPA %2 Tl Ara-
C. VP-16 # &, &< [A&D anthracycline DHDOIERPHIZE STz, GIMEMA BFETlL. RRM 2% 2%
(5/229), PETHEMA #F9CTiE 0% (0/92)TH V. L HIZHEMMEITEWEB X OND, £o, HEDEER
®D PML-RARA B & B n T2 fatE & LT (minimal residual disease, MRD)D AR Tl ButEFI

2%(3/162) & T%(6/88) Tdr o7z, Z OHFFE TITEMEARKIE & [FEk, APL OALFFRIE TIT Ara-C 2 HFH7
% EFIT 7 < | anthracycline F.ODOVRE 2 HELE L TV %, GIMEMA AIDA 2000 #ff%E Tl low/intermediate
risk ;Bé L CIL, AIDA 0493 (ZHb#E LT, Ara-C Z4F L, ATRA Z/12% Z & T, 6 4- 08 % 78% 715 87%
(21 L(p=0.001), cumultive incidence of relapse (CIR) % 28%7> 5 11%IZ2k3 L 7= (p<0.0001), Z D L H 72
anthracycline EARDILFHRIEIT, APL MO L RIEREZMEICE L ORBE 52 TW D0, milind ICBE T

HIEREIT D0,

HiE OIEIEIZRE L CRRFE T % & . Danthracycline HAfl, anthracycline & i#7% & Ara-C, anthracycline &
~ K& Ara-C 72 EOBLIIRMRTH Y . @i CIIFFIc BT U A3, b5k s &I ATRA
ZOFRT 2 AMEICBE L TiX, S%REZ2ET 5. @fai D FIEERFRIE DB AN L TIERET &,
LD,

HEFFIRIEIZ, WK TIE ATRA OWR. 6-MP/MTX OWNAR, W& OOH 72 & DIBENIEL IS T
Too TV DOMFZEIZIE ATRA X° 6-MP/MTX (2 K DAMEFHEIEZAT O B & . MEFPIRIE 2R LOBE A LT LT
W7 End 5, GIMEMA WFETIEL, 3 22— A DOHIE DL T, PCR IZ T PML-RARA [ D JE i %
X2, ATRA, ATRA/6-MP/MTX, 6-MP/MTX, HMEFHEIEZR L. @ 4 O BB 217> TWD Y, #IH
DT TIIMEFFEIEZ AT S T HEO TR P BIF TH - 7223, 12 4F DFS Tt 4 BEICABZ TR D b en-o
720 BJEGIOD 12 4F EFS 1% 69% & TV /=, PETHEMA #F5E CldfFiik % ATRA/6-MP/MTX O Bl T
T TWBHMN3ETDEFSI1E85%.081%91% & . GIMEMA #F5E & [RIER I TH Y (ATRA L anthracycline
I X B IRIRO BRI A EZ R LTS 19 ZOm 7 —7 O Tk, EEEAFICEET
% risk factor & L C. #I@2K WBC >10,000/ul, PLT <40,000/ul ® 2 2% /<L TCW5 ', 75 AD APLI3
IFFETH GIMEMA #F5E & [R] U 4 B THEFRFREEE O HLBRFT 217 > TW D23, #R1E ATRA/6-MP/MTX H#EA
b B <, FFICHIZIE WBC >5,000/ul OFEIZH L CZ OHERHRIEN A Th -7 'Y, ATRA/6-MP/MTX #
3L BB DD, ATRA B L 6-MP/MTX %h%“h%éﬂ@fﬁ&%f&%%ﬁ%’%%ﬁﬂ:ﬁ%f‘%of:O nb
DOFEFIL 2010 FFITT DN 10 FRMBIET —F THREETH 0 | FERFEIX, MEFPRIER LEE 43%., ATRA
Bt 33%. 6-MP/MTX #f 23%. ATRA/6-MP/MTX Ef 13% CTh o7z, FI-HREI ’Baufﬁ%# Lizk A,
HEFFRIEI TR OBWVREIIC O FHRARD DTz, | FRM CHEFFREZ T IE LEESA, BRENFE
EE-7 Y, ATRA IZ L D HEFFREIL. ATRA45Smg/m> D 15 HEIWARZ 3 » A Z L1122 EF‘aﬁnﬁLrﬁma‘éﬁfz
THDHM, BERIL 5% (139/146)TH 0 | VEBI 723 5 ATRA |2 X D HERHRIEORIERIZEE L THEEN L
FCToh %, USintergroup study Tld, ATRA HMIZ L HMERIRIEO A BIZ L A TR EZRFTILZOEERZIL
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L&D &L, Jiko L 5 ICEME ANIZBV T ATRA EALFREO 21T > T D0, FEEIC
BT ATRA HEFRFRIEMATHE & HERFR L LEEOFH 4 BECHE L TV 5, FERIZV TN O 8 AR EE
AT L7236 TH ATRAIC K ZHEFBRIEN AN TH D | EREE A, HEFFEIEOM 712 ATRA Z W28
HOSERFEGFLRT4% L, O TERBHTHY . ATRA IZ X DHERHFREOGIMEI RSN TND 2, —
77 #EE O MRC study DT —# 13 3 FEOIRFE T 0 b a— L& 7T T 2 03 EARE AFR k% 2 [A],
HIFE DL 2 720 L 4 2 — AR TR MERFIRIEIZAT o T2 1), SR8 AFR 15 T O short ATRA i C 4 4
DFS 13 59%. extended ATRA £ T 72% T V| ERFM £ T ATRA R GMHN AR TH -7,

HMEFFIE L ZTUCBIE L PRICE L TRIET 5 &, OMIFEDIEIEK T%., ATRA ORI RFEGIZL S
MEFFRIBITHRBRTICHAZI TH L, @QATRA OELHHEITEREL LV b, MXEGO M, EIFEM
DOBEENMEL | feasibility [XE W AREMENH D, @6MP/MTX IZ L Db FEEL AL THY . ATRA & OFH
THZ LIV BENERI N D ATREMERH D, OHIE DK TH%IC MRD BEHEOERIZH LT, FI2Ro
risk factor & 75 50lZ, MEFPRIEO ML EMELRBEEAN T A1 MM ERLETH L5, @D JALSG
APL97 OF —# TILTH%EFEEE LT ATRA OA THEHMEAN LB LBEMBORIICH  HREIR
D HIL, APL OIEFENFHEICIIEMNOBENLETH D, O@RAEEAND O—E LI bk o
AL TIERENTH D, &12D,

1.3.JALSG TO ZiE TO APL WFEDFER & APL211G ~D 1 5

JALSG @ APL |\ZxI3 2/ 2 iE OIGHF &L AML87, AML89 CTHEAERIIZNZI 80%E 70%, 4 4F
DFS I3 40%, & 45%. 4 £ EFS 1Z& HI232% Th - 72 71,

AML92 Tl% ATRA SALFHFIEOJHEZEAL, 94 44 HETO 196 Bl THEAEE 88%., 4 4F OS
74%, 4 £4E EFS 54% & T SNT-E Th o 72 ' ATRA LALFEEO I W TIHREIRFHITIZ L A &7
<. BEfpE AFRETOEERBLAFIIZIEED 1% TH Y | 8%IEH MmN T L TW5bH, APL 431k
FEBEREIL 6%IZ0FR L. 2B 1 BIOFR LR, £, HEDEEFRO RRM X 6% Th o 70, HEFFERIE
TIEZAIG L FHRIEN L AMLST T4 720 L 12 32— A AMLS9 & 92 Tlx 6 =— 21T ) HFIEBNHF S,
HIFRTHDHIRY Z O RHIEIINCK DIEERAE L A% CTh o1z, SEEMITIC L D THRIEF-HENT T, HE
RITB L CIEFS 30 FRLT, SEEA2W S LITRETH D Z &, EFS ITB L CIEFM 30 FLAT., 16K
Al A M EREL 10,000/ul LA T, DFS (2B U Cidia# Al A EkEL 10,000 /ul LT, BEEBERTHREHFKRTF-TH-
7 11)0

APL97 TITEMIE AL TIT ATRA & OO % DNR/BHAC 725 IDA/Ara-C ~EZEH L= ¥, £7-
W2 O A ERE S KUY APL Mifladilc L0 . WS AREZ A BE. B RE. C#E. D BED 4 BEIZERME L
72, A BEIZ., WBC <3,000/ul 7>> APL #lld <1,000 /ul DA T, ATRA ORNRDO A, B EEZ 3,000 /ul
=WBC<10,000 /pl ¥721% APL #ifid =1,000 /ul D% T, ATRA DAk E IDA 2 B, Ara-C 5 HH OB
M. CHEZ WBC=10,000/ul D355 T, ATRA Ok & IDA3 HE], Ara-C7 HEOPFH &, BREL VL%
WL AR L T\ 5, DEHIZ A, B, CRETHET APL fii2=1,000/ul OFf, IDA, Ara-C OILFEIEDEM
DR E ST, HIEDRIETIX AMLSY OfER A b &£ 12, FAl% anthracycline & Ara-C 38 XY VP-16 DifH
BHIZEE L=, APL TIEHA O YR (15,172 H KT 5 PML-RARA A& s+ ORHIZ L W MRD
DYEEIT D & & I HERRIEO A IR U IR B 2177 BT TIRIEO P B &2 MG L7z,
2RO CR 1L 94%., 64D DFS 1L 69%. OS 1L 84% Th o7z, EMEAIZ L HHEBITIL, AFED CR ¥
1395%. 4D EFS 1L 78%. 0S1%94% TH Y, B FED CR 1L 98%, 4 D EFS 1L 74%. OS 1% 87% &
BN TWz, —J CHED CR FE(X 87%., 4 4D EFS (X 59%., 0S X 83%THY ., DR CR FIL95%., 4
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D BFS (X 72%, OS 13 79% & ARE, BEEICIL L ARZEIE CTH o7z, EMREAFIEFORLTIL 6%, &
BHILEPHE3%THY ., FELHNT 5% ThH o7z, FHEATOELRFERITHMICHED DO TH -7z, HiH
DIFETORLIT 4% TH Y HIERIT 15% TH o 7208 HUE DFRIERE TUBOFEIN 97% % 5D Tz,
HMEFF L FIRIEO A T L 2 iR OFE 54T, IR RRBLEHE 86 . 89 B TRILAMERFIEIEREIC I &
AU, BIRIRBIZERED 20% 5B L, 3% LI DIckt U, SRABMERFRIEREIL 28% 3R L, 15% 1T
L7, 64EDFS % f2% LHIHE D 80%., & 63% Tdh-o7- (p=0.20), 6 4F OS 1% 99% & 86% THEJL MR 22
HERARTH - 72(p=0.014),

APL204 TITFME AEIZB L TIZ, APL97 OEN TR Z k& L, #120F A M EkEds L O APL ##
fatgiz L0 4 BEICERUL L EME AREEZITHY L L bIC, BREGRIECTH D CRE, D EECTOILFAEE
O LAY, WBC=10,000/ul TH 5 C BETIE IDA/Ara-C D5 8% 3+5 1D 347 ~& Ara-C ZHE L
72 £7- ABET ATRA % 5.7 APL #HAR%Z =1,000/ul (ZHIN L7 fEFIZ x5 D BEiX, IDA/Ara-C D% 5 &
oo 245 D 3+7 ~HEE LTe, HiE OREVETIL, anthracycline & Ara-C DA K BH1RFE L 3 a— A {T-o 72,
Hi[E D15 dose intensity X APL97 & IZIXEAET.Cl & C2 T Ara-C D5 &% 140mg/m? 7> 5 200mg/m?
(CHIE U 7o, MERPRIETIL, HifE OFREH THEO PML-RARA \ZB83 % real time quantitative RT-PCR (RQ-
PCR) (2 X % MRD J#flI7E T 1x10* = &"—/ugRNA AJiii OE B 2 %512, ATRA H{E E Am80 J&E L D i 5 A
TR 2 LB 21T - 72,

FEERICRY L Cid, JALSG WFEE L ERK D < OAFSE & [FIAR. Sl x5 & Lf:fPF/”JlJ@ protocol % FZJiii
FFP, A LFAFEONETHY, ERE 70 ETE LT, LaL, Eimfbin2sicEded, HE&%
TRRWIBRABR P RE SN DORICE TV D, GEIERICBN T, o FENREZEA L, (BFRIE
LEHMH 2B L, TROUEEZND ZLIFEETH D,

1.4, i b O AT

1997 F 2 IFHL e B8 (ATO) OF HMENHE SN2, Dk ATO ICBT 5% < OMER ThIL, 3
APL TIEEIRD 1 2L E 2 51TV 5 (European Leukemia Net, 2010), #JFE DA APL % %512 L7z iR
AR LIThND LI/ o72, 2010 4, K[H Intergoup study C9710 Tix, FJ% APL IZ ATO % HufEH & ik
& U T 2 KBRS MRFZE & fifT L 7= >, ATRA, DNR, Ara-C | CEME A%, ATRA (45mg/m? 7
H#)., DNR (50mg/m* 3 HR) (2L5 2 a—ADOHMBEDIZMZ T, ATO (0.15mg/kg/day, 5 HR/H 5 )
ZHEfT 9 8 (ATO fEHEE) & L7eWEE (ATO FEEEMRE) THEMREI L7z, 3 4 EFS 80%. OS 86%. DFS
90% &\ 9 hfplfE % (ATO FEMEHEE 63%. 81%. 70% ; p<0.0001,p=0.059,p=0.0001) #i& L7, ATO ffH
FE 219 51 196 B (89%) 12 1 = —ALL LD ATO JEIERTOIL, 175 61 (80%) 7282 22— A D ATO L%

e L2, 166 5l (76%) MMEFHEIEE G- EOFIELZ 8% Lz, MKFHEET ATO i HEETIX
grade3 21%. graded4 54% T, ATO FEMHEHBETITENEN 16%, 67% Th - 7=, FEMIERFHTFEMEIX, ATO i
FARETIL grade3 41%, graded 5% C. ATO FEMHBETIZZNZI 30%, 5% THh o7z, ATO i FHEECILEENR
7%, EIRE R 3%N L RO bivls, HEOFIEF grade3 L ED QTc ML, APL Zr{bIE fE#E I
BN T,

1% APL 705 ATO 2 FE & L THAE LTHEHA LA > RO TIE86% (62/72 fi) 12 CR 355
. 54 0S. EFS, DFS, % 74%. 69%. 80% Cdh 7= >, HIMEkEE M/ MrE»HHEH SN S 08 &
EFS I3 good risk #£( 100%., 90%C. high risk F£1E 63%. 60% Tdh >7=, ATO IZHRNREAITH 503,
high risk BFEICITHAITIIRADOH 2 2 & bR NTz, FERDA T o OIFFETIL APL SEBEREDS 13.2%IC
RO HAL, 14.7%(29/197 B FTEREE AT T L7z, CR (L 86% T, 54 OS (X 64%. DFS L 67% TH
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STz, MEDEEZ 4 BIE T U2 BEIEIT LZERRCHE LT, OSIZE Db L - 7273, DFS IR
I To -7 (p=0.03), ATO HA L LTIEIA+TH T, WROLRPULETH L0, BRERIGEELE L TO
ATO OAHMEITFEMI S 5 29, & HITKRIAE APL IZxF3 5 ATO & ATRA R OFE R b Et ST
%, EWE7 N—TORFFETIL CR % 94%, 54F 0S 92%, EFS 89% & RAFTH 5 Y,

BT, BRI TEITHR ORBRIT, S#EE ISR L7 TlERns, ATO 28 AT 2 H 5,
GIMEMA <° MRC #/F4E Tl LB %L 10,000/pl A T FEAE A & Hi[E P15 28 U TRFPEE &
ATRA+ATO OO % bl 3 23 BR 3M Tt T\ 5, SWOG Tl ATRA+DNR+AraC |2 THEfi#E Atk ATO
Z 2 a—ZFEfi L, MRD 2 etk U72SER 2 ATRA+6MP+MTX |2 THEFRRIE 21T O BE L BOBBIZE+ %
BETHe# L C\ 5, European APL ff%% Tl ATRA+IDA+AraC |2 CH fi# 5 A%, IDA+AraC, IDA+ATO,
IDA+ATRA TN EN 2 a— AR LA/ 2 LI LT\ 5, PETEMA #f%E Tl ATRA+IDA | C & figisd
A% ATRAH+ATO % 2 22— ZfiifT L, £OROIFIFEELZ LR L TV D, 2O X I ITHFEHTH ATO D
AR 2N EE 2D,

AHTITBIAE ATRA F7215 Am80 & ATO OUFHITR D b TV RN BB & JafT L T < B CHIBR
LHHN, HRORBAICIIERTA2LERD D,

1.5. Am80 DA %hk

Am80 ( 4[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-2-naphthalenyl) carbamoyl] benzoic acid)iZ O 23 E D H RS O
TN—TWZ Lo THRENTVF ) REFBIZBETH LT /A RTHP0 B K, BILERICR LEET
0o Z EEOKENRMITM A, APL MAZERICH LT, ATRA (ZHAIEFITHR D b EREE i D
ATRA THED 1 DDA B =X L E I NHMENL T /) A4 VEEFEAEHCRABP) RV F /A VRS F Ky
ICHAERZ LW &, REEHICE > THMARENED LWz & 72 &8 ATRA MOk, &IEH
OEBUZMZ T, ATRA % E[F D IEFN RN S5 %Y, BRI T2 B4 584 PEF 78 © ATRA 1R
F% OB RGN L 58% (14/24 B) IZ58REMMNEF DI 329, 5] &5 & RS T AR T4 3 A
HE 41 B (W12 5 B, #IEIFIE 23 B, &5 2 R E 13 6]) 12X LT 61% (25/41 ) [ EEMNRE LN
TRV, HRIEHZELISIEG TOBmWEIIMENHER S -, EAEZEEPFIERN O R T%HE T
X, BG4 FIORMTPHRARG TH L Z & (RfEE MR EHE 6 6 4 6, (LRIERET 8 51 4 41
24 FLL EIERAGT) BREE ST,

Am80 IFFMEHOmTH, F& LTHBIZOMTDHVTF /A VSRR y ICBRIMER W S5 D KL
JE RIS D RITE AY ATRA (ITHABEWZ &R S0 5, EABIIFRIZR T 5 24 BlOFEESLH
BUBEL IR L72s, 2 b OEGIE M ATRA VREELZ AT 2IEF TH Y . ATRA IBERFICH AR THE
HLNBETH 72, Am80 I3 ATRA LV 7 LEFEREN EW\ 2 LD APL M BIEGERE 2R & O FIESE
B L CIIRFDRBETH D0, D TEDFEMEICH D APL BEOHEFRHRIEE LTER SN HA, AE
FLOME LREIIRBIND EEbh b,

—F . Am80 DHEEFRLLZORBMBEL LT, & N 7 U&7 4 RlLGE 16 5 (66.7%), @2 L AT 1
—/VIISE 15 5 (62.5%), HMLEKIEZIAE 4 1 (16.7%). T 3 6 (12.5%). APL 3 {LAEMERE 1 6] (4.2%).
BeJE 4% 5 1 (20.8%). 5B 6 B (25.0%). ‘B 9# 5 B (20.8%). THALEIEIR 2 61 (8.3%). W2 FAE 9 B (37.5%).
NE%R 8 f (33.3%) BNHE SN TWD,

FREOE Y Am80 |EFFE APL IZKf L RAFZRIERIAR A EH O TWD Z &b APL204 Tl Am80 % #
FARIEICHEH U, ATRA IS L DHERRIE L . BB IIHIZN AR I 1T D2 BAMEDRRFT STV D, invitro & in
vivo DFER 5 Am80 1L ATRA Tt D APL IZ%} L THK 60%HENTH Y . AF & HERFIEICHNS Z &
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WL VRmROm EAMAFSN D, Am80 D5 BT 6mg/m? % M# H MR S LT b

1.6. &l APL @%%E’J‘]’*T’?Eﬁ"ﬂ

APL I ZRIR L7z & 91, BB ARIEIC L VS0 e THROWERE O, o2 [ FmIz s L,
EEE THIRE LT WVWAIE & o7, —T7, BEREICHE L TERISMEIZED L RWEETH, &
i CITEMMEIOBIERH 0 | BREFEOAIHEIC L > THLET 2BEOEHEGNRZ N, Zokdlz, b
PREEZPETDILENLIELIED Y, BlE ZEOMEIET2HAL S, Lo T, BlEICHE
HEODRVEEEEZRRE L, IRERELZ N LSS 2 LN EERRETH D, FEREEoB iz b
WE S APL ML TS 72, TNETOMMBEEIHL, SBORBREHBE L2 THZ ENNLETH
Do

JALSG-APLY7 W% (BLESHII R JLfl 7.3 47)Cld, AT FIEE e 283 B, 237 A% 60 mi AT O A -7

(Eﬁa‘%qﬂﬂ%ﬁi 44 5%) . 46 B (16.3%) 2% 60 %A D 70 m O mln & (FRAE 63 7%) Th-o7z ), milinE#t
X2 WTIE 10,000/p] AT 00 i BE A ifn/MRIBA . AR T LT R L E (3.5g/d1 Rii). PS3 DIEFINA EICSE
< %&bgmt (p=0.04, p<0.001, p=0.02), CR = & THFE AWRIEF ORI TIT, mlnd T TR R AR 23
BB (96% vs. 89%, p=0.06; 4% vs. 11%, p=0.08), & MfE Atk o B o AR L T :l\ 15
B ERET APL 0 BIEREREIC L D BB (0 vs. 4%, p=0.03) N A EICL < B b=, <L YLEIC
FECIIMBE CAHRAEAZRD R olz, HEORIEFOFETITEEEHETE < (1 vs. 9%, p=0.04), %@Jﬁl
T R CBYFETH o7, HIFEDFEE 3 = — A (C1-C)ITEIT 5 [ fER 1,000/ul £ CEET 2O LT
H#%k. G-CSF Ofl SR, b2k 2 i U2 ME 2 M0 L7-, AIER 1,000/ul £ CRIETHOICELE
B, C2 TIEEIMERE CAHBEICER LTV (22.5 H vs. 25 H, p=0.03), G-CSF Offi A 1L C1. C2
IZBWCEBERECTHEEIZEL ) > T2 (19.6% vs. 39.5%, p=0.007; 25.2% vs. 43.2%, p=0.02), {ERBIAL P
Fl 2 UL CL-C3 DT R_RTOYA 7 VB CEEERNE o772 (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 (X & CHEITIEN 272 (87% vs. 65%, p < 0.001)73,
DFS. EFS & CIR ([ZIXBRERIC ZE2 B R0y 72 (67% vs. 65%, p=0.70; 67% vs 59%, p=0.21; 15% vs.
27.8%, p=0.14), BIEHIH O AR 7.3 FFI23 1T 2 R HEFIE CRITEFEEEE 7% LT, Ml i
20% & AREICE D212 (p=0.007), m#iEHOREERIBILT O 5B 59%NFME YL, HEDHEF
DR T THo T2,

AL 2D PETHEMA 7 /b— 7" 0 LPA96/99 #F 7% Tk, 4FMn| R % 5% (73", anthracyline % J = L T\
D, 104 FIREER S, 60 %5 70 5% 70 B (67%) . 70 kLA i 34 5] (33%) Th o7, HipL
AlE ATRA |2 IDA (12 mg/m?) (day 2,4,6,8: LPA99 T day8 IZHIFR) & Nz, Ef#141E anthracycline HiAZ
K OMIBEORE 3 2 — AP TN TV D, RIEEHMFIZ Ara-C IZEH STV, IDA (5 mg/mz)(4
H). MIT (10 mg/m*) (5 H). IDA (12 mg/m?) (1 H) T{Ti4L, CR (T 87 FI(84%)IZHF DI, 60D 7
. 70 L ED CR RIZZFNZFN 89%., T4% Th o 1=, EMEE A 104 5T 16 BIIZIET AR S, 9
Bl (56%) MEEYLAE, 6 5 (38%) 23, 161 (6%) 7% APL SMLIEMEREICENT 5D ThH -7, Hi2
FE 60 AR L 0 B IS 2MIHIIN LTV 72 (P<0.001), FELC=C failure BlIE &M T EIZD oo 1278,
Z O RT D GIMEMA FFZEIC HERD DAL, 60 mLA L TOAFRIZILPS BEMR L TnbH E IR T
W5, BIETODFSZ79%& BAFTHY ., 60 mARimDOREE AEEDRBD N2 o1z, AHFFETIT 60
AT DML & LLEE 5 & low risk group D HEH B EIG N L, BHREEEZ TX2 L T0nbHEHE 205
NTWDH, CREZEDIFETIL 60 L T2 1% A THLDIZx L, 70 LA LTI 19%IC#MmL T\, —
J. CIR 1L 60 m%~70 11T 11.2%., 70 L EiX 0% CTh o7z, EMZRIGEOEBEENEFEIND,
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A% U T O GIMEMA 7 )V—7 |2 X % AIDA-0493 W52 Tl 60 sk L £ 75 LA (P efi 66 1) @ 134
B ENT S 7= 30, EARE AT ATRA |2 IDA (12 mg/m?) (day 2,4,6,8) 3 &=, 60 mLL F o CR Hix
94% T o727, 60-75 5D CR (L 86% Th -7z, HifE HFILIL AIDA H{E (67 ) 7% 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 4 modify &417= aAIDA % (39 #]) X AIDA 1 22— A
DIHTITOINTZ, 60 705 75 5 Tid, HIE DIREN 3 2 — A DILFEEIEI L 725 AIDA TiE 64% DXEAT
KCTholz, 1 a—ABTTH (11%) 2, 2 2a—ZAHTI10H6] (15%) BEEOT-DHT 7 b a— ViR
BAML, 6 B (6%) DIGRAZIEG Lz, 3T I8N AHER Lz, —H. | a—2ADFFENLR D
aAIDA X 2FITZAIT ., 15% M3 F3 L=, AIDA & aAIDA B T34 0S & DFS [CAEXAIT o7z
(81% vs. 83%, N.S.; 73% vs. 72%, N.S.), AIDA BETIZ CR HIZ 9B (13%) 2L, 126 (18%) 2NEFH
L7z, aAIDABETIZ CR FOHFIEL2 61 (5%) T, 66 (15%) ML L7z, &ED 64 0S & DFS X
56%. 59% TdH Y. EFS OTFHEIL51% TH D, Z DD AIDA2000 HFFE T ihi[E o ¥E T ATRA 233
HENTHWDEN, HRIT61LMETE LTS, 60 5%LL Lo E s TIIAEE & Rk DR ) K 72 5
N NE HEOFEZ BT 2 2 EIXFROEEICHE N ORI ENEfES D,

JRE KO Harada H O 7 v —7 1%, 1996 4£~2008 FFO MR I, JEBRKFEEZOMEFERE %2 Lz
D APL SER] 124 ] (18~86 mk. HRAE 52 5%) OB EZIT o7 0, BEHIM OB REIL 8.6 4
(1.7-16.3 /) Th o7z, FEFIOERBINFIZ, 30 meAdm 10 B, 30 £ 22 F1, 40 1821 Fl, 50 1% 25 i,
60 7232 T 27 il 70 1R 16 i, 80 fX 3 Bl Th o7, & APLJERIF TRl O L 2FEI1E, 70 2L |
D19 B (15%) . 65 meLh 23 32 5] (26%). 60 & Lh 123 46 5l (37%) Th o7z, Hemilin 86 mk DAEHI NN E
iR TR B AR B I CAE L L7 2%, o JEF]IE JALSG-APL92 & 721 APLO7 |2 X 2 EfiRis AR5 %
BaG L7z, 70 melh EDSEBNTIE L, 70%ICE L 7oL P RIE AT o 7223, 6 BN EME AT LTz,
17 5EGIA CRIZEIFE L, CR FRIIEIL T 95%. 65 ATl TIL 100% Th 7228, 65 %L ETIX 78% & AR
ThoT=, 5 EFS IR T 67%., 65 ANl TIX 74% Tho7=DIzxt L, 65 bl ETIE 49% & RET
ot (p=0.0017), 5H OSIIEBETT6% TH Y, FLKIZ 65 WU ETHEICRRTH -7 (84% vs. 53%,
p<0.001), BRI PIC T LIIERI O EJRKOWNRZ LT 5 &, 65 A BT Lz 15 i, 15
RIFET 1, FffE AJRVEREE 6 B, HU[E IR B 3 B, MR ENRIKA & e o 7238 T 4 6], 1R¥E B
BEVERESIC L AEE 1 I THY . 9 6 (60%) DIGEEEE TH T, —FH. 65 WAMDIELT 16 HlD
B, REBE BT HIE O FRIEF O 2 ] (12.5%) OHT, WTiLh 64 i CTholo, Hlii# APL (28

JOWRENBEOHBENRLEL D,
ﬁﬁ‘ﬁ L72 L 91T, ATO IZAFERPDRWTEDEIHEL FF oMl d APL IZxt LT 2 s i b5
IRESR L EWZ E2VHIB L (European LeukemiaNet, evidence level 111, B), BLA#E A & 2\ (1l [ D
@Exﬁbbf)‘E ATO Z A U721 IED it o C1T o4 T & 7o, K[H Intergroup C9710 #F%E TlL, ATRA &
ik Z 0 L CRICE A SN ZIERNIC, ATO 2 =2 — ZADBMOAEIZ L 5 iR E21T-72 2, TD
fER. ATO BEICAER THRUEDERDLH V. 60l EOGRERETH TRIZIRIFTH 72, NRM X T#

IZX L CL Rl A B R B E RIE S oo, ZOWE TIEMBEICE CHEFRIEN A>T D729 ATO
PRI SN2 LI XD EDEINE R h-T2Z EIEE 2D,

AR D X912, foli, TEEZHO T V7 #ETIXEMEANNS ATO BT HEN - In R 2 S L
TW5b, 4% U7 O GIMEMA %2> PETHEMA/HOVON #f%2 C% ATRA & OB TE DA% it
Thod, TNET, ALFREN TR TH o 72 APL DIRIEIZB VT ATRA O#E LD TR ATO OEA
IZL ) TROBESHFEREROBALA K S E, SEE APL OA72 5T, # X TV 2 Elnd 2 A
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BECHT2AROWBROT A EE XD ETHEL 2D,

1.7. EnsE A 1JE O QOL

I X0 Elnd B R IR L O RIZEERE OFRE T o 5, AT LT Sl 23 A T,
RigZ B LT EREZBEMT 26 ZELE L, QOLEZ RS Z &t A b D, L, Bl ORER
DI % TE DIGFITAEL RN, ZORMIED LRV E B, FilE HME TIE% <o
FEGI CIXETEZ A DRREDIRE LN TE T, PSORER—HOEFNEAT T ha— L EEERTX5H
T &RV, ZOHETHLTRIZMET 20O TERL, HMOREDOQOLEZMRTRWEAMNE L,

Rl A APLICEB W T, QOLICH T 5 £ & o i T b, AMLICEW TR S5,
Alibhai 5 (3605 L _E DO AMLOQOL % HiJy MR HRFT L7, 2061 T67» A LL L, 4561 T6 A Kiili > 7 —
AN NT, BE D% < IZDNR 60mg/m*(3 H ). Ara-C 100mg/m? (7 B ) D LB 58 11 720 298 15 03 i
TSN, 60 AL EORERNPHZ LN TRE L7z & 2 A, European Organization for the Research and
Treatment of Cancer (EORTC)?D 30 EH (QLQ-30) (FCROAME L HHEI L Ty 7223, ECOG performans status
WZIXBEIFR L2 r o 72, Olivab 1ZAML 11341 ZEORTC QLQ-30 & a health-related quality of life questionnaire of
patients with hematologic diseases (QOL-E)& HIV>, i IAIICHRFT L72*, 4861 (42.4%) (288172 (b9
LTI, 6561 (57.6%) (IEREEMZ BRE LIIBRDMThi Tz, 10 B, & OHE & £FOREfF] ThE
Wz B & LIZRENL<IThbil=, 0S [ZEORTC QLQ-30 & QOL-EICHfE L TWi-(ZznEh
p=0.002, p=0.030),

o3 FRERPFRIE OHE A TZAPL TR, oo A i oAb P RE I i LT, 1BREOQOLN R Th 5 &
bivd, AEFEZODR WS FIERELZ L LT 2R ThHILUE, mEFEAPLICE N TEH, QOLZRHD
OIRVEHNBRE P AIRE CTH LD Z AT 5 Z L ITHEETH 5,

1.8. APL /3 {bIEMREIZRI L T

APL MUIEBERE L, EEALT 5 & 2R A I ER LEGMIZL R0 25720, THRIRTL LTHES
NTEY, RHRREEORIGRPLETH D, mlind TIEFRSEEZII LD & L TRGREE 2 6067
DIEGI NS 5720 L W EENLETH S, JALSG APLY7 #FZETiE. A% EI A M EREL 3,000/ul. 3,000-
10,000/uL, 10,000/uL LA LT APL SMEIEBERED A DT 16%. 10%., 17%IZ78 D, APL 3 fLIEfE B 5
Bl D EMZIL 80% CTIHFIEF D 97% &L IR LT, AR TH-7= Y, £/, 0S b, ZTNTN 74% & 85% T
RETH 7=, PATHEMA LPA96 LPA99 Fff 52 Tix 24.8%Z APL /S fLIEMRE A AGF L. HIERIL 12.8% TH
S 19 [ ERE 5,000/pl BLE, 7 LT F =0 D BRI APL VRO Y A7 T 7 0 B—Th o1z,
FAED APL MLIEGEREZ A OF L7261 Tifth & bt LT RFS 1A B TH o 72 (LPA 96: 60% vs 85%), ZiLE
TICHAL CE/2HEFEL LT, A b IAUREEDFOERR®IT 545, Luesink & ) 1L NB4 #lifa
Z ATRA EEE L. 7 E VA D mRNA UL OB A LTz, 8 ¥ D CC-chemokine (CCL)7Y ATRA
IZE D SEELLEBINL, F A U FRO CCR1, CCR2, CCR3 LML Tz, L2L. APL ZbiE
MREE DI AL, RIEMEOE ETH S,

APL MUEBERICE D 2 BIE T O RECBRETZAUCE L TR EA LN TIERY, b 2 EH
L. BWEROFHE FHOM EICORTHZEITEETH D,

1.9. KRHFFESLEDOFLH
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APL TIX CR HE, OS IV ime T& 5 LV EE#E L7223, EFS X° DFS [ZAE D & B0 i L7
HOTIERL . AMBEREIELZRDICHERLETH DS, LLRDB L, JALSG-APLY7 THIZ SN/ K9
2 AEFRIED 2L EOBIKITIEREEZ T L ABL S5 ATREEN & 5, mEmEH CILS bIZZ DM
ML 725, BRMNO APL BF2ECH ., IBRIEFNT D72 < +RRMBITNA SN TN D EIEFE LR WA, [
HROBRBHF LN TS, APLIFAMEAMBEOHR T, S FENEERGHTHY . 20EELZ W, 1k
PREAB L, BREOBRWREIETH D ATO L AmS0 2 L, HRRAET I, S 62k
BB ERREZHO T LICED, BMEDAPL O TR EZRETELEEZLND, b DA
RN K M L7z single arm O 1T AHRERC, @Elnd @O APL T, BITEE 2 b IV 5 I Bk EDTER FOE
ZRDDHZ LI, AHROIBRFTEHRPR DRI EEZ TV ETEHEELEZEZI LD,

AIRTIEEEE OB L b, HRERDBEHPEMT 2 Z N TPHREN, 7T UTHES R
DHEHE LTV EPHRIND, BT ICEDORE QOL IZEE LEIREEZITH T EIX APL OAR LT,
SHOVIEREZZEZ TN ETHHETH D, ARITZORICRD b LEHFFENS,

1.10. AREROE £
AR U7z K 91T, WA CIRR AR AL, HIE DFE~D ATO OEANTREINTE TS, SHIT
Am80 b HEHNK L TEDLDOTHNEBEX LNLIEATH D, b DAL GEMZEITIEL LTHY,
K D anthracycline & R & L7z B MmO ROEROBHZH S L, DOoRMEERGEONDNE I H
FRFTDH, INETEME APL OIREMZEICE L ClEid <, =87 ANRZ LW, APLIEZN T
LN R D EATTAMFE CH Y . @mlnE APL OIBR S EEZEZ 2 TV ETHAERERTHH L EXD
ns,

111, BEOFIE., FAFIE
BRI SRS TR SRR R & KR HIEL U 72 AR ZE I, B2 E I IR 2 & B o B BEBI ] . TEAL 2 IR
JRYEN B S LD FATREME B D, — 7. ATO IZHHRAYRr REY R A EF G & U CHRIRE R O R %2 H
B4 5N D5, LiL, EFEAZ OB RIFZREBIZREINDG Z b, AEFEZBINE
TOFRIEFOOIEH & g LT R 2 ARt iT A 720,
K7 v ha—)L Tk PML-RARA &85 2 HEM) & U CREVEGI BN IEITT 5720, HEOFREE %
DTEWFRIL SV TRFNICBIZET 22 N TEx 5, BRERMICERTLIELEBIC, ZOHDOIGRD
BRICHTZVARREREEDL Z EDRHFHTE D,
BB P O T DICRZITR S N A MK (BRI, Mk, BB &3, BFOERICEEL KT
BETEZRV, BEODMK EXLERREORIC, FRFICERIT 5 2 ERHRZVGEAT, SEx 2T, &0
THHZENE ZIIRE ORI A LEE T 5, TOBRIITEREAORB, Hin, GORAREEMES Y
ENRD D, FRBEMEE 77 2 CRIT 2 BICIEBWEIEN S 5 2, MEEZE T iz 2+ &
iZE AR,

2. FHIIE H & BOERIL

AP H & 25 R EARML 2 R L7,

2.1.1. FEFHMIEH  (primary endpoint)
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BekH AR L L, M, MRTR ., 2 FAEY TR, AR 2L TH0wLRRIC KL DT
AN NET D 3EMAS R NMEFFE (event free survival, EFS),

2.1.2. FEFHRTE H OB ERIL
APL TIZCRE, RHOSIIMOTRFTHY | HEHFHICH, AEEDHLBHELRD H T LT

LW, —J7, EFSIFHEIC K o THRR LD, WEBORMPIE SN D, milnE i CIIFFICHRICI 2 AESF
ENBEIN, TNERFICEOLERD D, WRAESEEICEED bV DR T, BRSE 1 AHRBRO
AHMEERE & LT, EHIFEICREE T &, ERRSE I MRERIC 721 % endpoint BHELES AL, EFS D X H1Z
A RFRI O i 2B L, BT B H 2705, AFMOR LT APL DIEFI% & APL A D BAF
IR OTR IR KRS 2 B E A . APL212 A4k EFS & LEFHEEE & Lo, E4EORIN O APL JL[FEMFIE Ti
histrical control #f%E% Hi5H Z & T, FFEEZHKRL TET5H, APL2I2GHF4ETIX, BELSOH D
DRI O A AL DR L RmFT 5720, #ED JALSG @ APL #%E % historical control & L. [if
IRA%AE . FFIZ EFS % HERRET T 5,

2.2.1. RIRAYFAEE B (Secondary endpoint)
1) 2IRDOERTMAR: complete remission rate (CR)=
2) &RD 34, 5 FEBERAAF: disease free survival ( DFS)
3) BIRD 34, 54 RALFR: overall survival (OS)
4) &{KD 54 EFS
5) FAREAFHEDIRERERIO CR, DFS, 08
6) Grade JIRITE A BLGIEL, FEBUSHEE K& Y Grade3 LA _F o> BIE IS BB EE
7) PML-RARA #!, FLT3/ITD. CD56. fHINAYYLEIRD T~ DK%
8) KEEI AR K T O T R~ DR
9) Quality of life (QOL)
10) 7 MMEHT, =27 Y — DEITEIC & D APL 3 {LIERRRE 22 & O R B IE-A OHIE O FAE K OVELE FE 12 BIFR
TOHREFRE EBETFZHOFE
11) 77 St =2 Y — ST K DB BOGHEIC BIGR & 2 s+ 52 & B8R 2o R E

Il

2.2.2. RIRAYFHATLE B O ER L

DAPLIZBWTIE, BREMNELNRITNEEFICEE LN E2EEB LT,

2)APLIZEBWTIE, BUEBOBFRBIITRICHEG T 2EEHE CTHLHZ L E2EBE LT,

3) APLIZfod (MR IZ bt LI OEWR B TH 22, EIERA L L THESR ORRESC RNREROA
Fb PRICEAGET2FELBE LT,

4) APLOEFSITHEFRFEILEL bplateau & 137257, IKTT AN H L Z L EEE LT,

5) APL CI3 5 fif3E AR AT & IR T O B EREL & APLANIRERIC K 0 BRMLIRIEN b s, IR R
RFHIIDDDLEERRKF THIFLEE LI,

6) Grade I EHELHAARIL, BEMELZFHET S Z LICLVIFEEORZEMEZWLNTT 5,

7) APLIZBIR T2 LR PRI 72 5009 5D, PML-RARAFARUCB L Tl 2 E TIT BRI H D03,
ZOEMIHELNTHNRNY ZOJFK & U CTHIIRE O F— 0B EFEOK—MRK b Ty
ERBHIT oD, AR6E3HIEFE DT e b a— /L TR L. PML gene Dbreak piont (3#E) DTk~
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DEEIZEH L THFZ 7T 5, FLTATDICE L Tix., ZOHRBEBAPLO THARICED D L OoRERH D
B, HRT2HELH Y FmlEE o TN il TIXFLT/ATD DR BLS PML-RARA D F Bl & %
ML TTRICEDD L OWE L H D, N FERERELZEEEAN LI AEO T, Kil{a1OEEM,
WA SNDZEITAREETH D, —F. CDS6D TH~DEIIPETHEMA & JALSGDHF4E TH & 72T
SNTEE™Y, GUREIEZ &0 TR 2 EEEY A Tn< 7222 T, CD33X°CD3412M % T
CD56% T & & LI T 20 ENRH D, APLOMIMAYEGROEFRICE L CIIM3 variant, PML
isoform, T & OB ER U O T& 7, JALSG APLOTDFENT Tid, M3-variantOH N %78, T4 &
ITERAR Ch o720, LA L, O FAEEANRE A EECE A S 2 KIGHE C B IR Y AR O B3 2 fhT &
LHZEFIMETH L,

8) APL D EE[EFRYA R DO HE TR L TIIDICE LI OWEN SN TE L, Ll & FIERTEES
FarRED 2 ) VEOHENEASINTND, FBELIIBFEO T T, BEE & SRES B K 2 F8m L
BHRFMOR T2 RFT 52 LITABRERTH D, Bk LR L JriFERIE L OBKREZ, [FAl—7n1 k=
=NV ETHRHFT L EIIAHTH D, ARl & U CTAFIFUR & TAFIE M 4238 A L7223,
TAFIEZ hr U REY 2 VA b r Yy B X DIEM L S (TAFla), X7 F RDOC KV ¥ v &k
ETDHZ LI VBIEREMEIT 2, Bl hrrREY 2 Y VOIRFENE 5HZIZ, TAFL OF I
o0 BB ENIFRF S NEDBENH D, 1GRICHE D BURIEEOBBIRIOUEL BT 5 & T,
RO GO BEEMENFEm CE DI MM FEND, APLMIREREIZHIT D77 XX ) =57 &ML
KABEONT T A )= U EAEA ERATEEDO BN HE STV 5, Annexin 11 & Histone B2 (3%
DRETH Y, APL MlRIZE W TEZORE &L ERLT 5 2 & THRIRIGHE BRI I KT T A LE
WOMRERTT D LITEETH D,

9) ElEEAPLIZE W TS, QOLZ RGO DIRIGHIEREB AR TH LA M T 2 2 LITEETH D, A
DEAIZ T, QOLFEICEB I TE 22 < T APL212GHIZEARIRICITBRERFTRETH U . APL212GHIZED &
DORLTE L1372 57w,

10) APL M fbIEMEREICAREZ S LD, APL @IRAIEANZE A O G OHE DI AT XTI ST,
APL212G #RBRTix ATRA, ATO, Am80 & %D APL EIRAEFN 2+ 5720, Zh b AN
THAEIED S THF 2 B8R AR BRI EZHOBADORFTTH 2 LIXAPL DIRE LEETH D,

11) APL OIEEISHEICEART 2 BB AR, BE 2T LTI, IO 75 FAERITR 3 & 6 H]
T % APL212G RBRICHB W TR OGHE & BIR T 2 70 2 G 2 2 L 134 B OIR RIS L O 72
DIZAHTH %,

3. BRF OmFE R L OFRA L HE
3.1.1. A L
LUF DA A 3Tl 72 Uy BRAMEEICEEY LA WERI 2 6 5R &5, Fhiik CTAREERRBR~2
TBHZEEPE LR L0 M BIEFICOW TIEERRICR ST H L LT 5,
LIFOT_TOEA &7 L CWDIES 2w sl &4 5,
1) X*%1LAPL ThH D Z & A2 HMEN TV BIER,
2) RIGED APL (FAB : M3 & 5\ T M3v) & L, MDS HsE2W LIEERMEAEA BRI TRVnwE &,
IRIZ, APL e, AT R T H0nIc 8k L, G AZ M TES L9129 5, PML-RARA D
MR AP TITRERT 5,
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3) FliniTesikl LT 5,

4) Perfomance status (ECOG D FE¥E) : 0, 1, 2 DIEFIZ XL LT 5,

5+, Wi M. BHREAT S L, DT AT S,

MmELEVALEY  <2.0 mg/dl

M%7 L7 F = <2.0 mg/dl

HaE X #R(P—A) B, DL S0% AT &35, b LXMRE DMERPRBO bLZGE. Dl E K
BREZITV, EF>50%TH D Z &, 1RIERTO Pa0, 60mmHg LA EF 7213 Sp0, 93% L4 E

HERLDERBRFELIILZa—ICL2BF 2RO, (D=a—%21T>725A 1% EF>50%)

6) K71k a—/LIC K DIHERICCEIC LD FAENSE S TEG,

7) W, BIRAREAEEE, 9) [QOL| OF#, 10) 7/ AEHT, =7 V) — MENTEEIC K 5 APL 3 {LIE(%
HE7p & OIRFRBE S OHE DO FIE K O EIEFE TR T DB a BT L BEFZMOFE], 11) 7/ A
fRtt, 2 YV — MMEHTEIC KD IREUGCHEIC R T 2B BE L EEFZMOEE] 726 NI#EI
TR B L LIRS ORTFIZE L CHEDSE LR VS TH > THARB~OSEIL ATHE
Thhb,

3.1.2. 38 E AR AL

1) HBRERNZLDRBRBM~OBEI R RERGICHZYVAPLTHIEEHAENTVWALERD 5T
WRE LT,

2) [HUEMEIEE K O R FEG FIEICBE T 54 KT A 2 (2005 4 11 ACKETIR V-3. PR EE) JICH#L,
APL Th 5 Z L 2 KBIRICEEN T 25720, B X OKREERRABRO B AIZHERL LR E LT,

3) THUEMENEE SR O R AN FIEICBET 204 K74 2 (2005 4F 11 AGETIR V-3, XI5 EFHE) JICHEL
BERE RN K 2 RBRB IO w72 RS2 FTRE T O BRFHN L5 5 Fhn 2 B 8 L E Lz,

4) THUEMEIEE SR O ARG FIEICBE T 504 K74 2 (2005 4 11 ACKETIR V-3, XIREFHFITHELT, &7
EVEDHER N O T B RE DR 2 TR T A - DR E LT,

5) THUEMNEE K O R AN FIEICBET 204 K74 2 (2005 4F 11 AGETIR V-3, XI5 EFHE) J1ICHEL
ARFEORIER ZIMEICTEM L 0 2RSSR SN TWA Z L 2R THTORE Lz, 728,
THEBREED S b, OB L LTRE Y L E L, BRERE L LT2 LT F= o ROULHERE
HELE L OLDERBIOLDT a—DRAEER 2#E LT,

6) ¥ GCP (1997 fFhil, XEIC L 23 L RAEORSE) IZHEL TRE LT,

3.2.1. BRAbALHE
LT OEE OWTINICHEE T 5 HBRE IR LRI 5,

1) 2 he— A RRBREE (FEMEORKEL ) 26T 28RHE,

2) EERGIEX AT AHBE EEGILE, 5 > MM LRS, BRE, IFRA. 37 AUNO L%,
HIEDOANIENR, FEZS, = b o — VR HE RIS, AARMERE , MVEPERGZE . TR OTRBYEAG 26 . R
FWAFES, T lLE0E D O, %),

3) HIVHUIRRME . HBsHUREGYE, HCVHUREGPE O BB E

4) TEEMEEEE 2 A T 2 HRHE,

5) R, ILiE R OMENR O /THEME O & D SR

6) FIE DRSS 2 F T 295,
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APLIZFEE L TCWA Z &, RERBIMOBE RSB CX 2 WEREEIZRIR & L,
7) Ot i FE AR AT SERRER S PR AR A RN Y &I U TR,

3.2.2. EREARHL
1) 2 he— VREREEOH HHEHRE ORGERET 5,
2) BRMOFMICERELY 52 WL RIKTELTEXLNDEFERNT D,
3) ML ETFRIEIC LD U 4 NV AMRYIE D EALZRET D,
4 IEBMEREERIIZN AR E LIS T DR D720 | BN K OE 2 O RN I 5
HERDH 5,
5) FEERKRRBRICI W TATE, BECEEZRITTZLRAREINLTVD,
6) LMK O RMEOFMIC K B L 5 2 D RN H 5,
7) WBREHOREELZE L T, BREMELHERT S,

S

I

7252 % AEE

bl

1) BHRIIAT v b a— L axfig OfmlE RS (MEREZES) (TR L, 2 OFFEEHEEHE O &R
55, BIREFHEER D 10) 147 LT, =7 Y — LENTEIZ L D APL S LIEMERE 7R & DR B
A PHE ORI K CEIEFE IR T 2B ETRBE E#Er2MORE] 1) 7 MR, =7 Y — A
FRAT I K D IR ROSMEIC BRI 285 T3 L B T2 OFRE) 726 NCBEB T2 B & Lz
BRI ORAFIZE L THiRR TORRBDBRONRWIGAE TH, M BEKIZRE TH 5,

2) Rk B e (FR) U EFHEZTLAL, MEZESOEKREOET L L L HIZFAX £/ PDF 7 7
ANE L TEF A=V LTIALSG FHR~EMT 5, 2Ok, BIRIFHEEEF O 10) 1577 A
fRNT, =7 Y — NRNTEIZ K D APL SMUIEERE 72 & ORI A& OFE O R AE K& OVEIE B 12 BIFR 9~ 5
BB EBEBEFZRORE] 11) 157 5@, =7 Y — NI X IR OGE IR T 2 #/5
TR E BT ERORE] 72 b NSRBI E2 B & LTEERBRIEO T RIFIZ OV TORBOF
w3, AbYCRETS

3) MEEESDKRE JALSG Fi5 5 CHERB L= IC, AMFES IOl BN E T L, A V4 —F v b
LETORENAREEL D,

st -

4.2. BERDOFIE

1) BHEFRITIEFRIRD S A T AZRET 57280, 5% S EG 2@ H IS8R T 5,

2) WRSBE K LT HA R ZITV., XECLHIFABENE LN O, HAE ARIER LG JALSG 7
— (R RKRFRFREFEHRER)CA 2=y PEHWTHEHET L,
(I

3) BERELFIRFICaA Ly Ea—F—IC L BEMICEHESB L OB FREF S ZFIVIRY  fHH S
B BREE G Z U OBLFEREN OBROEA (S & LTHWD,
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4) Bk & FIRFIC T4 . B E . BIRFRAFR SN, B A — /T & 0 BRI K OB R85 RICk
bivd,

43, BEIIEEL COEEFH

1) gk Web M [ Tk LY - RAMEEOS[HA OFEAZRINT 5 2 LIC LV EEEZHET D, R
WGBS LORLA « RHEE O H HIERNTBER TE 220,

2) EMEARIEFAR OBEITTFR SR,

3) 5RO PML-RARA M FEVEDRERFIL, PML-RARA \Z X5 MRD OBBIARAEETH 0 | RKkBR O x5 &
L72V, etk <2 FISH Lo t(15;17) D& Tid7a <. PCR 15T PML-RARA M3 H S T2 E B % i
& TN, BERFICIE PML-RARA I3 A Th o CThnEbe\, BEkE, © L PML-RARA D EMET
HHZEPHH LSS, HONCEESRBLOT 2o # — & L, REgsl s LRI x5Ic
B0,

4) Pl b ek, IREBAAE TR ZMIIZ 24 BERIDINIZIT 9, £ 9 LTH L ERRR Y Z 9 72l
& RO L T3 5 EHA 5 ATRA ZBHEET 223 WFEFEB RICHRE L THISZI < 72721,
APL MUIEBEREICIEE T 5, Frlo, AMEREOZ VB CIIAEMEREICEE T 5, ATRA £ 5%ICFHR O
BB OHE, AEFS R LT, BERTERWIERD & - o GA 12, KRR & 130N EFB I
WET D,

5)APL TIEMIRZ I b AR A M TR S22 i 23 R+ 5, 2 o7z, RIEIM/IMR & FFP % 47
B L, DIC DIREE4T729,

6) 7—4 L LTHE SN D BEMAFZICBE L T, Wi CHESNIEBEID 27 —4 & L TRET
TRWHERICBWTIE (B2, BF ID ZEAGEHRE LTI D 720, BlICEAL LB &
HiiER 72 L) BE T L IOREIFICBERNE S A M L TERAT D, Ml i) 2 BEHNESIL.
FHhisk CELE Ffo TEHT 5,

7) ARG, HEEBGNHH LGS I RN R E T A A —ICEET A 2 L,

5. W5 - A - AT E & E R
5.1, FE e RAEHEHE
S0 MiEiR A, ERERA. B A O KA T R
1) —M%MEREHS, Mk, MiE%EERE (PT, aPTT, fibrinogen, FDP, D-dimer, AT-III) : [
2) ‘BHEfE  EARE AL, SHE O RIER AR, HE D RK o — AT % MERPEIE2, 4, 83— R f&
T, BIEWHIMLE, 28, BEOEDN DI
3) Jefafl CHEH) - IA%AT. MR, BEOHDEFTIX, EFETLEE, BIRAET D, (RERHRA
DFEMIZ )
4) BEERRAR Tk~ — A — : TAT. PIC., o2-PI. plasminogen. total PAI-1ZIET 5, RRZIEE L CIRE
Hi & HiE OFE (C1) BlARRTNICHEIT T 5,  (RIERFERRA ORI
5) MR ~—h— (BB : IR E BRI BEDNIZHA 7 SRR, RRZHE L TIT 5, (RO RE
DI HIZFH)
6) WT-1 mRNA E& CRHEIM) : 1551 & fE O Rk a—2 (C4) K TH, BT LEE, BFRET S,
RIRZIE L LTIT 9, (ROFEERMRAEDIHE & [THE 8) 127
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7) PML-RARA * A 7 @R TG E & - IGAT & HIE DIFIER T # OMEFPRIEAGET. MERRIE2, 4, 8
a— 2R TR, B, 2 F%, A3k (([HEE 8 IZHLE)

8) FLT3/ITD Ak (H8#) : InMEal & iR ( [HHHE 81 IZFM)

9) BEIRIRAL « HIE D FE3 2 — A(CHEL BRI HI N D DOEIER TMTX, Ara-C, PSL #iiFERFICEDE T,

10) TAFIHUE, TAFLEME « M #E 2 SRLICHEH LIE, PRBRIEIGCAMR A CTIaal & i D FRIE (C1) BHAGH]
ZHEATS 2. (ROFFERRAE O B IZHE)

11) MARIRTE : TRERT. FERMICAEH CRIFT 5, (REFRRE O

12) QOL F4 : BMAFE AFEBAA AT 1 M, HFE DR IER AT, HIFE O IE(C2)M T, HERPEE 4 o
— AL TEED 4 [T

BAIER & | R B | mEaT | MECH | MEC2 | MEC2 | MEEEM2 | MEREM4 | MEFEMS | B % 1 | B % 2 |

AT T i i % % % % i g

B N O O O O O O O O O O
Guth fhx N O O

TAT PIC a2-PI, Pl;J O O

Ml ALt

FKi~—T-* N O O
WT-1 N O O <Z O, kPR, EERITT 5> O
Bl A N O
PML- 4N © O O O O O O ©
RARA*

FLT3/ITD* | 4t © ©
TAFI 4% O O

ARORAT | e O O

QOLG# O O O O

s | o O

O : BABEITPRAEFRIEE LTRSS (BL, BHMBEEES LBREOEEN D >T-HAITRD)
*LJRALE LTEBE, R4 2y 7ETEMOBERDARETSH Y . APLHIRLA REMIC HEL L TV 2 5813K
. (02 B %)

v BIRESEEMIE R o 10) [ MMighr, =2 Y — MMk EIZ X 2 APLOBIEBERE 72 & O VR B4 OFHE D %
SER OVESEEICBRT 2 8B FRE L BEFZMORE] 1) 17 LET, =7 Y — MMEFTEIC X D1BHR K
JSPEIZ BRI D B TR E L BIEFZHORE] BBEOTZDIZLERIEF Ml ODNA, RNABRHEL 4 FF
KM TIT 9, HL, MRMHEBER L BEOEKEL OS> T-HEICRD, T ORI OPML-RARAD T
bolea, MEATY 728 LIEFMRE LTHEAT 5, ##flx [THES) IRl

5.1.2 Rk A OFEM
1) MlaRim~—0— (BHRSEHES (RAFHRA) 12 0.5ml)
PRIRBEICHRAE TH D . MAEMRITEE L2V, SR ORPUTIS U T, B EIMEEOmE L 4
—IZBWTCEi$ 5, SRLICA—F—T58A1% [LLACD45 7 —F 4 7 (JALSG APL212G) | D4 H
TIRIET 5, (KEHEZA—F =T 2584, EXlC XD FRNICSRL E RN TIXLERSIHARH D)
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CD2, CD3, CD4, CD8, CD5, CD7, CD10, CD19, CD20, CD13, CD33, CD34, CD11b, CD14, CD15, CD56,

CD117, HLA-DR (F#O~——I130T Fir)
FERO LR IMRNIGE 1T blast gating VEZAT 9 23, ARIEIX APL TIEREE L CREHIAREETH V| BEHREE

AOMAER R L EOE THMT 5, Blikd 2 WEmEL =0 b0fERIZ. WThbtr I
VEa—Z1To e, &AL, Mid, Wi ID &5, Fiim, Ml Wilis, BREL L EE2TOM AN

WaHBR L BT BEE S a2 L. TRROMKICEMNT D,

reastsst -

2) etk CBEREAA S (RIFEA) 120.5ml)
MBS R RS 255 8 L G FRAT & 3R OB R E OB TR O RE 2 179 5, i (G-

band F721% Q-band) A (TAS iRk THE ORRZHEE & LT, B £2I3MEXFLICTIT 9, YLt ifh

BiIo oL Ea—%1T9,
O #EEoa -ty 71—z A -
%D,
Q@ RN THRAELIT> TWVLEGLH, MOMESHITHRHL TV HE L bIZ. TomRERFRELE
yEInrvra—ZAs (Tid) KHETL, ZoOB. BFA, M4, Mk ID &5, Fin,
PRI, P4, EREAR ERTOMAFREZAIR L LT, BERETE2MT,

SN

3) TAT, PIC, a2-PI, plasminogen, total PAI-1  (EE[EEHH A E > 3~5ml)
TELMRA (TAT. PIC. a2-PI, plasminogen, total PAI-1) (2B L Cix, RREIGHRAETH Y, MANE
RITFRE L2V, RN & B O IEIEBI AR RTICAT 9 o AITEIC & 72 —fixEEFE R A (PT, aPTT, fibrinogen,
FDP, D-dimer, AT-IINIZ AN %2, BEEFREICED A~ — D —L L THRET S, Bl E-idmitr 22—

bR EEfE e & bicrEcR i - 5. o B
%, WEF4 . ID B, R, MR A . FREL R ETOMAMEREEIR L, BEETETT,

EelE RGP D~ — B —: TAT (thrombin anti-thrombin III complex)
PRIERIEMEL D~ — A1 —:  PIC (02-plasmin inhibitor plasmin complex)
FRATRIBRE D~ — 1 —: a.2-PI (alpha2-plasmin inhibitor; B&#5 anti-plasmina),

plasminogen,
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total PAI-1

4) TAFI HiLJi, TAFII& M5
Mm% A LT, TAFLHUR . TAFLIGES O BEERRIEN T2 BET 5, EHOBEREEBHAE v
N ;207 =8 b Y o ABEZRMAE 1.8 ml) Sk &M L., SEIEfE S~6 Hf
DI LT, ERNMTEOSEET 5, S L gL TR L, EAoEEE b it
Do ZOBE, BEAEHEHER L, BERESEZMT, WEIZUTOMKICTIT Y. RBREGIMRETH
D, BEBLOSMRICERIREATT, TRllERRAZhEAET 5, BERARK T ORI
DD DFRARMABEDRAFITBE L Tix 1HHE 14 127 LT,

A 7E i

5) B
WT-1 mRNA E&IZHE AML OIRFEOETE=4 1Y > 7 L LTALITONTWARAET, KMz THE
S, PREBRIE D STV D, PML-RARA \ZILEG S % & APL Al ~DFERMEIZIZH 503, IR & L
TOFEHEIZENTEY O, #iBRAEL LTHHATH D, IGRANCERM L, Z0%, HE DK TR,
Fria ] B O KBEReICHEAT L, HEMER IZIRE Lisv, FRME T A 8) TR LT,
PML-RARA &5 FIEMERBMRED A7 VY —=2 7 L L], FLT3/ITD £ RICBT 5851/
HEOFEMIT 1THE 8) TR LT,
BIREHBIE E 10) 1N 35 APL S WIEMERE 72 & OIRHRBE A OHE O RIE K CEIERE, Z L TIHE
PO BEMR T 2B 1 2% L BB T ZROREOFEMIT, Bl A 8) IR Lz, IHIT, ZHIchH
% DNA & RNA ORFOFMZ [THH 14) (TR LT,

6) AR RAF
TRIRAT & BRI O B MR AR 2 R 2 BR 0 RAF T 5. Ficoll W& CArBE L 7B 8> B ik e 2 ik (R %8 37
12 DMSO IV lEMIa TR, & LI~ by MRICUT, -135CLL T 6 L <UTIRIKREFE T ThiFrd
o MURRECIE Ix108PL BN LEE Ly, FEMA [THE 14) (SR LT,

7) QOL #h#:

RO QOL A HIC JALSG B&kE A fio £, 80 HUI T2 M- EHF & b, WHREICTET, B
fRENSEVEBRAARTE 1 B HUE O REIEBRAGHT, HIUE O E(C2)FE T, MEFPRTE 4 22— A TIFD 4 [H]
FE1T9 %, HYEIXFIFFIZ Karnofsky Performance Scale (C&K) ##1%3 L CRF |[Zit#i 9 %, #BRA XA
%, WEMNRZEHEICAN, HE LZObEKT 5, RHTER0WGE, #HRE OKE R HIIL, BB S
NIBIE R A S EN R L TH LU,

et -
e
.
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5.2. Bigt - MAHHA
5.2.1. B (FAREAYE) BAAAAT (Baseline)
ABRBRLARATIC L T OB I OWTHEZITV., £OMRREZLHKT D,
1) #BREDRE  XERBEREGH
2) BETERE, B BHE
3) —fRETR (RIlEH5-AI7 B LA ISR & i)
PS.. R, KE, AFREHE, KL, FETEL (HihofHEz2ET)
4) DEX (PR GA114 B DANICHRAE % £Hi) QTe, RERICEEELZT = v 7
5) HRRRRAE (FIEH5-AI7 B LIS & i)
a) MR
AMERE, BmERE (BipEFER) . /M, R, ~F 7o e #@RR ek
PT. APTT. FDP, fibrinogen, D-dimer, AT-III, TAT. PIC. a2-PI. plasminogen., total PAI-1
b) M4 PR
TP. Alb, T-Bil, AST., ALT., ALP, LDH., BUN, Cr, CRP, UA
6) FIEH 5-R114 H LNIZAT o T B OHEE I L CHW O IZIER L E (2 2 > MREIZEEE)
7) BREFT R (WIERG-RT7 B AN ISR A - 8152 % Fin)
8) PML-RARAR G 81 T8 EfRAT 75 Fe . Ye B AR AR AT 7 5

5.22. RGBT
AFBRPIZUT OHEBIZOWTREZITV, T OMEREEF S FHICREkT 5, £io. TREARE,
HE DL (YA 7 V) MEFRIEOBRIERICAFEFROAE, AEERNA DL G IIARREIE
& DEIRBILR K QKR BRI D356 132 OB 2 EGI & F 25T 5,
1) HUA M O G- R
BhHB, &5 (mgmd), HE - FILOSAIEZ OB, ZOME T FIH
2) AT
PS.. RHE, KR
3) ERARmRA
a) MiEFRIRE
Hif e, BMmERoE (FE 8% ST APL #ila) . M/, Rk, ~F27 v @ik
AR ILER B =R
PT. APTT. FDP,. fibrinogen, D-dimer, anti-thrombin
b) A LS A
TP, Alb, T-Bil, AST. ALT. ALP, LDH. BUN, Cr, CRP, UA
4) AEESR IE 121)
5) PRRIRIE DA B
6) ‘BT .

5.2.3. MERFIRIER T Iy
1) 8% OHERE OBLE « Ay « AR TRICK THSUIPILEI B ZTV. £ O R ERIHREEIC
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BT 5, Fo. BE - TGO, T OE ZERHREEICRET 5,

2) PriEEhF
B PR

3) B IL - TR L TROBIEIIMESILD, TROBENTEDLLIICHEL., HEErH o728
&, JALSGHEBRICHET 5,

5.2.4. BIEHIM T

TG T 2 M ABIENME L, TORBRLIEFRE IR T 5, BIEMET D PML-RARA O
MRD BEIZE N T DT DS T 1x10° 2 B —/ugRNA DL E L 2o 288 1 A BICHERZ1T O,
FRTH 1x10° 2 B —/ug RNA LA EDEA . T EMFEHER ET 5, WIRFEN, D FEWFEND 50
IRESN R DR SRR 2 H & L THRE L. 2 0% OIBEIIA iR OHIWIZ L 5,

AAf - BEEORRIRICE T 2B A %2 EFS O IRED 5 F4 B8R 5 2 LR IND ETERT D
ZllTh, g, AEFGVHTEORKEIE - A - MEFRICHEA UL MGETE TORREICEIE
L TWRWEAIT, ZOFEFEFSEBHERA IR LG E COREICEET 2 £ TERFHEZ ET 5,
=72 L, MOTBEIEICEE L-SA1E. oBRIEICEET L1 TOBRBREELITY,

1) HHEOAE
2) £ - BT OlRIF
AL - ECORER. KT OGA. LR, RIGHEIE & ORRER
3) RERKET - IR OIRIF
1BHBAR B | TR 7L
4) AEER (RHE 13H)
5) i i e R AR AT O A
FEhii B BHREITRY, BAEORE, SRR, HLA 8%, AilE, BMGEROFEL HREA,
H A3 i MR Al s — o P B

ARG MMM ERRERT —2 L0 BEEEFRS RSN D 2 LICBERERELN TV DIE
Bl oW TR, ARBRTIE SN DBHEBEEFHR O O b, AAGELMBHERSET — 2 L0 SR
RERHEAICHOWT, —mEHEZICL2EAO E, ARELMEBHYST -2 2 — X0 fFRD
etz 5, GEMITREIIRT)

5.3. A AR MR 2~ OB Gk

(1) EfErRR R Ehi S - HE . AARE MRS T2 (http://www.jshet.com/) TITHONTW5 [
s o 4 EH 2 | - - = . 25 astE e, B
B 21T 9,

2) AARGMMEBHEESO EMMRBEERORERAET ] ~OREICRENEONZEA, AAEL
MBS ERT — 2 L0, ARBRCIE SN A BHBERFSARE S D Z Lizon T, T
il - FIEZ/G2,

(3) AAREMMEBHESRET -2 L0, KB CIUE SN 2 BBEER SR SN D Z L ICBHER
BRGNS AICE, —oEFHEE S L OBMH % CRF ICFEHT 5,
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6. F MM & MO

6.1 HH DL 2Tl

6.1.1. BEOREMEMRET D720 DA EIH
ARFBRAE ] &0 T 2 AR AR IIBEIC AR CRCK TIT N TV A HIETH 5, HifE O RIEICfEH
ENDATO, HEFFRIEICHH S5 AmSOIT A & U CBEICAI TR « il ST\ 5, BEICH AR AR
ESMTON T HHEEO B IR ICHEH S, ToRGELEEDNTH Y, Hi-20fHEE DM ERL TV
Wz, —EOREMITHESN TS, LEN-> T, KIGETICAEUEZAEEERICHT L TE, EFNIC
VERREOLEZ#HT LN, BESEITEDR Y, LrL, FrRoSCEEL, ABRE1T),
FIRE E MY EMIL, $BREORBRSINT, LENOMEY LB - RELZITV., HRE ORI
RIZB DD, BT T DEEE ., MIKRORFICL A HMICIZH0ER L, TERARGEIC, Bkl 15EE
Blth9 %, AEEZOFEBICKEL Cid, KBS L CHEYZRLEZ L, $BRE OLEMHRICED 5 L
Ebic, ZORREMEITH, [MERBOOIAEFLR) ICHRHTIAHFEFLERNLL L, HoESL)
IS - BT LICE Y ARBRICBUT DA OREMEHREICED D,

6.1.2. 7R - et EE S
finERR - FHERBA D, ARRICE W THME, KO RE FBNICEHI L, ARBROTIE - F
- B S L ORRBREM R B HEOL T OWTHE#H L, BREZT O DI, 2R - KetitihiZa s (&
) ZRET D,

6.2. AMEIZBIL T

APL212G L APLITD T — % Z b L A PEICBIfRI 5 3HA & L TRMER, EFS, OSFZ @ O F ik (&
fR=1T T A 5, & OffiiTKaplan Meieri£) Taffii L. 3 =RIZEI L Tldcumulative incidence of relapse (CIR)
[Z TR 5, AFERITFBIERBRTH Y, gid L2k 2 ki7" e ba— ol ed 2 b, £ L TR
e H IR DR RV DM A 7 | BERBA MR 3E DR iU CHRMT 217 © . B O E B S 2 AR @i L
TIHBERE R DT, PIEE L8], 24 LLERIZ1THI/4E TR S, 3R TN BRESND & T
IND, HEDFEEITN3 2 A0 ZHBERKE T OIERID4E], 38BN YOG L7 b & TS
Wb, 10%DMEZIMNKT D & 3AFBRENT R b L FRIND, TORRETIIELNET —4 %
AVVTEFSSE % Tl L. APLOTO MR &tk 5, ZDOfES. FIHNCAPLITO RIS 256 IRER
HEESIZB W TRBOME O /&2 RET 5,

6.2.1. FFflHE H
1) UG 20 A HUE
JALSG D #h 5 E H#EF KL OY 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 |2 & % 2379,
a) SERTLAE(CR)

HREDOFER+ RERAIEHEK SN, 707 z/VMEE AT 5 FRCAIA IR 2 L, FBEICIEHE R
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FEGR - BRIERCR - BERERZ RO 5, RMMICEFERE KOS ATE#EKZ L, 479 EK 1,000/ul 2L L,
/R 100,000/ul BA E, B2 AR L, 2608 RIK 4 @8R 2 2 &, 7272 LIROALZHEED
WEIZLY  RIEMpT RN EORELGE L2 22561E, 7L 4 BEFFRELRSTH X
WS, 4 AN E B O R+ BR AR BEER DY 5% LA EIZ72 5 D FE I IR IMIZ SEER S HBL T 2 55
FIEFTEREME L,
CR HIZE HIZAF P ERE>1,000/pl, i/ MRE>10 7/l SRR S VT2 AT o = el 0 B B 2201 D
FERT RO RMIEENHRINT-HET D,
FARE ANFIEB LI &< fiE O FH1 2 — A MEITIC TS, Bl O FREEITEIZE LR 0WGE,
R T 5, HEMPHHEINTZHEARXNET D,
b) iR A B ik
BHE - RIEMAT R FRREAEMILELN- T b, AR RS T 5,
¢) T EYTFH LR
RQ-PCRIZ & A PML-RARA mRNAFEHT I3\ T 1x10>2 B —/ug RNARIMG IZ 22 » 26 2+ AW %
M TARIC B Lz LI 5, HE O RIER IS FAEYFREMRICENE U561 TMERHRTE 2 Bl G
T 5,
d) MikFHI 38
BHEO B R+ B ATEHEK 5% B 20 Uik, RS2 ZFER, B Al e BEERIBL, KA M
FER, REATE C CBRETT OB B R+ RERTE KD 5~20%05 513 <L ]
HEZRICEMAEERL, B L EH
FRB & LT, BREEFER+
e) 1AW
Hi [ D FEERE THFD RQ-PCR 12 & D PML-RARA mRNA fi##t (MRD) MEIZBWT, oAM=
PR B . MERPIRIEMIR . B T MRD REICEB VT, WA ORE AT 1x10° 2 B —/pg
RNA ML EE ol iE, | PARICHKR L, HRTH 1x10° 2 E—/ugRNA UL EDOSGA . oF4EWT
PR ET D, ZO%A 1 BIHOGWENHER SN Z AW FHHERER &35, HEDEE
K THEDO MRD BEETH - T25E6. hEadEmfRe 35,
f) RS
M9 7 B FLAR D BESS LR D A D TS,
g) Treatment failure
Resistant disease
CRIZHEANTERWEB, IUOREKTHE T BRI EEF L TWDIER 2R E L, B (5
BE D BELFER + R RIBBEER 5% UL L) B X ORI A M nEFE L T D54,
Death in aplasia
RAIOWEHRKET 75 7 BRELIAIC A MIEAEAE L L TWD 0 bbb T, BHiRERIC L 5
ARy ONSY Wk T
Death from indeterminate cause
OIOIREGMHP E 723K THSTERBLINOELE, 720373 LIS L7ER T, KM T
FEFERBRO NN IR INTVE OO, BHOFMA SN TV RWEE,

2) ZhARI ] A
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a) Event free survival: EFS
AW~ DB D B HAPEAN R E R Sz B E T, H2WILMRFH ., 2 EMFHE LT
fiAAmREEZHSNTZE, LTS O WDRRICL DT H £ TOAEFMIM, L 81221
. BB OB L TR TERWIGA T REE ICEREAFDHER TE 72 H T censor 75,
b) Overall survival: OS
ARIFFEA~DBEEER PO & DWW DREIC L AT F TOHM, 8 L-BIRHET, ECHHEETE
RV A TR BIZAEF D HER TE 72 B T censor T2,
¢) Disease free survival: DFS
CR IZERELT%, BREDLOLWDHFKICL DT % event & A7 LTI AWM, ERREMA ik
RET D, wHELBEHET, BELECHPERTERVEREIRRICINOPHERTELAT
censor 5, MFEIINFAEWTFHIRIE, MKFHIHEE, BISEEL ST,
d) Cumulative incidence of relapse: CIR
CR ~OE|ZEHN T, BREEANLZIESNT- B XV FREPZH SN £ TOMMH, HHE> #E
WCERWEEEIRBICEMRIRENHER TE/LHB% censor 75, ZOMMOJREKIC K 5T
competiting cause of failure & 3%, FFITT FEWFIIERE, MRTFHEE, BiSNEEE ST,

6.3. AEFEZRICHLT

TRIRBAIAHI0H LN DT RTOEL, TP L 272\ grade 420 LD EE LA EFHL(AE)CEM A ERG
(ADR)D D b= E1E, MskELEMIL, MU R AEZ#ET 5 Lo, Awd & LT3AUAIC,
JALSGEBE R Z M L, MAEEBRICHET 5, RBGEICED BB LERIES . WRELE IR
TEWFMEERTEET D, DRLEMEME BT, KEBBREMRE, D0 L. AFIEORITE Wik T
Do

T L 72\ grade 3O AESPADR, BEFIDAESCADRDBEEN LR L2854, 7 v b a— LR & KRR
DAFE TE RWVIRMBIAE31I A LI O, B Ograde 4D IEMIEFENE, AKigeh), T R BEECHEIER S

(W, “WRPEMDS), e REE ORBUE L IR AED L2 LNIZIALSGEERICHE T 2,

B BHPEGIEG DFKI20%I2H =5 1261 B LTk, HIEDRENK T LA T, ERoFEFRS
EREEROBMETERHIFAEL, IEAMEMICE L O, WEERTTHRHT 5, Bk ICBE D 2 75 23 2
BRGE. IRLEMEEZERICHET 5, oM., EFPREITFE Lav, 126]H, HEOEEIZB N T
3FILL LD EFINHER S NG A, ARBRE —Hhik L, NEES TRBROGITO NG 2R T 5, FiC
AR LV EASHIZATOICE L Cix et 2 )R L, LT ORBR—Fid 1k 42 3% 0 7=,

ATO D FH e FR T REAT A FLl2 K B & | grade3 DL E D FEIM iR FEME 1, BEARE AL P TIEQTHER 7319.0%
(52/27441), FFHEREREE 738.0% (22/27461)i8 00 B AL, TIFZRIFIET TIXENE16.4% (17/26815), 0.4% (1/269
BHFRD BT, RRBRCIE, HMEOFIETICENICEA SN S0, BfEEARETOBET — % OEE
gt g e LT, FisherDREIC LY . THEARICEFEIZHEOHEEZNRDONTSLA, 2F 0,
12415, QTIEL(QTe>500 msec) 3 5HILL b, e E N 4FILL EOFEELRRBO b HE. Akkkz
—HFIEL, RLREEZES THRBRORBITO A S 2 RFT 5,

S BT, BERBRAAEIFEORE S THEMNT 217 5, Ak (62 A2MEICEALT) L7k oIz, ZORFAT
ABINRIT R R L 72 5 & PRSI, HIE DIRIET O T ICOW THRETT 5, APLYT TlEHE D iREH DAL
13244 B F10F1CFRS BT AS, APL212GOMIE S FIEF O T NAEIC g - 5506, K
MR A — Bk U, 2R LZeMEEZE S TREROKITO NG Z it 2,
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6.3.1. FHflizE H
1) ARERIZI T 5 Grade BIEIEAFBLGIEL, FBUHE KO0 Grade3 UL EOFIEFFEBLHE,
2) AL, BRIFMNERIO [JCOG20114ER (NCI-CTC ver 4.0, 2009) DOFIWEHIERLEE] oo —&
KB,

6.3.2. BXIEARML
MHUEMERIG AR O BRREHN A ST 2 0 A R T4 > (L BB IAHRER) | 25FICHRE LT,

633. AEFERLIT
FEER LT, RBREOBRETE LIRGRICEREICELE, D005 FLL0HIWVITEK
LW (A REEORE 2 8T) JERUIFROZ & TH Y UiZRBREE & o K EBERIER bR,

1) EIEH
KRR OBER L, QB2 <BEERL ZRAEFEELZAEHL T5,
2) BRI AL YE
LML, Grade (0-4) OFL#EE [JCOG2011 fEAR (NCI-CTC ver.4.0, 2009) D FEIEM ] & A4 |
[ZHEVVEEA L, EAEE % Grade0~4 (28T 5, 72 BERRMRAE O RH OA ML, Mz L EMEIZHE -
T1T 9,
3) KIRBARSJH
FAERERLERIGRIEL OREBERIZ. UATO 5 BREICHET D,
KRB R
OB L
@FBELHERL
OBEH B0 LivZawn
DFBELLHEDH Y
@M S MNICEED Y

0L, QBEH LML LR, @BZLLEEHY, @ LICE#ESH Y | XEEH & L TH
DD,

6.3.4. LEMEFHMFEIEIC B9 2 AP, Gk o J7 1% K OV fi e 1]
Sk EAT A ST B HIERNT, & 2 — 2B W RO b B FER O FIE /5 Rk O R BIfR
HEtTw», TORREEFMREEICTEAT S,

éj\‘

AEFROLHE
a) B RER
AEFZONE, LEOAE, FBLA, KK grade, HEK MR H . KRG, KIEMEEZ
LEHlrSnizHaidzoim, BB
b) R R A ME
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REEIRELBOAE, WEOFEE, I, KK grade, THE kIR H . KRB,
KURBAGRZ2 L &l S 7258132 ol EEME

6.4 AEFRZORE

1) JALSG AEFELRERY LWV, “EELAEEL LT THEINA Grade 4 DR EFEG DL
U7e56 . s REEM UL ERMIT JALSG FHER~®ET 5,

2) JALSG FHRIT Z 2R EE ik T 5,

3) MFEREZ ITRMEZONR LA L THISEZIRET 208, LEPHFIILIJALSGAPL212 ZH%, JALSG
RE-BREXLHET LD LT D, BEOMRIIBERICRESIND,

YHBEERAEFL EITTH SNV Grade 4 OFEFG PR SN H 1L MERESE LV JALSG
T—4trF—%i@E L, JALSG APL212 ZE . JALSG f# - BIE~ELHICERE SN D,

5)APL212 ZB E1X, LROAEEFLICEHL TEERITEINY, fEERET D,

6.4.1. HELRAHEERDER
AKRBRERTICAELEHOPIHELLAVEREOTEZI LD )b, UTOLO2EERAGERELL
ERT Do
(1) FBIZEL LD
Q) AmEENTHOD
(3) WBIEDT= O ABEE T II A OIEE N MLE L 2D H D
(4) JKBEH) E T ITBHE el - BREA RIS b O
(5) RBELZRKT LD

6.42. THISNRWHEFEZDEL

8. THISNZ2AFRIL] ICEHEHINTZAEELR, BLOARRR T 7 b a2 — L IZF0#E S 072 FA OB 3¢
IR SNTAEFRLIAOFFEFRS, FLITES SN T THZOWERCHEE N TLEHNA L L2
WHLOEFHENWEEFRLEERT D,

6.43. THIENRWEEAEFRROTESR
[6.42. THIENRWHERISOER] CRHINZAEEFLDOI L, (641 BERAFEREZOER] 1T
L5 H 0,

6.44. MEBBOH HHEES

(1) BERERBEOH LA EES
UTFOWTNNCHEYT 20 FEFERITREREORNRET D,
O BEDROVEEEKTHND 30 HUNICRAE LT XTOREE
@ THISNR\V Grade 4 DHEHFL

Q) BHRERBOLLAEFS
UTFTOWTNNICHELYT 28 ERFRITEFTREDONRET D,
O HALNRFIREZRLS , RIFEKTHMD 31 HUBEOE LT
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@ T S5 Grade 4 OIEMEFEIE(CTCAE ver.3.0 TR/ HHE) XKoL OF EER)
@ K E T IXBEREECHERA S (CREEZET)
@ BT T DA R TR

(3) W TIE
O AxERE
BERE OB L e HAFEFERNRAE LEHA T, M RE EM UL HE MR A2 72 K
DNIC THEFREE-RBEE] ITHEFEHZ LA L, JALSG FERICHET 5,
IHIT, BENDL T HUNIC THHFFGREE) ICHEFHETAL, T2t —IchfiEd 2,
@ WL
WEHRE OXRL e HAFFERNRAE LEHGA L, MR AREREMUIRBR O HEMITFEAE2 D 15 AL
WIZ TEEEGREE) ICITEFHEEZTEA L, JALSG EERICHET 5,

6.4.5. FZIMEREB DR ~D WL

« NERG LT DERFEHIEICET D MR CUERIRE - BEAS@E - k26 4 12 A 22 HER) J&
DE, TP SNBRWEEAFEFENRELLSEIT. MIEREE. FEFRRELMRORKEM, &
KOs OREEMIT, FTET 2EREEOR RHHEEERDH 2WITS T 5HFAEME) (1T
Wil L ER by, 2L, MIREEREEE . AHFFRREMBLUSORRICENT, Thth
DERMERI A OWEBERA 2 HEI1IE, T OBUEITHE > TR AR ERM O BB W CEelIcrT
5Tk,

« BEEGRE AN R ORKEMB L OSSR OREEMIT, FrE T2 EREEOR (xfMEZES
HLHWVEEET HHFEEKE) »oTHShARVWEEAEER T 2HER EOERLFRG R R L
AT TIH AT FRAERR [CESLNICEONEE®mE T 5, TOBRICIE, RAEFBRE~OHE
(CRLHCT D AT B REA~DREICHOWT, Fhisl B IR 21T 9 2>, MR EEE OB T 5=
B DR BRI 2 Ml FHISES & L TRHZIT ) NSOV T, B O #H 28T 5 2 &,

6.4.6. JBAETERE~DHE

o NEXtG L4 D EFMIICET S MmEttae CORRITEE - BEATEE - ERk 26 4212 A 22 BHER) I
Eox, “THIShRWEBAEEL DR AELILGAIL, HARKREIIE T 2 EEEBEOR (k[
HEEEH D WVTHYTHIEEME) LHEO L, FTEOKRICHEWEAES B KEICRET 5,

s BEEGHRE~OBRELMAEEZBMEME OB T 2EREBEOREN RN T2 MEEICHE S & LT
Hd 25 Z LICIRE LEMRICOW T, HHR TOTH SN ARVWEEEEEL G 2 HER L0
RROBHAE R A MANRBREVNW L0, BT 2EEEEORE (ERxmEEZERH 5 WVILHE T %
B g L, TEORRICEWEAED B REICHES & LCRET 5,

6.4.7. = DO DOHE

FEIRICESSEWEM 2 EORAETBRE~OWE, EREED b EEA~ORIERICE T 2EFIZ o0
T, ThENDERERE OB > THRRAEREDOBREICB O THEIITITY 2 L&,
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7.APL 212G IR¥ERTE
7.1 VR O BEEE

1) 658 LA D% N TPML-RARADSHERR S U= HIFEAPLIEGIC KT L, #I72HE A i Bk s X OAPLA A I &
D, AREICERINE U7 AR AR AT 5. O HIEIXAPLIT, APL20ATHEENH Y . £7-, AR, B
BE. CEET. BPTAPLAING = 1,000/l DIEFIZ% LIDAEIM SN D, BEEOH DD HINIZ L 55
U, FEAREITA N b T D,

2) HiI[E L TIZATO 0.15 mg/kg (5 H )/, SR D22 — A %179, C2HOEHERIERIZ, Ara-CEMTX
DOREEAT) Z M7 %, HEDEEFT OH 5P HJFARIC KDL, HHRITA N2 b T D, HEDFRE
Fi2a—A(C2) & THREDOPML-RARADMRD R TH T2 56, A X hE L, v ha—Lig#Es
IEET5, L, BT S,

3) MERFPEIE Tl HUE DL TREOPML-RARAIZEE ¥ HRQ-PCRIZ X Z2MRDHIE T1x10” = E'—/ugRNA
KA OIEG 2 KT, Am80IZ L D MEFHEIE A AT T 5, MK FHIB L OV AW FHIRS, ECE A
N NETHEFSEEEFEHEE & §5, ZNHDOA XY MRREOLNIZSAE T 1 b a— L ipER Ik
ET 5, L, BBk D, PML-RARAIZ X ZMRDRAE R A >k Tlx10°2 B —/ug RNALL | & 7
DI ABOERTHIx1023 B —/ugRNALL L& o258 D TFAEWFHERE TS, ZOk, %
DBGFIERE L% 0 FAEWFHIER &5 5,

4) BIEMIM COMKTH, 0 FAEDTFRIH D WVITHNA R ZWME T 2, PML-RARAREA IS FEY O A
RA Y R TIx10°2 B —/ug RNALL EE 720 0 1 ABOBRTHIx10°2 B —/ug RNALL E L e o723
H. DTEMTFHRE LT D,

5) BRZOBFICEL T, EhBMEBEOERD ED, HELZEDR,

7.2, FARE AL
TR AT O A M. = Bk A E & OV APL MRS LV LR O A BE, B BE, CBETIREZBHAA L, &7 APL
RSN L= 5813 D BEOBINER %247 9, ATRA 1Z CR B b Il O % 1 o — ABAMAETH £ THEHR
s s L, mE60 BHETHRET S,

7.2.1. MRS AR E O RER
ABE) WBC <3,000 /ul 7> APL fla CGEEk+arEBiEk) <1,000 /ul O%A

ATRA 45 mg/m* 773 po

B &) 3,000=WBC<10,000/ul & 5\ % APL AIARCEER + A& #6ER) = 1,000 /ul OHE
day 1 2 3 4 5 6 7 8 9 10 11 12

ATRA 45 mg/m* %33 po R A A A L
IDA 8 mg/m* 30min iv U
C#) WBC=10,000 /ul OHA
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3 4 5 6 7 8 9 10 11 12

2
ATRA  45mg/m® 433 po | | | L L L L L L e
IDA 8§ mg/m* 30min iv | | |
D#) A, B, CEEICBWT, @ APL Mg CGEER+alEBEE) =1,000 /ul ©
A B
(APLHIIE=1,000 /ulo B & V) dayl 2 3 4 5 6 7
IDA 8 mg/m® 30min iv 1L
B #f
(APLHIIE=1,000 /ulo B & V) dayl 2 3 4 5 6 7
IDA 8 mg/m* 30min iv 1
C#
(APLHIIE=1,000 /WO B & V) dayl 2 3 4 5 6 7
IDA 8 mg/m* 30min iv 1

7.2.2. fH 2R

1) WBC<3,000/u1 2> > APLAINE<1,000 /pl D> & & & ATRAHAN (ARE) 1R %47 5, WBC233,000 /1L 110,000
JWA & 2 W IZAPLAAE = 1,000 /ulo> & ZIDAZ G5 (BREE), WBC2310,000/ul LA L4, IDA%
BFH % (CEE), BREEICEAL Cik. WBC 3,000/pl A THAPLAMIAE =1,000/ul DA, 4L VIDA
2O 2,

2) ARECTOATRAFMFELE TIL, WBCHEZ 2 KT Z A LIZLIEH V. WBCEIE L APLia ik D #HEREIZ
HET 2. APLITRBR AR T, 1RIRBAMRFATED K EA . DEFICATL TV D, £/, B, CHEIC
BOTHAMEBOBMARD LN Z ENHVEET D, FICHERGE, 28 ORI TR I
FER B 2 A L C, APLAIIO¥EL DA M4 HE L, & CTAPLMIAE=1,000/ul O5E. 7 KHIY
HXVIDAZBEINT S (DR, FIEIZE S HAIXIDAZIBINT 5,

3) BRIRAIE AL GE ., e, ERREOREZFEEERSBE LR, FHER>1,000/ul, £72
VX I/ R>100,000 /ul (2[R L 72 B CEMET D, CROMITEITE L, B #E 0 55 i o) E 23 R # &
DNHIEFNB WV TIZATRAKIEZHAT L, 0 72 KA MR O RIE % £F > THEDEHEZIT ),

@AmAmﬂEW%LJ—X%%%Hif@ﬁﬁﬁ#éoﬁ$\Emﬁﬁwpmaﬂuhif%MLk%é

IT—RHARZE L. AIMERE OB % £ > THT 5, AEETHIIZATRAIZRITT 5, 1REBAA60 H
“amuibﬁwﬁmi% RHWHZ TR AT 9, BMEEN AWM OSGG ., HEO1 2 —ZX(ATO)TE
fRE AL ZAT2 5, ATOB B CRICEIE L2 WEITHERM L 35, 1272 L, RBElE I3k 5, EEM
BIEHELIZBEA N NET D,

S5)APLAMEIEMERED O FFIZIE, EHIZATRAZIRIE L, BEF 5. mPSL/ YL AL F 7= [ Xdexamethasone
DG 217729, APLOMBIEGRED FICIZ AMERE M &2 LD WA b H 2 D TIEET 5, ATRANRE
REATH I, FEEN, (REBEIN, BEIERSCIER R 7 & O R O AR EORER, FOREE., K0
FOKOITE, MK T, BEEREE, FOFMLICERT 5, SpODE=4 1 v 72 EMMIITR ) Z &
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MWEFE LW, ATRAOFBIZ, APLAUIEBEHOKEZFF> T, G EEZHEIDT5% &) 6T 2%,
HEICHMT S, Z0Oftl, ATRADEEFRRLEREINTWHRER, DEOWE, HHES, & hY
7V T A RME, B, FFRERE S L, MY e xHERIEZ T2 085, FAIMICATRAZ Ki(T9 5,

6) B MRE AJEIED R IEDICE IC L A L O EBEIC 232> TE Y . WIEDIS 2B E 2455t 5,

7) B EREED B2 documented infection D ff 38 0= B A Ffge 3~ 2 0E 1 T HBET OAPLMIIE S 15%LL T T
HIUE, G-CSFOEZE 2 5, M/MREN 2 HUTE FIETH LW, DICO & 5 540/ Mk
DT WA TR G4 5, T EREDN,000/plBL BN U EYIE DS U 72 354 13 G-CSF
ZHiEd 5, APLAIAIELG-CSFICHUS LEET 2 2 L v 50, ©H B GIT00 2, & 5HM LK/ R
15,

8) IDAZ PFH L7o5 A, DBEREIREREE 72 & OXEBERER AR BT S TReERN & 5, TR E LT, BHED
MWNZINZ, 7a7 Y ) — LSRR EREA 2 O L Th L, B HEimH & IBES 5 rTREMED E W e
DJEGLE~ DR &2+ Hi T3 5, ALZFREGE RIS IXSHT3 52 25 (K55 B P 5 384 oo il k- 51 & -+ 9y fif
M7 5,

) FERBBRAIDE —FIRE LT, 7B M7 I/ 7= ONREITV, Al E LT, A85R o KA o 1%
Th7e, iz B Uik T c B9 2 58k, Mgkl Ic BT 2158t (R 258107 5,
B AR ERECAY 1,000/l PLF T 38CUL EDOREEZ B I-5A 1L, HARMIEREESCEBRELZITO 2, KW
W DORERLCELEDOIFERIIE DD L L HIT, MIRER ED Y T ARMEREZ I —F 2 L9 HlE b 75K
ExBGET 5, 61, EHAOHM L ERT 5, milnd CIEEFEEITHER LTI EE O EYLERER
WHBLLIZS WA H Y | BYEEZ - 7256, RHOZWE SRRSO D,

10) M - HEEE T E L TORBEEKRSICEH LTI TE23BI2T 5,

o HMIFEEDTHHEIL, BEWE, MRREERELBRE L LT, SR O TIT 9,

o MRS TPIE LTIEF /v URH A, AT E LT 7Yy — AR inEmEwmE (7ra)
=, A "TaFy—N) OEHAEEZEET D,

o WEOBEDRS 25 G IR THE G2 LBEITS U TEET 5,

o HFHKROTHHEEGICE L MR OfFE - HBLUCHEET 5,

11) CRYE B, HFHERE>1,000/uwl F 72 13 M/ MBS 105 /WS R S - BITHi T S = el 0B BE 2201 o
FERTEROEMEENHERINTZA & T2, MEKEENELET 25GICOEHERNEZITI,

7.3. HiE DL
7.3.1. Hu[E DL D EEE
Cl) HiE D 1 72— Z(ATO)

._.
[\S]
w
&~
W
N
|
oo

day
ATO 0.15 mg/kg 2h div
(BAG AT B )
L (7 B 125 R, Zha SEE-ITT 5,

<_
—
—
—
—
—

C2) Hi[E D 2 2 — Z(ATO)

._.
[\S]
w
&~
W
N
|
oo

day
ATO 0.15 mg/kg 2h div ! ! ! ! ! l
(BAG AT B )
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1EF (7 B (25 A, Zhz 5 8REITI 5,
HRENEI HEER . IT  (MTX 15 mg/b, Ara-C 40 mg/b, PSL 10 mg/b) %47 9,

7.3.2. H 2

1) HuE O RIA I AF P ERL,500/ul, L ER3,000/ul, M/MR105 /Wbl b & 72> 7 BEAET 5,

2) ALFRIEZ 2 — A6 72 5 APL9T T UM [ oD 9 v I B GYIE & J K] & 3 % chemotherapy death & C2 T
4/258 (1.6%), C37T6/250 (2.4%) 588 7=, A7 1 b 32— /L OHIE DEIEITAPLITIZ bk U CB BEMH] 1%
BETHLLEDbND, LLRRL, &HEDEE OB IZMBRIEOTIZHEW, BN - K08
WREEHE Z B EAT/2V, LETHIVX, laminar air-flow FIZEE ZINE L CTHRET 5, HiE OEED B
(2472 o TiE, ERREARIEDOATRARIEMITT O, BEROFEOT = v 7 2170 BYETHNR
BREDRREIRD D,

3)ATO DFEMIZ B T2 » Tid, ATO D IKHKIGEFHSLAE | BEFEILME A Jii sk D3 72 L TN D 2 & & SEAIIC e
LTEL, ATO B#HFNCEMNTLEREZ &V BEEZRREIRS 500ms LLEDO QTe DIEENFRD HiL
D86 ATO D5 1I1Th 7, 1RIET 500ms L ED QTe DIEE # B 7-%H4 . QTe DEIE % F5-> T
AIREZRBR Y ATO Z FBHT 5, ATOGIZL Y, MED QT IR, BEHEET 1 v 7 EORERE &)
THZENRHD, QT LEK 1T torsade de pointes (TdP) Y A 7 D LEMAEIRZSI ZEZ T LNH Y,
e LCEmE 25, BIEABIROBEE, 9 oL ARICIZ T, QT ERE 28 24 8% (H2 7
Ry l—, w774 RROGFAERO—EHLRE) o0 ) v AHMRFRIEOE L, KA Y 7 AMAE,
K~ 720 LAMIENFIET D25HITEET 2. 4T 20FAEEIRG 2T 1H L5 0IERE LERE
DFIER T,

WH L, ATO & L CO0.15mg/kg % 5% 7 RN 7K 250mL ([ZIRA LT 28 C1H 1R, ES B,
5 M, #IRNEG T2, Nt v 7 ABREGRRCT 4 VA —EERT 08T FOERY T
— TNV EFTZICHET 20BN, KEL— L0 L AEETH LA, FHICmEREN HE T
%, AP RS (AL « #8AR « EED E v « B BAR) NHBLLZEA T, MEEE T,
BERMAZERT 5, MERERPROONTHEIE, HETLIETRELZ -HPIEL, &K5HHE
IR GRHZIERET 5, £z, @MERMEKGE T 5, AT LE TRV, FEFNT X - TIEAT
(PBH) #5T 25, BRYEZ AL TWAIEEICIE, IiERR EOREEIFRT 5,

4) FFFEE NGRSO SN TIER TIZASTE L ALT 23 2001U/RT O35 A XA IR A kit 95, ASTE L NALT
2320010/ LA E DG IAHBIFRIEIZ X 0 2001U/ERT IZ[EE L 72 RE L CIR ORI % Bt 3 5, C1OATOIC
THERAENK, HEEZFHERERZERHBLL, C2OATOOE G R EE LA HEFRELELET 56
PR D LHWENDEAE, QQEAFT Y715, ZOBRE, REEICIIFAEMHATT S, ELoFHA
IZEDC2OAF y ST UL & 1372 B 720, BAAPLZ %412 L 7= Intergoup study C9710 TIXATOfE
FRE21961 5 196f1(89%)121 =2 — A LL E DO ATOWRIEN T oA, 17561(80%)732 22— X D ATOWE 15 % 5E %
L7z, 2140(9%) TIXATOIXI =2 — A TH - 7=,

5) Hi[E O F2 3 — A(C2)DATOH T4, M/ 2310x10* /plLh EIZRIE RS, MTX (15 mg/body) +Ara-C (40
mg/body) +PSL (10 mg/body) DREFENTEANAT)Z1T72 9, U4 VA, MIE, HEICEDHEE, & DV
HERBHEIELGIFL CVWD5E. THUMNIEET 2 £ TITIE TRV,

7.3.2. Hi[E O FEIEF D MRD #id & iR € L THEFFIRIE OB AR
M OPRIETS 2 - AR T AP ER i/ MRS BIE U7 il T BE SR 2 Ji AT L. e R R A RS
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L. PML-RARA & &5 TEEWIZES L MRD JI7E 24T 5, 1x10% 2 ' —/ugRNA R OEFNZEE LT, %
DIRERZA X —Fy NTHET D E L BT, HEFFRIEZBRMGT D, PML-RARA FhA &S T D IGHIER]
WBELTIE e ha—LiggEE2 I+ 5, EELTPROBIZIIEIT S,

7.4, MEFFIRIE
MERFIRE LT, HUE D RIERE T 1% O PML-RARA f & 815 7 EEIZ B9~ % RQ-PCR I & % MRD Il 7E T 1x10°
2 B —/ugRNA Hjii DIE B % #F5:2, Am80 & L AMERFEIEZ M35, Am80 1T 14 HIERR D& G L, L
%14 BEE 2 » ARRET S, 203 »r AMEZ 1 2—ALF5, L72->T Am80 1% 3 » HmEIC 14 B
FToORETHILIChD, e 2 Mk L., Wit 8 =2 —2EHT 5,

7.4.1. MEFRRIE D SRR
Am80 WL 17 HH 2,7 HH 3, AH

dayl ~ 14 15 ~ 28
Amg0 6mg/m> 2 po. | ~ | Kk I NS NS

12— B HRM) ORAFYa—
1»HH 27 HH 37HH

; | I |

14 HRE#EE (R

v

E8a—A QFEM) DAY a—N

la—xX 2 a—X 4 a0— R 6 2—XA 8 a—XA
| | | | | | | | |
h t t t
(MRD F#4x) MRD ## % MRD 45 MRD f&
(HIFE DFEK TR (6 7 H) (14F) (2 )

7.4.2. F 2

1) HMEFPEIEHIM L, B8 OPML-RARA Rl A A5 112 L TRQ-PCRIEIZ L HDMRDO EEM A Z, 27—
ARETHR, 47— AT, 8a—AK THROFIEIFERT 5, BHHERL AR TH - 25E 1L, Kigi
TIT 2,

2) MRDORQ-PCRIZ L 2 a B —H ORI ERICEA L TEHL NI SN TWRWENSH 5753, European
LeukemiaNet T H A/ STV AL, BRI O ILFERFIEDO % < B3R L T\ 5, HERFE LI LI OMRDIR
BIZBWT, WTFRPORESTIx10*2 B —/ugRNALL E & 72 o 854 1 ARICERKR L, R TH1x10
2 —/ugRNALL EOBA | AW FRIBR E T 5, MR, 5 FAETF S 5O IEE 5D iR
SNTRE T, A7 v b a— L OJ5#E % F 1k (primary endpoint) & L, & Dk OIEE T E % ORI Wiz 72
RD, 772 LBEIEHITT 5,
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3) FFREEE R ER D S TIER] TIXASTI L ONALT 2320010/ M DA 13 1RE A ki 3 5, ASTH L NALTA
2001U/LEL b DA 1T B X Y 20010/R M I B8 L 7= Hi S CIaR 2 BB+ 5,

4) MEFFIRIETOAMBOIT £ D APLAMIEGERECEEE B F O RIIMTH L2 MEET D, Am80IX, LF / A
VERZ R YIRS Z LS, HBHIEREE 2 © ORIVEAAATRAICE LEEWZ &3l S b A, E
BB DERE L D72, ER2VEMOMERRIEICBIT 2 EIERR I LTV, 201241 A KRICEB T 5
APL204DH EHLHEND, AmS0DFEFREMITRE L Bbh s 2, UEROEME L TH 5O TE
B0, AFFLRLLC @M 7V T4 FUE, @2 VAT v—/ VIE, ALEKEZE, IFREE, APL
SCTEWERE, &%, BRR. B, THLERER, BEE, DERZRENBE X LD, £72. APL2047AER
WM ICEEREE N RO D 1B H Y | AmO G- 1, BEEMIE~— I — DA 7 ) == TIREEIT I,
Grade 304 LD EHLIR BN T EIRE OHIW CRESEDLEETH,

7.5. fBRIE
1) APLCIE, %, MIAROBRT ZEMEEICHRE L TWAZ ENEZ LN, 07 ll/IECFFPOMFE &
DICOIGHE AT 5. I b BARE AFER L, EERH MG 25 720, FOERT 5, e
VT R A AR 2 B MLRAE L Sl 258 T L. 27 A 2Rl L72RER T, Tl 7 1 B2 A > ) (Bl
([CHERL L | i R YE O A (IRBREIS) 2 E T 5,
2) UAEMEOEMR G, 2. BHREREL BIFICROTZD, FLEIRD S O &0 v U -6k 2 & &
T A, DICZPEE L TWAEAITERICIThAR W,
3) REPEICK L CIE, BRI ORBEITVRD D+ BOTAEWME 257 5, SUEMEITAEYE 5 52
DA, MEHEAOEE L2 B L0 s 5,
4) HFHPERBUDIREIZ IR, A & AYIZ laminar air-flow FIZEE ZINE L CTHET 5,
5) HLEAlL, SLEEA O TNRCEL, WAL, SR OB L VITH,
6) FAMERNE - BRI EFIEDORIE T O, IEEAZRH$ 5, L, tho3EAlE o AR (kr
CAERMETR) ICHEET D,
7) HLPAJE BRI O FRE T B D 7= ALIER O fRENA S 1300 . ALMIBES LD b A L3RRS D,
8) M OMEREZATHEEICIE, INH (V=TT FR) OF&RGE2EET 5,

7.6. APL V&9 DIC |2 X 5 LT B
1) DIC O FFAfh
FARE N JVEBR LA, . DIC LT 5 £ CORILAIRE/RR Y # H DIC A 27 #3732, DIC A=27
TLL TR T IEAE T B DIC 2Wi L W5, HIZ2RIE FICR~SHE O RPHA SN TRVWESR &
LDT, DIC 227 3 H50%A%DIC & LTI,
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SR 0 1 2 3
FerErR A L HY

B AR 2 7L HY

FDP(ug/mL)* <10 0= <20 20 <40 40=
Fibrinogen(mg/dL) | > 150 150=  >100 100=

PT It <1.25 125 <1.67 |1.67=

'ERPEARHT L R TH D, (B35 FFEMBNIEH 1 R TH D)
PTROIB THBUEFZYT L5481 8T 5,

fiti : Sp02=70 mmHg, X-p T ARDS DOFTHi

Lo (PEER) - IUHE A L= =90 mmHg, ¥ 2 v ZIERDH Y

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

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

ML - R, &5 OMERR

I R R

FDP-E % JIE L7 fEH Clri#am % H\2% (FDP = (FDP-E+21)/22.3),

HIE
)4 5LLE :DIC 34 :DIC& 2 ALLF @ DIC @ r[getED
2) DIC 5D BFE TIROMBEE % 2 DLl B/ H1X DIC L 2Wi+ 5,
(1) A7 4 7Y v ) ~— (SFM) B, (2) D-dimer mfE. (3) TAT mfE. (4) PIC mfE. (5) JkfE
OHERIZE B 725 FR O, (6) PrEEBEFRIEIC X 5 kE

2) BEEMATHE (AT, mRETZ L TERR)
PT (PT tk). APTT, Fibrinogen, FDP (% L < (% FDP-E)., D-dimer, ATIII, TAT, PIC. a2-PI, plasminogen,
total PAI-1

3) JBEDJERIME
BRIRAEIR D U 2 71206 U THERI 2 3 BEIC/ERIME L. high risk #11% level 1. intermediate risk f5i]i3 level 2,
low risk 13 level 3 DLL T IZI N D FREHTIRVVIRREAT

high risk (level 1)

{LEHRIERAAE or WBINB] (BSIEHIH 225 7 HH)

APL S LIEMRIESEIER] (APL 3 LAEMERE D S L4 2 £ TOH])

Jifi g% 75 & B R GLE & OF51

AR il & pFB1

B e M B D1

TR EAT > T DITH 0 b b DIC 237 A LA 2 4
intermediate risk (level 2)

DIC &0 5 b EFRITE Y49 D HEF % B <
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low risk (level 3)
DIC & (B

4) IR
@ /R
Level 1: 5 HUL E&AfERT 5
Level 2: 3 HUL E&AfEFRFT 5
Level 3:2 HUL E&AfEFRFT 5
3 H O M/MRE S S 250 & THEDO MM ZHERFT 2 Z LR TERWESGTH, ATRERRY
A PC 2 H&E5T 25,
Q@ 747V /)=
Level 1: 150 mg/dL LA L& HeRF -5
Level 2: 100 mg/dL LA L& HeRF -5
Level 3: fHITHE LRV, JEFNIIEC THIST 5
@ TvFhrrers
Level 1: AT {1 70% 2L L& HERF -5
Level 2: AT 1 70% 2L L& HERF -5
Level 3: fifEI3 T 7220
@ PUEEERE
Level 1: HUBEEIRIEZ1T 9
Level 2: HUBEERIEZ1T 9
Level 3: HUBEERIEIIIT O

P EEEIZLL T oW oA 2 W5, DIC NEETHIZHR G EA4#E L, DIC 2270 k
BN W2 ENERTENIITERGEEZK T T5, Tk LIEIBEERIC DIC 2270 EAPRRD LN
BAEITEFNZHEH D W ITEET S,

HEH HeSE 58 B 515 ik

K3~y v 75 1U/kg/day 24 IRefHlFife HAE M3 R
A VIVER T AR — |k 39 mg/kg/day 24 FEff ke B L — Mo &5
AVNVEET 7 7 EAZ v b 48 mglkg/day 24 W Fre B — h b s
ZhoaA RFRY A 1250 anti-XaF U/day 1 H 2 [A] B L— h b &5
Fa v REY 2 v 380 U/kg 1 B 1A HL— h b5

® BrsEERE
PO Al D —F o OBEGITHESE L 72\, 02-PI<50% TR R DIEMENE L JTHE L TWAEAICIR
0. PUEEEEE EOPFH T T M7 253 ABR 1-2 g/day % 24 RS FE L TE W,

8. Bin RN
KR CII TR OB Z2TEL TS, 1) ~)DOHEBIIANIEDOZE, IBEDOLDIINETH D,
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43R B2 OKR & BARENGONTIEF TEM L, [THE 14) ([ZRE# L IERIEO R D HE
EEnsd, J”LEO)%’K Tt MAETEMIRIIOBIS T EREZ MR LT DI TIERON, 7/ DRI
L9 5HHE (FRROB4H) 1E, T b7/ L - BT mELE AR 2B E 2 7202 217
Do HDBIBFHIEDRRIIAT B 3 — )VOIGRENEITHE L7220,

1) WTI mRNA

2) PML-RARA @& B FEEEMOER (A7) —= 7 fh)

3) FLT3/ITD % %57

@M& MUESEWERE 72 & O VR BEE A DHE O AE K OVEAEFE 1278 & ONTIBRBUSEIZ BRI 5 85+ B F
B 2R ORE

8.1. WTI mRNA

8.1.1. WTI DE&EDEHM
WTI BIEFIEY 7 7 40 v A—OBEHIER 22— L, FxORER T LZREEORKETO
HRE 2 HIE LTV D NEOBIEE CTH 5 U A Vb ARG ORIKE S & U CHEEES - WX, i),
I AEOREIR IR ER 1 & LTI DNED DN TE T, Z0%, Z2HOAMEAMIBIER T wrl NIk
FERMICE R L WD Z ERREEINTHE, Elﬁuf“/’*féi@v~7y & UCH ML RN L=, AML
TIEL RT-PCR 4 95%IZF5ME T, APL Mifld ~DFF BT, %183 D PML-RARA & Bin I T 5 &
ﬁé%@@\fﬁm(mﬁkﬁmmﬁ7ﬂm)uT@ET%\ﬂ@ ICEN TS Y, KoT, APLIZHK
WThH, TOERITIEEBLOE=XY T LTHHATHS,

8.1.2. WT1 mRNA OH|E 5 ik
BIIE, AML OIEEDOE=4 ) 7L LTALATONTEY | ARBENE S STV D, JRERTICE M L |
ZOW%IE, HIE DK TR, HERPREE], BRI O KBTI T4 5, HIE sk i@mtﬁw BIEZ < O
fix T TA—> ) OREFy bBRFEH I TWDHH, FEHIERIE

8.1.3. WTI mRNA OHE & 7' 1 b a2 — LIFEIZ DN T
Bk U72 & 912 APL TORRMIIH%IRT D PML-RARA & &GO DNEATWA 720, HRE O
I$ PML-RARA B S BB TG OMRAERE SN L VATV, WTI OfFNTIE S < F THIBIN A LT 5, 1
ST, WTI OBFHEESCBIEORINZ H > THIE L IL LRV,

8.2. PML-RARA A BIETHEWOERE (A7 ) —=171h)

8.2.1. HAY
A APL IZEB W T, Z DIEIFE 100% 1 PML-RARA 5815 1-(LA T PML-RARA) BB H LD T &b,
HERDWEREZAT L, £, Ihen FAEYFRIRIE L LT RQ-PCR £%4 AV /- MRD 7E & 72° AlHE
Thd M, Ko ha— Tk, BEEHE 26 %251, PML-RARA G BIE TGP S5 Z
EERMERT D, o, TERELSL LT, REIZRLEZ, ED LIV time point T prospective (2 B #fill el
ZEHI L, RQ-PCRIEICEDEEZITV, BEDOTHRELEOMHBEZHNLZ L2 HE LTWD, PML-RARA
Dug RNA H720 O a2 ©—HOMHBICHEHT AHKPUERITEHA I TR L, ARlo7 e fa—
JVT £ % prospective ZRIRFI LI LB X BV D,
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8.2.2. PML-RARA Bl 1B AR 18554 O FRAT x5 & It (R DB B Rg 1]
*41X JALSG APL212G IZBMF %4 APLEGITH 0 . BB BFIILL FIZR L 7 R A ¥ M
Mz, BRELIIHEENREDNIZRICHEITT 5, A1 2 b 12,815, MIEREFELH D720 SRL 12
HL, JALSG b2 OB A EZAMT L, KAV b 37T I L TE, SRBREISNTIT ) Z ERNARETH
Hffiex (RAEHEMEP LTV DLHEE T, —EOEM LM L, Big Lciis) ik, RBRESN OE
MmeEsEEREEFRE L LTRET 2,

RAY M1 1BEBEAET (PML-RARA B EBIEF DA V) —=2 )
A2 HIEOEEL TR

NA N3 HMERRRIE 2 2 — R TR GEFRIRIEBRG D 6 7 A 1%)

WA N4 HERRIE 4 3 — AT GERPRIERIG D B 1 F1%)

RA RS HMEFRRIE S a— R TR (MEFPRIE R 2 — 20 2 F/IHE TR

WA b6 HMEFPRIER TR (BRI 1 4#1%
WA BT HERPRIER T (BRI 2 1%

KAV 8 FHIEE

8.2.3. BREL L 72 R D& ik
FLT3/ITD 22 A5k & & 12#kak LT,

8.2.4. PML-RARA B &85 FEs G OWE J71E (PML-RARA EEIE B GMEOBE. ©HHEHE & HE0912:800)

APL212G Tl& PML-RARA \Z X% MRD O#lliEl%, RQ-PCR {EZHWTITH, 77 A ~—I&, short,
long .  mediumsize D 3 5 HAZHWTHEmT 5 (RAEHE YO SRL ORIER), PML-RARA & &M H A
Bt D555 . PML-RARA GEVETRH Z BN L, VkEZ — N2 K2 E2 R ET 5,

SRL ® RQ-PCR #ETiE, pug RNA H7-0 OF A7 mRNA 2 E—% L LT, 5x10"/ug RNA A — & —/3
HIEBRF & S D, Z4LiE APL9T ORIE L~L & HHEBN S U | APL204 L [FIEEToh 5, APL212G Tl
BHETOF AT mRNA TEMRAEICBV T, 1x10> 2 B —/ugRNA O % BE & 14 5,

WERTIlX, PML-RARA WHIMEAIIOME NB4 2 W =& REBR T, 10* %> 7% HW7ZpgRNA H72 0
DF A7 mRNA 2 B —%%% RQ-PCR (2T 1x10° 4 —4—T&H Y, nested RT-PCR THHMETHH Z L3
MERINTWD, HlFMiatkE & MENO B MM TO 1 M#ladH72 0D OF A7 mRNA FEL&E [F%
ERE L, &HIZAPLYT TOBME/MEMED v b A7 T4 v L OBEAMEZZEET S L. 50 2 B —/ugRNA F
TEERENATHE’2 RQ-PCRIETH V| 1x10° 2 B —/pgRNA D2 L TLWnWbDE&E 25,

8.2.5. PML-RARA RS BARFEEMMA L 7' b 2 — LR RIZ OV T
1) 2D AT ) —=2 FHERIZIB T, PML-RARADNENEF]IX, MRDOIBIRNZ L5 7 v k22— L OFFHl
NRETHY , RRBROMG L L2,
2) MEFFRIEBIFIH O 3 [ MRD RAEIZHE N T, WTFNAORET 1x10° 2 B —/ugRNA Bl E L e o785
A1PARICERZITY, BRTH 1x10° 2 ¥ —/ugRNA LI EDOGE. AWM FNERLETDH, 20
%4 1 B MRD [GPERTHER S 2 B 2 0 F/EMFEE R L35, MR35+ EYTFaE
PR SNT-RE R T, A7 v b a—/LOipfE %z H1 1k (primary endpoint) & L, £ D& DIRHREIIA MR D
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Tz &

3) Bl %W$@2@@NmD&E ZBWT, WTNDORESE T 1x10? 2 B —/ugRNA LI E Lo 2541
PHBICHBRZIT), BRTH 1x10° = ¥ —/ugRNA UL EDOBA, D+EWFENERETS, 2054
1 [F1HIZ MRD FEMERER SN2 B 20 FAEMTRIFIEA LT 5, IKFE X O A TR
MR INTRER AR E LTHRE L, ZO®%OIGRITS MR OHIEIC L5, 7272 L, B8 T 5,

8.2.6. PML-RARA @& AR FER G OWE B o 2 B H
fRpERAMRECh 22, R aEs Logicrrse . I aE 2.

8.3. FLT3/ITD Z % 5%
8.3.1. HI
FLT3 I A EAFr v F 7 —8 T, £< O AML OMEERICEI L CW\5D, FLT3 #iarERO
. BEEEEK O A EE L T RSB TER (FLT3/ITD) 3% Y . AML TIIHI2 K
Xmam%ﬁkiwamr%%ﬁwﬁMkﬁﬁ [ZAERE 2 %, APL TIXHI 30%IC 2 DERRBHEND
), FLT3/ITD Z R 438 % % APL TiZ. APL M DML 7 « 7Y ) — 47V IIENRD b 56173 %
WeHEINTEY, PERARKNTO—2EZ25N5, LML FLTIITD £8R%HFT 25 APL O T14IC
B L CIXRIA RIS F A IcRFt SN T 63, fMmidd oy, KRBRICKY ., mnmm%%
b5 APL BEIZEB VT, ATRA, ATO, GO 72 & D APL EIRAEEA| A AN GEH S, Zon+
RN T DR AL L TV ETERN® D, £72. SBHBEDBIFF ISR FLT3 4 %%ﬁmk
L7ZBAEANC & 2 IREE A AN T BRR R O RIS L CEERSEME L 25,

8.3.2. FLT3/ITD 2 S 56 O % 5 & f K 0 £ B e 34
%4213 JALSG APL212G 1BEMFZEI12 2 NT A4 APLIEFI TH Y . BB IZLL TO 2 R4 > R T
Hb, MEILDNA THY . PML-RARA Bl &85 FEEW O L 1IBME ORI Z#HT 5,

KAV 1 IREBRIAET (PML-RARA A B+ D AV ) —= 7 L [6FH)
KAV 2 FHIEW

8.3.3. BREL L 72 R D25 ik
PML-RARA & B TR EMOMRAT & & bkl LT,

8.3.4. FLT3/ITD % ¥4 58 O E 5 1%

FLT3ITD #i#Eid, SRL e Cirbi, | N - Y % ¢ ST\ % [TaKaRa PCR
Fuwanmmmmmmm&u(@”3~F-%n)%mw@¢DNA%ﬁ@% T A= AT IVER
VKENC X0 fEbT S, ERiE Y B ﬁﬁéhéﬁ%ﬂ/%m~»%%wt Rt EnD 329 bp &
DEWYA XD R SR8 FMWHDE%%@&%E%&%

8.3.5. FLT3/ITD 28 St 5k D W E (2B % % A
frpsEsstETH s, BHEaEs ook ees. e 3.




8.4, BMDOAT, MIKOERE & %661 )71k (PML-RARA A & s #5549 & FLT3/ITD 2 2i5R)
8.4.1. BMDOAF
) figsaae TR, eEER Ly [ zE L cliETRED O O EREE L R TR LS & A
fit+5,
2) FMiER Tl EA £ CRILE 2 YN RE T2 2 & (REY AR ARE 2L Y RNA - DNA O#hH 23 K #
LV BARTFIENT O ERA AN FRE & R DERMERH D),
B oo A (RERA) : 20CITIRE L, BN iET 5,
HRIR OB TE R WGEA
R BRI (EDTA-2Na IfiLig 7.0mL ) : SIERTE,
3) B RART 2B cERVES IR EBRICEKERY . BEREHET S,

8.4.2. MRIARDLRIN

D) {BEATERER (A% 1 ml DL E) ZEOHME 2 i (% 0.5ml 3°2) ITERIL, ECNITm R E
(4C) ¥ 25,

2) IBIERIEBER (KT A% v 77 EOMBE TEHEMKED RN T E 20WGEITITRNIN) % PML-RARA &
FLT3/ITD % = E ROk E LT (Fi& X RNA, %EIIDNA THY Ay Y RBIETH D), %
GO AT G SN B BT REZE T EZTEA L, EHBEE &b, SRL ICHRIHT 5,

3) KA Xy T EOBBTEHMIKOEIN TEXR2WIEEIZIE, KM TORAS A &350, FEKEE
DS0%LL EHDHZ ENEE LU,

KA M2 T 256 IR E I O EOHME (EDTA-2Na MK 7.0mL H) IZHIT 5,
KA A MEREC S U o e BEARS (FR) 28 - 2T 5,
10,000 /ul LA E : 2 &K (% 7ml §°2, At 14 ml)
5,000 /ul LAk 10,000 /ul K : 34 (% 7ml o, AF 21 ml)
5,000 /ul Kii : 4 A (% Tml$o, HFF 28 ml)

4) BRMEITIT, BALEREICT 272012, Bl FfREESOAETLAL, BEF4L, BEID REELTA
LWL ICHEET 5,

5) ek CHittt L7z RNA, DNA 5 X OB R FMAE O HIZFE O 220,

8.4.3. LRHUL 7o iR D& 51k
BRI S - H & 1% SRLICTEINS D, BUAETHE S EICRR L5500 Rk
el 3 Y 0 SRL E 72 I3ARMIED SRL 2 E (12R) 1@ T 5, TRWRBHAAHT, HLE DIERIER T K,
PRI AN IE ORI IE B I B 2 HERKF TH VRO 26 b SRL I TRIET 5,

8.4.4. WA 24 (SRL) TOHIE T D ALFE
1) SRL I T LFlE s F-fEHT IR A CHlt i 4172, RNA, DNA OFRRIIKIT JALSG iRk fF & v & —~1&fT
b,
2) PML-RARA &£ & PLT3/ITD MA#E RIC oW\ Tk, SRL L 0 Bk, e % RICEDICRE SRS,
3) PML-RARA WML OFE R ITMFRFFH /IO A HmE I, EFIN D, MRERIIT -2 2 -1t
Bahd,
4) PML-RARA TEBMAREHR & FLT3/ITD 28 SAEAT % R IC S S, Sk OHEE L0 8E
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(lnxbind,

5) ik B EZ AR ARBB L OCBERENFEONTIEMICE N T, 7/ L, =7 Y — LT &I LY
APL %) Mﬁ@ﬁﬁk@%ﬁﬁﬁéﬁfw%f&Uiff (BT DB In TR LB T RORES
K OVRR BRI BRI 2 BAn R L B F 2O RELZ B & LB a AT (RIRGHEE A ©
10) 11) (24 ¥ %) Z2%EfiT 5,

8.5. APL /MUIEMERE & OB BE A OHE O RIE L OV EREE, & L TIRERISEIC BRI 2815 7 B &

B 2R ORE

BAR A (RiR) OFEMRK L ERME X Y it & 472 DNA, RNA ZfH LT, APL IZBb %
BB AABREEZITOFETHY, WHRY =7 2o —ZHWTERSF )L, BT DY—7
TURA, AFa—AENT, BET VAT E b BT, 2 ha— Ll UTITHIEDEIER TR ISR
éﬂkmﬁ%%@%éﬁw%ﬁm#é APL212G D HF TITV, Mgk B L OMAANORENLETH

o ABIB M CEAMA L LTSN TE< TH APL212G BRI FEICIZZ NN TE 5,
wma%

APL (I AML OF TIIIH TR BB TH DM, B 2EEEEOM ERAMLETHY | AR
WEIE SN TWD, BIfEETDO L Z A, APL OIREKICEICERT 285 FA R, BEFZ8ITH 60
TIE7Ae\W, HEIZ, ATRA. ATO &\ o 72 2 M APL BIRAGERAN 2 F 9~ 2 ARRBR (2 3 ) TR S
BT D) TR AT D 2 L IXA R OIBREBHEL O OICHH TH D, =& 21E APL 2 bIERE
BEICRFEEIN D, APL ITH T 23N EAIE A O G OHE DR AR IR TICHH I TR LT, K
RERTREM % ATRA, ATO 72 £ D APL BIRAERANTE X T 5 B OHE D 0 FHE T 2 Bis T AR, BisT
%ﬂ@ﬁﬁﬂ%@%?é:kﬁM&@@%M%%%%J?éLTMET%% AFRERTIE, APL IR
FEHN BAE T 2 B OFIE O FEIE Jo OVEIE FE 72 b ONTTRIR OGP IC BRI~ 2 85+ B E & B{n 12 & kit
Ry =2z —2 N7 ) DHOLWNEZ T V= MR E > THONCT 2 E2HEET D,

8.5.2 fiH = 2 Haik
a) APL iz
WIZhe L BEROEMIK (FT7 47y 7ETHERMERNOANETH - 725613 RMM) T PML-RARA &
FLT3/ITD {ll 7E & DIk AR ik
b) IE A
H[E DL PML-RARA FEVETH > T2 ERERER]
B ORI 14 mL (DNA i & RNA FIZhEh Tml, A2 A)
HI[E DL PML-RARA D3 W5t T &b o T2 IERARIE B
BUREIEHIE (A U 78I T2 K) : DNA H
Z Ot 0> I T iR A5
BUREIEHIE (A U 78I T2 K) : DNA H

8.5.3 IEFMEEIR DT DEM D ANF
1) MiRRERERTE T 1 B IE % %i@@éﬁ/\ﬁ:_% U CREAMGEE & B4 H R R i 4
SR ER R 2 U 7 AU TR IR E A 2 A BT 5,
a) AR MBI  RIRRL,



b) BUEEAI BRI A U 7 0 SIRRAE, IRECIREE A RO 7o O BT E THREF L 72\,
¢) AU TIREWRE B o BRI

2) Al ClIfHERTE CRILE ZBUICRET 52 & (REYIZRREIZE D RNA - DNA Ol 23
W& 72 | BASFIEHT O FERA AN FRE & R DERMENH D),

3) BMARET 2B IT A MRS 0 _;U«%w VERAEMAET D, Mo
I - < <07 0 BT SRL DA RERF 4040 Y 1 8% & B D

8.5.4. IEH MR A DRI
T e — MRS D RERGE, TRIZEWREZHRIT 5,
ik e Rt 5.
FfR L FEEMTIE, BT 2RAEN RO THEET D,

S it IRF 1 BRIRURE H BRI AR
HiE D% PML-RARA P&k Hu R D LR KAYIM 14 mL : £21M0%% 2 A (4 7 mL)
Hi[E D 5% PML-RARA Boitk: Ak MR 2 T 7 2 K
ERLLIS D FEELfE iR oD 72 WG 2R | OPERE R T 7 2 R

1) AR AR i
@ Hit [ &P T PML-RARA RS 8 AG TG EM A BEIEAL (100 copy A L 72 EMEHIIT 350 TR MY
i 14ml Z$5EORME 2 K (£ 7mL 3°2) [ZEHIT 5,
@ HAATIZ APL212G BRSO G S - iis TiraEFR sz AL, mike & uic [ cin
T5, REAROEEFRELTY, HA42F=v 7 L, LDEDAFHEABEHECONREA
T 5,

2) AlERREA D 7

O APL212G |2 THIE O PEILEE PML-RARA A BAR THR G EEM DS F2PE(L (100 copy ATil) L 72 VWMESH],
Z LIS CTEMDE DAV WEG] T AR 2 ED A Y 7 8@ IS CTHRIT 5 (2 e
HE AR AR OB LS IR,

@AV 7T TORBANIIE, BFEICHESRI B GELE) 2L THH 9,

@RATT DT T U f%ﬁﬁ%lﬁﬂ%ﬁﬁ@ 1 ZERs IS A & B 9= 5

DATT DT TV Eksy & B ﬁﬂb AT T OO YesEy aM LiAte & 7 7 U N ET
NoDDTT TN @ﬁ%ﬁ AL, Hx5 L TRET 5,

®£ﬁ6277ﬁﬂémwT5E@@%ﬂ6zﬁﬁﬁ%ﬁoo

© AV T DT T UERIIEATEIC R DA E AT D 2 L,

D HLEIZ APL212G iR BROB S| H%éﬂt LT REESEZLAL, AVTOT T URHEAS
NEREE 2K (AU 720 E1T4y) & & HIC SRLIICHRIET 2, [mELHOEEFELTY, H
HF =y /7 OLETRAFHEZEEETIC bR AT D,

3) BRIRTR IR O LB S
1 BRIMERS XA U 7RIHAREE 23, EALEREEICT 57201, B rREEFOREZTLA
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L, BFA4, BEIDREZEALRVEIICEET S,
2. a2k o || - vz anene TEE 180 Aprgeici b 2 sk o L [

I - i % 1 5 .

8.5.5. Ein AT
1) SRL TIEEf Sz B ik, KA M-CHHEESHIZ L » DNA B8 L RNA ZHiH L, BRI, REKE
H., B RETSZIA L JALSG AR FE LV ¥ =107 7 A NT =2 L L HICEMNT D, 7741
T ZIIEATEICN A, BRI CEBE, R, B RAEEND.
2)JALSG iRk fFE v Z — 6| TRLICRET 2 Bt 2 i 2 P70, LB L+ 2 HBEOMK
& (DNA F£721X RNA) ZMEEEMT D,
3) &V RS AT
a. PIR2HE, RO APL M DNA 705 A /L 2 TruSeq =7 V — L iEfEx v F*S 2 H W Cx=r Vv
PRI 2 AR IEAME L. Z 7% Illumina ££:0 GenomeAnalyzerllx 55 % W CESILEZ1T 9 Z & T,
APL MifllZBIT 2T 7 Y AR Z T 5, EFEME (EAREHRM L E ZIZnEAY 7)
DNA % SNP 22> hr— L& LTHWA Z LIZL Y, APL Mlafr R BEFEROREZIT I,
b. WLH L BRIEEOMKEZILE TS Z LIk Y APL OERCMMEICERT 2 8+ 2RO RE (T
Do
c. APL Miflads X OVIEH Mifid DNA O &= 7 V) U IERLFI D IR OB, APL /3L AEBERE, (O RERS
FLOPARARRREE . SO BSZe & APL 1BREICEE S 5 A EERORIEICHERT 2 EE T
EREEBEFEROFEERTT 5,
4) &4 ) DRI
FROBITTHIE T 2BEFERD D WVITBIR 2 M ERD R Do TER] R 2 72 R
w LTZRER], F5E OIREEAICER T 27 EF 5% 2 LER7e £ T, APL fifads K OUEH ML h
Sk DNA O257 ) LA IEBLHIENT 2170 BKR B ISR T 2 BB FE RSO FIR O 217 9 .
INHOMHTIC LY FEINTEBEFERLS FHRAEICOWTIT, RIEFITIER U TR &2 1T

-

Do

R

8.5.6 MEART-RHT S i T iE 4% B

) b, U — MR, BRI R 7 b DN RS AR IR 7 1 O e | A T —

ERLIciTbis,

1) IR & ST
.

2) AR AS ARG HEE 7 0 0 = 7 L S - — 1 & T
msrirEaE NE b s T RERE Y 72— | R
sk kb Ernmer s sz [T
sk gkimm a2 — 7 a1 2o 25% | R
wuwEEAnAES 7 22— IR
VNN T R Y ik

8.6. fHBEAFTE D& As 1 AT
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T

FEMZELIAMCAT O A ARERFZE & LTI T A HFZEICEE L CiE. JALSG EEZEE S DK
5D,

p={111%

9. BERAEFIEL & Z DIRHL
9.1. BEEHI%KL

63 {5

9.2. JEFIER DR E IR L

JALSG APL97(65~70 i%) @ 3 4, 54 EFSIZENEN 64%, 57% Th o772, AIDA-0493 (60~75 i#%)
1% 5 4F EFS 1X 51% T, PETHEMA LPA96/99(70 i%~)CiX 58% CTd o 72, Harada b DA TiL 65 mlh L
D3, SEDEFS IZZNEN53%, 49%THYH ., INbOMELRIET S & 34, SEEFS IIEhE
A 60%. 50%HITE & HEE S D, HIE DREIC, LFERIEIC K L TRITER 23D 72 < APL IZIRRZN R O
BV ATO 8 H L= ARBFZE T, 3 EFS % 60% 7005 75%ICET A Z LIXARETH D L B2 b,
power =0.8, a=0.05 (one-sided) CFtH L. BB 10% & LCRHAET D &, LEREFEIL 63 725,

— 7. MR OIEFI%L Tl JALSG APL97 Ti 283 . 65 skl b 70 mELL T OEHIIE 5% (14 1)
T o712, LPAI6/99 Tid 70 LA L 6% (43 B1) T, 65wl it 8% (60 ) TH 5, EiliinE APL & o] LAY
(X% L7 Harada D OHE TIL26% (32/124 i) 23 65l ETH D, T HIXOHE TiE ATRA (2N
ZACFFE L L LIZIBREN STV DA, A TIHMEFRIE L RIBICER L, Fi LIRER T 72
WV, ZOEDEEFERLNCEREOABOBEN THIN, BEEFEE LT63 BlIXRIERREL & X
Do

BERBIEIL 2012 456 A XV 445, APL212G 1% APL212 ERISIM & L. APL212 LR S 7=
. TOMMICADbEIEET 5,

9.3. RERMIM I L OV R R A 4L
FEGPSR G 2012 4 6 A0 D 4 L4250, BEESIEBICRIZERFEREE T L5, kot ks
D BREREBIE A 63 Bl &5, BIEHIRIIRAEBERFIOIRER T L0 28 & L, HFZEH] 3 B 5 6% ]
MIcBEYM A2 Mz 7-HE<THh s,

9.4 JRIE DK T I L O IR H e
BREAT V2 —VOSERIZE VIRERER T L0 0, WEAPEINIGAITUTOSGAEREZOND,
a) EREAARRES, H 5P HRKNIC L HETHI,
b) HuRE W IEHAM T, MR H D W ITEES R, B 5 B FRIKIC X BT,
o) MERFEGEMAIMI T, MUEFN), 2 TEMFRNH 5 WVIERAA TR, H 55K X 2 TEH,
d) BIEICED 2 EELO- DT 0 b a— L OGN REER S O,
o) AEFRICHET L EII L ARAVEAFIERICL DIBE T L,

10. ZH

FH~—H—., GFOERER, W] BT ISR REICR A & L CITHoIL D, PML-RARA & #
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v & FLT3ATD s e ic 29 2 & A I
B calansd, 20124 6 ABIE, PML-RARA B4 A FREMIE L, H MR CHEIT+

55 A I RRE SR S e DAY, BiiE THIAT CERWIRIIINEE S 22520 L, ZDBGDEH]
= I - - v s s

FeE A DN, PT, APTT, FDP, fibrinogen, D-dimer, AT-III, TAT, PIC, a2-PI, plasminogen,
total PAI-1 [ZfRRE IR A & L TiThoi 5, TAFLIEM:, TAFIHURIZRREISIMRETH D . ZDEH
I 0 o

(BARKOBRAE] & EAREE AV BETIE] FECBT 2 8E e EsT 2%
1
B ciisns,

ZOMOWEFRICET 2EH A (LA ORAE, &I, LE, AP, 2%, @F%) (x4 2 M8i347
/oY AWASTAN

11. fRBRR 1A
11.1. BFHOMRE
ARRBRICEBRT 22 TOMIEL L. ~NV Y RES (1964 £, LItk 1975 EH AT, 1983 4E_= R
1989 FEF/UE, 1996 FEth~—t v hU X k| 2000 FF= 2 /3T 2008 4 Y 7L, 2013 4E 74 V& L
PFEHEMREMSRBICTEE) . NedtR & T 5 EFAHRICET 2 mEEH CORRTE - EA5HE
R 26 4212 A 22 BER) BE e N7 A - BIRFRETFRICE T 2 MBS CORRTEE - B4
B - FREPEEL PR 25 E 2 A 8 BE/R, Rk 26 4E 11 A 25 H—EBekIE) 12hE-» TARER & £
D

11.2. BF~OFH]

IR C, HYEITBEARNHEROMBALEERH D WVIEZNICHET 5 ZB OBV E LI
TR SCE (WS OB SCE & 72 1% T&T%mKtﬁ%ii)%$%$A L, uTwmaémﬁ
THLEAT S, BEPERTHLZ LD, REISUT, REFEBFEKEO LFAZITH,

) B HEELOBERTITYZ &, T LTHIBIOHERDH S Z &

2) AFZEEFE OREE

3)%%%ﬁwmﬁ%ﬁé’kﬁf%é’k

4) WFRIZBIN L I2GE12E 2 b D R & ORFI 4

5) fENIG R OOk

6) BTN RE R DIn 2 T7

7) WFZERE R D AT
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NE (GEMIRZ X Bk, ALP, Ca, P, Mg FOEKRAMTFRHIME) HECKRESE TS,

1. AAZ 16 WG U TRMICEE L2 EI2ix, 55 1E3 5,

~

wn

)

(FRE1EHD)
LSRR B I VARE (Faad A% (B4 I ABRYELBELERERERZEZT-/AAH D (RAITE S I~
ADEERBMTH D) 1,
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2. PFAIER -

) 7z= U [T7x= b Y OMFPREN EFR L7 == b COERABEBT 28013 H 2 CEEUEA Y (= b LFF— 1)
T7xz= by EDOPFHICEY, 7= M VOBEBAMAREZRTSE 0HERDH D) ],

2) FUBMAAD (b7 X ¥ A%), 77 uF=BE R E 2 b O3RN Z O Uz ClkE % %8 L EKARERZ 72
EolebOWERDHLOT, PFAICEL TIEEICT) (KAREGIZED, BERBERONT VARERTH20LEX
LTV,

3) TY—ARHEEE (Fraty— A vTary—n R atby—1%) [KROEREZERT 2801355 (KA
DRHWERTHLIFF b7 m— L P-450 BILE S, AR OMAPREROAUC B EFAT2ARERH D) ],

(Hilihg ~DH )
BHECRILIET V7 S VD LT 5 2 LR Td, ARICHEL CERMMICILIET V7 3 v BB TOEEICE ST
B [AAILIIEE I L O AR, T AT 3 LT & MO MU I IE 2 < 72 B B 5 5B ],

(hfhm - PER « A ITFE~DEE)

I B FERTRABIERARRE S TWDOT, M XUTEIR L TV 2RO H 2 i AT E L7,
1) 7v bT, BRIHEERE, RIFEHEER Qmgkg AU E) 23, =T AT, RIFNIEET (0.7mgke/ B L L) | MRIFIMER T
(mg/kg/H LA L) . IRAFAMIHAE ., TRIFIR M., Tafr B2, IR e (R hig i R R ORr REREE) v
A R RM AT IO (bmg/kg/ ) A3, v T, WRAFER., P~ =7 RTINS, IBfrmi% i Ui (6mg/ke/
H) BHESNTWD,
2) =T APNT, T (MEDE, Smg/ke/ AL ETHEMBMN) 23, £, BN EXRE, BIF FEERA S, Biros
HEORFEERE Y (10mgkg/ H) ., RFEHEER (5-10mgkg/ H) RHES TN D,

2. MIRT AAREM O H A Im NITITR G L2 2 L2 RAIE 37508, RUEBTRET 256 1030 EOF RN fERIE 4 EF
D LW SN DGEIC DRI ET D,

3. BAIGICHEET 25 E I EA AT S5 [HELEY (= hvF T — ) OoBWER (7 v b) T, AP ~OBITHRRE
ENTV5I,

(R LOIEE)

B, WRTER,

2012, A X~ A U 0FE (Pfizer BI3K A SCE L 0 Hobe)

<HEH 4 >
WA Z e v S Sme/if

<JhE/HE> (RHXELOTHTH D)
134 7V 5mg (i) 1 5ml @ B RS A Z M2 T 5,
WA SCE LA F e ERIEE LT 12mg (U)o (RKiERE) % 1 B 1E, 3 A FEABIRNE ST 25, B BiR6EE
EIL2ETHRIEL, BEEHY KT,
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<ZhHE/ ZhER >
AV BEE A MR R EE BT A s o Stk b &2 E i),

<EIER >
ARAAEGIE 1,417 Bl BRI 2 BUEANE 1,311 6] (92.5%) To Y . BHEHNFEBMEEITIE R 9,557 CTh o7z, ZDER D DI,
TERLER DD 948 1 (66.9%) . ML/IMRISZD 942 1 (66.5%) . ML ERISAIE 936 1 (66.1%) & D-HHEIIHI, &Y 866 (61.1%) . Fls -
MEH: 596 1 (42.1%) . BACRIE 591 #F (41.7%) . FH#i324 {4 (22.9%) . HMNZ 318 (2.4%) FEDOHLAIER, FE 692 1 (48.8%)
FOWE 478 1 (33.7%) H CTh o7z (RIBIFEE TOFHA K O R4 O i A 045 .

1. R 7R EIE

1) DS (3.88%)  LFEE, RICODARERENDL ZERHLHDT, BEL STV, BEFRD ONHAEITIE, IRIE
X3 E 2T 5 (FRlcfho 7 > b 734 7 U 2 RIEANC K 5 e E ettt 4 69 2 A X D AR 0 b 5 EFIC i 5
THHAIIEHAEET D).

2) BRGNS BEEEART) - L ERE (52.8%) . MR (66.5%) . TERIEKD (66.9%) . i (63.5%) . HIfEA (24.6%)
RENDOT, HENCRMMEOBREZITV., BEORELH2ICBIET L, b, GERERHME ORI LY . BEERE
Qe (RUAE, Mik5s) SLEER MM (MHm, HeEHnE) 200, ECLEfRRESA TV,

3) A% (22.4%) : EERNONERIBIHTHZ ERH D,

4 avy (141%) : va v 7 BR8N ZEBHH0T, B2+, BERIRD ONGEICEE G521 L, w#@Y)

5) BEBET 0y JEORENR (240%) : TREET 0y 7 EORERPBEND Z LB HLHDOT, BlEL 7TV, BEN
BOOLNIGEEICERG T L, BWORLEEZT),

2. FOMoREIER

1) Ol (1-20%A0) AR, OEREE, (%K) O,

2) LR 0 (20%Lh L) AACRER, B - WM, T, (1%ARM) BEEHARE, W, DRENER, REk, B, BEERH)
e, LB S, TH(LE i,

3) EEUE ;- (1-20%A0%) ALBE, 52, (HEHERP) 258, HE,

4y BifE : Q0%LL L) BiE. (HEEARE) REGRILE. BAEHBREY 32—V RS,

5) JFMEE : (1-20%A0) AR (AST E& - ALT LR, eV vy bR, ALP ER%) [BlEL2+ociTv, RERED LN
T E TG & Pk 5 7 b 2 AL E 217 5 1,

6) Ik : (1-20% A5 BhEE (BUN LR, Z7v7F=v 7%,

7) RSt o (1-20%K0) 989,

8) TEIFERAL « (1-20%AN) M., (1%AN) FiRZE, (BEARR) M,

9) T 1 (20%Lh 1) FEEN, (1-20%A0) e, M e, (1%A0m) S MRkE. (BERR) Bk, 12Ty,

<fEf EOEE>
()
L. REIOEG1Z, BRERFIZ %G T & A EHEER I8 T B MIE QIR IC 0722 i & R A R SEMO b L TIT 9,
2. RAOERICH Tz Tk, BEXTZOFRBEICEIMER EREL +o3ill L, AEEZB TR EMET S,
3. RFNIIRVEBMGIER 29 2 8ATHY ., RANCHEHE L2 B2 0N EHRRD LN TND, REIZEES LI29XT
DRBEIRVEREIHIAE Z Y . 2O/ RBdmrEYE (BuiE, MRS ROEmigmim (Hm, Wk Hins) S45
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BZFIenHL50T, RECHOSHHEET D,

4.

1) A OEEZRICRD b FHMEITEBRP SRR T2 b H L0 T, R THLBMAR Mo I +57
PN AV

2) EERBYIEE ADFL TV D EBEICITEE L,

3) AAIF G R RNEERIC & 2B REHH STt 0 AN K 5B BEE 2R 2 LTw 2B T, R LoFmER R E L
M2 LS s & AMNIRE Ly,

4) B 5BRMG%IE, HENCMIRRAE 21T 5 R CREOREAREERERCBE L, BEERRYYE TEERHMEZ5 SR L2
BEREGEEPIEL, BERLELTO,

KANZOAHEEERE BT 5720, BEICBEZERL, KAOREREY) &HF SN DEFIZOREES L, KO BEITIT

BEH L2,

5.

ra

(%%

~.[

Ju—

1) AANZOMHEEEMEZET 2720, MEICEF 2RI, AHORG2EY) LAl S ERIC O R HE L, DR X
22 OB O H 5 BEICITEE L,

2) AANTOFHEEEMEET 2720, MEICBEZRRL, AFORGDED &AW SN LEBICOLKE L, thoT > ~T
YA 7V RFEFHNC L DANEHES R &S, LEEE AT 28I L RN RARE (GRS Y /v ey s Tlikks
B 25 mg/kg, BT EALE VY TIHRESERT VN T4 7 U VSRIEHIRIEHEF] T 900 mg/m? %) I[TEL TWDHEBE
3G Lz,

ARFNxE L EE R BUE OBEEE D &b 5 B IZ I35 L,

B, REOHEMZHZ> TUL, I CTEEZRGEOZ L,

=)

CDHERERE I OMAREO & 5 BE LUOHEENEND Z LR H D],

2. AFNTH LEEREBUE OBEEED b 5 B,
3. BELBMEZ AL T2 EE BPESHEELBEGNL R EnH 5],
4 DT N THFA 7Y RIEAN K DEHAERA R RE, LEEE AT OEAC L DS RARE (HRY Y res T

TR GRAEES Y 25 mgkg, MBRTEALE L TEHREGRENT VP THA 7 ) O RIERIRIGHREI THERERHLE Y 900
mg/m? %) ([ZEL TV EE [LHFEENERINI BRI D],

5. BERTEEZEOH D HF [AAOMT NS DOWENELT D EORERH D],
6. HERBEEDOHHBEE [AAIOM TS DWMENELT D EOREND D],

(HEHSG)

1.

HREIE O B D B,

2. JEYEE AL QWD HBE [BREZ Yy he— L L Tho&E5T 5],
3. IFEEDH 5 BE [RKFHOM AN DMIPELET D EDORERH D],

4.

5.

BIEEDH D EE (KA OMLPNSOWEKRPELT DL ORERH D],

6. KEEH [BRmMEFEENRIND Z BB D],
T MDT 2 b THA Y RN KD ANARES LB 2 2 AN XD ATRRED H % B4,

8. /NRE,

(RER AR
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L AF OB BEIIHIC LV . AMEREAME TR OGIERENME T L, BEGSRIBICZ2 2 0 ¢, B TR L L CREEIRBICTVR
BT (=, MSEEES) CREEITIRETARRE#L D,

2. BYSE DN FBUIRISETE L, MM ERDIERHLOT, EREREMELX SN L QO BF TG Ly, £/, K
Fl# G-I AE RIS & DB BEEH UM O AN K 5B FEMmH 2 2 LT 2 B8 T, 1R LR RN fERiEE LE o &
I S5 & ELSMEE G- L,

3. MBI A BB U H B EE L, B ERD 2 0D DO T, RAMRGRHTHITERIC X 2B BEEH U3 o S50
HREPIH AR Z LT A BRE T, 1B EOARMENERIEE BRI S LR s & X DAMTERE L,

4. BEREZIE, BENCMIERRAEZAT O 70 CREORBEZTERBLE L, EERRYYE (e, M%) IIEE 2 Hm (K
i, E %) FE25 &R LEGEIE. BEEPIET S (Fio, BB U CTHUREA O 55 3 R . %5 w8 72
WEZAT D),

5. BAIOHG OMKFICE LT, RMMERE OEOREZITO 2 EBEORELZ+IBE L. REAWEMNZFEM L., &
RIE, PILBEMEY RIS % L 5, EHRRMEICD D LB It A< B, BEMEICHBR T2 8030 50 THREITIHE
24T 9,

6. EWNOEKRRBRICI VT ONAEN 134 7 57 FHIRBLL, &HE (grade 3,4) ORNEROFBUT 11 FlICAH B, 16 H R L
TR BTz, WG, HMERER OERIR N O =D ER DNRPIEMCDIL 2 Wb 5D T, NENEEIKE
L AHEIOEWIC LY OPENETFRICER S, OWNROFBER OEAEBHET 5, &2 ONRICE VB ERNREZRE G
B 5% QWY 2B 21T,

7. DREESOEERAMEANE L ZENHLOT, WHEKRE (DEERE. IFHE - BRERES) 2754k, BF
DIREEE o3I L RENRD SNIE AL, SR EAERZFE L, B, R3E, dIkE oy 0@z 1T o, iz,
PRI h 2 ERIEAN RSB, BIEEICHER T2 L0835 250 T, HHITEEIZITO,

8. 7V FIH A7 V) U REATE—MRICEEMEOLHFEENEERTLH0T, RGERICERELTRET D, HL, ZhETORRK
HBRIZ B WT, AAORE & L DEERBO I —EOMMAED b TWRNTZD . KO GRS ZAMICHET 5
ZLIFTERY, Bk, SERMNIETIERO LS ICRBEEATND

1) EHRETE OBmgm? # &5 Lo BE Tk, DERICEERE IR Shznol [4F U 2],
2) AFl oS EIT, 20mgm? Z B2 IR bRy (o7 > M 79427 U RIERN L DENTEROH 2 HE 1L, FhE
TOFT I VEY Yy, IR ILESCOMED 4 BN ShD) [FA V],
Flo, DT b THA 7D RIEANC KD RS L#EEEE T 5 3EANC KD RIEHRO 5 5 8 DI H 2 W XM
AL AR = B T, DERICRICEET S,

9. A &AM OHUEMMEE A 2 OF ] L2 B3I, SR AR, B SESBRUEBEE (MDS) BEETDHZENHLDOTHEET D,

10. AFOBEIZ LD GEREMET LTV SBEIC, AV F L UIRHET 7 F L2 BT, U7 F o BRORKY % HH
RIFFHSELBNDPHLDOT, AFRETICINODOT 7 F U 2L,

chE

(FAAEAEH)

PEHIEE
L EBENCLEEE AT 2 HEEESER (7 b9 4 27 U U RERE) [ZhbORFAPBECES SN TWDIEAE, 5

WIEDFRBRIEZ AT O A, DEEMER SN2 BN R H 0T, BEOREBLZEEZLANSL, MET IR EARICER

T2 (LFICT 2&BHEEP RS ND) ],
2. DB & 2D WIRHER ~ D B RIS DO IEEN BT 2 /N A H 50T, BEORELZBELRNL, BET LR EME
CHEET S (LI 2 EBHEENHEm I D) ],
3. FUBMEIES AL BRI [E BEIRIE AR O BT K OBIEA 2R T 2808 & 5 O T, BEARIEZIT 5 HE 101k, BEOR
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BB Lenb, WETLHREMRICEET 2 (L bITEEIMEERZET5) ],

(il ~D#5)

Mg T3, ARICEEL TEEOREBLZBE L 2R OHEEIIREGT D AAIZE L U O CRE S, — 5B S Pk
SNDH, i TIEAF - BRENMET LTV 2LnZ0n e, mWnifiRENFRT28NWAH 5, £, —HRICHEE TIE
EHFERE DMK T ISR, DEEE, EREE BTV,

(WEhas - PESG « AL F~DRG)

LS Al SATAEIR L TV D AR D & I NICIEE G LW Z EBNEE Ly (B ERCHRG Y (T b S - 2
IR A - BRI, BUIRS - BN 4 - B KR, HER SIS - HEE SRR 4 - HEE S R) | RefratE (efrk
HIHIMIH] . AT IR EIINE) NERESh T D],

2. A - RAMICKETIHAIRAzTILESED [BWER (7 v ) THIHTT~OBITRHRESATVD],

(i R 5)

AHE 3 HFET135mgm? 2 &5 Liz 1 il 3 AMTARAEZ 45Smg/m? LHfifES 7 /L E Y 90 mg/m? Z £ 5. L7 1 I T A
WEINTVWD, BEESICET 2 0EEOREBIZOWTTFFMITITHB L TW v, fiid 2 flodERkE560 55 1 fillcE
BRAERN/HB L TN D Z L L BHLEEL S WA LEORIEE LR EORIANTHREND, £/, RAIOE &K 512X
D EELORHHOFHINE . ROEE R bamEOBEREZ NS,

(# A FoEE)
1. HBERE  FIRNE S ICORENT 5,
2. Fe B
1) #ARNE G LY, MER, #IRE, A2 EZ T2 RS D0T, TR, EHFESFICOWTHIERL, EREEE
TELREGELTS (5-100), £, A—HM~OREHRGIC Lo TMEOHNRZ S L1d D,
2) MR EICER L, S AESMCIRN 2 & EHEHEALICENR, AR, RIE, IR, BAEZEZT2LB8H20 T, RO
REZFINT D728, EEPMEIMIWARNE D ICHATERE L TRET 2,
3) AANTIE, 216 IFZEN XV MVE 2 EM T2 [RWE 2T 5L, Faea 7 BRET D AREEAS R, £/, F—
HENCERRER L2 Haic b, Faear e Toaetrm< s,

3. FHELEE
1) ARANE, RO pHIC L 0 ZEMEMET LY, oA (BREFHKEZRLS) ERAETDHIZLICEIVIEEZATDZ &
WHDHOT, WBEEZRET, BRENHKICERL RS 5,
2) B TEDLTITESHICHER T2 (BB, RSUERTRELZLELTHIHATYH, SRAF T 24 FEMUNIZERT2),

(ZDMOER)
L AFORPHMIC L D IRPDFREAICRD ZERD D,
2. 7 v MTHIRNEG LI ZBRT, MRS SRE L L ORERDH D,

(B EoER)
AFIBIRCEEITA A LB A ITIZEBIKRTHE L, EYRAEEZT,
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2013. FUE /w7 A 10mg  (BARFE HAE®R L0 5

<HEH4 >
b b FEFHE 10mg/E

<M/ HE> (RHXEHELoREERT)
Zfbe L LT, 0.15mgkg & 5% 7 RUBERS 2 WIZAEBEERICES LT 100-250ml & L, 1-2 BT TR ET 2,
BRSNS BRSO NDETLH 1 EFERNES T2, AitOEGRERUT 60 F14 8 2 720,
TR IR © BRIRDE DI H AR, BE AR T 3-6 MEZICHAT 2, SEMOMIZ 1 B 1EL & 25 BEERNE ST
2,
<L - FREICEES S EodE >
I BEICHT->TIE 5% 7 FUBERD 2V AR ERKICES LM L, tofEH 3UTmik L iRE LR,
2. RABGRHC, AME Mg IE - At E IR S ER (R, B, SIS0 50/, WL, %) 2R bl
AT 4 MR E CREMNMEZER T2 2 LN TE 5,
3. EfRBIIEO R - ARAZEHERVIEL (RO 25 HE2 B2 5#5) Eii L-5Ea0F MM - RV L o
(B G- RBRAD TH IR,

Ju—
=i

N
S

<HhHE/ BR >
P U AT BB 1 A5 SO TR M S Al R BRI 1 R
<Zhie - BRICBET HEH LR >
Pk [¢((15;17) 8] 3B FHRA (PML-RARe #i51) 12 &0 AMERTE BEEkME B % & 2 S n iz B8 I 5,
ARHNC K0 SERARMR A 57 % 3 L 7o SRRl B BEERTE A .2k LT, ARBIO BRI - RIS LTz,

<®IfEM >
E TR L R OV R Al A e BIRAER] 267 FIHT, 220 B (82.4%) ICEHWERA NS bz, ZOE2b 0%, LEK QT
R (46.1%). ALT 8500 (27.7%) . FFHERESRHE (25.8%). AST #EI (21.4%). BHMERE/D (17.6%). HMEREEMAE (14.6%). LD

B (11.6%) . CRP HAN (11.6%) . APL /M{BIEMERE (10.1%) . ALP H#IA (10.1%) Th -7 (54 mLevEyst), ok, %

[ @ Phase VIV #BR DA Ty Sz @ITEMITSEE R & Lz,

1. R 72 EIE M

) DEMQTER: AFIX QTR  ZREET 1y VEOREREZFISEZTZnH Y QT LR IZEMM L 72V 5 5 Torsade
Pointes (TAP) % A 7' D LEWEAERAZFI L Z T2 LR HH DT, BEHIT 12 FELER % FAKE 2 BI5EHE L, BE T35
D ONTHE B RLEZT O, o, ERICL > TERES WV EREGEPILLEEICAND, KEZBWNTT AKRT Y
VB AL TW 2 16T, RANC X DFEMEASRIETIC TP BIIE L7z L OMENRH D,

2) APL /3 UIEBERE « AANE APL /3 {LIEMERE (APL differentiation syndrome) & FEIEN 5 LT/ A U BRIEGRE & FAPL L 7= R®IVE A A
BEL, BHENBREZTZEL52ERHL0T, FoRlBlEs1Tv, 20X ) RIERBENTZHAEIIIRIEL, BITRE
IV VRNV ZFRIE S QY R LE 21T D

3) HEMERKEAE : AANC K0 @ A mESEIER T S Z SnD 2 L3 D 0T, L ATV KR E M EREAS 30,000/l
EBATHAICIE, WL, RBEEC A IEREID IS U7 RER O S OM b 20 E 2179 [k, PRIEROER

Tz o TE fEBRMEZ D O T +REET D (RA LALHRER ORI OV T O & ZaMIEML S TRy I,

4y PLMERBD, MEERIERE, AMERBD . f D - ek BERERERAE, A BRI UMD BB D 2 E e D
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DT, BEEFHIATV, BEDRD HNTGE T 2R L E 21T 9,
2. FOMoRIER

1) BB (5-50%Ai) LER QT MR, (5%AM) (LK QTe LR, Mlk, IR, REAR, B, LRI, MR,
B A4, WEMR T, EEARR) OERSE . WA, O, OBk, RmE, & EmmE, ek oM

2) PRURER o (S%A) RO PR, 57 (EVEREOR R EE, ok, MR, OB RB) MESOM. PROR R EERETE (KR FE. MalbiE
Mk, BEPER. WEUS . WEMEEEIRR. %,

3) THALRR © (5-50%A) Bl (5%ANm) B AP, R, AR, MR, LR, TR R, RACRIR. WIERR,
PiEE R, DR R, BRI, RAGEOR. GEEEARD]) oNEcE R E, DS, sk, ERAS. B
[N, WRAE, e R

4)%%:6&%%%)ﬁ%%ﬁﬁ\MI%M\%T%M\MP%M\HH@MYm?%M\G%Xﬁ)m¢ﬁuwﬁy%mo

5) R (S%A) EHEREREE, My L7 = Ui, BUN B, BUN SN, Z IR, (BEEEARB) EHEIR, RPEABE,

6) BREIRE  (5-50%A0M) K4V v AMAE, (5%A) KAV T AME, fF~ 7%y L8P, G~ 7 XV AMIE,

Vo afgE, m b YU AIME,

7) MR« (5-50%Ah) M EREIINGE, AR EkisD . /RIS, (5%A0) A, FEEMELr P BRI E, A, (B A HT)
SRR I AR H A

8) MiEEE % « (5%ATM5) APTT 4L, APTT &ifi, mf~> 4 7'V 2 # L @4 . FDP #I,

9) MAEFE © (S%A) MER, (BHERH) FH,

10) B« (5-50%K0) 5. (S%ARNM) FIBE, FLATS, MRS, BEmmE, gk, RER, K8 5, (HE
RUY) HARELE S, HIBPER & %, RPTHER BRI, IREEE PRVEIE, 2 O s, RIS, REAFRBR. ZITE,

HERE,
1) Pl - AR + (5-S0%k) ALK, (%Al ISE MM, 8747 S Vi, (SRS IhE, & b7 k-
VA,

12) EERHE © (5-50%A) FEA, (5% Adm) ViR, (REHEM, M Apek, B0, maRk, Mom, (HERH) 55, &R,
fERR, RERD,

13) AEMRER ¢ (5-50%A0) BIALHOE, (5%ANM) B, IRk, BN, NRKD, RIRAE, WRRERE, ROHEs., sk
R = 2 —m Ry — &l (BHEARH) FEERE, A2, K. bR, IRREREE,

14) RYIE - (S%A) WAMEERZE . HPREE . (BEARD]) i~ A~Z 0 BlIRPER, RAROERY,

15) i« B (5% WER., MWBOR., BEETR. B, SR, PEREE. A, (AW RPTERR. BEEB K,
HR. B,

16) MR : (5%AMM) R, GHEARH) Rk, BRRER, IRk TE RE, B

17) Z Ot 2 (5-50%A) APL S LJEMRE, CRP 8N, (5% AMM) RAMEFEIE, Mrf ) o8, FEATALALBE, FEASALAR .,
EATBACER, (BHEEARB) BREEmRE, PHBHE, E, R,

<fEf EOEE>
()

L AANC X DB E LS T2, AL LT, REMFMTEET 2 ARRRE CEMOEH FICE <, £z, BREREH
DA ST RIS BV T MR LRI ARl BEERME B s (APL) ] OTBRHRIC 03 7o ik & &2 FeoER o b & TR
WEIT I,

2. FANZQTIHEE, FBEIay V7EOREREEZTZERHY . QT LR ITFEMAY L 72V 9 % Torsade de Pointes (TdP) ¥ A
TOLEWAENREZGI SR T Z LMD DO TRECHIRE O REIRPED b HAITIE, KIEL, ERICE > TIEEH
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b BEICAND, REHGANCIT 2FE0ERZFER L, MEEMRE WV TL IV T L v TR TL) RO7 LT

Fom OV THRET S, BRERENROONTWAEAITITRIEL, QT LR 2 kT OFHRAO®RG 28T 5, KHHKS
FIX R FELENEREE 2 FAEREL, FICOBRNE=X—ZCLERLEET S,

3. ARAFNE APL /0 {bIE@ERE (APL differentiation syndrome) FEIEI D LT/ A VERIEWGERE & HEEL L 72FHWER 2338 BL L . BOotEsIR %

LD ERDLHDOT, TaRRBEEZITO. 2O LD RIERPBENTZHEITITRE L, BIBRERLE VHI O 2L

DY R JAE 2 AT D o

4. BRMERICH oo TE, TR, TRAE ), MEER G ), TEELEANEE] 0BEASRL, HEICBELZBIRT 5, 228,
AFINE RS IE, RO CEZ

(%

ﬂ

=)

1. 2% L CREUE ORI O & 25 B,
2. BRI SUTIERRE LTV B ATREME D & 5 I A,

(FRAEE =)
JEIRT % ATREME D & % i N

%

(HEEEG)

LQTEREOBEERO & 5 B35, KA ) U AMEXITE~ 7 x>0 AME, DEE (RER, Bk OREES) obsBEE [QT

JER D fERIEN KT 5],

2QTHERZ R Z 32 &AM BTV D AR o B,

3.DER (OFZE, DEES) UIZ2oMEROH 5 8E DERPELT 2801 H 5],

4. fFREEOH 5 BE RO TIC I . KAOENRER LT 5 6k1H 51,

5. BREOH LBE (PR OK TIZEY . KAOENRER LR 5 eErnd 5],

6. ElHE,

(FE A HAREE)
L RANIBMER CHETEMZ TR T2 ARRBO LN TEY REE~OEENREDNLOT, KHEBFIZOVWTEEM Lo
EEEEFL. WORIZEET S,
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20.2. Common Terminology Criteria for Adverse Events (CTCAE)

& FG B M RRHYE v4.0 BAGEIR JCOG iR (AR, CTCAE v4.0-JCOG) (3, 2009 4 5 (2K [E National
Cancer Institute (NCI) @ Cancer Therapy Evaluation Program (CTEP) 73/A% L 7= [Common Terminology Criteria
for Adverse Events (CTCAE) v4.0] (http://evs.ncinih.gov/ftpl/CTCAE/) (LL'F, A VY Y7 /L CTCAE v4.0) ® HAR
AEFRJCOG iR (2011 4F 4 7 25 HAR) TF UITICRTHA BARBICEEDOR NS 5 W ITHENR L 0 & T4
ENDHEA%Z JICOG R —LX—=UNEDO5HLELDOTY,

=5
WNL: Sk R EEEPHN, LLN: figx A TR, ULN: Jii% £ LR
ANC: ffrEkE

JCOG CTCAE v4.0 B A&ZE:R: http://www.jcog.jp/doctor/tool/ctcaev4.htm] X ¥ k. 1ERK L 7=,
NCI-CTCAE v4.0 X web site: http://evs.nci.nih.gov/ftpl/CTCAE/ 7>6 AF [ HE
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HEFRILMAGELLE v4.0 F 4 [

A AGER (1 of 5)

CTCAE v4.0
Term H X §E

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

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

migEs Ty /R

FE & Bloodand |

ymphatic system disorders

FEEITFRERFE A |- - ANC < 1,000/mm’G,| £ &% BHd; Ba BT ANC < 1,000/mm®
SiE Mo, 1ETH383C |[EEEF D T, ™D, 1EITH
(101°F)& #B=25, 38.3°C(101°F)%& #8
FIF1BHEE B X 25, q=X 1R %E
THf9 5 38°CLL HBATHEHRT S
E (1004°F) > FEh 38°c Ll _E (100.4°F)
DFEE
B 00 BRI 0 SiE - - > 100,000 /mm® ERERBICFESRS | 3BT & 5 O B I ER L
B Bk =5 B0 AYE NN
BExEID
i % [ 3 Cardiac disorders
¥ =3 FER TGN, BRE |BEISHFEED |RBHTEHT |EHEBEH T, RAE|ET AL EL
fE (451: BNPRXTEF [(EENOHIETEIR | DEEBHOFTIETL|NEBEETET D (H: EOMEZE DEEA
RIS LRIRRT F | D SEIRDYH Y ESE; B |HFAEREEUE O BEH TEALVIKEE,
F1) SEREEIZT BREETDH MW TEIR B AE FEHBEDERDH
DIBEORENH D DB Tk U+5H7amiEs
BRHE TERLVES D
=X
DEEEE. 20 [ERALL, FlE |PEE; S/ R/B |EEFEIEESREM (A0 8L T, BR|%ET
(BARMICER ) |BEOEKRNH S, |FTE/EFEREMAR |ITEXTHLM, - |LBEXTET D
ERERFT R F=IIR |2 ET S5, EHMERS | (cE@mE BED
EFRDOHA; BEE |OFOEYLSND |FTELDTIHEL; A
FEIZELY BEAEFEEOSH] |BREIE AL
BR DIEREESTD;F
ENTBE/BNETRE;
SoEYOBELE
SEENMEDFIR
B I3 & &/ Gastrointestinal disorders
[mp=3 SERDYELN; BRERFRT | EEDERLS |EEDERLHD; |- - OF O XA
RELIIRERR |5 50EYLSNO |GFDOERIVOBESE
DH; BRE BESG |BEEFTEEOH [FEFEEDHIRR; J&3
Ly BR *EID
T R—RS AV ELRIR—RS A D EER|IR—RS A2 LR |EGEBELNT; BA|ET $EEI TKRERDHEE
T<4E/H OHMER|T4-6E/HDHEER |T7EILL L/BOHHE|LEE ET S
BIEM, R—XS A |BIEM; R—XT A |EIIEM,; EREE,;
DEHRTAIIM|Y EERTAIIIM|ARE BT 5; N—
MNoDHHENEE | HSOBEMEMNH |XRT 42 EHERTA
EEIZ A0 EEBEM TRI P9 H 50 HEt
ENSEICEM &
DEYDBEEE
Bh1E D HIIR
OREZLE SERDH DM, BE |FEEDOERLS | +HEEOERL |- - CIRR N D MR 53 s
FIEBEEEBEOEIL |5 BOEIRICEE|TA6E BEXRESE DIET
AEWN (B ONEz |HDHD (Bl ZED |F=IETPNEET S,
REOERDRENE); |K, BB, Ea— |RIFEDGELVKRET
REBDIFNIKEET |LAIKDD/EIEERS|DERSBEI <
DUEERSBEMN> | M<KZDZ UL EY|0.1 mUmin
0.2 mL/min IZBREND); R
DIFLNVIKRE TOH E
&5y EAHY0.1-0.2
mbL/min
TERHEAE B B BRE; ARE BT |PEEOERAS |#@M/IVRIZKD W |£HEBENT; BAR|ET TEBHIEE V.
Ly % ; NEFARE: |B/ABRENLE/ F|LEEET D KE&. IIF) A oD
[F/DFRABEBEAMT [N RIMLESE H 1o
*EID EXR)
O R R AR 2 SRS, F=E |PEEOERE 0 |SEoEE BOE |42 &4 BR|ET CIRRFE IR D # iE
BEOERNH D, |[ERICKEIGLY; |BRICEKELH D WEEETD
SREE B0 BEOEEEZEY
)
Eib EREEEBICEED |BEEGAERD, B |HOY—OKFTD |- - LnF LnhH BEASIR AL

TOERIET

KFEFIFHREKLER
EHEbHGWLEOE

REDHD

fEOERLST+5;
EERE/TPN/ AR
EEID

DEE
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HERERGIEHGELEYE v4.0 H 4 BAGEM (2 of 5)

CTCAE v4.0 AE
SIULSNZ Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Ly
Term H X5 Definition H & 88§
[ER]
= % B 35 Gastrointestinal disorders
mp:edestaagiil B JARRE BT |PHEEOERNSD |#MM/IVRIZK DL |[EdEENT; BRA|ET O A 50 H 1
Ly % NEIPAERER: |BE/NREMNLE/F|NEE EZT D
[F/DFRIBEEBEAMT | RN EE
EEID =Z95
[mp:eed s P BEDER PEEDER S0 |SEOER; SnE |- - a. & FF=EFEOE0
BEYUSNOBREE |YDBEEFEE ELLLFIRGERE
SEENMED IR D il BR
EERSHIEE i BRE; CARE B |PEEOERLASH |#HMIVRIZKE DN |EHmEBENT; RE|FET EERHIEE (ARE.
Ly % NEIPAERER: |BE/NRENLE/F|NEE EZT D IHEE ., BE. B) Mo
[F/DFRIBEEBEAMT | RN EE D H i
EEID =Z95
= % B 35 Gastrointestinal disorders
Mg it 245 (21-2TE 24FFR(Z3-5TE 24FFRIIC6TE V— |E@mEBHLI T BR|FET BRENOMI S
V—RFDOIRM (55 LU |[V—F DR (553 LL |F L EDIEME (55 |[LEZE ET D REICHEHEN S O
EREIRREABAL=HD | ERARREABLN F=HD | LL ERIRABALN =% &
EThZThiTE EZThZThiTE DETIhZThiTE
V—K&ET D) V—k&ET D) V—F &9 B); TPN
FIFABRE ZI
)
BIBEE. T SEARMAZU, F=lE | P &HaE; R/NBR/B |BEEFIIESZM |£axEBHr T BA|ET
(BEAMICRE®S ) |BEOERND D, |FTr/IERERNEY ICEXTHDMN, 1= |BEEIT D
ERERFTRF(TR |2 ET 5 ; EHHEE |1Zb ITEHmE B
BEFIRDA; ABERE |OFOEYLUSND |FTHDTIEHGL; A
EE/EL BELEZFHEDOH |BEE/EABHAM
BR DIEREET D&
ENASBE/EN1E A HE;
SoRYDBABESE
SEENE D IR
— - 53EBES LU R E I A DR E General disorders and administration site conditions
3] 38.0-39.0°C (100.4- | > 39.0-40.0°C > 40.0°C ( > 104.0°| > 40.0°C ( > 104.0° |3E = HA{E FR%x
102.2°F) (102.3-104.0°F ) F) AS < 24B5 BN 4% |F) A% > 2485 B0 i 25EEOLR
5 5
SEANITHES &S BRETBMEOR [ARELIESED |BE @ ERICK |£@EBHNT; RA|ET FEWEITEYMR
i RUBOREE E | E. 2L |[THRABRSIUV/E |NEBEEETD FlO&g XIS T B
S/ELN; CAERE ES  |ERISH T B A =X 5B REE D T HERIE
7ELN (Bl: RERBZ ZE, [P S L TR,
NSAIDs, FFEEMEZE |[(TRIELEWL); —F
F, BFIRNER)IC |HEBLTEEHRT D,
[FEAOMNITRIET |FFRAEIZK YABE
% S2ARMDFH|EET D
HREEEIT D
RBEEB LU HFERIE Infections and infestations
Rl /% 2 - PEEOERND |MEEMEEEN |E0E B, T BR|ZET i oD 2%
5, NREBEREET | VM ILREDFHIK |[NEE*ET D
5 W IEEME |RFEEICX S A
BHEMMYVAILRE)|EZET SH;IVRIZEK
% iE/NREFRIN
B/ N ESE E
ERS)
B4 I fiE - - - E@EBNT, RA|ET & R E MY AV I
MEEZEITD MAIZTFTEL.
a3 vOE SIS
LiG5 2uREITHE
DEH KRG
E& BF #2 Z&F Investigations
FTZ =2 -FE/FZ |>ULN-3.0xULN >3.0-5.0xULN >5.0—20.0xULN >20.0xULN - ERERRE (T A
RO S5 —HE#M TSI -FTE/T
RIS —+F
(ALTE=IEsGPT)
LARJILA LR
FRINT XU BT | >ULN-3.0xULN >3.0-5.0xULN >5.0-20.0xULN >20.0xULN - ERERRE (T A

SRS —
g

TRING FUBTE
ISR T—
2 (ASTEFIE

sGOT)L R LAY E

Ft+
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HERERGIBHGELEE v4.0 H 4 BAGEM (3 of 5)

CTCAE v4.0 AE

CTCAE v4.0 Term
_ Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 .. _
Term B X iF Definition B 2 k&
(=R

Ef EK #%2 3& Investigations

aL X500 —)LiEhn | > ULN-300 mg/dL; | > 300-400 mg/dL; > 400-500 mg/dL; > 500 mg/dL; > - EEERREIC TGO
>ULN-7.75 mmol/L | > 7.75-10.34 mmol/L| > 10.34-12.92 12.92 mmol/L LRXFO—JLLRJL

mmol/L MIEHR ERE B
)

L TF = #Em >1-1.5x R — RS 4 | > 1.5-3.0xR— X5 | >3.0xR—R5 o >6.0xULN - ERERIRE IS THERK
D < >; >1.5-3.0% > ; > 3.0-6.0xULN HBEooiLr7rF=>
>ULN-1.5xULN ULN LRJLHAES

> B R QT ## IE RAR |QTc 450-480ms QTc 481-500ms D IgKEXL2E D ILTE |QTc=50TmsEF= (& |- QTHERIRIERE

ER K <QTc=501ms R—RS A MNi5> I ET B DY

60ms D ZE 1k AVdp X LpEE
L), Torsade de

pointes, 2 FY {4 0=

R0, ERETEIR

DBUE/GEKR DL

hANERDD

= & & 'R B BE S Renal and urinarydisorders

RAEBETE DL TF =2 hi> DLFF = MR—|ILFF = NR—|E@mE BT AT |ET RO BEHEEERT
0.3 mg/dLigin:; XN —|RS5 1> D >2-3F |R5 A > £ UBL>3 |BIFEETD THY . ARHEEIIZ .
RZ A D1.5-24% |I=#&m f&Ef=1E>4.0 B HIE (B i~ m
(%= s mg/dLig hn; ABeE TR B (BRE

=Z29 3 =) . BREURE/
B B ST HH BR D BAZE)
5 3EEN B

E O 88 . i 3B &5 & U # fm BE 3 Respiratory, thoracic and mediastinal disorders

B XA m BEDOERINHD; | PHEEDOERKRID |Mm/IVRIZKDIN |[E@mEEHLTFER [FET SEXBELU/EFE
SAERE BESGL % NEMAEREE |B/RREHOLE/SN |EE/RESEOE F=IXFEE A SO H

RS HHALABEET D |t FE/REBLE Im
() HmERELDIE | EFT D
i)

LF /A BERB| KOS EFE <3k |HEEDOHMIEE: |SEOERLSHD: |EHEBZMNT: AT|ET F— IS v RLF
REEM KSEER|ZEKRLH D 8IF |ABx EEIT B FEREEY D A BRTHRERT D
FREH & C/ELIF |REXTAAMFEE BEICEOHLND.
FIRRFEIC K DB |T5 AEEM . rEURE
EEIT D LMK D EEIR.

B BRI &S & O/
FEIEBTRS

s & U % XEBESE Metabolism and nutrition disorders

BT IR BEFOELEF |BHECHAERLS |BEEFLAERLT|EHEEZHL T BA|FET BMRDIET
DIEWNERIET KERFZE 4G |IRFEEFAEFS |LBEEEIT D

WIEBEEOZEIL & [(H:H oy—1oK

ORFEHICKDH |5 OFEOEFERLT

FEET D + 53 BRAR N EER/
BREREBE/TPN 2 =
ERS)

&Y Uty R Mg |150-300 mg/dL; > 300-500 mg/dL; |> 500 mg/dL-1,000 |> 1,000 mg/dL; > |FET= EEERIRZ (CCm R

1.71-3.42 mmol/L >3.42-57 mmol/L  |mg/dL; >5.7-11.4 |11.4 mmol/L; & &5 YT YR EEAS
mmol/L Zmed 5
=AU L kE >ULN-5.5 mmol/L |>5.5-6.0 mmol/L |>6.0-7.0 mmol/L; |>7.0 mmol/L; £ |3ET= ERERIRZE I TR
ABREEZY D BN AVDLREMNE
. BEEFEAS.BIC
FIPRFEDFEAIZE
EY B
1EH Uy L M 5E < LLN-3.0 mmol/L < LLN-3.0 mmol/L; |<3.0-2.5 mmol/L; A |<2.5mmol/L; & & |3ET= ERERREIC T
SERDD D ARE |Bex EI D =BT AV LREIE
=Z9 5 T
BRY FT0 LMAE]>ULN-3.0 mg/dL; |- >3.0-8.0 mg/dL; > [>8.0 mg/dL; >3.30|FET= ERERIRZE I TR

>ULN-1.23 mmol/L

1.23-3.30 mmol/L

mmol/L; £&iE &
Mg

R R0 LREMN
L5

91




HERERGIEHGELEE v4.0 H 4 BAGEM (4 of 5)

CTCAE v4.0
Term H X &8

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

CTCAE v4.0 AE
Term
Definition H & §&
[ER]

f£# B & Uk FE[EH® Metabolism and

nutrition disorders

E<T Ry LfiE| <LLN-1.2mg/dL; | <1.2-0.9 mg/dL; < | <0.9-0.7 mg/dL; < |<0.7 mg/dL; <0.3 |[PET= ERERIEE (T A
<LLN-0.5 mmol/L |0.5-0.4 mmol/L 0.4-0.3 mmol/L mmol/L; &£ &% &M T 20 LGREMN
3 BT
= al UL N it >ULN-150 mmol/L | >150-155 mmol/L |>155-160 mmol/L; | >160 mmol/L; £ &5 |3E1= ERERREIC Tl
ABREET S E=BEMIT FrUDLEEMNLE
5
1EF U L e <LLN-130 mmol/L |- <130-120 mmol/L | <120 mmol/L; &£ |SET= ERERIRE (T
E=BEMIT TR LREMNE
‘F
#H #% & [& B Nervous system disorders
BEZE M H M FEARAVZLY; BRERFR | EEDRERHI S |REREARM/EEERN |£Edx Erh T BR|ET EEEAOEM
RFELIIREMRE |5 NEAREE|EE=4IC TV /MHNE|INEEZET D
D& BRE BSA |F5 R 425 fR/5 L
L NBEETD
IR BREOER PEEDER GO |EEDER S0HE |- - IRFEITEH DO
BEYLSNOBEE |V BELEFTEME FIZnof=ssULEA
SEENMEDHIER D IR DERE
RAEMEEBI —a— [ERALLY; BRERAT [P EEOERLD |SEDERNSHD; |EdmEBmdT; BA|ET RAHE B IR D %
0 /8F— RFELIEIREMRRE |5 50EVLSND |BORIYOBEE |NEBEEZETD SEETILEMHE
D BRE BESYy |BRBLEFTIMEOH |SFENMEDHIER; ##Eh
LY BR BxEJTD
RAEMEE =2 — PERALL; BHE [P EEOERLSD |SEQERNSHD; |EdmE BT BA|ET RAEEN B IR D %
O /F— REIDIETHEIE |5, F0oRVYLND |SOEYDAEE |LBEZET S SEETILEHE
MEERE BEEFZTEEDOH |SEENMEDFIR
BR
HERES . 2oM RN, L |hERE SR/E |EEFLIEIERM |£HE 8L T BR|ET
(BARMIZER® ) |BREOERNSH D ; |Fr/EERERER |ITEXTHDIM, Iz |NEBEEZET D
ERERFT REFIIIE |2 ET5H; EEEIS| L ICEREBD
BEFFROH; BERE |OEFOERYLSND |FEDTIELEL; A
ESEL BEAEFBEDH |BEE=IEABERM
BR DIEREESTD;F
ENASHE/ENETRE;
SonEVYOBEE
SEENMED HIBR
BER$EB XUV R T#&EST Skin and subcutaneous tissue disorders
E$0id TREEDEEHIEK |RESDODESEHIEK |FRESMDEEHAE |- - BRSSO FRE R D
KEED <10%% |FREFED10-30%% |EREFED >30%% i, FrLULVEZEE
HHD EHD;MEITK D |aHD; BREMm FREBET. <GS L.
H i EE.OBRETE
L. REMIZFBE
IZZEETD
RERIR AREEIED <10% |[AEREIED10-30% |[AKEED>30% |- - BB T EoT=BULVE
EEHODINHC |2 &, fIBEIE |2 &8, T5FEF # [S; BFLIXIEES
ZOEIF DG | Z5FEEZ #5850 |5 50EBYOEE A HRD K SI5EL
BElYLSNOBEE | EFEEDHIR BREODRE
SEENMEDHIER
BESFIUETH |FERNZLD, Tk |hEE; &/NR/B |BEEFIIEREM |£EHE8HT; B2|%ET
HIEE. ZOM(E |BREDOEKRLH D ; |FTE/IEREEMEE |[[TEXTHDIH, - |OLREBEEET D
[7N: 5[k A ERERFT REFIIIE |2 ET5H; EEHEIS| L (CEREBD
BEFFROH; BERE |OEFOERYLSND |FTEDTIEAEL; A
ESE BEAEFEEDH |BEE=IT AR
BR DIEREEST D F

B RE/ENEARE;
SoEYDBEEE
SEBIMED IR
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AEFGICBATEILE v4.0 F 4 AATER (5 of 5)
CTCAE v4.0 AE
Tce :ﬁAEE ;:;; Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 D efinit-ir:rrImE * 15
[EHR]
mn & ¥ % Vascular disorders
=InE BIS MIEAREE (IR | RT— 1S ME | RTF—J20 & MmE |LaE BT (Bl | RS MmED EF;
#7 1fn JFE 120-139 (U 45 HA M JFE 140- (URHEHAMN E =160 |EHESmE, — @M 140/90 mmHg % &
mmHg FE/=IEPRIRHA| 159 mmHg FEF=IE PR |mmHg F/= (I PR | F= =X E A BI7E#HEE A5 MEAHEEE
In/E80-89 mmHg) |3RHA Mn/F90-99 I E =100 mmHg) ; |B&E=, & MmET) — RSN D
mmHg); RFEIRICE |RRIERE EY |B) BRRALEBE =
HMEEIT L BRIE|D FHULDE |5
FTIET TR (=24 | a8 FE =3 LLAT
BFRD ; SEIRZE 45 | K UBSRLNVAFE = |/NNR flRAEFELC
>20 mmHg (FE5R#A| 9 B
E) D EFF=IFLL
BIIE® THS=HE |/NR: BRAERLC
[& > 140/90 mmHg
~DEF; BHIDE
MEREET D
INR: BREEFEIE
Frfgt e (= 2485 R0
D>ULNDME E
5 BHIDEM AR
EEID
1K= FEARAVELY; SAHRE |BATIHAUL AR |RREAAREE |E£daE FHhL, BE |FET BEANIIRBEE(IZ KLY
EE/EL HARE ES D AbBtEEIT B SAREEIT D SN D IEEHL R
JLoMmEZE TES
mE
20.3. ECOG performance scale (H AFE)
PSO0: SRR THEEEHATE ., HIRE2XITL 2 &< BWAERFEIISLERD,
PS1: WEDIER®PS Y. WIKTEIIHIREZSZ T 205, BT, BTEHOEEIITE D, flIZIT BOFEE,
HHR L,
PS2:  BTRHOEIVOZ LIETE LN, LIZLENMRNS, Ao 50%L, EiTER L Tna,
PS3: HORIVOHLBEDZ LIZTEL08, LIZLIEMIAWY . HHFD50%LL EiZsAR L T\ 5,
PS4 HOEDOZEHLTEY, WP BWY, RABKZLEL LTWD,

Oken, M.M., Creech et al.: Toxicity And Response Criteria Of The Eastern Cooperative Oncology Group. Am

J Clin Oncol 5:649-655, 1982. £ v 5| L &HER
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W

20.4. Karnofsky Performance Scale (HAGERR)

100% | IE% . BRRIEIRAL

90% | BULERKKERIZHHHM ., EEDEHAAETHD

80% | MEYERRIERNH AN FALTEEDEFHNARETHS

70% | BENBSDOHEEETESS . EEDEFHCHBZTHLEFTRETHD

60% | BRICHERIEITEDIN, LELEENHNBLETHD

50% | FREZRBL-BFELSSVEHMHNLCERTANLETHS

40% | BT BULRERBLVEENLETHD

30% | £<ETT ., ARRDDELEN, BIESLEF TV

20% | FEICEE. AP BDETEHRNEERNDETHD

10% | SEEALTIELTLNS

0% | Bt
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20.5 APL212GIZB} DIREEEAPHEDRIE KL OEIEE, £ L CBEKSMEICERT 28+ 2 &8
2RO RIE DR S EMEtEE  (BEKX)

| JALSG APL212-B{EF i B 47 |

| 42 4755 | B RAE

| S | STHOVLEREIIRAT I 2P|

# 2fEfHI =|[ SNP ArrayfiZ & % { 2 E) Fﬁ

| il | BRMEETERGN [ LEPI |+

| EEFERAEREE Vg || EETESEREEs
RSeS| 27/ NEREARI | g e )

| AT R ET £ R : ey | .
ok e | BENAT LR | 21EH)

&

AF AL B SR F R A }
> SR AR E I T 2 B E R A AR »‘ cDNARAIOT LAfEHf ZIEH

Oz kO— L E)

20.6.  APL212GEnFHIJEICE T 5 OB Ot (BIEX) o APL212G wpEf{s R & #isT £
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20.7. {5IRRI/HF I SRL i (BIETEDRDO HDTY)

20.8. PML-RARA 15204 » M [ EE EEFEORO L O TT)




20.9. SFRE R AL O B EL T 14

ﬁﬁ%’$%éAfﬁw\5ﬁw%Lf%Eu@ﬁz
AUT (BHR#E) 2W8h oW HLET,
ATT DT Ty ADOHFIZ AN, HORMA 1 0 BFRE#EY . AMEKEAZRRL T ZE8Ww (£
BIpDHATTT2RERLTHEIWN),
MKAEESEDLERTTZOWEMRBELDLZEDRH DD, —HAZREDL L IITESTIEI N,
X 72 DR RWHFEN HERILL TL 72 &0,
MO ED Z LI I W MEARAT D AHEERHH Y EFTOTHEELTFE,
. AU T OO R LiIAT &7 T VNI TNDEDTT 7 Vg 0AEY HLET,
5. WMOMLET 7 vn%dGHOWEEICANLRELET,

%ﬂ:/\.

CoTOMPIERIFHTI ECTD

‘_

CCEWT;“E?EIE?E“E I ENES.

20.10. HEAGZERAR (BETEDRDOH O TT)
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FEDEICET OIERR

MEL, BERERITONDIB[ESADETNDEZ TCEILCITRLEIBZNEEATNET, 2D
EHDEBRERCUZNWEBRNEIDT, REDHIICORREICDONTHZTIEETEI X DHREL
WEZUET, TIELL] BZXD [3Ro12] BZENOIZEDIEHDEEADT, IREDIRREICDINT
BRERLICEENDELDIC, RBALLESN,

BB REARVEABICONTREBRZILSN. HRIZOKRS. Fhn, ETFOEABRIISHE
Bh, BRIEOBERBTIOELLES., OFZNWEEN B TE. HRBENMTNRZZITDT
EEBDFELRADT, CRLBLKIZEN, COBNZEESTIULENE, S&. BFROBIICHDEN
ERESADBEICEIL TCTINDENERNET,

CERADRDOFULES, HEICANTHZUZODG, BERNI MIEREIDINEILE, HERIED
BEEICHEUVWEEESEILDRRENNZ UET,

PR
ST

FREDREAT~DEHREL

BHREBESLEMBZRADS A, BESAICBELLEZEEWL, BEROHEZ
HeLEFEE, LEOEBRFTIHENVEEEET LS. BEVLWLET,

B8&ES : APL212G— (

BmA : (ER =3

AR - (
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& SHOBMZLEALTSESL, (K =3 A H)

F
& BEOHLE-DREIZ, £ L3 E<CHTEFESIEE—D% > J o
OTEHA . 2BMIHEZTE, 7;— e IS
Ay h 2 %
Ly ) Ly Ly

1. EVWBLIVWYIROR—Y5r—RZEBABEDNLEEIC

-
N
(@3]
I

XENHY FTTH,
2. RVWFBES K ZEITKELAHY FTH, 1 2 3 4
3. BRAOEWIEEZES ZEICKELRAHY FTH, 1 2 3 4
4. —HHRY FOASRTRISIHTAELZY FEALD, 1 2 3 4

5. BRHCE, REZBDHC L, BEVPHRZTERS C L.
BERRICWC ZEICADFZEREBY ZRELAHY I D,

ES

> &
® ZO—BRIZONT, BEZLEEL, = i g

T H B 2

A S A VN A
6. TEXTHEPHEEFETHZENHY T LN, 1 2 3 4
7. BERPOLOY—ZFTHDIZEKELAHY T LI, 1 2 3 4
8. BUInhAHYFELE=D, 1 2 3 4
9. EHILHY FELD, 1 2 3 4
10. KEZELEBVELHY FE LD, 1 2 3 4
11. EERICEZEAHY £ LI, 1 2 3 4
12. KADNFL Go=EBRLFE L=, 1 2 3 4

RDR—=VICBEEHLFZE,
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13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

21].

28.

BREIZONT, BFALCESLY,

BN GEWNERLELRD,
HEIAHYELED,
EFLED,

ERNHY F LD,
THMNHY F LI,
BATWELED,

BHDNHE-OHRDEFHOIEITIZHEY EL=D,

LOTEICERLIZCWI ENHBY FLED, BIZIE, FEZ
HUEEP, TLEZRB LS EERE,

FELIEEATLID,
DEAHY F LD,
BY S [ENEST LI,
EHRAAERATLED,

YDEANEBEL LG EBWVELED,
BROFFLABEDOEREN. REND—BELTOHE-DEE
DEFEEFIZHRYFE LD,

BAROFAFOARBOERN. HE-OHESHEEZTBOSEIT
[ZiEYFELE=D,

BROFFOREDEREN. HE-OBFLOMEIZGEYFEL
T=hv,

ROR—=VICBEEHLZE,

100

1=

j;
LY

<

N NBCT

N

2

3

CTRAN

IS

4



® ROZODEMTE, 1AL 7DHFDIE, HHEICHE2EH L HETRFELIHFEOTH

ATEZTTELY,

29. CO—EBRDOHLG-OBEREEILALELTEDEER>=TL £ID%,

ETHEL

1 2 3 4 5

ETHRL

30. CO—BfE. HLE-DEFRABETEHKELTEDEEL S-TL L&D,

1 2 3 4 5 6
ETHEW ETHRL
E
£ 5
e . o < 5 ES
& REOHL-DREICONWT, BYULEEZ—D z £ & >
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