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Post remission therapy with arsenic trioxide and gemtuzumab ozogamicin (GO) in acute promylocytic leukemia
(APL) : A Phase I1 JALSG APL212 Study

0. M=
16 ik LA B 65 FA i O AR AR S MERTE B8 EME B MR (APL) D ARG 6 LT, HIE OFRIE L L Cllle R
(arsenic trioxide, ATO), gemtuzumab ozogamicin (GO)Z HW\/2iG5EZ1T 5, ZiEd, HEOEEMEFRIET
W4T STz E D JALSG APL '&2 h 2 — /L@ historical data & O el 217 9 55 11 AHERIRAAER, 3 FEEA X
NEFF(EFS) % R EFHMEE & 7 5,

0.1. 2Ky z—~

B AN #FEAPL (16-647%)

!
!
(BEREAEE]
_________ 2N S - . S o . S o - S
' WBC<3,000/ul | B000<WBC<10,000/ul | | WBC>10000/ul ! (APLcell>1000/u) !
' & APLcell <1000 /ul | or APLcell 21,000/l | | B i
| ATRA45mgm’ | | ATRA 45mg/m’ i | ATRA 45mg/m’ | |AB; IDAx3,Ara-Cx 7 |
STt ' 1 IDA 12 mg/m’x 2 i 1 IDAI2 mg/m?x3 i B ; IDAx 1, Ara-Cx 2 i
i Ara-C 100 mg/m* x 5 E i Ara-C 100 mg/m*x7 E i C# ; IDAx1 i
!
[0 E & i)

! Cl: ATO 0.15 mg/kg (5 AR, 5:8) i
i C2: DNR 50 mg/m’x3, Ara-C 200 mg/m*x5 i
! C3: ATO 0.15 mg/kg (5 1S, 5:8) i
(Bt3%) i
i C4: GO 4 mg/m? (dayl, 15)

QM)
Am80: (6 mg/m?, 148 /38,83 —X)
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. BFEE B
APL TIL5ERREM (CR)FE, £2AE1FH (overall survival, OS) (227205 & TEHL U EFEL DS, A~
VIEAFE (event free survival, EFS) CMEJH £ /73 (disease free survival, DFS) 1% 60-70%F2E THY, HfiF
BIFREE T DICSER LB Th D, UL ALFHEEO B LIXIREGE 2B LS L RN D5, HiEETR
PEEL T, APL (Zx L TREBMEN mL, HENMENWEE 2515 ATO, GO & Tamibarotene (Am80)& 1 FHL | F
HERAFRIEBAEAG ERREFOT LI, PHREN ETEADENERTTT 5,

BRI 1
LHERIEF O RBERI £ 5§ O I RERIFE, W OB IEI BT, ATO, GO &H L,
SHME, MR, T EWERE MR, ZLTHL0 SRR L 2R EA < heT 5
EFS % EEFMIHA &5 5 07 i,

PIES
1) RIGHD APL(FAB: M3 & 5\ I M3v) & L, ‘Bl B IE BUEBRE(MDS) H1 2k 7o v LIEE RS B il 5]
TRWZ &, APL [ZIRIERTD PML-RARA A BB TG TH L Z L LMD HES LD Z L, &
Fkth. © L PML-RARA DEMETHH Z EHIB L2546, R H & L CTRITHRICE DR,
2) FEniT 16 Ll L 65 R & T 5,
3) Performance status (ECOG D FE¥E) : 0, 1, 2 DIEFEZ G LT 5,
4) +or7el, WL M. BHREATHAZ L, TR EEIIT S,
MmELVLEY  <2.0 mg/dl
Mgz V7 F=r <2.0mg/dl
18I AT D Pa0, 60mmHg LL ¥ 7213 Sp0, 93%LA L,
Mg X #R(P—A) B, DHIZBEL S0% AT & T2, DILKRBRBD LG E . LIS RA %
TV, EF250%Th b Z &,
HERDEX R 2R, (ATO & 5AiEHEIC L D)
SYAPL THDHZ L 2EME, A7 v ha— XA RFEEICEL, CEICIVRENSG S NTIES,

BN

WIRARIEHE APL (2K L C, EMEARELE L TBRMLEIEZE AL, ATRA ELFEIEEITH, T D
% OMIE LT single arm & L, DNR & Ara-C OfOFHEE 1 a— X2l x., o FEREEE LT,
ATO B2 23— GO B 1 a—RA %179, MEFPRIEIX ATRA Mitth APL IZH A H 72 Am80 ZHH 7
%,

. TURARAUR

1) FEFHmHE H
BexH AR L U, R, MK FROEZIINFAEYFRIRE, T L THLWHRKRIZ L DT A A N
Y EETH I AN NALFHE ¢ event free survival (EFS),

2) Rl EEHATE B

(1) &2k (A, B, C, DHOET) OERFMIR : complete remission rate (CR)Z
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(2) FTEERTMEID 3 4, 54 HRAELFR ¢« disease free survival (DFS)

(3) RO 34, 544 2AEAFR ¢ overall survival (OS)

(4) 5 4 EFS

(5) FAREARIEDOIGHEEN O CR, DFS, 0S

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

(7) PML-RARA 7 A Y 7 #— A, FLT3/ITD &5, CD56 35, FHIEI G AR D T 1% ~D %

(8) BERE MR B K D F 1%~ D5

9) 7/ Wb, =7 Y — MENTEIC X D APL SBREMRRE 72 & D1 W BEhE & BFE 0O FE o OVEEEE |2
BItRT 2 linFRE & B2 MOFE

(10) 7/ LT, =2 Y — MR EIC K DIBRUGTEICBER T 2 85 R E L Bin F 2RO RE

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

Il

0.7. Rk T EAE BIEL & T 8 Sk T

222 il

Intergroup study C9710 TIXHI[E HHEVEIZ T ATO i HEED 3 4 EFS 7% 80%. PETHEMA LPA99 Tl 3
4F EFS 78 85.3%. Europe APL200 Tl 3 4 EFS 86% C&h 5, APL97 O 34, 54 EFS IZZhZEh
73%. 68% Cd> o723, APL212 TIE, ZALE CTOIRE L IIEHMET DR S APL ITFFRMED FWEE
HITHDHATO . GO & Am80 ZfEHT 5 Z LI2L V., APL97 KV 11%¥E D 84%D 3 4 EFS M5 H i
HH0EWFFIN D, Power =0.8, =0.05 TEHE T2 & LBEUEFIEIE 199 il & 725, BLYEHI A APLIT &
FRREICH D Z 2B L, BEEGZ 222 61 & 325, ZHUT X 0 IRHEaT A BB X 2 BER ik b
179, JEFPREIMIL 201244 A LD 4FEELBEISND,

0.8. PRI A O FEAN 28 95356 O Rt F 1
APL97 @D 3 4E, S4EEFS X2 NN 13%, 68% CTH D, F7-EME ALK PML-RARA A&
IR SN, REHEBEAMBE CTH D, D& 97 APL OGBS, BiEm EE BEXT 54K
FRICEB W TR HEAITH D, GO, ATO, Am80 X% Oz %42 L O TiEau,

0.9. MET &M Lo FHE
IO ERIZBERT 22 TOMEE T~V Y VX ES, BRMEICET 2 mHEEHBS IO N7
I BB TIRETAFTEIC BT 2 mBREREHC e o TSR A T 5 L L HIT, ARBFZEEEER & N
B - FECEICEEH SN BB FEICET 522 TOFHLETT D,

0.10. FRRIKDIRAF
ARIFZENZ BT EMi SN 5 @ InF N IV 72 DNA 38 X OV RNA OEABRIL JALSG ik fFt
v —ICTCHEREATREEA LD RIRE T D, BRI Z WIS O FE i 1B L CIE JALSG ik
RAT - (MR B2 OBEICHE D, BEAMFITERE TREA O b, RRERKTFE 2 AP HE
IZRET D,

0.11. TERTRERFFE
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1.

B DO 3 L AR

1.1. APL OiG# O #EH & ATRA WRIEDEF

AVERTE BEERYE A M R(APL) OIFEIL ATRA I X 20 LB EREOE AN L FE L WA ERAR LT
D2, APL (At o> e BEVE B I (AML)IZ ¥ U 7 AL PIEIC K o TRMBPE O 56, iy &E  DFS
EEDLZENTE, ZRHEEMORBEETLHLNIENTNS Y, LML s, APL #4 OfFHM
L6 PR [ELEE B BE(DIC) & MR T X 2 BRI BE 55 0D 7= 3D F8 95 W1 11 I HE 1 7 & D B 9 72 i 25 1 1f. % BF
BT DR D D Y, 1990 £ B L= ATRA 13 APL #ifi % 431k &8, programmed cell death (Z &
DRSS EDLEREAL, BOVEMREZELZENTED Y, —5 T, ATRADEIWERE LT, KECHE
DO, KR, BBRE, B, &b 70874 RME, FREEREofic, FHH72H mEREMN % k&
FZ &0 APL LIEGRED RN H S O, £72. ATRA OHOF G TITHFIMEIC 20 L3 < KEDIEH]
DHETHZELHALNE 572D, 20%, ORMEARIETIE, ATRA B L E 7213t R ik & Of
A5, QEREMZITHEDEEE U TEFERIEEZIT S, OHIE DA THREREMENI T LR
HBEITH. O3S LTEL OBRFIEENTThI & ™Y,

1.2. EfifsE APz LT

APL DTG AFIE TR, ATRA IZHFH SN b FFRIEICE L, BEOBF P ThTE 72, APL TiX
ATRA JEIEE AN S LD 1A G anthracycline NEHEREA|IEE X biv, 4 %Y 7 D GIMEMA study Tl
ATRA 3 A LLH(IZ idarubicin (IDA)HH & IDA & cytocine arabinocide (Ara-C)D LLEGGRER 23T 4L, 7 FLLE
b 5 BEMBIEE RN HmE SN TS Y, MEEOEREMEIT 76.3% & 66.6% CHEZILLNH- 7203,
EFS 13 35% & 23% CH VY IDA BETHEICEN TV, ZOREN ATRA & IDA OffFHICL 2 VWb D
AIDA FREDRILIZ 72 > T D, AIDA 2 K5 GfREARRIEZ B L7z GIMEMA study Tld, e MR
95% (229/240 ), EHEAF O 5%(11/240 B Y . APL SBIEBEREIT 2.5%(6/240 BIZFED 5
. EEIE 1 BITH -7 19, A1 v D PETHEMA study Tl 2 E =R 89%(109/123 fl), EARE A D
FETC1E 10%(12/123 i), APL M BIEGERED S DHE 6%(7/123 FNZFRO L, SEEIX 1Bl TH -7 17, ik
78 & BT BIHISE 1 (regimen related mortality: RRM) & /072 < | BENTZFE L B 2 B 5, GIMEMA study
TIEHIE DFEIEIZIB T anthracycline (212, K& Ara-C Ll & Ara-C LW VP-16 ZFH 7,
PETHEMA study (% GIMEMA study & [l & anthracycline B DO IEHE N S, WH & HICT <z B\HE%R
AHFEPELNTND (Bibo THEOEIEICEL Tl OHEEZSR), S OICW 7V — 7 I3HRRRIEZ GO,
e D RHBBR At LTI 0 | anthracycline HMBEEDOERE HIBRKL TWD (Ribd TERREICE L
T OHEESBR) Y,

—7J7APL LIS AML [Z#E U T, anthracycline & AR #ER 5.5 Ara-C OFFHRIE S LTIl TE 12,
REA2HFIETIX ATRA B & ATRA/IDA/Ara-C Dl F ZFE LTS DR Z, 77 2 AD APL93 study
Tid, 48 FEMJEIT LT ATRA HRIEZ Rl L, D% 65 mLL T2 WBC<5,000 /ul %3572 3 AE BT,
ATRA Z 2R EMIIEDLETHIHEEGT2 (BE90 H) B (61T ATRA BE) L. ATRA L bFEEE R
KRl o 53 28 ([AIRF ATRA BE) OB 21T 572, J54T ATRA BETiX, WBC 80IC & W {L5E%
B L7z Y, SEAT ATRA B & [FIRF ATRA B CIESE R EMRIL 93% (122/133 Fil) & 96% (177/184 i) TZI%
R BTN, APL MUIEBEREOBEE T ZEH 20% (22/109 )& 11% (11/99 B TH Y, FAT
ATRA BECHIIMBA A A DALz, 72, 4T ATRA BED 55% (60/109 $i)IZ30 T WBC HIINIZ L A b7
EOBMPLETH >, £7- APLI3 study TIXIEHAT WBC=5,000 /ul DFEE 66 Ll LD EEE (66~75
1) & BN LT D, WBC=5,000 /pl ORETIE ATRA SLFREZFRFICER G L TEBY ., BREME

11



90%(145/163 ffil) & BiFCTd 573, APL ZLIEMEREE 18%(29/163 i) & ZWMER N H ~ 72, miliE T TIX
ATRA Z AT SHTHRFEL TV D, TREME 90% (37/42 ). APL SVIEMEEEIL 10% (4/42 fi) & Bif7e
FRTHY | mEnE TlL, 3 ATRATRIENORRBT 2 HIED AN RRILTH D Z LRS-, APL93
study 2K T, BEMEARELETO RRM 1T 7% (31/413 B L BIFTH D, Z OHFFETIL, ATRA &5
WBC B3N U2 58 1T b Pk OB LB R FERI 32 2 & . WBC ¥EIN61 Tld ATRA &AL FHRIED
FRFHPMLETH D Z L% ATRA LA PRIEDFHICET 2 HERFEREZ R L TV 5D, #[E O MRC study
TlE, ATRA OEHHIFIZBE LT 5 B O A DL A (short ATRA Ff) L B2 HMRIZE D ETORMMOSHA

(Jx& 60 H) (extended ATRA Ff)Z L L TW D2, SBRFEMRITT0% & 87% TH D . RRM 1£23% (27
BhE 12% (14 FyE WT L BEEDENTEY . TRHEMICEDL ETFFEEL L HIC ATRA 2% 575
ZEDHEDERREINTND 2, APL SLIEEREIZ X DB HRITITE T 2o 72, BRIN APL2000 128\
TiE. 60 LA F > WBC <10,000/ul ™ APL C ATRA (Z daunorubicin (DNR)& Ara-C @ 2 FIfEFRE (Ara-C
) L DNR OAPEHEE (non-Ara-C Bf) OLbifga LT3 212 EERIL 99% & 94%. 2 4 cumulative
incidence of relapse (CIR)(Z 4.7% & 15.7% (p=0.011). EFS (X 93% & 77% (p=0.021). OS 1% 98% & 90%
(p=0.066)TH >7=, ZIHDOFERIL APL IBHIZH1T D Ara-C OFHAMZ/R LT, L, L DNR OfREN,N
495mg/m* T >72 Z L5 anthracycline DL EIC L > THREIZR R -T2 LDORMHH Y | Ara-C %
Iz 5HBAMEICEE UiEmIE T TW 20, KEO US intergroup study TlE, ATRA Hijfl & DNR/Ara-C O Lt
a2 4T > TV D 2%, EREMRIL 72% (124/172 B L 69% (120/174 ) TH V. ATRA & ALFHEEGE
RICEAMOMEICH LEiE & HIERWERTH Y | F72 APL MLIEFEREOSEE N 26% (45/17261) & %\,
RRM I3 11% (19/172 ffil) & 14% (24/174 B TEITR ORI o7, T OMZEIE ATRA O BG4 O R #)
T, OXHWT—HFTiEH D, L, HERPRIEIZEWTATRA L E (6MP, MTX)DZNZ D
AEIZL D 2x2 FEOEBF 2 L TH Y | APL DGR ERORF L LT ATRA DAL NFGELTZE 2 A
ICEEN®H D (BR D THEFPRIEICE L T 0HEZ S M), £72 K1Y ® AMLCG study TiX, ATRA/IDA/Ara-
C/6TG IZ L 164, day2l [ZK&E Ara-C & MIT Z H\W 2 iB# %17 9 58172 double induction therapy %417
WV, SERTLIEER 92% (47/51 fil), RRM (% 4% (2/51 i), ATRA JEBEEIL 15% (8/51 #i) T 2 3 FE A1
B ENTFIEEHTND P, 5k, BFEANIRBIT A5 KE Ara-C ODBREBZHHE. 2Bk HER
LB b, ATRA LT % anthracycline 725 DNR & %V ME IDA 235 L TV D73 E, AREEAY 7R i i 5
FEINTELT, AEEEXLNTWD,

PLE X S ARIEICB U TiE9 2% &, DATRA & OF 7 2165 % 1513 anthracycline BT & A %)
EBEZONDN, Ara-C BN LTESGA, TRELEIELAREERH 5, @QATRA + 51k anthracycline &
HEOFRMEIREAHTH D, @ATRA+ K& Ara-C % & {oE fif 8 AJEIEIT A2 TH 5 23, anthracycline H
M FE 721% anthracycline & Ara-C O FRIEICEN D02 E 5 NEAHTH S, @ATRA BT & EMFE A A
BETH D28, APL MUIEBEREC A MERE N 72 LI X WAL AREOHHBLETH I HANH D, G®ATRA
~OALFFEO PRI B AL IRIED R AR R ER 2 BR & MR S L 5, ©FIRZ IR MERE D %\ EH
IX. APL SMMUEMEREA B OFT 2N L <, hOREMEMENEMICH D, &5 %,

1.3. HiE ORIEIZEI L T
APL OMIE DL TIL, EfRE AL LR U< anthracycline ZEERMAI L B2 b —FH T, o
AML & [FIERIZOFH S 2B HE & D Ara-C R ~ K& Ara-C IEIEDO B E 1 AT ST & 72, GIMEMA AIDA
0493 study Tix. IDA & H% & Ara-C (1g/m?X4), IDA Lili% & Ara-C 8L O'MIT & VP-16 D 3 22— AT
K DIREDMIE STz, —J7 PETHEMALPA study Tl Ara-C, VP-16 4 &, &< [Al&E D anthracycline
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HDOIRFENAZE S 7z 1917, GIMEMA study TlX. RRM 23 2% (5/229 1), PETHEMA study Ti% 0% (0/92
BHTHY ., EHICHEMMEETENEEZOND, £To, HEOFEIEZ D PML-RARA |2 X BV RAIRE
(minimal residual disease, MRD)D R} Tl BAEPEBIIE 2% (3/162 i) & 7%(6/88 ) T~ 7=, T OHFIETIE
FEfRE ONJEIE & [RIREIC APL O R1E T Ara-C 2 0FH 3 2 E #1372 < | anthracycline H.0 DG % H#E
$ELTW5H, GIMEMA AIDA 2000 study Tl low/intermediate risk (288 L Ti&, AIDA 0493 725, Ara-C %
4 L ATRA &1 % .6 4E 0S % 78% 7/ B 87% I 1] F L (p=0.001). CIR b 28%71 5 11%I283E L 7= (p<0.0001),
PETHEMA LPA99 study TliZ, JAHERDEKWFIZE WBC=10,000/ul =2 PLT=40,000/ul O &Y A7 R+ %244
THMEFNCEA L T, IDA ZH&ET 5 & & & I ATRA Z0f ] L7 & Z A, historical control (LPA96) |2k L
BENTEENE LN, HEDFEETSH ATRA FHOEENRH S Z & anthracycline DHEN AN TH 5
TEERELTCND Y, O eA XU T L AL T L D anthracycline ERO(LFEIEIL, APL #ifig
DALFIRIERZMEICE L, R E 5 2 TwWb, KEO US intergroup study & 7 7 > A ® APL93 study Tl
DNR & & 12, #H & Ara-C & FHE~KE Ara-C OPFARIEN 1| a— AT o7 TWad 2, Ara-C
DT US intergroup study Tl 2g/m?*X8 TH Y, APLI3 study Tl 1g/m*X8 TH 5, RRM i 0% (0/229
By & 5% (18/381 YT o7z, 2 DOBIETITHE DFIESL TH D MRD [ERFT SR otz, EEO
MRC study O EIZIE, BELD protocol NEFEN TS, ZUTEMEANLFE L LY AN 2 BITHNI,
HiE OIEIT 2~4 23— AT, T4 Ara-C (1g/m*X6)’ 1 2—AGENTW5 Y, RRM 1% 8% (14/187 i)
ERRLVMEMNIZ & o 72 15F % D MRD BHEGHTRFH DD 22003 0% (0/356) T D, RA > D AMLCG
study Tld, BIE TR L7z X 9 ICEMEANTKRKE Ara-C HWV G, HEFF#R{L#E LT DNR/Ara-C/6TG T
6 21— A4THIL TV DD, RRM 13 2%(1/45 f5il) & D 72 v o 72 22, MRD 1R E L 72 BB D 720 s 8% (2125
BN THMEIZ o7, LEWT O LE—T —ATHY | FRIZRRM BEWE DI, I FAEYTFH)
TROT —ZIZZ LW, ARREREEZLLBN D,

PLEX Y, HEDFEEICE L THRIET 5 &, Danthracycline ¥l anthracycline & # % & Ara-C.
anthracycline & 1~ K& Ara-C 72 EOEBLHIIRME TH D, O FEE L & HIC ATRA Z0FH T 5 A
IZB L CA%RMBR 2 B35, @HEOEIERK T#% O MRD [EME4 #8153 572912, anthracycline Hf & 72 1
Ara-C & DN K D2 HIEDIRIED 2 720 L 3 a—ARELETH D, ER5, RILDZFIERIFRIEICE
LCIFBR L2, TOHEANICEL TIHRFTREFETH D,

1.4, HERPIERIE & PHRICBAL T

APL DO#ERFRIEIL. BCKTIE ATRA OWNR. 6-MP/MTX ONAR, W& OHEH 72 EOIRENIL < #F5E S
NTE, ZHDHOHFFEICIE ATRA ° 6-MP/MTX (2 X DHEERRIEDH V OREL 2 LOBEZ L RF L2 b
DR, B TOMIEL ED3d 5, GIMEMA study Tld, 3 22— XA DOHIE D RIERE T# . PCRIZT PML-RARA
et DRER] 2 %1412, ATRA. ATRA/6-MP/MTX, 6-MP/MTX. % L CHEEHRIEZMiIT L72W, @ 4 BEO L
W AT o 7 19 WO CIXIREHEO TR B R Th o723, 12 4 DFS TiE 4 BECH B ZITRD
BV T, BAEFI D 12 4 EFS 1% 69% & #4L TV 7=, PETHEMA group Tl3#EFF# L% ATRA/6-MP/MTX
DHEMTIT 72, 34FTOD EFS (X 85%. OS 1L 91% &, GIMEMA & [AERICHEIL, ATRA & anthracycline H
MIZ X DIEERORAN2GIMEERLE T, ZOW 7 Vv—70kREClE, BEEAEFICHET D sk
factor & L C. #2H WBC>10,000/ul, PLT<40,000/ul ® 2 2% /xLTCW5 ¥, 7F 2 AD APL93 study T
%, GIMEMA study & [Al U 4 B THEFFIRIE O LR FT 21T > TV D D3, #ERIL ATRA/6-MP/MTX BED i b B
<\ FFICHIZEE WBC > 5,000/ul OFEICRE LT Z OMEFHRIER G Th o7z Y, Z1UTIESH 5 DD, ATRA
BLW6-MPMTX £NENHMOMERRIE S HERETICAN ThO o7z, 2O ORRIL 2010 FI2HE
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ST, 10 FREEIEET — % THRIET, mREITHERRIE R LA 43%. ATRA # 33%. 6-MP/MTX #f
23%. ATRA/6-MP/MTX #f 13% Th o7, BRFEHICE L TIX, MEFPREKR THROBOVRINC S BREIE
HHhTz, Flo, 1 FERETHFRIEZPIE LSS, BEREPARICEE -7 Y, ATRA 1T X D HEFHE
1T, ATRA45Smg/m*> D 15 HREINIRAZ 3 » A Z & IC 2 RIS 2 HIETH D08, 8ERIT 95% (139/146
BNTH D DEBI723 5 ATRA IZ L DMERRREOREMICE L THEENLETH L, THE AR L ORE
DF%ICE L TIE, [FIF ATRA BED 10 4F EFS 28 76%. 76T ATRA BETIX 64%TH U | [FIRF ATRA FEDHE
FREIE ORI D BT Tz, USintergroup study Tlt, ATRA HMIZ L D HERFEIEOFIEIZ L5
THERFTL, TOBREZPALNICLELI E LTS 2, Bk X 5 ICEAE A TIE ATRA L ALFFEE
DI EIT > TWDH D, FREICIV T ATRA HERFIRIERE & HERARIEZR LIEOGH 4 BECHIR L TV 5, R
TN THORMENFIELMEH L TH, ATRA MEFHRIENAI Th o7, 7o, WAE A, HEFRRIEOM
J7\Z ATRA Z W2 BED T 23 5 IR AAFR T4% & | I h P& RAF T, ATRA IZ K DHERHRTE DA MR
mRENT M, —J, #EO MRC study D7 — X (X 3FEOIRE T 7 b a— L EPRETETE L Tn5b, &
R NP2 2 (8], MR O FIEE 2 700 L 4 2 — AFEITHRMERPRIEIZ T o T 220 20 BRI AL TO
short ATRA #£C 4 4E DFS (% 59%. extended ATRA £ C72% CTh V|, ERHM E T ATRA B 5k N H%h T
HHZEER LT, KA AMLCG study /£, DNR, 6TG, CPM OZNLZEiE K TIHED Ara-C 12X 5 6
a2 — A DMERHMLFRIEZ (T o 72 Y, 24D DFS 1% 96%. EFS I3 88% & B 72 ilif& Td - 72, MRC study &
AMLCG study O WAF5EIT intensive 7L FIEZ R L L, MMFFETHLHRY RRM (T 720 A5, ATRA &
OF 3 2L FRIEO R 72 dose intensity CHIFIZE L TRETORMR H D EEZ 2 b5,

Pk, MEREERBLOTRICEL TRIET 5 &, OMEDEIEK T%., ATRA OKEIE G2 L 5 HEFE
PIEIIHRRETICENTH D, QATRA O HFIFFTEAELG LY &, MXOESL O NEIER O E
W72 < feasibility IXEWATEEME R H D . @6MP/MTX IZ L 2L FHFRIELHTHY . ATRA EFHT 5 2
AT RV BHRPER S D AR B 5 @QHIE D& T2 MRD MO REFNZ )T L T #I2 RO risk factor
HEE L IHERPRIE O LB BB ORI MBI RN LI Th 5, @HERFRIELIRE OB VRN &
BT DA H Y . APL OIRFNRHEIIIRH OBENULETH D, HiLD JALSG DT —4 (KRFER)
TIEFPH%BIFRET ATRA OACTEMEA L A BICHLEBICDZ > THENR D 5N 5, ®anthracycline
& Ara-C 72 2 L 5 Z A0 AL FIEIC L D HIE DFERS, BMREANLO—B LB b RiEof
PEICE L CIZRFZEIC L D L D A U k2 Th W BREARRFIEIHL TR, 725 2,

1.5, e (hUE/ v2o2®) ofFME

1997 I3 HE B {2 (ATO) O HMENHE SN TR, £ < OFZERZLZ IR L TE 72, 2010 4, K
Intergoup study C9710 TIEF)FE APL (T ATO % HufE ik & L Tl 4 5 KEUERT 5 M98 2 hidT L 7=
), ATRA, DNR, Ara-C |2 CEMFE A%, ATRA (45mg/m? 7days), DNR (50mg/m* 3days) (2L %2 a2—AD
i DFEIEIZIN Z, ATO (0.15mg/kg/day, Sdays/wk for Swks) ZEfT9 28 (ATO fEHEE) & L22WEE (ATO
FEAE L) CHRRF L 7=, 3 4F EFS 80%. OS 86%. DFS 90%% (ATO FEf# I EE 63%. 81%. 70% ; p<0.0001,
p=0.059, p=0.0001) W& L7z, ATO fEHEE 219 lF 196 I (89%)IZ 1 = —ALL LD ATO WIENITHOIL,
175 5l (80%)7% 2 22— A (D ATO EEE 2 Liz, 166 B (76%) DM % G b T i O ik & 522 L
72 MK FMEIL ATO i I T grade3 21%. grade4 54% CTdH 0 . ATO M FARET 16%. 67% Th > 7=,
FE A i A FEME I ATO 8 I T grade3 41%. grade4 5% T 0 . ATO FEGEFHRE T 30%., 5% CThH-7=, ATO
i HRECIXERNE 7%, ERE R 3% D 2% RO b v, HiEOEET grade3 LLED QTe HER IR
DO, APL SMWIEMBERITER O R Do 72,
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% APL IZxF LT ATO & LTHAIE LTHEALZA > ROBFETIL 86% (62/72 f5) 12 CR 3%
HH. 54 0S8, EFS, DFS. X 74%. 69%. 80% CdH 7= *, HIMERE & /M b B S h s F#IK
FHIDOFFEHT T, OS & EFS T good risk BEIE 100%, 90% T, high risk #£1% 63%. 60% TdH>7=, ATO T4
H7RIEFNTH D, BHITIX highrisk FEITIZRRAOH 2 Z & bEfiE ST, FEOA T > OB TIL APL
I ACTEEREDS 13.2%I2588 DAV, 14.7% (29/197) 3 B fFE A HIZFE 1 L 72, CR %1% 86% T.5 4F 0S 1% 64%.
DFS 1% 67% Td o7z, MiE DO EZLZ ATO 1T T 4 BIFEIT L/ZBE T 1 BfE T L22BEICHEZ L, OS 3£ DL 6
2o T8, DFS TR Th o7 (p=0.03), ATO OAHTIXIBEEDOIRA L H DM, EfifhIaH E LT ATO
DHEIETFG S5 Y —F, RIRE APL 12435 ATO & ATRA fFHOASM LRI s TETW
%, b T —T ORFFETIE CR 3 94%, 5 4F 0S92%, EFS 89% & BiFTdh 5 D, A TIL ATO & ATRA
DOHFRIZRD LTV WA A% OSSN T —Z OBAIZER L TS MER S 5,

1.6. Gemtuzumab ozogamicin (GO) (= A 1 % — 7 1E®) OAF M

APL HEIEITIISEIC CD33 BEIEN S <. PHEEH OB EN V72 < | calicheamicin H {K~D M 23
W, ZDT= D AMLIZHER L CE ORI E W 23, B3 APL I L TE L Fo7mWi & LTI
Lo Coco &N T-AEWFHFH % & 7= L 7= APL 16 BllZ% L C GO émg/m* Z 4% 5- L. 13 D% %E%%E’J
EAR AT, 1 BIFERARBAZEAE (VOD % 7213 SOS)LIA O ik fERE E D 7= 60 (2 1 Bl IEHE Tk, 2 4
FER B OB AR 72, Aribi DX APL 8 il % ATO ([ CHEMEA L, ATO, ATRA, GO (9mg/m?
once/month)(Z T 10 7> A Fﬁ/’“f’? L7z, &FNS AT CR 24 (F9fE, 4 » A). BRI
FEM A ERlo 7, 2GR EO eI v ey EREZRD, 4 A 70 2 A4 7V TIHREEZTIEL T
Do ZIZTIHERABFORLD 3AEHER L, AMEEZROTN, BGOX A I 2 70k 722 & O
FENHREEEGHW L, AFBICEITSEIE APL O GO OHiREFHAE 2 2011 £ 6 HICHED b,
P38 APL 27§l GO HAINEH S 4v, 25 BIAENT /THE T o 7. 52%I CR, 9%IZ CRp A3 fF b7z, 60
kA b (11 )T 64%IZ CR+CRp (OR)A M5 H LTz, #IEIFFFE TiX 73%. 2 [E H LR DO FFE T 43%I2 OR
NELNTZ, PIREMHEIIRE IR ENTH 7208, ATO O HEIZ AR E L )~ T, GO #
HHHD0S1X60%.EFSIX71% CThH -7, 2 HIEMO AMLIZHE L THEIZRIFTH -7 (p<0.0001,
p=0.0074), Grade 3 uiwﬁi$%®%’%fﬁ XA VOD 4%, JEYE 24%., HifL 8%, MifsE 4% TH Y |
fliod> AML & i L THEEITRD bigho T,

1% APL (2% LTl H émﬁ: GO O Ly KRB e F981%. 82 5 T ATRA. ATO IZ GO =t 2T
Tirbiiz 9, HARE A L TiL, GO i WBC >10,000/ul @ high risk #£1Z 9mg/m? % dayl (2 L 7=,
OR 1% 92% CH » 7=, Hi[FH HF k1L ATRA2 #H % 4 BRI —F, ATO © 4 BEH 5% 8 W B 12170,
XHIZ2GO9Img/m? & 4-5 T L \THEVIELT-, 34 0S1E85% T, EFS(X83% Cdh -7z, Lowrisk FETD
0OS & EFS 1% 91% T ~ 7=, Highrisk BED OS X 69%. EFS T 65% CdH -7, Grade3 LI LD IEMIEFHH
ERELT, FRBICEDAZLORHFLTHY VOD TR b o7, 7THINEMREAFIZHL L, 34
NIERSMRDFEK 1 FINFIRAARH, 2 FINERICTIE Lz, o HENEREHAEDEDLZLICk Y, 1k
FIRIBICE LR WEGENE LN, AEFRICEIAIHECZED ST RBERH D 2 ENHA L,

KFBTIL GO DEMEAR L E L COKGEIL, phasel HFZEL V. Img/m? & 2-3 B %2 T, 2 [HK 5
M TH D, BEHTH Imgm? 3% < BO LD M, first molecular relapse % 157% L 72 2 # Tl 6mg/m?
& 3mg/m? N S, HAITH AR GEE STV D Y, PIERGEEICH Img/m? AN L L, £ 2
TIX ATRA 7213 ATO Z0FH & T\ 5, IH Wyeth fEBAR B TIT o BB Tl 5 B2 2L S+,
KR4I CD33 FUROBFIROME %2 Lz & Z A, 4mg/m> IZ TS, 2L ETIHMMRICELZRBD R
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Moo (Wyeth fE& KL . APL MIfR AN L7c, HiE DFEVE Tl CD33 RELEIXE MG AR g L L
THEY., dmg/m* 1T5@EY) & Bbh s,

HfE YL & LT GO AMEH S 7o KBGO @& 1372\, L L GO (X Bk L7= X 912 PML-RARA
M MRD & LTI SNTEBROANC LA Th oo, BIMEER bAID PML-RARA O MRD A 51T
&5 APL IZBWTIE, BMEZEIGEIZ GO 2352 L1 MRD ORMLICEHATHL EEX LD,
APL212 Tit, 5 &ED Img/m® LY 4mg/m? ITHEINTEY, ERLA-TREREORERLV L, HE
KA ORIVER TH 5 VOD, EYWE, MifEF IR IS & TIN5, MMz L Th, APL Al
WEW L, DIC BiE L TWAIRETITZ OB E IRV & PHRENS,

AR L7z &30 . APL [ZEMHEARRIES O MRD 23K S v, BHIO EFS b 60-70% & AR T
b, APLIT ODEMBIEMHRTIXA B TH- T, RHMOBILE CIIHIEEN plateau & 72 5720, Zh
5775 APL DIGRIIIRELRPLETH Y | PREIFZ2BME & IZF V720, GO 13 ATO & [FRIERIZ,
T % a2 UET D AREER E W,

1.7. MEFRIEIZ 31T % Tamibarotene (Am80) (7 A/ LA 7 §E®)

AmB0 X HELIZL > TARENT VT )V ZEEBMIZBETHLVT /A4 KT B e, B LIER %t
LZECTHAHZ &7 EOEFHFFICIN A APL MRS K LT, ATRA IZH~IEF TR 72507k 56
RiH, 72, ATRA MHED 1 DDA B =X L E INHMIEANLT /A VEEREAEH(CRABP) LT/ A
VIEZRIR y ICHRMERZ LW b, EEEAIC L > THMIPEBENED LanwD L Y ATRA MiHED
ek, BIVEH OBIRICINZ T, ATRA % EEIDIBFEDRBHIRFSND 09, BEEFBHEYE (REE) O
72Tl ATRA 169 #% O PIEI RGN L 58% (14/24 B2 &EMNE Sz 249, fe < B 5 T AARBR
THRMEATHE 41 61 (F1%& 5 B, #IEIFEFE 23 il 55 2 F38LL L 13 1)) 12Kk LT 61% (25/41 Bil)I2 58 42 & fif
BELI, EWENERER SN, S HIC, BAEGEHE IO R THRHE Tk, T 14 FloRHT
BRRGFTHDH L (A AR 6 BIH 4 6], (LPREIEHETT 8 B 4 5123 4 LI b IS A= 47 H1)
LE S Y,

AmB0 IFRMERHOE TH ., KREIZHMTH VT ) A VSRR y ICBFRITEN 220 2 & 550 & B S RL
FEEHEOREMND ATRA [ZHARBNZ EBRHERI SN D, BEARIIIE TR E Sz 24 FICoORIVERBEE X
25 ATRA 15 IBEE AT HIERI T, ATRA {GERFICH_RCRMERARRE CTH D Z L RSN TS ¥,
Am80 [T/ LFHEREN R\ Z & D APL S KIEGERE 7R & OFIESH LI L TIMA R LETH L0, o+
AW FR IR D APL FBE OMERHRIE L L THER SNESA . AEFROHE L RE TR I 5 & 1
bivd,

Am80 DFEIVER EFBBUBEE XS Y 7V T4 R 166 (66.7%). 2 L AT 7 — )VILE 15 $1(62.5%).
[ M EREE ZIE 4 61 (16.7%). FFFEE 3 5 (12.5%). APL ZALIEWGERE 1 61 (4.2%). FZf&% 5 6] (20.8%). 58
Jia 6 B (25.0%). ‘B S Bl (20.8%). WHALERER 2 5] (8.3%). HLFZIE 9 5l (37.5%). MIEXK 8 $i(33.3%)T
B o7, APL204 BRI I ITHERRRIEMIM R IC b b b7, DIC v — I —0E# L7z 1 flxRO~
e, BEP LTV R, BEETFIRAEMEOREICEHET I UNERD D,

FREOE Y Am80 |E 3 APL 12K L RAFZRIGRIAR G D TWD Z &b APL204 Tl Am80 % #
FRIEICHEH L. ATRA IC K 2 HERPRIE & B IMHIN RIS T BN & 5008 9 D DBREIES LT
%o APL212 TiL, in vitro & in vivo DFEF/ND . Am80 IE ATRA it APL (2% L CTHHE 60%HF 2 TH
D REIEHERFHRIECHOTEEEOR L2 R 5, Am80 OG- REITEFHEH I D 6mg/m? #% 1
H., m2& L7,
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1.8. APL ZfLIEMRREICBI L T

APL SMUIEMEREIL, BRI T 2 L S A RICHER LEMMICL 220 2 5720, THRIETF L LTHES
NTHEY, B E WU RIRRANLETH S, JALSG APLYT WFZE Tid. 1AH A A ML EREL 3,000/uL. 3,000-
10,000/uL, 10,000/uL LA £ T APL S LIEBERED A PRI 16%. 10%., 17%IZ78 9 H 41, APL S LAEWERERIE
Bl O EMZIL 80% THIIERID 97% &l L T, RETH-o7= "™, £720S b, ZNTN 74% & 85% TA
B T&® ~7=, PATHEMA LPA96 LPA99 #f5E Tl 24.8%(Z APL /M LIEMERE A A OF L. EEMNIL 12.8% TH -
7= 19 A ERkE 5,000/ul BLE. 7 VT F =00 ERIT APL SHMUIEREED Y A7 T 7 7 X —Th o1z, &
JED APL SMUIEWERE % A GF L7261 Tldfth & el L C RFS 3R B TH - 72(LPA 96: 60% vs 85%), ZIE T

WCHIH L CEFREE LT, YA ML REEDTOERNSHIT 55, Luesink & 7 (3 NB4 fifia %
ATRA L¥E L. 7EHA D mRNA LV OB AT LTz, 8 F¥H D CC-chemokine (CCL)7%Y ATRA

LD SEUEEIML, FEIA VAR D CCR1, CCR2, CCR3 BN L T/, L2 L. APL MLIE
@ﬁiw%ﬁé@%ﬁi REHEOEETH D,

APL SHUIEBRIC D 2 BIsF O RELEEFLZRICEHL TIF ERA LN TIERY, 06 ZMH L,
BIEROFHI E FH OB EIZoRTF 2 LITEETH D,

1.9. JALSG T Z AV E TOMFZERE R & APL212 WFSED T 5

JALSG @ APL |\ZxI3 2/ 2 iE OIGHF &L AML87, AML89 CTHEAERIIZNZI 80%E 70%, 4 4F
DFS 1% 40%, 45%, 4 £ EFS 13 & H1232% Th o 72 7'V, AMLI2 Tl ATRAHLFHFIEAE A L, 1994 £ 5
TOD 196 NIV TEMER 88%., 4 4E OS 74%, 4 4E EFS 54% &+ iz lif Tdh - 72 ' ATRAHEZFIRIE
ICBWTIBEETAIZIZE A 72 <, FEEMEIOZ T HMIZ L2 b D Th o7z, THREANFIEFRO
HEE R I APHENIE 2R D 11% (21/196 H1) T, 8% (16/196 i) id HiL 23 FUK TR LTV 5, APL 43 {bEMR
FEZ 6% (11/196 BNIZHFRE L. 2 H 1 FINFEL Lz, £z, HEORKED O RRM £ 6% (11/173 f) TH -
7oo MEFFRIECIEZ A0 AL SIRIEA, AML87 T4 720 L 12 23— A AMLS89, 92 T 6 2 —A{ThiL, £
FRTHDHIRY . TOMEIIHKDOIBREIE & FFETH D, LML D PRI CIX, EiEE
(ZBH U CIT4EH 30 FRLF, SN VWE -3V ETH D Z &L EFS ICBI L CIT4EH 30 F LT, 1RIERTH
1L B 10,000/ul LA, DFS (2B L CIRIAERTO A M EREL 10,000 /ul LT, BN F#HBEERTFTH-7= 1Y,

APL97 TiZ AML92 OfERZ S LIZ, S HICTMER, DFS B LV EFS O L4 HiF L., BHEAELET
I% ATRA & OffH 3% DNR/BHAC » 5 IDA/Ara-C ~EZH L7z ™, 742K 0 A i EkEx s L O APL #f
Rl L0, FEREARIEL ARE, BREE. CHE, DEEO4FIZEIME L7z, A I WBC<3,000/ul T APL
AAE<1,000 /ul DFE T, ATRA ORRO A TH S, B BT 3,000 /ul =WBC <10,000 /pl F 7213 APL #ifz
=1,000 /ul DFETHY , ATRA DNk & IDA 2 H#, Ara-C 5 HREIOPFHTH 5, CHEIZ WBC=10,000
/ul AT, ATRA DR & IDA3 B, Ara-C5 BEIOPFA T, BEEL W ALFEEIEA R L T\ 5, DEE
IZ A, B, CBETIRIE® APL=1,000/ul OB, IDA, Ara-C DILFHRELZ BT HZ EREIN TN D, H
[ DL TIL, AML89 OfER %A © & 12, 3% anthracycline & Ara-C 35 X OV VP-16 OfHEHIZER L7z,
APL TIIFFA OYLEREE t(1517)ICH KT D PML-RARA A &I DOMHIZ L W MRD OH)EMN A HE T
B DM, HEDWES O MRD BEFNIZEZ LT W0 E SN D 0, Wi, R Cilifm 2 mlm ok
TLODAREMENRH D, £ T, APLY7 TITHIE D FEER TR RT-RCR IZ X 5 PML-RARA R % %t 5
& U, MERPIRIE O A BT 1 2 BEVE S LGRBR 24T 70 0 B TIRIE O Al & 2 it L 72, APL97 13 2002 4
IREREHET L, 2RO CR X 94% (267/283 i), 6 4-0 DFS 1% 69%., OS 1% 84% CTh o7, EFEA
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(KD EERIDORE Tk, A BEAY CR 1% 95% (83/87 i), 4 4ED EFS 1% 78%., OS 1% 94% T, B #£2 CR X
1% 98% (65/66 f5l), 4 4D EFS 1L 74%., OS (X 87% EEN T\ =, —J7, CHED CR =1L 87% (48/54 Hi),
4 FED EFS 12 59%. OS X 83% TH V. DAL CR L 95% (63/66 fl). 4 4D EFS 1% 72%. OS 1% 79%
ELAHRLBHBICHLARRME CH D, EMEARIETORTIE 6% (16/304 f), HEEHMAOHE 3%
(97260 By TH Y | FETHNL 5% (13/260 ) Tod > 7=, APL92 [Flkk, EMEAF O ERFERIZHMIZMED b
DTHoTz, HEDEET O 4% (10244 FHITFRD B, FIERIT15% (36/283 Fl)ThH 53, HufH
DFREM TR OBEIED 97% (35/36 Bil) Tl o7, HEFHMLFRIEOFEIC X 2 EBGABR O RI%, EInE
PR B2 HE 86 7], TRALHERPFIERE 89 BICHIMF S 4L, HIBHRBIEHED 20% (17 #1) 2AFEHE L. 3% (3 f)
MIET LTeDITx L, BAMERHRIERFIL 28% (25 61) 23@F L. 15% (13 fil) 23T L7z, 6 4 DFS & K.
% & BB RBLERE DS 80%, TRALAERFRIERED 63% CTH 72 (p=0.20), 6 4F OS 1L 99% & 86% THEJAHEEI L2
BN BRI TH - 72(p=0.014),

APL204 TITEMEAFIEICE LTI, APL9T OENT-AAR 2 fk7k L, HI72 R A ek % s L O APL #il A
BICX Y 4 BEICRBANL Lo EMEAFIEEIT Y L L bIc, BRAEBRETH D C . DHETOFRIED
b o 7z, BEARAYIZIE WBC=10,000/ul TH % C #E T, IDA/Ara-C D H-8% 3+5 725 3+7 ~ & Ara-
C#E L7, £72 ARBETATRA #& 5.+ APL fila%c=1,000/pl (Z¥E0 L 72ERNZ X9 % D ##1%, IDA/Ara-
COBEGEE, 24500 3+7 ~H&E LTz, HEDHEIETIE, BCKTO APL IZHW b 2L iEAl OBl
%8 L. anthracycline & Ara-C O RIZ K HIRE%E 3 23— A {To 7z, HiEOHEIED dose intensity |3 APL97
EIZIERFET, 2 2—AHTIL APL97 TEEN TV VP-16 24 L, Ara-C O 5 8% 140mg/m? /5
200mg/m* (ZHY & U7z, MERFIETIX, HIFE DIEIEK THRFO PML-RARA \ZB7 % real-time quantitative RT-
PCR (RQ-PCR)IZ & 5 MRD HIE #4147\, 1x10% 2 ' —/pgRNA R OIEH 2 5512, ATRA #i%E & Am80 #
TEDRT B ELE % EGBR 21T o 7o, BRAIOZ WHERHRIEOREHIZ Am80 Z3F AL Ziva ATRA L
L7,

D TRERRENRHRICHEE LT APL THHR, TN O ZBEFOBREICEAL T IZIFE < OB
HCREEMNFTET 5D, JALSG TIXHME AT — & L C, JREAIO WBC & (% PL Mgt & L ic@hik
L. ATRAHbLSEEZ G L C& 72, Zhid standard & L CHAMIZ LR LTV DHIEFEET, @V CR
ERFHNTNDZ LD, AENMEELZ N 2 BT RN EEZ B D, EE%FIEIT anthracycline
+Ara-C Z e L CTHRALTEZR, ERO L) R AEELL 2 RBEOME L BEET 2LE N H D5, ATO
RGO LWV oy FIEMEEEZEAL, {LFRIECLDEMMEI 28R L, S5ICTFREULETHEDOD
BatZ Nz LIZEETH D, SHEIZATO & GO D2 Al ZHA L LTHEMA L., #ED JALSG APL 7' 1
K =2 —)L & historical (ZMEET 5 2 & T, 2 OF AL REMMICRF L, w7 a ha—icoif
72, BA B BARKIZEIE phase TAFFE & L TATV . AR ASRYE D @Rk X 2 BEM Fig 3k 2.

1.10. AERKBFZELZ OB

APL Tl CR 3, 0S [XehESNT=28, EFS X° DFS 13 10% R E THY | EAEHFREEZ IO ESE D LEN
H%, L)L, APLIT THEIZEIN-I9IT, 2Ll EObFHRIEOILITTEEEGEZ T LA LS S TR
&5, £OHF T, K[E Intergoup study C9710 (X, #)F APL (2 ATO A HuFE L L LT L, 3 4F EFS
80%. DFS 90%% W& L., ATO 2 G A7, %< OEKRMAENEITHTH D, —FH., TO®RMIE Sz GO
1% CD33 B &N ZL, ZAIMME P AEE QOB EN DIy APL IZITA HEE 2B, BRHITH A HED
WEIN TS, BATI TR RBR THLEREAICBO CEHAFLELNZ Y, 2, Am80 1THE A 12T
MR EMETET . ATRA GV L EREZ R L TH Y 3 APL TH 60% D CR Z1H T\ %,
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FARZ IR LT, APL 1% LR RAMED @UVIRIEIE ThH D ATO, GO & Am80 i H L, R LK TIH,
ELILFHREERA EFREWOTIEICED, PROM EEHNINEDERFLLOIET D, F2, —F T
APL (TR AR O @ VIR N IR SN TE TV DB O, B LWIRE T IEOF )M % 1
ICRFTT D MEMEICEHONTWD, £ODITIE, JALSG OHUIRZ 84, +43 7 iEFI 5 s sk KR %
P95 5 N ARBRICHEBE T, 2o O3ANZ 23R X <M L7 single arm O 1 AHRER T, EE L~
ANBEHRTYH, BIEEZ G RE KEDIBERBE L RO Z LIFEBELE2 5,

L1ILARBROE &

AR U7z K 91T, M CIRR AR AL, HIE DFE~D ATO OFEAN TR A LfE SN TND, &b
IZGO & Am80 b FFRBNIK L CHd THZh & E 2 b L AT, Wsh & i LA OT — X2 I8 E ThH
Do ZAD ORAKNE EMELFEIEICH VY, 3RO anthracycline % FAK & U 72 B #E7:ME O 7RO FAF O fE A % I8
L. MORMAEFENPHRLNLNE I DERET 5, APL II0FENRKIEN R bEATZANFETH 5,
I3 FIERNERIEZ M-S DRI IBFRIEO R M L ZEMEOFHE, 726 T APLIBRICHWO LD
DFEREEIERICRA IR b2 AEFELRL, IREUSMEICEET 2852 LB 2N EmRT
5 LiE, A%D APL OIRES A E 2 T ETHETH D,

1.12. BE ORI, FHILE
BRI IE AL SR IE & RIB IS HITR L 72 ARHF 28 T I AL 2Bk SR IR 9 2 8 B /B B3] T AL RRE IR,
JRYIE NI S5 ATHEMEAN 8 5, — )7 ATO <° GO I[Z LRI BRI 2 A EH SR L L CHINEARIE R O B
infusion reaction NI T HAREMENH D, Lo L., EFEAZ O R REICREI NS Z L.
GO 1 IHGED 4mg/m? &, BEMENEA SN TV A EFERGELVESUTICEES LTS Z &0
B, AHEFELHN JALSG APLI2 X° APLO7 & bl L C E[m 2 alREME I 72\,
K71 ha2—)LClL PML-RARA B A &5+ 215/ & U CBEIER BN T 5720, EMOEEKE %
DTEWFRIL L TRIFNICBIET 22 N TEx 5, BRERMICERTLIE L BIC, ZOBRDIFERD
BIUCHT- D AR EREGSD ZERMFFTE 2,
BARTRNT O = DI RIS A MK (BBER, Mk, BREMR) 21X, BFORIEEL KIFT
BETER, BEOZK ELERREORIZ, RFHCERIRT 5 2 B3R WERIE, e 2T, &
THHZENE ZIIRE ORI A LEE T 5, ZOBRIITEREAORB, Hin, GORAREEMES Y
AEND D, FRBEMEE 77 2 CRIT 2 BIIEBWEIEN S 5 28, MEE2E T iz 232 &
TIEE A ERD,

2. FHIIE H & BOERIL
AP H & 45 R EARML 2 R L7,

2.1.1. FEFHMIEH  (primary endpoint)
Bek A kR e LIERM, MiRTH, 2 FEWTFRE 2 WITREANA R, 2L ThoLwHRKIZ L DT
ANV N LT D 3EMA X NEFFE: event free survival (EFS),
2.1.2. EEFHLTE H O R EARIL
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JALSG APL97 TiE, KD CR (L 94% (267/283). 6 4D DFS 1L 69%., OS (X 84% CThH -7z, Hfif
WO X DRERBITIE, A BEDS CR 1% 95%(83/87), 4 4D EFS 13 78%, OS 1L 94% TH V., BHEAN CR %
I3 98% (65/66), 4 4ED EFS (X 74%., OS 1X87% CTH 5, —Ji. CHED CR L 87%(48/54), 4 4D EFS
@iw%\om&&%f%w\DﬁﬁCR$m9wu&mm4ﬁwHWMin%\OMiw%f%éo

ZOXHIZCRF, EHOSIFMO TR TH Y, HitFmic ﬁ?%@%éaﬁz%%ﬂmé P

. —J. EFS} i&%@%iﬂi)‘%éﬂ’bé ttixéﬁﬂw;k@%u\bx/uf T, BRI ARARBR O TE B
ELTIE, AT BRS MR S721F 5 endpoint AHELE X3, EFS O X 9 (ZFHfh 1T HE
FWOPNDHEE X, BT O, KADORLNT- APL OJEFIEE APL B8 O H T o BT 7275 RliE
S E z2 . EFS Z FEFMME R & L7z, IwEORKIN O APL H[EAFZE Tl histrical control & O h#k & E 2
HZET, HIEERERNR REICERLTE TV, APL2I2HIZETIX, BR LSO D5 FEHIE
BEOFHMEZR LSBT 2720, 8ED JALSG @ APL #ff%E % historical control & L. KN AE. FF
\Z EFS Z HLBMETT 5 2 & & LTz,

2.2.1. RIRAYFAEE B (Secondary endpoint)
1) 2EOTEEEMHE  complete remission rate (CR)Z
2) D3 54 BHAEFR: disease free survival (DFS)
3) &IRD 3, 5H BAELFE: overall survival (OS)
4) &{KD 54 EFS
5) FEREEAFEDIGFERER D CR #, DFS, 0S
6) Grade Bl 5 FHRBUFIEL, UL I O Grade3 LA E DA ERHLIEBUEE
7) PML-RARA 7 A Y 7 #— 2 FLT3/ITD 8%, CD56 8L, (IR ERD TR ~DE
8) Y [ it s B l%@%%«@%m
9 7 LN, =7 — MRETEIC KD APL S BIEERE 7 £ OTEFR BE S OHIE DO FE M OVEE FE I B AR
T OB RE kiﬁ%%%iﬂ@ﬁm
10) 7 LM, =27 Y — ST IS K D IR BOGEIZ BRI 2 B is R & Bin F 2O FRE
1) B# (74, 10 4) EFS, OS, DFS

2.2.2. RIRAYFHATLE B O ER L

1)APLIZBWTIE, BEEMMEONRTNTEFRICHEE LW L2 EE LT,

2)APLIZEBWTIE, FHUEBOBFRBIITRICHEGT2EEHE CTHLHZ L EEBE LT,

3) APLIZfod (MR IZ bt LIRBROEWEB TH 22, EIERA L L THER ORRESC RNREROA
JFb PRICEAGET2FELBE LT,

4) APLOEFSITHERFR 1% bplateau & 1372 53, IKFT AN H D 2 L2 BE LTz,

5) APL C3 8 fif 8 AR IRIRAT & 1R O A ER SR & APLAIARERIC X 0 BRULIRIS SN D08, IR R
RFHIIDDNDLEERRKF THIFLEE LI,

6) Grade| A FEHFR A AIRDL, BEBEELZWHET D 2 LICKVIRFEEDORZEMEEZ 6 NITT 5,

7) APLICEIMR T 5 LRt PHRIKF 2 5202 T 5, PML-RARARFUCE L TlX 2 £ TITHHFRIZH 5 28,
ZORERIE LN TR ZOFIK & L CITREOFE— LRI E FEOR—ERK b Ty
ZERBHIT oD, ARR261EFE—D 7 r h2—/L T L, PML gene Dbreak piont (3HE) DTk~
DEBIZE L THRFET 5, FLTITDICBE L TiE, ZORBEDAPLO THEARICEDS LOWMENH S
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BT 2HELH Y FmlEE o TN O il TIXFLT/ATD DR B 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 & JALSGOHF4E TH & 72T
SITE O, JUREIEZ & T TR 2 HEE Y AT < 72272 T, CD33X°CD3412M % T
CD56% T & & LI T 20 ENRH D, APLOMIMAYEGROEFRICE L CIIM3 variant, PML
isoform, T & OB U O T& 7, JALSG APLOTDOfENT Tid, M3-variantOH M %78, T4 &
ITERAR Ch o772, LA L, O FIEEANRENEECE A S 2 KRIGHE C B IR Y AR O B3 2 fhT &
LHZEFIMETH L,

8) APL D HEEFIRZ D FEFIZE L CTIE DIC 2 NI E < OMEN SN TE 4O, L., o FEAIEHE
MR YREY 2 ) VEOHEMNEASNTND, B LG O H T, BEE & s B K 2 FEm L
BT DR T 2R 5 Z EIXFEBRRTH D, thik LfiA FEEERIE L ORE R —7 2 ha—u
ECHRET S ZEITAMTH D, AR - REA & LT TAFLHUR & TAFIVEMEAE A L 7273, TAFI
e yREY 2 VRS Fr B A KO EMELS I (TAFla), XT7F RO C Kl V2 RET
D2 IV IEREIHT S, B hrrREY 2 ) OIBERERERNZIE, TAFI OEMALIZEE D
PP EN IR S NHEDO B R & D, IBRICH ) MISTEEORBI B OUELBET 52 LT, A
OB OEEENHER T 52 LMY 5, APL MIBERHICBIT 57T A3 ) — 7 VIEME(EINF
LT T A )= UfEEEB EMIEIEMEDO BN HRE STV 5, Annexinll & Histone B2 [%Z D1X;
KTHY, APL MifICH T2 ZDORBEEL EELT D 2 & CHRIEIEMERRIFEBUCKITTRELIBRO
R ERETDZEIIEETH D,

9) APL MUIEMEREIC A S 5 APL IR ERANC E A O A HHE OB AERFIX BTSN TR,
APL212 B Tlx ATRA, ATO, GO, Am80 & #¥® APL &IRMEAI A EHT 570, 2 bIEAIC
BRI 2G0HEO S FF 2 BEFER, BEFEZMOBRENOHREFT 2 Z &% APL ORE FHET
b5,

10) APL OIGHESUSMEICBIRT 2B TA R, BEFZAIIH LN TIERV, OS5 THERIG R IE 2
M+ % APL212 BRIZH W CIBFRGHE & BT 2 70 FHE 2 G 5 2 L 1345 % OIRFRERIE Lo
TOIZAHTH S,

3. BF O I L ORI L
3.1.1. A L
LUF DAk A 3Tl 72 U, BRAMEEICEEY LA WERI 2 6 5R &5, Fliik TAREERRBR~2
TBHZEEPE LR L M BIEFIC O W TIEERRICR ST H L & T 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 HsER2W LIEERMEAEA BRI TRrnwE &,
IRIZ, APL e, AT R H0nIc 8k L, R AZ M TCES L9129 5, PML-RARA D
MR AR TITRERT 5,
3) ElmIX 16 LA E6SIEAT & 95,
4) Perfomance status (PS, ECOG D} : 0, 1, 2 DIEFEZ XL LT 5,
5) tayeds, M, IF. BHREEATLZ L, UTEEMEICT S,
MmELEVLEY  <2.0mg/dl
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Mgz L7 F=r <2.0 mg/dl

B X #R(P—A) £, DIERE S0%LLF &5, DMERPRD DNHE, DIREEEREZITV,
EF>50%ThH 5 Z &,

1RJE AT D PaO, 60mmHg UL | F 7213 Sp0, 93% L4 E

HEQODEMRE 230 S ERAIC LD 8200,

6) A7 v b a— L L AHIERIEICE L TCEICL Y RENSG LI AER,

7) . @IRBEEHEE 9) (7 Mg, =7 Y — MENTEIC K D APL S WIEBRE 72 & OiniE B A fF
TEDFIE S OVESEE I BIR T BB T R CBETFZMOEE] 10) (7 ) Mg, =7V — MRl
IS E D IBRSMEICBER T 2B T R LB ERORE] b NCBETITZ B & Lcik
RIREDRAICEH L TRIENFONRWVEA TH > THARBRBR~DOBEKIIFRETH D,

3.1.2. 3 E AR AL

1) HBRERNZLDRBRBM~OBEIRRERGICHZVAPLTHIEEHHNENTVWAINERD 5T
WRE LT,

2) [HUEMEIEE K O BRFEG FIEICBE T 54 KT A 2 (2005 4 11 ACKETIR V-3. R EE) JICH#L,
APL Th 5 Z L 2 KBIRICEEN T 5720, B X OKREERRABRO B AICHERL LR E LT,

3) THUEMENEE K O R AN FIEICBET 204 K74 2 (2005 4F 11 AGETIR V-3, XI5 EFE) JICHEL,
PR E RN K 2RBRB IO w72 RS2 FTRE T O BRRFEHN L1525 Fln 2 B 8 L E Lz,

4) THUEMEIEE SR O BARFEN FIEICBET 504 K74 2 (2005 4 11 ACKETIR V-3, JIREFHFICHELT, &7
EVEDOHER N O T B RE DR 2 R T A - DR E LT,

5) THUEMNEEE DR R AL FIEICBET 204 K74 2 (2005 47 11 AGETIR V-3, XI5 EFHE) JICHEL
ARFEORIER ZMEICTEM L 0 2RSSR SN TWA Z L 2R THTORE L, 728,
THEFREED Y b, OB L L TRE Y L E L, BHREERE L L T2 LT F= o ROULHERE
RFF L L TLERB KOS T EREORAEHH 28 E LT,

6) ¥ GCP (1997 fFhi, XEIC L 2B L AEORSE) ICHEL TRE LT,

3.2.1. BRAbALHE
LT OB OWTIINICHEE T 5 HBRE (IR D LRI 5,

1) 2 he— A RRBREE (FEMEOREL ) 26T 2HRHE,

2) EERGHEX AT AHBE CEEGILE, 5 > MM LREY, BARE, FFRL. 37 AUNO L%,
HIEDANIENR, FEZS, = b o — VR HE RIS, AARMERE , MVEPERGZE . TR OTRBYEAG 26 . R
FWAFES, T LE0E D O, %),

3) HIVHUIRRME . HBsHUREGYE, HCVHUREGPE O BB E

4) TEEMEEEE 2 A T 2 HRHE,

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

6) FIE DRSS 2 F T+ D95,

7) E DML, i ER F B A X RS PR AT S AT Y &I L R

3.2.2. R EIRIL
1) 2 ba— A REREEDH 5D HERE OBEEAE BT 5,
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2) HEMOEICHEE 5 XA LNRNTELTEZONDIFHEZRAT D,

3) FIAZETALFIIEIC L D U 1 )V AMERYE O BAL & BT 5,

H IEEMEEEE XN AR E LI IR T 2IBEDO 2D BEER G IEORME I AL 5 %2 5 Al
Hnd o5,

5) TR S5 WA IER IR RRBRIC BV TR, BAEICEELZRIFT LR RESA TS

6) BEMLOENEOFANCEEEL 5 2 5 [ REMERH 5,

T WEBREEOREEZBE LT, BEEEHERT S,

Ff

1) BHiRIIAT v b a— L axfig O E RS (MEREZES) IR L, 2 OMFFEEHEEHE O &R
5%, BIRHFHIE B O 9) 15 Mg, =7V — LRSI L 5D APL S0 {WIEBRE 2R & O jaiE B
éﬁﬁ@%ﬁ&@%ﬁf ICBFR T B s R L B2 OFRE) 10) 17 Mg, =7 Y — Lfig
W2 & DIREOGMEIC R T 2 5 TR L BB FZ2RORE ] 720 NCEE T2 B & Li-ik
RIREORIFICE L THER COARBBHELNLRWVWIGETH, MBI TH 5,

2) fERx B e (FR) U EFHEZTLAL, MEZESOEKREOET L L L HIZFAX £721XPDF 7 7
AN E LTET A —VIZHEAT LT IALSG FHR~EMAT 5, 2ok, BIRFEMEAFO9) 157/ A
ftT, =27 Y — NENTEEIC X D APL S0 UIEERE /e & ORI BT A GHE O FE & OVEE 12 BIfR - 5 18
BB BB FZRORE] 10) [57 ) AENT, =27V — MENTEEIC X D IBRKOGHEICBERT 2 B/
TR E BT ERORE] 72 b NSRBI E2 B & LTEERRIEO T RIFIZ OV TORBOF
ME 3 Ab@f%ﬁ#é

3) MEEEESDKRE JALSG Fi5 5 CHERB L= IC, AMFES IOl BN E T L, A V4 —F v b
LT@féﬁi)ﬁf LD,

B JALSG BT — 4t & —
RN
T920-1192 AR ififa [T

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

4.2. Bk FIE

1) BHaF I TIEFRIRD NS A T 2% BT D720, % YIEG %2 TE DR ERHRAICEERT 5,

2) WRBFICK L TH o RFAZITV, XFEICLDEENELNTZE., & 50 U EME AR LR G
JALSG T — 4t v ¥ —(GNRKRFRFRIEFZRIFERHICA VX —Fy FEHWTERET 5,
(http://jalsg.w3.kanazawa-u.ac.jp/) = D BB TIZ PML-RARA BHEMETH 2 Z L IIMHEE 2 B0,

3) BERLFFICa L Ba—F =28 HEMICBRRE SR LI OEEFRAES ZZ2HVIRY 5
BT BREE G ZUROBLFEREN OBROEA LS L LTHND

4) Bk L RIRFICHERR A . BRERE T, B FRAR 50, B A —/iZ J:k)?*f%ﬁm %56 L O EEERIC
bh b,

43, BEIZEBEL CoOFESHE
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1) gk Web M [ TRk LYE - RAMEEOSHA OFEAZRINT 5 2 LIC LV EEEZHET D, R
WGBS LORLA « RHEE O H D REFNTBER T 220,

2) HAREANFIER MG OBEITTR IR,

3) 5RO PML-RARA M FEVEDRERFIL, PML-RARA \Z X5 MRD OBBIARAEETH 0 | RKkBR O x5 &
L7V, etk <2 FISH Lo t(15;17)D & Tld7a <. PCR T PML-RARA M3 H S VT2 E B % i
& TN, BERFICIE PML-RARA I3 A Th o T nEbe\, BEkE, © L PML-RARA D EMET
HHZEPHH LSS, HONCEESRBLOT —Z o # — & L, R sl & L Cirxgic
BTN,

4) Pl b ek, IREBAAE TR LIIZ 24 BERIDINIZIT 9, £ D LTH L ERRR )Y 2 9 723
& RO WML L FEIT 5B 5 ATRA 246 & 5203, FRFBRICHR L THISZIM S, 7272
L. APL MUEBRECIER T 5, FFI2, BMEREOZ W HCIIAERERICERE T 5, ATRA £ 5% 125
JROBENRLABDHE, AEERRLE T, BETERVIEFAN S - - 5HAI12i%, BERR & X9 EE
ST %,

5)APL TIEMIZ I b T A M TR S22 i 3 R+ 5, 2oz, RIEIM/IMR & FFP % 47
B L, DIC DIREE4T729,

6) 7—4 L LTIE SN D BEMAFEZICBEH L T, Wi CHESNIEBEID 27 —4 & L TRET
TRWHERICBWTIE (B2, BF ID ZEAGFHRE LTI D 720, BlIEAL LB &k
HiiER 72 L) BE T L IOREIFICBERNE S A M L TERAT D, M) o BEHNESIL.
FHhisk CELZ Fifo TEHT 5,

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

5. Bl5 - A - AT E & E R
5.1, FE A HEHE
S0 MR, HEERA. B A O KA T R
1) —M%MEREHH, Mk, MiE%EERE (PT, aPTT, fibrinogen, FDP, D-dimer, AT-III) : [
2) ‘BHEfE  EAREARIERT, A HE O EIERR AR, HE D RK o — 2T % MERPEIE2, 4, 83— R f&
T, BIEHIMIE, 24, BEORDND I
3) Yetalk (E8f) - JRERI. BRER, REOHLEH T, EFT LEE, BIRET S, RERKRE
DFEMIZ )
4) BEERRIAR Ik~ — 7 — : TAT. PIC., o2-PI. plasminogen. total PAI-1ZIET 5, R E L CIRE
Hi & HiE OFE (C1) BlARRNICHEIT T 5, (RIERFERRA O FEMIZFT)
5) MR ~—0— (B&) : IGRA1 L BRI EDNIZHA 7 SRR, RRZHE LTIT ), (ROFEHRAE
DI B IZFET)
6) WT-1 mRNA E& CRHEIM) : 1551 & HE O Rk a—2 (C4) K TH, TP LEE, BfRET S,
RIRZHE LTIT Y. ROFERBAEDEHE & [HHE 8) 2R
7) PML-RARA % A 7 @R TG W)E & « IGEAT & HIE DIFIER T H# OMEFPRIEAGET. MEFRIE2, 4, 8
a— 2R TR, BIEH L, 2 F%, Rk (([HEE 8 IZHLE)
8) FLT3/ITD Ak (H8#) : InMEal & iR ( [HHHE 81 IZFM)
9) BEWIRA : HIFE D3 2 — A(CHZEBEHIHI D OFEEFFCMTX, Ara-C, PSL #EFRFIZA&DE T,
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10) TAFIHUR ., TAFLENE @ (482 SRLICHEH UHIE, CRBE ISR A TR AT & HiE O RE (C1) Piaa]
IZHEAT T 5, (ROFFERMRA O HIZFHT)
11) ABRERTE - JRERT. HRMICK IR CRIFT D, (RIEFFHMRE O M)

MAEEE L | AR | R K| Hh Hh Hh Hh MEORF | HEORR | ME Br | BIE | B2 | TR
i AT 0 WS | Al CIHT | C2RT | C3HT | C4HT | C4% | M2f& | M4tk | M8f& | Ff&k | Fi& | B
B N O O O O O O O O O O O O
Yuth fA* N O O
TAT PIC a2-PI, Pl;J O O
plasminogen,
total PAI-1
KE~—H—* N O O
WT-1 N O O <Z O, KPikRE, BEHEMETT 5> O
HE I R A ] O O
PML- 248 © O O O O O O ©
RARA*
FLT3/ITD* | 4t © ©
TAFI 248 O O
M | me | O O
mam, | O

O : BABEITPRAEFRIEE LTRSS (BL, BHMBEEES LBREOEEN D >THAIZRD)
*LJRALE LTEBE, R4 2y 7ETEMOBERDARETSH Y . APLHIRLA REMIC HEL L TV 2 5813K
TN O S 4 30y

v BIRAIFEEIEE 0 9) 177 ) MRHT, =27 Y — AT EIZ X 5 APLOMUIERERE 72 £ O TR B & HHE D R E
KOBEREEICRERT 2B T RE L BETZHORE] 10) 77 MMENT, =7 Y — MMENTEIZ X DIBE KR
PEICPEMR T 2B R LB E2RORE] MBEOT-DICHEREFMIODNA, RNASE A 5 g K
MIMIZTITH, L, fEXMEEES L BEOKERD > T-HEICRD, Z ORFEOPML-RARAINGETH
Sla, OEAU 7 2RRUEFME LTHERT S, fifae [HES) IR LT,

5.1.2 FpRRRAL OFEAN
1) MlaRim~—0— (BHRSEHES (RFHRA) 12 0.5ml)

TREBREISHRAE TH V| MARMKILIEE LV, SR ORIITIGE T, AR EZIMEEOREE - #
—crnckhit s, oA —%—F 25413 LLACD4s #—F 17 (JALSGAPL212) | O4 AT
BT 2, (K& HEA—F—T 2548, ERick->Tiagnic e v svmnbs5a6nb2)

CD2, CD3, CD4, CD8, CDS, CD7, CD10, CD19, CD20, CD13, CD33, CD34, CD11b, CD14, CD15, CD56,
CD117, HLA-DR (O~ —"—13uTEr)

FERD LR DPMENIGE 1T blast gating 21T 9 28, AJEIL APL TiIFRfE UL CTRHMEARETH O . BERE
AOREFER L ALY CGHET 2, AlExH 5 WVIEREL XY —0Db0/RIZ, Wbty I
LE2—&ATH 72, BEA, M. Misk ID B 5. Fls, MR, WA, EREA R EETOMANG
WAEHIER L7 BT, BERE S 2L, TrROMik (kA7 5,

25



reastsst - I

2) gefafk CEBEHCEN AL (BRFIRA) 120.5ml)
AR AR R 2 B [ U TG & SR E OB RIME OBRIZIIRARRE 2 1T 2 REafigi (G-
band F 721 Q-band) MRAEITA MK TEHE ORRDZIFE L LT, Bl E - IIRESLITTIT O, Ytk
BiIo b I Ea—%1T9,
O #EEoa -2ty 71 —zA2 I
%D,
Q@ RN THRAELIT> TWVLEGH, MORMESHITHRHL TWLIHE L bIZ. TomREFRELE
Yot a—FAEs (Tid) KHETL, 2o BFA, ks, sk ID &7, G,
PRI, P4, EREAR ERTOMAFREZAIR L LT, BERETE2MT,

ESUP

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

TELMRA (TAT. PIC. a2-PI, plasminogen, total PAI-1) (2B L Cix, fRREIGHRAE THY . MANE
RITFRE L2V, RN & B OIEIEBI AR RTICAT 9 o ATEIC & 7o —fixEEFE R A (PT, aPTT, fibrinogen,
FDP, D-dimer, AT-IINIZ AN %2 . BEEFREICED S~ — D —L L TRET S, BliixE-idmitr 22—
THOLNIAERITEFFHM & &b ICREIOR i (SR Bu% 5) (S5, ZoR, 2%
4. Mgk, ID F. Flm, MR WA, EREAREETOMANGEREHIR L2 LT, BRikE L%
9,

e R IEMA{L D~ — % —: TAT (thrombin anti-thrombin III complex)

PR RIEMEL D~ — A1 —:  PIC (a2-plasmin inhibitor plasmin complex)

FRATRIBRE D~ — 1 —: a.2-PI (alpha2-plasmin inhibitor; B&#5 anti-plasmina),
plasminogen,

total PAI-1

4) TAFI $iLJi, TAFI I ME%E
3% A LT, TAFLHUR . TAFLIGPES O BEERRIEN T2 BET 5, EHOBRREEBHAE v
(32007 =/~ Y A A B2 E 1.8ml) (CMiE %M L, SERME 5~6
Bl 0 R L=k, e IEm L EET 5. B L L. SAomEe: b R
M5, OB EABREZEIERLEZ LT, BRESEMNT, WEXUTOMRICTIT Y. BRERSEIG S
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BRETHY, BEBLOEKERICEHIIRAETET, TRAEHERSZNEAMET 5, BERERK T Ok
B IE D T2 O DF A MAE D LRAFICBI LTI TIHHE 14 [Tn LT,

A 7E i

5) BRI
WT-1 mRNA E&EIZHE AML OIRFEOE=4 1Y > 7 L LTLL/TON TWARAET, KMz THE
S, PREBRIE D STV D, PML-RARA \ZILEGS % & APL Al ~DFERMEICIZSH 503, IR & L
TOFEHEIZENTEY O #iBmAEL LTHHATH D, IGRANCERM L, Z0%, HE DK TR,
Fria ] B O RBERe I T L, FEMERIZIRE L2, FRMIEL T A 8) TR LT,
PML-RARA B BIR T EMEEREBED A Y V—= 7 L FEMREH, FLT3/ITD A RIZET 585 /R
HEOFEMIT THHE 8) IR LT,
BV E H 9) 10)I23%% 7 5 APL /UIEREREZ: & OIS HE ORIE &K OVEIEKE, % L TAK
FOSPEIZ BT 25+ RE & B FZROREOFEMIZ, Bl MHA 8) IR Ll, b, ZhIH
% DNA & RNA ORFOFMEZ [HHHE 14) TR LT,

6) AR RAF
TBIRAT & T3 R O AR MR 2 tHek A R Y (-7 %, Ficoll i Tyl L 7B B> [ i yF fife 2 i IR 22 5
HZ DMSO MNZEMAL THRAF, & L<IEby MRIZLT, -135CUUF b L < ITIRIKE R P CRAET
%o ML 1x108 L EAE £ LW, e [1HHE 14) 1R LA,

5.2. Bzt - AR
5.2.1. B (FAREARYE) BALAAET (Baseline)
AFBRBAGRRTIC LA T OHE B I HOWTIHEZITV., T OMRZ LT D,
1) #EREORE - CERERSA
2) BEIEIE. B PHE
3) —fRETR (RIlEH5-AI7 B PLIC R & i)
PS.. R, KE, AFREHE, KL, FETEL (HihofEzET)
4) LEX (PR GAT14 B DLNICHRE % i) QTe, REMRICEELZ T = v 7
5) BRRRRAE (FIlEH5-A07 B LIS & i)
a) MR
HfERS, BB B (RTE K %2 ST APL #ild) . /i, RERE, ~FE 7 me | #RR
1 BREE ==
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 G-R114 H LNIZAT o T B DHEE I L CHW O NG L E (2 A > MRIZEEEE)
7) BREFT R (WIERG-AT7 B AN ISR A - 8152 & Fhi)
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8) PML-RARARR A BAR 1 & EFRNTHRE S, Yot MR AT % S

5.22. RGBT
AR PIZUT OHEBIZOWTREZITV, €O REEF @G FHICRekT 5, /o, TREARRE,
HE DL (YA 7 V) MERRIEORRIERICAFEFROAE, HAEERNA DL IIAREIE
& DERBIR K QKR BRI D356 132 OB 2 EGI & F 25T 5,
1) HUA M O G- R
BhHB, B5E& (mgmd), HE - FILOSAIEZ OB, ZOME T FIH
2) —HATAL
PS.. RHE, KR
3) ERARmRA
a) MiEFRIRE
Bk, AMERSy T (P ek, U 2Bk, AR FER) . /MRS, ARMEREL, ~F T m e
AR AR i, BK b
PT. APTT. FDP,. fibrinogen, D-dimer, anti-thrombin
b) A bF A
TP, Alb, T-Bil, AST. ALT. ALP, LDH. BUN, Cr, CRP, UA
4) AEESR IE 121)
5) PRRBRIE DA B
6) ‘BT .

5.2.3. HERFRIEHE T s
1) 8% OWHRHEOBLEL - RE - FAEKL THRISK THEOUTT LGN Z 1TV, T O R 258 fl g £
T D, o, WE - PIRBIORA T, T OEE ZE SRS EICEET D,
2) PUiEEhF
A A
3) BAHIL - B TH L THROBIETMHESILD, THROBENTELLIICEE L, BREERD-T-5
&, JALSGEB RIC#lE T 2,

5.2.4. BIEHIM T

TG T 2 M ABIENME L, TORBRLIEFRE TR T 5, BEMET D PML-RARA O
MRD BEIZE N T DT DS T 1x10° 2 B —/ugRNA DL E L 25> 288 1 A BICHERZ1T O,
FRTH 1x10° 2 B —/ug RNA LA EDEA . T EMFENER ET 5, WIRFEN, D FEWFEND 50
IIRESN R DR SNV 2 H & L THRE L. ZO%OIBEIIA iR OHIWIZ L 5,

AAf - BEE ORRIRICE T 2B A %2 EFS O IRED 5 F4 B8R 5 2 LR IND ETERT D
ZllTh, £, AEFGVHTEORKEIE - A - MEFRICHA UL E TOREICEIE
L TWRWEAIEL, ZOFEFEFSEBHERA IR LGATE COREICEET 2 £ TERFHEZ ET 5,
272U, MOTBEIEICEE L-SA1E. oBRIEICEET L1 TOBBREELZITY,

1) HROAE
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2) £ - BT ORI
AAE - ECORER, KT OGA. R, RIGHEIE & ORREF
3) BRI T - FILB ORI
1BHBAR B . TR 7L
4) FEFL (KHE 72H)
5) i i e AE AT O A
EeH . BREITI . B O, SR, HLA — 5%, . BHEBEROFELFREB,
H A3 i MR Al s — o P B

AAELMEBMERRERT —2 L0, BREEEERNEESND Z LICBBERERELN TV DIE
BHZ DWW, KRB CINE SN2 BB EE RO 5 b, B AREMMEBHE TS5 8kT — % L S
RERHEHAICHOWT, —mEHFEZICL2EAO b, ARELMEBHYST -2 72— X0 fFRD
etttz 5, GEIIREICRY)

5.3. B ARG I AR REAE 25 ~ D B gk

OEBAIES RSV Rt s @0 eusYINGRVANET
ﬁmﬁﬂ@%*ﬁ[rf&@ila}%@_ Iox, SEFEEEECED, BiE
BRI ZAT 9,

() AARGEMMEEBHESO NELBRBEERO2ERE) ~OBGICHENESONSHEA, AR
Ml Pk T — % L0 . KRB CIUE S N2 BHEBEEE AR I N D Z L1 on T, 8T
Wl - REEZED,

(@) HAGMMEBETSEET —% L0, KRB CNE I NS BHBAEERPERIEIND Z LICERER
ENR/RONESEICIE, —nEHE 5B L OB A 2 CRF IZRE#T 5,

6. AN & &AM DM

6.1 B DL LTl

6.1.1. BEDOREWEIERT 5720 ORARNFIH
ARFBRAE F & T 2 B AR IEBEIC AR CRCK TIT N TW A HIETH 5, HifE O RIEICfEH
SNHGO L ATO, MEFHRIEIZEHEMN S 2 Am80ITHAl & L TRBEIZAH TR -« filkSh Tnd, BEICTEMF
WAFREMTON Ao AR ICER Sh, TORGELEEDNTH Y, Hiz2HRELEER
TN, *E@£A¢iﬁ%éhfwé L7z o T, RIBFEFICAECZAEFRICH L UL, E
FHN LB e T OB 5T D2 LT AbRY, LrLARBRL, TROMICEEL, RBRE1T
Do
FIREFIFHY EMIL, #HBREORBRS N, LEI MY LB - RELZITO., HRE O
RIZE DD, BT T DEEE ., MISRORFEICL A HMICIZH0ER L, TERARGEIC, Bk 15EE
Bth9 5, HEEZOFEBUCEE L Cid, LIS U Tl 2@ % i L, W%%@féiﬁ%’W%ék
k%K\%@ﬁﬁ%%%ﬁiorﬁ%%%®%éﬁ%$%luﬁﬁ?éﬁ£$%%ﬁﬂﬁ< DA
I - EET 2 2 LTk ARBRICEK T D HBRE ORZRMERERICE D
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6.1.2. 7R - et EE S
finERR - FHERBA D ARRICE W THME, RO RE FBNICFHI L, ARBROFIE -
- B L ORRBREM B HEOLTIZOWTHE#H L, BREZT O LI, 2R - KetitihiEaE s (&
) ERET D,

6.2. AEPEIZBIL T

APL212 & APL9T OF —# e L, ARMEICBIRT 2 E & L CHEME, EFS, OS Fx i D flk
(BRI A 23, £ OMLIT Kaplan Meier %) TaEfli L. fFFE3RIZE L TlE cumulative incidence of
relapse (CIR) [ CRH¥ 5,

AREFFELE AR CTHY, BB L7=I0 k7 aha— o lin bzl £ U TARRE A KD % DO E(R
T BERBHIATE 3 ORI T MM Z1T), s OfmElZE B 2RV ERL THOEERERDTZD | H)
I 30 ), 2 4F B LARRIT 60 B4R THRERSIL, 150 B3t gksnpl PSS, HIFEDEIEITK 6 7 A3
D, KA T OFEBIDY 30 1, 120 F123 Y WO Nt G L2 b L TREND, 10%DBEE % 5E, 105
MRNT R G272 b LTSNS, TORRETIC/ON T —#% W TEFS %4 THIL, APL97 O E ik
Do T DR, FIDINT APLYT DRARIZH D6 IR L 2MEZ B RITB W TRBROMGEO f B2 12,

6.2.1. FHflHE H
1) UL 20 R e HvE
JALSG D #h 5 E H ¥ F LY 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 & % 777,
a) SERTLAE(CR)
HREOFER+ REATEBER 5%UN, 70 /V/MEZAT L FERCATEHEZ: L, B HEICIER R
FEGR - BRIERGR - BEEERZ B0 D, ARMHILICIF RIS K ORFATE#EEK R L, AFHER 1,000/u1 B L
/R 100,000/ul BA E, B2 AR L, 2608 RIK 4 @8R 2 2 &, 7272 LIROALZHEED
I KMMAT AU EOFEEZGE LR 225581F, LT Lb 4 BEFHELARI T X
VS, 4B AP LA B D BB - S5 AT BEBR A 5% DA T AR B A T 1A L SRR AN I S 5
BlEEERMmE LR,
CR HIZE HIAF R ERE>1,000/pl, 1/ MRE>10 7/l SRR S VT2 AT o T2 el 0 B B 2201 D
fii ok T LR O FMILERHEGE S 2R LT D,
TG AFREB LOE NG EHe < HIE D1 22— 2 MATIC TS Aild O SEHEITEZE L2 WG,
HEMLT D, FEMPHEESNTEREA N FET D,
b) L% 5 Y T A
B - R IMET AR BRI ATMIEE AW b . B RIS FEE T D,
¢) D AEMFHEME
HRE D IE% 12, RQ-PCRIZ X 5 PML-RARA mRNAFEHTIZ 5\ T1x10>=2 B —/ug RNARIHIZ 72 - 72
it T AEWTFRIEMICEIE U Sk L, MERRRIEZ BT D,
d) iR 2 ) 58
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EHEO B BEFER+ B ATE BB S% LB, 2 Uik, KA M ZEER, B alE BEER B, KM iz
FER, BEATERMEKEBA R BT OB R+ REATEREERD 5~20% 0551300 s 1
HMBICEMEZER L, B8R & EHEEY (bone marrow regeneration) & OERIZITH, Z DA,
HREELTE, BRZFER+ BEaTE RS S% U ERO ONYEREDOH &5,

e) TV
Hi [ D FEERE THFD RQ-PCR 12 & D PML-RARA mRNA fi##t (MRD) MEIZBWT, oAM=

PRI B . MERPIRIEMIR . B T MRD REICB VT, WA ORE AT 1x10° 2 ' —/pg

RNA LA EE o a . | PARICHEKRL, BMRTH 1x10° 28—/ gRNA DL EOSE, 51F4Y

FHFRET D, ZO%A 1 BIHOBESHER SN A0 A FRRRE L35, HEOR

B THED MRD BB TH - BE, ThEaEmEpL 45,

f) RS
M9 B FLAE D BESS IR D A D T3S,

g) Treatment failure

A}

Resistant disease
CRIZEATEZ2WER, RAOWEEKE THD 7 B EAEFL TV DERAEZXIZRE L, B (B
BB REHFEK + B ERTEREEK 5% LA E) B X ORI A MR % E L TV D54,

Death in aplasia
A OIGHIE T 25 7 HELAAIC B ML L TWD Db 00b 67, BRIRIERIC L 5
FHERRO N5 E,

Death from indeterminate cause
ROREMBEP T8 T 7 BHRUNOR LT, £720137 BLARIZH T LIZAER T, K
TIEHFEPRBOOLNRNZ LITHREIN TS OO, BHOFMmA S THWRWES,

2) BRI HE
a) Event free survival: EFS
AW~ DR D B EAEEAN R E R Sz B E T, H2WILMRFR ., 52 EYFHE LT
BARREZHENTZADL LLIEHOPDIRKIC L AT H E TOAFM, ik LBl 2,
FR O L TR TE RV IIRERICEER A1 HR TE /2 H T censor T 5,
b) Overall survival: OS
ARIFFTEA~DBEEER PO & DWW DIREIC L AT F TOHM, LR, JECHHEE T
RN A TR B A HER T E 72 A T censor 775,
¢) Disease free survival: DFS
CR ICERELTA, BREDLOLDHFIKICL DT % event & A7 LI AWM, ERREMA il
RET D, wHELEBEHET, SR LECHPERTERVEREIRERICINOPHERTELAT
censor 5, MFEITNFAEWTFHIRIE, MKFHIHEE, BISAEELET,
d) Cumulative incidence of relapse: CIR
CR ~OE|ZEHN T, BREEANLZM SN B XV FREPZH SN £ TOMMH, FHE» E
WCERWEEIRBICEMIRENHER TE/H% censor 75, ZOMMOJREKIC K HIHTIL
competiting cause of failure & 3%, FFIT0 FEWFIIERE, MRTFHEE, BiSNEEEE D,
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6.3. AEFEZRICHLT

TRIRBAAHEI0H LN DT RTOEL, TP L 27\ grade 424 LD EE LA EFHL(AE)CEM A ERG
(ADR)D D b= a1, Msk FLEMIL, MU RAEZ#ET 5 Lo, Awd & LT3AUAIC,
JALSGEBE R Z M L, MAEEBRICHET 5, RBGEICED BB LERIES . WRETE II0E
TEWFMEEREET D, DRLEMEME BT, KEBBREMRE., O L. AFIEOFITE Wit T
Do

FH L 72\ grade 3O AESPADR, BEIDAESCADRDBEEN LR L2854, 7 v b a— LR & IKEBER
DAFE TE RWVIRMBIRAE3 1 A LI O, B Ograde 4D IEMHEFENE, AKigeh), T R BEECHIER 2
(%R, —WRPEMDS), e REE OFRBUE L CERAED L2HEMLINIZIALSGEERICHE T 2,

B BHPERGHIEG DFKI0%IZH 7= 220618 L Cid, HIEDFENK T LIRS T, ERoFEFRS
FLEBREOBMLETRFHEL., IAMREICE LD, MEERICTHRFT 2, b, TOMFHBRED
FREMEZERITHET 5, Z O, EFIREIT W L, 2060H, HiEDFIEICBWCFILL EDTE
B2 HERR S 7= 354 (APL97 TIE258 B H 106 D FETE & 106 OB R FI 23 8 - 72)  ARikBr A — Bk L,
INEBETHBROBATO RS ZMatd 5, FrICARRER L VA ZN7ZATO & GOICE L Tl 0z 2t %
BR L., LT ORBR—Ref Ik R EA TR T 7=,

ATOIZ B LTIk, i it o R AT RS S &k B &L grade3 A B Mg et BARE ASRIED TIXQT
JEED319.0% (52/274%1), JHHEEERETE 7238.0% (22/274%H)i8 D Hiv, BEREZEIER TIXENZ116.4% (17/268
Bil), 0.4% (1/26961)78 H LTz, ARRERTIL, WMZREEE L HEH SN D o IC s EgE AR L v A
BRNETRIND, BMEANRIEFTOMET —% OBEZ x5 L LT, FisheeDREIZEY, ZxH
B ERIZHEEOFEREGZRRD ONHA, 2F 0, 206]F, QTR (QTc>500 msec)38fILL |, FFH%HE
fEE (grade3Lh b) M5B EOFEESERBOONTHA, AlBre —HP kL, RZEeEZES TR
BROFEAT DRI E ZMRFTT 5,

GOIZRI LTI, 75360 i itk A RS e CIX B AR E A (9mg/m* 2[E18% 5) 1 Dgrade3 LA E @ I ik Bk 1%
VODA34.4% ., JEYEH327.4%, BB 233.0%788 H Tz, KRBT EMBZIBERE TH Y . »ho&K 5 EH4 mg/m’
TImg/m’DFI45% TH Y | AEFRIINOOBELI W b nE THREND, L LD, FisherDE
IZED, ChEARICERIZHEEOHEEEENRO LNTHE, 2F 0, 200F, VODB4FILLE, EYE
MBILL b Wi ENIFILL EOFEFEFES (grade3lh |) BROONTHAE, AlBad —BdiE L, R %L
MHZB R TRBROGITO AR Z M+ 5,

S BT, BERBRMAREIFEORE S THEMNT 217 5. Ak (62 AZMEICEALT) L7k oIz, ZORFAT
105G AT RS & 72 D & PR S L, HIEDIRIET DT IOV TRET 5, APLYT TlEHE b RiE T DI
CI3244B1 R 106B1ICFE D AL, APL212 O HLE D FEIEF OFE T AR LFE - 723856 (114]), ARk % —
Hk L, SRR EMZES TRBROFITO S 2 RET 5,

6.3.1. FEAmIEH
1) ARBRIZI1T 5 Grade BIFA EFLREHGIEL, BIHEE RO Grade3 LA EOF EFEGIEBIHEE,
2) AL, BRIFMNERIO [JCOG20114ER (NCI-CTC ver 4.0, 2009) DOFIWEHIERLEE] oo —&
KEBM,

6.3.2. BXEARML
MBS IR O BRREHN A ST 2 0 A R T4 > (L BB IAHRER) | 235 ICHRE LT,
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6.3.3. AEFLRLIX
HEREG LT, RBEORGFL LIRGRICERE AL, BB FE LI 20VHLIWVITEK
L7 (FRR A O RS 2 & 1) JERXITHFRDO Z L Th Y YR L o K BERIZM b2V,

1) EIEH
KARBER D OBEZ L, OBZoHERL ZRAFFLEAER LT 5,
2) T ERTAM AL
LML, Grade (0-4) OF#IE [ICOG2011 4EAR (NCI-CTC ver.4.0, 2009) O FIE I FE1E |
([ZHEVERA L, EEAEE % GradeO~4 IC0¥ET 5, 2 BERREMO RE OF BIL, ML EMEICHE-
T,
3) [RIRBIR
AERERLERIGRIEL OREBERIT. UATO 5 BREICHET D,
K 5L B4R
OB L
@Bx b BEER L
OBEH B0 LivZawn
ORZELLBEEDY
@ & CBEE S v

Z0HH, QBEL LN L, @BZoBEEHY, @ LNICHEESD Y | (TEITER & LTHR
Dk,

6.3.4. LEMEFHMFEIE(C B9 2 AP, Gk o J7 1% K OV fi e 1]
M % EATEE Al LB ERT L, & 2 — RIZB W TR O b HER O BEIEE /5 &R OK R B
HEtTw», TORREEFMREEICTEAT S,

&

AEFROLHE
a) B RER
AEFZONE, LEOHE, FEH, KK grade, HK Mkfciat A, KRR, KRG
LEHlrsnzHaidzoim, JEEMNE
b) AR R A ME
REEIRELBOAE, WEOFEE, I, HK grade, THE MG H ., KRB,
KURBAGR 72 L &l S 7258132 o m . EEME

6.4 HEFEZORE

1) JALSG AEFELRERY LWV, “EELAEERL LT THEINA Grade 4 DR EFEG DL
U7e5t ., s REEM UL ERMIT JALSG FHER~®ET 5,

2) JALSG FHRIT Z 2R EE i3 5,
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3) MFEREZ ITRMEZONR LA L THISEZRET 208, LEPHFIILIJALSGAPL212 ZH%, JALSG
RE-RBRKRLHET LD LT D, BEOMRIIBRICRESIND,

4 “HERAEFGE T THI SN2V Grade 4 DA EFEFEL DGR SN2 G A IL FEREHE LV JALSG
T—StrF—%i@E L, JALSG APL212 ZE K. JALSG f# - BIE~ELHICERK SN D,

5)APL212 ZERIZ, LEEOAEFEFLICE L TEARENY , HSERET 5,

6.4.1. HELRAHEERDER
AKRBRERTICAELEZHODIHELLAVEREOTEZI LD b, UTOLO2EERGERLL
ERT Do
(1) FBIZED LD
Q) AmEENTHOD
(3) WBIEDT= O ABEE T II A OIEE N MLEL 2D H D
(4) JKMEH) E T ITBHE e - BREA RIS b O
(5) RBEZRKTHO

6.42. THISNRWHEFEZDEL

8. THISNZ2AFRIL] ICEHEHINTZAEELR, BLOARRR T 7 b 2 — L IZF0#E S 072 2A O BT 3¢
I SNTAEFRLIOFFEFRS, FLITESE SN T THZOWERCHEENGLEHNA L L2
WHLOEFHEN L WEEFRLEERT D,

6.43. THIENRWEERFEFRROESR
[6.42. THIENRWHERISOER] CRHINZAEEFLDOI L, (641 BERAFEREZOER] 1T

6.44. MEBBOH HHEES

(1) BERERBEOH LA EES
UTFOWTNNCHEYT 20 EFEERITREREORNRET D,
O BEDROVEREKTHND 30 HUNICRAE LT XTOREE
@ THISN\ Grade 4 DHEFL

Q) BHERERBEOH LA EES
UTFOWTNNCEYT A EFEEZITEFREOIR LT 5,

O WAL RFEHRELERLS, WWEKTHD 31 BLBEOET

@ T S5 Grade 4 OIEMEFEIE(CTCAE ver.3.0 TR/ FHE) XKoL OF EER)
@ KFEHFE 2 IFBE R ESCEEA S (CEE 3 T)

@ BRI B S KB T R

(3) i FIE
O BEHE
BEME DR L 2D HAEFRNPELE LIZHE T, fas AR EMSUIRBR D HEMIE I AN S 72 FFHE
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PUWNIZ TEERERGLE - RREE Ju%ﬁ%@%ﬁﬂb.%MG% i ﬁi#é

EHIZ, FEENDG T RURNIC THAEFRREE] CHIEFHEZRLAL, 742 —IllET 5,
@ W
WH WG OXNRL R DAEFERPIAE LG E IR, R RKREM OISR EM I END 15 AL

Wﬁrﬁ%$%ﬁ%%JKﬁﬁ$@%ﬁﬂb.MMG$ FZwmE3 5,

6.4.5. FZIMEREB DR ~D WL
°A%ﬂ%k?é@%ﬁ%ﬁ%?éﬁ@%%(i%ﬂ?ﬁ-ﬁi%@%'ﬁﬁzﬁﬁuﬂzzHif)%
CTHIENRVWEBAERSPRELLGAIE, MMRRKRE. AFFRRAERRONRREM, B
iU%ﬁM% % DRFRERTIL %E?é[%%%@ﬁ( R ER R H D WITEE T D FEAKE)
WELRTERLRY, L, MRERELEE, AEFRELERIIORRICENT, ZThth
DEFFEBEIM B OWMEREDA 25 AT, TOBUEITHE » TR R ER O BRI W TEEICAT
2L,

« BEEGRE AN R ORKEMB L OSSR OREFEMIT, FrE T2 EREEOR (xfMElEES
5N mé?é%ﬁ%%) P SN RVWEBAFEFR N T HHER LORROHERHR 2 L

AT TG EITIE FREAER CESLNICE OB RET 2, TOBRICIE, EEZBRE~ORE
;ﬁﬁ?ériﬁ@ﬁﬁm@ﬁi;O%T B BICTRH 21T O 2, WFFESEME R E%@%E?é[

B DR BRI 2 Ml FHISES & L TIRHZIT ) NSOV T, B O #H 28T 5 2 &,

6.4.6. JRAETERE~DHE

o NEXtG L4 D EFMRICET S MmEttaet CORRITEE - BATEE - Rk 26 4212 A 22 BER) I
KX, “%%émﬁwi%ﬁ%i%%%ibt%é@\ﬁ%ﬁ%%@%@?é@%%%@%(w%ﬁ
BEBSH LWL Y T 2 EWE) LH#Eo L, e okIcieWEEFBREICHRET D,

o JEA B R B~ D WA AT E E%@%E?é[%%%@%ﬂ%ﬁm?é% ElHL L LT
H9 2 2 LICIRE LIEHRICOWTIE, SR TO“FH S WEEAERER AT 5B & 0l
RRFBEREHENRENR &0, FTBRTIEEEBEORE (ERMEZESH D VILEY T 2%
BHE) o b, FTEORRICEVEETBREICHESL & L THET D,

6.4.7. F DD R
WHRIEICIESSBERA R EORETBRE~ORE, EREE»SEE~ORIERICET 2 HEEIZ oW
Tk, TNETNOEFREEORTIN > THERAREDOEEICBWTHEYNIZITY 2 &,

7. APL 212 JR¥ G
7.1 VR O BEEE
1) 167% LA E6SEEATH D ) N TPML-RARADMERR S IV T- WIFEAPLIAEBNZ X L. #IF2ke A Bk ks L ONAPLAH
fasiz L0 | AREICE R LT BRI ARIEZAT 9 ZDOJIEIZAPLYT, APL20ATERENH VD . £z,
ABE, BRE, CHET, &, APLHAZ=1,000/WlDIEFNZ X} LIDA & Ara-CMEINE N5, BEBEOH H W
LRI L BT, BHEARRIZA R MET 5,
2) i ®HIETIXCL: ATO 0.15 mg/kg (5 H [#/H, S# ), C2: DNR 50 mg/m?®x3 H, Ara-C 200 mg/m*x5 H
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C3: ATO 0.15 mg/kg (5B [E/3, SiER]), C4: GO 4 mg/m? (dayl, 15) D42 —A%{T9H, C3ILCADRMIZIZ
Ara-C L MTXDOBEEAT) & fifT3 %, HIEDEET O H P L FKIZ L DT, BRITA X M ET D,
GO HIE O EE L TOHGEICE L Tix, APLAIIROWBD LRl L7zmThH b = & GO&K G
DOCDI3DOHURDOEAFNRICEE T 2 MFHE R 2B E 2. 4 mg/m*O2[a QM) L&%E Lz, HifE D%
EH4 3 — A (CHIE T H OB BEINHBIE % IS E LIZPML-RARAOMRD A5 TdH - 12546, A4 X b
EL., 7u ba—gEERIEET 5, 2L, BIEITE T D,

3) MERFEIETIE, HURE DL TREOPML-RARAIZBE T 2 RQ-PCRIZ & 2 MRDMIE T1x10*= ' —/ugRNA
A5 DIER 2 K GIT Am80IZ L DAEFHFRIE A MiAT T 5, MIKFHIE L O FAM TR, LT E A
Ny b EFTAEFSE FEMMEER 95, ZNHDA Ry MRBDLNEA T 0 b a— s Ik
ET5, R, BBk D, PML-RARAIZ X ZMRDIRAE R A >k Tlx10°2 B —/ug RNALL | & 7
D, IDABOBERTHIXI02a2 E—/ugRNALL L& 2o 7256 D TEWFHNERETDH, 2O, kL
DBGFIERE L% 0 FAERFHIER &5 5,

4) BIEMF COMKTN, o FEMTFN S 5OV ITHNFRE®RE T 5, PML-RARAIZ X ZMRDRER A
N TIx10?2 E—/ug RNALL E & 220 0 1 2 ABOFERTHIx10°2 E—/ug RNABL B 2 725 A, 5
TAEMFHIRR LT 5,

5) BRZOBFICEL T, EhBMEBEOERD ED, HELZEDR,

7.2, FARE AL
TR AT O AR M. B EREE & OV APL MBS LV LR A BE, B BE, CBETIREZ A L, &7 APL
MR U725 B3 D #EE L GBI 21T 9. ATRA 13 CR % b HIFE O 1 =1 — ABHAARIT A £ T
Bf&AFE L L, &k 60 HETRET S,

A ) WBC <3,000/ul 7>> APL #ifi CGFER+aiE#EEK) <1,000 /ul DA

ATRA 45 mg/m* 73 po
B#) 3,000=WBC<10,000/ul & %\ % APL MfECGEER + RiE BEER) =1,000 /ul DHA

day 1 2 3 4 5 6 7 8 9 10 11 12
ATRA 45 mg/m* 433 po oLl ol N
IDA 12 mg/m*  30min iv ol
Ara-C 100 mg/ m?>  24hrs iv A

C#) WBC=10,000 /ul OHA

day 1 2 3 4 5 6 7 8 9 10 11 12
ATRA 45 mg/m* 433 po L A e S e A A
IDA 12 mg/m*  30min iv Lol
Ara-C 100 mg/m?>  24hrs iv L R A

D &) A. B. CEHZEBWT, ®% APL #8 CEER+mEBEER) =1,000 /ul OHE
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A B
(APLMIf1=1,000 /WO H V) dayl 2 3 4 5 6 7

IDA 12 mg/m* 30min iv ol
Ara-C 100 mg/ m?>  24hrs iv L
B #tf
(APLMIfE =1,000 /ploH L V) dayl 2 3 4 5 6 7
IDA 12 mg/m*  30min iv !
Ara-C 100 mg/ m? 24hrs iv o
CH#E
(APLMIfE =1,000 /ploH L V) dayl 2 3 4 5 6 7
IDA 12 mg/m*  30min iv !

il 2 7B

1) WBC<3,000/ul 7> > APLAE<1,000 /ul D FF D XATRAES (ARE) 1A A1T 5, WBC233,000/u1Lk 110,000
/U & 2 WIZAPLAE = 1,000 /ul D34 . IDA+Ara-CE G2 (BEE), WBC2310,000/ul LA LD
A, IDA+Ara-CZEOFH 32 (CHE), BREEICBIL Tik, WBC 3,000 /ul A THAPLAAL=1,000 /ul D%
E. B E 0 eFRIEEZ O 2,

2)ATETOATRABMPE L T, AMEREEM A 3k L7 < 1P WBCEL, APLMIIRE DR IR T 5,
APLITTUIL, TRRBHAGIRFATEDKI50%25, DRFICEATL CWD, £/, BEE, CERIZHEWT S A I EREHE
MPBOOENDLZENHDLIOTHEET D, & ITIHEMGE, 208 M ORI ITABENS 3 Bk 8 2 iR
L., APLAIIE O OA B2 K E L, @ TAPLMAEEC=1,000/ul OHAE. AT LY H X 0 b5EE
ZiBINT 5 (DEE). HIWICK S 5E 1P RIE L BINT 5,

3) BB I ARIER %, e, EMEOREZEERSBIE LN O, G PERH>1,000/ul, F
7o/ REE>100,000 /ul (ZRHE L72RE i CEET 5, CROMEIZEE L, B 0 B 5 HE 0] E 53 K
BRI DIEFNZIB N TR, ATRABIEZ AT L.+ e KM MK ET R O RE 2 75 - T, R0 R E
2179,

4)ATRATHIRE D H 1 = — Z(CHBAGAETH £ THEHKATT 5, &H. AMERES50,000/pl L EE THEM L
G ICIE—RRIE L, AR OB 215> TR 5, ATREZRR D ATRAIZRIATT 5. 10460
H CCRIZEE L 2WERNIIEEME & L TZOBKITHABRP L L, KM OMA OREEIT 5., ERE
ENREOSA #iE D13 — A (ATO)DIRE #1772 5, ATO%R & CRICEIZE L2 WWHITIERM L 95,
L, RamBleEdked 5, FEEMEIEHELIEREA NV N ET 5D,

5) APLAMUIEMERE DO OFFEIFI I, EHIZATRAZIREE L, R H. mPSL 3L ABEiE F 721X dexamethasone
DG 217729, APLOMEIEGEREO PITITA MM A DR WG b H 2D THEET 5, ATRAKIE
REATH I, FEEN, (REBEIN, BEIERSCIER R e & O R O AR EORER, FOREE., K0
FOKOITE, MK T, BEEREE, FOFMLICEERT 5, SpO0E=4 1 72 EHMIITR ) 2 &
MWEFE LWV, ATRADOFBIZ, APLAUIEBEHOKEZFF> T, G EEZVEIDT5% &) M 2%,
EEICHMT S, Z0Oftl, ATRADEEFRRLEREINTWAHRER, DEOWE, HHES, & hY
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7V T A RME, B, FFRERE S L, MY e xHERIEZ T2 085, FAIMICATRAZ K(T9 5,
6) B MRE AJETED A IEDICE IC L A L O EBEIC 2320 » TE Y | WIHDIS 2B E 2455t 5,
7) B EREED B2 documented infection D ff 38 0= EA A Ffge 3 2 0E ] T HBET OAPLMINE S 15%LL T T

HIUE, G-CSFOEZE 2 5, M/MREN 2 HUTE FETH LW, DICO & 5 540/ Mk

DT WA TR G4 5, T EREDN,000/plBL BN U REYIE DS L 72 354 13 G-CSF

ZHiEd 5, APLAIAIEG-CSFICHUS LEIET 2 2 L v 50, ©H B GIT00 2, B 5HM LK/ R

15,

8) Ara-ClE1 H B A 24 W O Frfst A IS TR G-97 5, DIEREIERE T 722 & O LR 2350 < J8 B9~ 5 Al 6E
PERHD, FPRHIEE LT, BEDOINWICIZ, 7TaFY) ) —LERk-CkE A 2B L Th L,
IDA & Ara-CHMEFH 7354 12 B BE BT © BAL 3 2 W B 23 B\ 2 O R IE ~ DO xR &+ /0 (S hE (79
%o ALFRIED R ICIZSHT3 Z A HTBRE R E Ok A 2 + 0 17 2.

) FERBBRAIDE —FIRE LT, 7B M7/ 7= ORREITV, AL LT, AR o KA o 1%
Th7e, iz B Uik T c B9 2 58, Mgkl AIc BT 2158t (R 258107 %,
AFHERELDS 1,000/ul PLFC 38CLL EDREAE RO IZIG41E, SRR ESCEHBRELIT ) 2L, &
KEOFRERCEPEEOF I D L L bIZ, MRER ED T T AEMEREZ B N—F 2 L5 E s
WIEERGT 5, S0I0, MEFEAOFHALEET S,

10) MIEE - EEELE TS L COREERGICBE L XL T22EI1CT 5,

o HMIHEDTHHEIL, BEWE, MRREERELBE L LT, SO TIT 9,

o MM TPIE LTITF /v URE A, AT E LT 7Yy — AR inEmEwmE (7ra)
=, A "TaFy—N) OEHAEEZEET D,

o WEOBEDRS 255 IR THE G2 LBEICS U TEET 5,

o HFEKROTHHEGICE L MM E O - HBLUCHEET 5,

11) CRYE B i, £ ERE>1,000/uwl F 72 13 M/ MBS 105 /WS R S V- BT T & = el 0B BE 22 o
FERTEROEMEENHERINTZA & T2, MEKEENBLET 255 ICOEHENEZITI,

7.3. HiE DL

C1) HEDH 1 = — Z(ATO)
day 1 2 3 4 5 6 7 8

%
-
-
-
-
-

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

C2) HiEH D 2 =— A(DNR/Ara-C)

day 1 2 3 4 5
DNR 50 mg/m*>  30min iv ! l !
Ara-C 200 mg/m>  24hrs iv ! l l ! !

(BAG AT B )

C3) Hi[E D5 3 2 — Z(ATO)
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day 1 2 3 4 5 6 7 8
ATO 0.15mg/kg  2hdiv ! ! l l ! !
(BRAG R B A)
1VEBIZS B, Zhz s BEET9 5,
HREEI D EIE R . FRIRHRA 21T\, IT (MTX 15 mg/b, Ara-C 40 mg/b, PSL 10 mg/b) %47 9,

C4) HiE D5 4 72— Z(GO)
day 1 2 3 45 6 7 8 9 10 11 12 13 14 15
GO 4mg/m*> 2hiv ! !
(BRAG R B A)

il 2 75 B

1) i DS 22— A (COIFF R B EREL1,500/ul, A MERER3,000/ul, ML/ MEER105/ulbl &7 -
= bR 5,

2) ALFRIE3 2 — A5 72 H APLT CUIHIE O e {5 U YE & JR K & 3 238 T 4, C27T4/258%1 (1.6%).
C3T6/250f (2.4%) #BOT=, K7 v b 23— /L OHIEOFEIZIAMLITIZ L L CHEEMHNIZRE TH 5
ETREIND, Lo LA KEyiZlaminar air-flow N IZAE ZUNAE L CTIRET 5, #EOEEDOIBIZY -
o TUE, B AFEDATRAFIERATH NG | BEBROFEOT = v 7 24TV, BETHONRED
B2 EOREELT D,

3) ATO DfEHIZ &7 - Tik, ATO OIEKIGE A IEAE FEIERAEL S sk A 72 LT\ D 2 & & SEAIE I R
LTEL, ATO B#HEFNCIELTOER E Y | EELANEIS 500ms L ED QTec DIEENRD LD
B, ATO OF 5134772\, 15T 500ms LA =D QTe DIER 3D 7254, QTc DEIE 2% - THf
REZRIR Y ATO Z BT 5, ATOHGICL Y, BEO QT R, BE2FBE=ET v v 7 SO REkE & 0F 3
HZ ENDHDH, QT IER T torsade de pointes (TAP)# A 7D LEMAEIRZ SIS H T2 &8 H D | K
ELTEMBE D, EREAEIROEE, 5 > MELARITMA T, QT EEZE Z§3Al (H2 7'
v =, w7 uTA RROFAERO 32 E) BV v LYHARFIREO RS, (K0 ) 7 AE, 1K
Y TRV LAMIENFET DG EITEET D, ZAT20HEIERGEZH D WIET LERED
WIEZR2 X179,

W ATO & LT 0.15mglkg # 5%~ N UHE#K 250ml IZIRA LT, 20FM2NTT1H 1[H, #5
H. 5 B, #IRNEEGT 5, NIt/ v 7 ARG 4V E —EEHT 2081370 <. FORR
BT =T INEHTICRET D5 MLEER, KL — b 0®RE L fRETH 51, I E R H
B4 5, BMEMERIE (IR « SR - HEED E 0 - 2 H< BA) BHBLESEAIE, SAHEEEEL T
. BEREEZERET S, SERERBBOONESEAT, WATIE TR E-HPIEL, B£5H
BRI BRI 2 LR 5 5, E70, MUK G2 T2, HIEAITSLATIERWA, EFICL > T
IET (PBE) 575, BRUEZAHL TWABAITIE, HUAERLR EoBEE TS,

4) Ara-Cl1 B 58 % 24 MHrR st L 4 5,

5) FFEESE 2330 B AT IER TIXASTE L O ALT 2820010/ D 35 A 13 I6R # fik#i 3 5, ASTH L UALT
2320010/, E DG IABIFRIEIZ X 0 2001U/ERTE IZ[FE L 72 RE s CIROIRE % Bt 3 5, C1OATOIC
THEHERANENR, EERFEERERENVHIL, C3COATOOREN I LICHERAEESR LR T
HAREMN DD L SN A %A, C3EAXy 735, ZoRG, iEEICFEALEITT 5, Lt
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DOEHIZLDCIDAF v FIIIEEF IE & 1372 5720, Intergoup study C9710 TIXATORE HAE21941H196
B1(89%)121 21— A LL_ EDATORIENR T DA, 17561(80%) 32 21— A DATORE % 581% L=, 2161(9%) T
IZATOIXI =2 —ATho72Z LD,

6) C3DATOR T 14, M/MRZN10 5 /WA EIZBIE RS, MTX (15 mg/body) +Ara-C (40 mg/body) +PSL (10
mg/body) DEEFENTEAAT) AT D, V4 VA, M., BEEICKDBEEE, &2 WITEE RS EYLE
EEUFLTCWDEEE, ZNRBET 5 £ TITIXTHO2R N,

7)C3IDATOM 7%, JFHAIE LT, 4FFEK1,500/ul, HIEK3,000/ul, fi/k231075/ulbh EICEE L 1T
FTWZDOHCAEBIAT 5, ATOOEBEIIHIZREE U CEBIES 228, Bt A ERE A 7= &7 < T,
AFHERL,500/ul bl by M/ RAN 10 B/plEl ETH Y | 4T — ZADGODE G- N ERITHAT TE 5 & H
SNTEGAE, BEICGOZE T 5, BREAEIESLC2OFEIEIC TVODE A 0F L 7IERIZC4D GO
FIUANELIEZAX Yy 755, ZO%E, #EEICITHEBZHTT 5, LRLOBEHBICLHC3IDAF v 7T
BFERIEE TR DRV, GOEHREGTHICY > T, BABKRESEZSEDOR—LAX—V X0, X
n— RLE~vA ¥ — 7858 F = 7 U A b (htp://jsmo.umin.jp/oshirase/pdf/20110811-
checksheet.pd) Z #{EMETH D Z L 2 EFOFH L, v 1 v ¥ — ZIEFPEERE % —IZFAX (0120-006-124)
T 5,

GOHEHGZITHEBLT 5 2 & 2 % Sinfusion reaction (FEEN, HEIE, FERNES) %2 TR, BT L5720
2. BEIRHATNCRIE RERVE Al (B ReavFy o), EERA (T2 b7 7=0%)
DG ZITV, ZOHROMLBIIEL, ZROOEAOBINKREG2BET 5, GOFKEH, &5 T#%4
RERNIANA XNV A U EBIET D, GOIXERARBAEMEDRWET s V2 —E WA VT4 T 4 V5
—ZELEA L LTRT 5, AFNTEBRIRT LI, CYPIAAIZ L VRO EBEZ T D L&,
AFNT VUV R=Ya EORIBRERNVEY, ~7 04 RRUEWE., 7 74 RRUVEWE, A
N7 aFy —VEOHERANIMEAEERICEET 2,

GODEEIZL VY, VODZ GRS (R REEM, & LIEEE. FMEX, BAITE, U
BV OEMNSE) mAHE SR TWD, VODOIERDMBEINT-5E, thoJRIA (A 2k bvoDE
[EE D AT IEEIRIE 1B IE AT 9, T OFEMIIPlizerttBITD [~ A 0 Z — 7 T 5 BRICHICER
AETHEIEM & ZOxH VoD IZRR#E s Twb, 1 HOFGICTVOD 213 Lo, grade3ll |
DOIEMEFIFEFRNRDOONT-HA. 2BE(C4 FISH)OGODHEHIIAX v 795, C4 F15H
DOWERT, graded D MIEEMENR D DDA 201 H OGOD# 5% IEH L i EkEx D [E115 % FF>, WBC
5 >3,000/pl2> DM/ MREL > 1075 /uliZ B8 L 72K 0 C2EIH OGO D 5- %17 9, C4 HH28H DT,
INHOEEE CRIE LW E, 2BIHOGOD G2 A% v 74 5, [HEZIIMRDO FHAM 2170,
HHER -1, ZTOBROAMSODEHIZBITT 5,

8) Hi[E DL DS FIRA & MERFRIE DB in

HIE DL 4 a-ZA(CHBKET L, aFh ek, /MR EIE U2 S SRR A T L, BaE
fig % fE8 L, PML-RARA \ZBA L MRD JIZEZ 1T 5, 1x10% 2 *—/ugRNA K OIEFICE L T, Z Dk
ReA =y NTHRET D& LT, MEFHRIELLET 5, PML-RARA BEMEEIZEE L TiZ 7w B
a— ViR E RIS 5, 272 L PR OBEITET 5,

7.4, HEFPIRIE
HERFIEVEIL, MU B D W IEAL T 1% D PML-RARA (23 % RQ-PCR IZ X A MRD € T 1x10* = ' —/ugRNA
KA DTG 2 AT, Am80 |2 K HHMEFHEIE A BRLET 5, Am80 1% 14 HER NG5 L, Btk 14 HiE & 2 »
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AMKRET S, 203 » A2 1 a—2L 45, LERA->T AmS0 113 » AmIC 14 AT Ho&ET5 2

LI, T 2FRIMRE L, WAt 8 a— ARG 5,

Am80 &k 1 HH 2 7HH 3, HH
dayl ~ 14 15 ~ 28

Amg0 6mg/m> 42 po. | ~ | Kk K NS NS
12— 37 HM) DAY a—)

1»HH 27 HH 3,7 HH
; | | |
14 HiM#&E  IR3E >
g a—RA QFEM) ODAF Y 2—

]a—RX 2a—X 4 22— R 6 I—A g a—XA

| | | | | | | | |
H t t t
(MRD F& ) MRD ## % MRD 45 MRD f# 45
(HB[E 8 JERTERE T IRF) 6 7 H) (1) (2 )
A 2 75 A

1) MEFRRIEEIR T3, B HEDOPML-RARA BB IAF 2B L TRQ-PCRIZIZ X HMRDO E i &2, 23—
AT, 43— A TR, 8 — A THOHINERT 5, BHERA AR TH o251, KiFi
TIT 2,

2) MRDORQ-PCRIZ L 2 a B —H ORI ERICEA L TIHAL NI SN TWRWEN S 5753, European
LeukemiaNet T H A/ STV A, BN OILEMTED % < B3R LT 5, HERFR LRI LR OMRDRR
BIZBWT, WTFRDOREATIx10*2 B —/ugRNALL E & 2o 854 1 ARICER L, R TH1x10
2 —/ugRNALL EOBA | AW FRIER E T 5, MEFH, 5 FAEDTFN S 5O IEE R iR
SNTZRE T, A7 v b a— L OJ5#E % F 1k (primary endpoint) & L, & Dk OIFEITE % ORI Wiz 72
RD, 772 LBLEIEHITT 5,

3) FFEEE R ER D S TIER] TIXASTI L ONALT 2320010/ M DA 13 1RE & fikwi 35, ASTH L NALTA
200 TU/ILL LD 35A T B IE 1 X 0 2001U/IRG 12 A1 U 72 B CIeR 2 FB 3 5,

4) MEFFIRIETOAMSOIT £ D APLAMUIEGRECEEE B F ORI TH L2 MEET 5, Am80IX, LF / A
VRS y ICHFMEN T U RIERIRFEE 2 E ORIWEFAASATRAICH LBV Z & A HERI S5 28, JE
B OER LD 72 < ET2FEMOMERFRIEICB T 2BERITRRR SN TR, 2012F1H KRBT 5
APL204DH EHLHEND, AmS0DFEFHEHITRE L Bbh s 2, UEROEMEL TH 50 TE
B0, AFFLLLC @M 7V T4 FIUE, @2 VAT v—/VIfE, ALEREZE, IFREE, APL
SCTEWERE, RIEZ, BRI, B, THLERER, BEE, DERZRENBE X LD, £72. APL204FAER
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B RICBEBEEE R DD 1FAH Y, Am80E G-H | BEEHE~— I —DA 7 V==V TREEIT I,
Grade 3LL L O ERHGIEIFLEIEE OHB CIREEDOLEEZ1T D,

7.5. fBhRIE
1) APLCIE, %M., FEROREEZEHEEICHEL WD Z ENBEZ LN, o7 I/IMICFFPOMFE &
DICOVRIE AT 95, HI2ReH O BMRE ARER T, \EERMMBM A LS 2o, FICERT 5, B
VT KGR A R IR 2 SRR AE L B3 T Ly 2 A &Rl L2 RCL Tl 4 K5 A > ) (Bfhi)
([CHERL L | i B YE O A (IRBREIS) 2 E T 5,
2) UAEMBOEME GO, o, RERBREL BIFITAST2D, FOEIRD D OE I v Y iR % 5
THM, DICEZPFFE L TWE 72 EOLEASITEIRITITDh R,
3) EPEICK L CIE, B ORBEITVRD D+ BOTAEME 257 5, SUMEMEITAEYE 5 B2
DA, MEEAOEE L2 B L0 s T 5,
4) IR ERBVDIREIZ IR, AT A9 laminar air flow FIZEE Z A L THRET 5,
5) HLEAlL SLEEA O TNRCEL, WARIEIL, SR OB L VITH,
6) HIPERLIE - BRI EHIE O FIE TR O T-0, IEREAIZ R T 5, LoxL, tho3EH & oM AEIEM (R
(CPERIBESR) (IR T 5,
7) HLPIJE BRI O FIE T B D 1=, AIER O fREKI S I3HET 5, ALMBES O b A L3RR SN D,
8) M OMEREZATHEEICIE, INH (V=TT FR) OF&RGE2EET 5,

7.6. APL V&9 DIC |2 X 5 LT
1) DIC O FFAfh
FARE N JVEBA LA, . DIC EF LT 5 £ CORILAIRE/RR Y # H DIC A 27 2373 %, DIC A =27
TEL TR T IEAE T B DIC ZWiEELZ W5, HI2RIE TICRNSHE O RPHA SN TRVWES R &
LDT, DIC 227 3 H50%A%DIC & LTI,

SR 0 1 2 3
FerErR A 7L HY

[N 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 THBU EFEY TG4 1 8T 5,

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

Lo (PEER) - DA A= =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 - TR, &5 OMERR

R R
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FDP-E % M€ U 7= Ef x4 v % (FDP = (FDP-E+21)/22.3),

HIE

)4 5LLE :DIC 34 :DIC& 2 &ALLF : DIC @ r[getED

2) DIC 5D BFE TIROMBHEE % 2 DLl B/ H1E DIC L Z2Wi+ 5,

(1) At~ 4 7Y v ) ~— (SFM) B, (2) D-dimer mfE. (3) TAT mfE. (4) PIC mfE. (5) JkfE
OHERIZE B 72 ) B0, (6) PrEEBEFRIEIC X 5 kE

2) BEEMATEE (AT, T Z L TaRR)
PT (PT kt). APTT, Fibrinogen, FDP (% L < | FDP-E), D-dimer, ATIII, TAT, PIC, « 2-PI, plasminogen,
total PAI-1

3) JBEDJERIME
BRIRAEIR D U 2 71206 U THERI 2 3 BEICERIME L. high risk #11% level 1. intermediate risk f5i]i3 level 2.
low risk 13 level 3 DLL T IZH N D FREHTIRVVIBREAT O,

high risk (level 1)
{LSFHRIERAAE or WBINB] (BFHIEHTH 225 7 HE)
APL S LIEMRIEFEIER] (APL 3 LAEMRE D S L 2 £ TOFH])
Jifi 9% 72 & A IR GLIE & 1
AR il & pFB1
B e Mt B D1
TR EAT > TV DI H 0 b DIC 237 A LA 2 4
intermediate risk (level 2)
DIC & HfBlD 5 b LFLITHEE T D IER & B <
low risk (level 3)

DIC FE& PR

4) TRI%
@ 1/
Level 1: 5 T UL L& MR T 5
Level 2: 3 TUL L& MR T 5
Level 3:2 T UL L& MR 75
B H O M/ MR S 23020 & THEDO MM A HERFT 5 2 LN TERWIGATH, AIRERIRY
HHPC 2G5,
Q@ 747V /=
Level 1: 150 mg/dL LA L& HeRr -5
Level 2: 100 mg/dL LA L& HeRr -5
Level 3: fEIZHE LaWAs, FEFITIE U THIGT 5
@ 7rFhurry

43



Level 1: AT {1 70% 2L L& HERF -5
Level 2: AT 1% 70% 2L L& HERF -5
Level 3: #fiFEi3 T o720

@ PUEEERE
Level 1: HUBEERIEZ1T 9
Level 2: HUBEERIEZ1T 9
Level 3: HUBEERIEIIIT O

PURERIEIZLL TOWENr O A 2 V5, DIC Nk TIZERGEZWE L, DIC 2270 |
HANRWZ EPHERTENTIHREGA2KTT 5, TES L ITBEERIC DIC 2270 EHANED bz
AIEEAN 2 H H D WVITHEET 5,

HEH HeRE R b B 515 ik

Koy~ v 75 1U/kg/day 24 R[EFife HAE M3 R
ATNVEETT R FH— K 39 mg/kg/day 24 WM Fre B — F b s
AVNVEET 7 7 EAZ v b 48 mglkg/day 24 WM Fre HL— bbb
ZhoaA RFRY A 1250 anti-XaF U/day 1 H 2 [A] HL— h b &5
Fa v REY 2 v 380 U/kg 1 B 1A B L — Mo &5

® BrkRIA#E
FRIRKI DN —F > OEEGITHESE U7V, o 2-PI<50% CRAIARDIEMENZE L L L TWAEAIT
FRY . PrEEEEEE O T T 7 2 X4 A0 1-2 g/day % 24 REELRTEHEL TE WV,

8. i1 fRHT
KRR CIETRROE m%%m%%mbfw o D ~NOHEBIFAMIEODZN, IBFEDT-DIZHNETH D,
HTERMBEREEROAREBERBENGONTEFTE/mL, [THE 14) (SEE L7ZRIEORIE DL E
kéﬂéo;ﬂg@g<itfii@@%ﬂ@L@%ﬁﬁ%ﬁ%kﬁéﬁ TRV, 7 LRI

L5 5HHE (FROB4H) I, T b7/ L - BT R mELE AR 2B E 2 7202 217
9o HDBIGFMIEOFRIEIAT 0 b a3 — VORENEICHE L2,

1) WTI mRNA

2) PML-RARA & n T EMER (A7 ) —=2 Jfh)

3) FLT3/ITD % 5%

@M& MUESEWERE 72 & O IR BE A DHE O R AE k VEAE 272 & NSIBRSOSTHE IR T 5 8 s+ R
B 2RO R E

8.1. WT1 mRNA
8.1.1. WTl OEEDHKY

WTIl BEFxY 7 7 40 v A—ROREHIEKN A2 a2 — KL, iz OEERF & ZHREEDELEFD
HEELZHIEI L TWA  /NEOBEETHATA NV AAEEDORKEET L U CHEBESNE WTTIT. &),
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BIHAEOHTHEKR FRBER 7 & UTHITRED 5N TE e, 20k, ZHOEMAMFEER T WT1 233k
RANCHERRL TS Z LRI NTRD, Emﬂ“féh@vﬂy_a L CA7 DS ST L2, AML
TIX RT-PCR L9 95%IZF5MEC. APL Ml ~DF5 AL, #3835 PML-RARA B &R TIZ S 2 &
ﬁé%@@\iﬁm(ﬂﬁkﬁmmﬁ7ﬂm)uT@ET%\ﬂ@ RTINS 9 F 5T, APL 125
WTh, FOERBITEEROE=X )V 7L LTHEHATHS,

8.1.2. WT1 mRNA OH|E 5 ik
BITE, AML OIEHEOE=4 1) > 7 L LTAL TN TEY | RN D STV 5, IBHRANCE M L,
ZOW%IE, HIE DK T, HERPREE, BRI O KEERIZ I T3 5, HIE % i@mhﬁw BIEL < D
figk TiE A=Y OREx Yy FREHINTWDH 720, FEMITRNE iR

8.1.3. WTI mRNA OHE & 71 b a2 — LFEIZ DN T
Bk U72 & 912 APL TORRMEIIH%IRT D PML-RARA & &GO DNEATWA 720, HRE O
I% PML-RARA Bl 5B A5 T HEEW OMRAEFRE TN L VATV, WTL OfFFTIEH < ETHBNZ2MREL T 5, 1t
ST, WT1 OBFHEESCBIEORINEZ © > THIE L IL LRV,

8.2. PML-RARA B 5B In TR EMER (A7 U —= 7fh)

8.2.1. HAY
A APL IZEB W T, Z DIEIFE 100% 12 PML-RARA 5815 1-(LA T PML-RARA) B H HILDH T &b,
HERDWNEREZAT L, £, I e FAEYFRIEIE L LT RQ-PCR £%4 AV /- MRD /E & 72° AlHE
Thbd, A7 v ha— Tk, BEEEEH %G, PML-RARA 5B I TEHEMPRHIND Z L%
M+ 0, £lo, TNEEFE L LT, WHIRLZ, ED LI time point T prospective [ il il I 2 £%
L., RQPCRIZEIZCLDTEEZITV, BEOFTHR LEOMBAZFARLZ A2 HME LTWD, PML-RARA
ug RNA 720 0 a B —HOWBICHET 2R ERITMHA I TV RVWEB L, A0 r ha—L
(2 & % prospective R RFNRMLELEZ BN D,

8.2.2. PML-RARA Bl & 1B AR -85 54 O FEMT X 52 & ot (R DB B Rg ]
%5213 JALSG APL212 {RIEMFZEIZ 2N 5 42 APL JERI CTH 0 | BRI I L FIZR L2 7 R A
Y NMI A, R ETIIEREPEDNREICHEITT 2, A4 2 b 1,2,8 13, MIERGFFELH D720 SRL
’ﬁmL.MMG@E%@%%%ﬁm#éﬁ WAL 3TICBE L TR, PREGEISHN TTT 9 2 & 23 ATRE
Th ok MEHEMENFEETHDHER T, —CEOEHEZ L, BiE LR Tk, RREIGN
DiEIM#RE BB FREE L TRHT 5,

RA b1 1BHEEBIART (PML-RARA @A B D AT )V —=7)
KAV b2 HUEDFREK TR

RA VB3 HMERPRIE 2 2 — A TR (HERHRIEBRLE DO 6 o A1)

RA Vb4 HERPRIE 4 2 — A TR (HERRRIEBRLE D O 1 F4%)

WAV NS HERRIE 8 o — AR TR (HEFFRIE R — A0 2 K TR
WA M6 MEFHRIER TR (BIEHIH) 1 1%

WA BT HMERRRIER TR (BIEHIH) 2 1%
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KAV 8 FHIEHE

8.2.3. BREL L 72 R D5 ik
FLT3/ITD 22 EAm5k & 121kt LT,

8.2.4. PML-RARA B &85 FEs G OWE J71E (PML-RARA EEIE B GMEOEE. HEWWIZEMIER 25800)

APL212 TiX PML-RARA (2 & 5 MRD D€ 1% . RQ-PCR % AW TIT 9, 77 A ~—IZ.short, long .

medium size ® 3 fE 5 HZHNCTEMT 5 (REH LD SRL ORIER), PML-RARA TE & H BNt DY
A PML-RARA TEMETHH ZBMFEM L, KE)SZ — AN X 2R 2 RET 5,

SRL ® RQ-PCR #ETiE, pug RNA 720 OF A7 mRNA 2 =% L LT, 5x10"/ug RNA A — & —/3
HIERRF & S D, ZUE APLIT ORIE L~V & B H U . APL204 & [FERTH D, APL212 T,
BHETOF AT mRNA TEMRAEICBV T, 1x10> 2 B —/ugRNA O % BE & 14 5,

WERTIX, PML-RARA WHMEAIIME NB4 2 W= A REBR T, 10* % 7% FHW7ZpgRNA H72 0
DF A7 mRNA 2 E—%%% RQ-PCR (2T 1x10° 4 —4—T&H Y, nested RT-PCR THHMETHH Z L3
MRINTWD, BHifFMiatksE & MENO B IFEHRTO 1 MladH72 0 O F 27 mRNA FEBLE [F%
ERE L, & 512 APLYT TOBM/MEMED v b4 7 T4 v L OBAMEZEZET S L. 50 2 B —/ugRNA F
TEERENAHE’2 RQ-PCRIETH V| 1x102 2 B —/ugRNA OfiZBfEL LTt E2 65,

8.2.5. PML-RARA @& BARFEEMMAE L 7' b 2 — iR RIZ OV T

1) 2RO AT ) —=2 FHERIZIB W T, PML-RARADNENEF]IX, MRDOIBIRNZ L5 7 v k22— L OFFH
DRETHY, KRBEOXG L L,

2) HMEFPFEWIFI T O 3 [11D MRD BAICHEV T, WFRADKR AT 1x10* 2 ' —/ugRNA Ll k& 2o 7255
B1DABICHEREIT ), BRTH 1x102 2 B —/ugRNA UL EOBHE, 1AM FNERET D, 20
%4 1 BIHIC MRD [GPERHER S 2 R 2 0 F/EMFEIE R L35, MR35+ EYTFaE
VMR INTIFR T, K7 v ka3 —)LOipii 4 ik (primary endpoint) & L, & D& ORI LA Hi sz O
HEric L 5,

3) BEHIMF O 2 [FlO MRD REICENT, WTFNADOKT 1x10? 2 B —/pgRNA L EE 252541
DHBICHBREITS, BRTH 1x10*> 2 ¥ —/ugRNA DL EDOSEE, S EMFENEEETD, Z0%A
1 B HIZ MRD BitE BB S B 20 AR A &7 5, MRS L0V AR FER RN
MRINTRENEZBREE LTHRE L, TOBROIREIIBEEROHIKNZ L D, 72720, BEIIHT 5,

8.2.6. PML-RARA fh & B+ H G DORIE 2B D 5 ]
TRBOECARE TH D2, FMITEE B L OMRIZITFEAEE T, JALSG NAaHT D,

8.3. FLT3/ITD % %57
8.3.1. HIWY
FLT3 2 A EAF oy o F—P T, £< O AML OMEFEICEKE L TW5, FLT3 BiaFERD
—OlZ, BIREBEERO N EEL TRV KIS BB AR (FLT3/ITD) b Y. AML TIIHI2H
R B EREFS & OV MR MR O HEN & A EICHBIT 5 7). APL TIEKI 30%IC Z OERNRBO LD
72, FLT3/ITD AR %38 %5 APL Tid, APL Mt OHEMCAR 7 4 7'V ) — 7V IIERE O S D618 %
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WEREINTEY, TRARRTFO—D2EEZEXx b5, LML, FLT3ITD ZRD&H 5H APL O T4 IZH
L TR EICIE 2R ST 67, fmlidfEonh Ty, KRBRIZE Y, FLT3/ITD %585
% APL HEIZE VT, ATRA, ATO. GO 72 ¥ D APL ERAEAI OA FMENZEH ShhiE, Z D45 Fi%
RN T DIEEZMHEL L TS ETEEND D, 7, SRRV SN I ERFLTI 720 E L
TZBERNC X DIREIEE A AN T BERRB O ERICHE L TEERBEMEI L 25,

8.3.2. FLT3/ITD Z S 56 O % 5 & f K 0 £ B e 34
5421 % JALSG APL212 1BEMIZEIZS Nt 54 APL SERITH Y . BEREREEEHIILL T 2 RA v M T
&H 5D, PML-RARA PML-RARA it &8s T2 5 W) DA L 1T HHE ORI 25,

KAV 1 IREBRIART (PML-RARA S BIGFD AT ) —= 7 L [6FH)
KA N2 FIEE

8.3.3. BREL L 72 R D25 ik
PML-RARA &AL FER B OfiENT & HICH%R L=,

8.3.4. FLT3/ITD % ¥4 58 O 7E 5 1%

FLT3/ITD ## 1L, SRL IZBWWTIThiv, # B 731 FAHRASt LV H#EI T2 [TaKaRa PCR
FLT3/ITD Mutation Detection Set] (lfh=— K : 6632) % H\\E{K DNA % HitE#%, 74 o — A7 LVES
KENZ KV figtr &, Btk y MCIRfT S EF 2y be—r 2 WG aicmiti g 329 bp £
DEWIHA XD R ESNT5HEIC FLT3/ITD Z8H ) L HIET 5,

8.3.5. FLT3/ITD Z ¥4 58 DM EIZ B 5 E H
RIS E Th DA, EHITEER L OWEH IR AT, JALSG NEaHET 5,

8.4, BMDOAT, MIKOERE & %641 )71k (PML-RARA b A & s 5549 & FLT3/ITD 2 Bi5R)
8.4.1. M DANF
1) MEFREERTE T, FEFHERLY SRL 2l L CHEETFRED - DO AR & AR H B e % fid
T %,
2) FMiER Tl EAE CRILE 2 YN RE T2 2 & (REY R RS2 L Y RNA - DNA OfhH 23 K #
LY BARTFRENT O ERA AN FRE & R DERMENH D),
SRL B R AR (BRIFHEA) : 20CI%E L, BRI HET 5,
BRI ORI TERWGA
R FHER IS (EDTA-2Na IfiLig 7.0mL ) : SEIERTE,
3) BMARET HEAICILSRL, TEXARWEAIIMEFEHICHEEZRY . LEREMAT D,

8.4.2. MRIARDLRIN
D) {GEATERER (A% 1 ml DL E) ZEOHME 2 i (% 0.5ml 3°2) ITERIL, ECNITm R E
4C) ¥ 25,
2) IBIERIEBEIR (KT A % v 77 EOMBE TEHEMKED RN TE 20WGEITIIRNIN) % PML-RARA &

47



FLT3/ITD % ZnE ROk E LT (Fi& X RNA, %EIZIDNA THY Ay Y RBIETH D), %
GO A G SN BE T REE T EZTEA L, EHBEE & HiC, SRL ICHRIHT 5,
3) KA Xy T EOBBTERIKOEIN TEXR2WIEEICIE, KM TORAES A &350, FEKEEG
DS0%LL EHDHZ ENEE LU,
KM Z #2568 IR E I O EOHME (EDTA-2Na MK 7.0mL H) IZHIT 5,
KA A MEREC IS Ul e BEARS (FR) 28 - 2T 5,
10,000 /ul LA E : 2 K (% 7Tml §°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 3o, HFF 28 ml)
4) BRMEITIT, BALEREICT 272012, Bl rRESESOAHETLAL, BEF4L, BEID REEXTA
LBRWVWE I ICHEET 5,
5) ek CHittt L7z RNA, DNA 8 X OB R FMAE O HIZFE O 220,

8.4.3. BRI L 7o iR D &4 J7 1k
wEnmmasn-gng s Jocrisng, ERAERER S LIcR R BA LB, AR
ey o 1= axmeo I 6 5. aRBaan. HE D BIEE TR,
PRI AR e O E B Ic BT 2 BE2R T Th ook —rs b e+ s,

8.4.4. it onEk o

Dl < RS AT R T S HU7o. RNA, DNA OBERBIKIL JALSG BIKRAFE v & —~35h
Ihd,

2) PML-RAR 7€ & PLT3/ITD MAEFEHIZ DWW TIL, SRL LV Hkglis, MEEERICELICHE SIS,

3) PML-RARA WML OFERITMFRFFH RO A HmE I, EFIN LD, MRERIIT -2 2 -t
Bahd,

4) PML-RARA TEBMARE R & FLT3/ITD 28 SLAEAT s RIIB Mk IC WS Sh, Blisx OHYE L0 8512
BExbihd,

5) M P ZE B RARB LOCEFRERF ONTIEFICENT, 7 LT, =7 Y — LRITHFIZED
APL 3 USEWERE 72 & OIRE B A OHE O FAE K O BREE IR T 2 BIs 2% L BB Z2HORER
FONBHE G BR T 2 BB TR LB ET2MOREL B L LB (BIRGEHIEE O
9) 10) ITR%HET2) 2 FEMT 2,

8.5. APL /MMUIEMEREZ & OB EE A OHE O RIE L OV EREE, & L TIREMRISEIC BRI 2815 7 B &
BIEFZMORE
BEFRA (RR) OFBRK S EFME L Sz DNA, RNA ZfH LT, APL ICBb 5
BB IREZIT) TETHY, KR —F 2o —2HNCTERY ) L, BT DY —7
TUA, ATF =AM, BB VAT A b BT, 2y hr— Ll UTITHIE O RIERL T%ICHR N
SN EFMEOKERRELZENT S, APL212 5O F TIT, Miskis L OMEANDRIBENLETH
5o ABEBIMHEITHESCEEMAL LTSN TE2RTH APL212 AN EIZIZIS A TE D,
8.5.1.HHY
APL (I AML OF TIIIH TR BB TH DM, B 2EEEEOM ERAMLETHY | AR

48



v

DETE SN TWD, BUEETO L ZA, APL OIBRUSHEIC BRI 2 BIa FA R, B T2MMTH 50
TIE7eW, FElZ, ATRA, ATO., GO & 3 fEf O APL BIRHYHEAZ i FH 9~ 5 ARRERIZ I TR UG

LB D0 %Hﬂ‘%%*ﬁanﬂ“é ENTA B DIIREEISHEZ DO T2 DIZAH TH %, 72 & 213 APL 73 {LIEfE
FEICIE SN D APL (2T 2 BRI EEA E A O G IHED BARTFIZ R ITHHASA TEL T, K
AR T 5 ATRA, ATO, GO 72 & APL BIRAJEFNER 5 & OHED 77 R 2 8 s A 58
BT ZHOBLENORETT 5 2 LY APL OfERHEIR 2L+ 2 ETHETH 5, AR TIE, APL
BRI FEAN BT 2 A BHE O FEIE S OVEIEE 72 b NTIRIR SUSEICBIR 2 Bin R L B+ 20
AR =7 2= N T ) 2B DWIET T Y — AT L > THLNCT 52 &2 AR E T
D

8.5.2 fiH = D Haik
a) APL iz
WIZhe &L BEROEMIK (FT7A4 57y 7ETHEMEROANETH - 25613 RM M) T PML-RARA &
FLT3/ITD {ll 7E & DIk AR ik
b) IE A
H[E DL PML-RARA FEVET®H » T2 EREFER]
B ORI 14 mL (DNA i & RNA FiZhEh Tml, A2 A)
HI[E PR ES PML-RARA D3 W5t T oo o T2 IERLARIE B
BUREIEHIE (A A U 78I T2 K) : DNA H
Z Ot 0> I iR 5]
BUREIEHIE (A A U 78I T2 K) : DNA H

8.5.3 IEFMEIR DT DEM D ANF
1) fEd sk TR IEEER & o raat e i 2@ U oo EE o R R A
BRI A U 7, AU T RERE R a2 AT 5,
a) ARAYIM AR © SBIRRETE,
b) BRI A U 7 iR, WBEIRE A RO 7= O FERTE THRE LRV,
¢) AU TIREWRE Bam 0 BRI
2) Al ClIfHERTE CRILE ZBEUICRET 52 & (REYIZ2REICE D RNA - DNA Ol 23
WEL 720, Bl TMITOERBD AL RDHERENRH D),
3) BMARET DHAITITA MY D SRL AT ;u&%ﬂw) VB EMAT D, MY o
B 7o ORI A BT SRL O ASK BERFZEHR 24 32 ik 4 L %,

8.5.4. IEH MR IR DERER
T by — MRS D R ERSE, TRICHEWREZ SR 2,
ik e R 2.
TR E TR TIL, BT 2RENER DD THEET 5,

5% Jt e 240 R R 4] BRI A

Hi[E DR ER PML-RARA [alt [ & PR 1L KR4I 14 mL : £210% 2 K (% 7 mL)
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Hi[E DR ER PML-RARA Btk Gl HPEREE A T 7 2 K

EFELS DI LR M E O 2 v E g el | DERIRA T 7 2 K

1) AR R 1.
@ Hi[E P IE T PML-RARA B G B R T B G EM A FEME(L (100 copy Ail) L7 BAFRHIZ I\ THAH
i 14ml ZFEEORIME 2 A (% TmL ) ITEHRIRT 5,
@ HAMAIEIC APL212 BRI IO G s n - lETraEE s A L, ke L bic [+
5, BELHBEOTEEFEHELSFY, HEF = v 7 OUBETLAFHABERMIC bR AT D,

2) AlERREA D 7

DAPL212 |Z TH[E & WEVE% PML-RARA Bl &8s TS REW S 2B L (100 copy Adii) L 722V MER],
Z LS TEMEDG DAV WEF] T AR 2 ED A Y 7 8@ IS CTHRIT 5 (2 O
FEESH A DB 55 M) .

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

@AVT DT T Vs CHREZ 10 MIRREEY | ORI 2 3T 5,

DATT DT T 0w HERHBEEICHAL, AU T OIS S 2 LiATe L 77 VEmNIET
NDHDTT TS DHEWEE AL, FHx L TRIET 2,

O RALD AV TEHREERWTELAOERID 2 RIERIRELT ),

©®©AVT DT T UESIIMATEIC R ZWEE AT S Z &,

@ HARZEIZ APL212 BB GRIFICA 5 SN BETREEFZTLAL, ATUTOT T URHEASI
TREE 2R (AU 72 [M5E1T5) & & B SRL T 5, MEGRHOFEEFEHESFY , HA
Ty 7 RNBERAFHEZREEHTICONRFTAT S,

3) BRiAHE I O 18
OFME R L OAT THRHABEE T BEALERECT D00 BETREESOLEZTAL,
BEL, BEID R EZLEALLVWE I ICHERT D,
@iy o LT CRR R AR ST, THEA 18, AR b 2Rk w7 IR
DA RERFFEH 4 A 2 R B

8.5.5. &inTfFHT
D S B, KRS MBI & DNA 35 L O'RNA 2 L, BEEED . 85T
RAEE T Z UL JALSG iR fre v =27 7 ANT —F L L bICEMNT D, 77 AV T —XIC
IRTEICIN A, BEEARE (B RE. RIS, BRI & Eh D,
2) JALSG MR RfFE v —inh | TRUCRHEHT 285 70T & Fhe 3 2 e ic, KL 5B
ik (DNA %7213 RNA) #VLEEXMNT 5,
3) & RS AT
a. PI2HE, FRIFD APL #IiE DNA 205 A /L2 TruSeq =7 YV — AfEx v NS 2 H\W =7 v v
PRI 2 AR IEME L. Z 7% Illumina £t GenomeAnalyzerllx 55 % W TR EZ1T 9 Z & T,
APL MiflicB I 22T 7 Y SR Z T 5, EFEME (EAREHRM L E 2IZnEA D7)
DNA % SNP 22> hr— L& LTHWA Z L2 LY, APL Mlafr R BEFEROREZIT I,
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b. WLHE L BRIEEOMKEZILE TS Z LIk APL OERCMMEICERT 2 8+ 2RO RE 21T
Do
c. APL Mifiads X OVIEH Mifid DNA O 7 ) U IERLFI M IR SOG M, APL /3L AEBERE, (O RERS
FL PR S OE RIS & APL 1BREICEE S 5 A EERORIEICHERT 2 BB
EREEBFEROFEERTT 5,
4) 24 ) DR YR
FROTCHRE T2BEBETERS L WVITBE TR ARO Lo T fER], 2 72 BRI %
LTIER], B EDIREERANCER T 2 EFLE 2R LIER 72 £ T, APL MlER L OUE &ML h 3k
DNA O2% /) AIEBRCFIFENT 21T\ BRRIFBICBER T 2 BIR T A R0 TR B O 21T 9 .
I OHTICIB W TREE S 2B FE RS FR IOV TIE, RREFNTHER U T 217
Do

8.5.6 MEART-RHT S i T i % B

TN, Y — MEITIE, BB D NSRS AR BRI HEE 7 0 2 = 7 b A T — A

ECiThbh .,

1) IR & ST
IRNIREONCAaa oyt =~ 00 |

2) WA ARG HEE 7 0 ¥ = 7 N S - — 1 & T
msrirEasE NE b s T RERE Y 72— | R
PPN ML AN i 00 00
FTONET R R SN A 0 |
wuwEEAnAES 7 22— IR
VNN R O R Y ik

8.6. fTREMIZE DB s+ fEMT
FEMZELIAMCAT O A ARERFZE & LTI T A HFZEICEE L CiE,. JALSG EEZE S DK
55,

p={111%
¥

9. BEREHIEL & Z DIRHL
9.1. BEEHIEKL

222 il

9.2. BRERIEBIEL O FX EARYL
K[ Intergroup study C9710 T H1[E D IRIEIC T ATO i FIEE D 3 4E EFS 7% 80%, PETHEMA LPA99 T
1% 3 4 EFS 7 85.3%. Europe APL200 TlL 3 4 EFS 86% CTd 5, APL97 O 3 4, 54EEFS IZENZ
73.5%. 68% Cd->7-7, APL212 TIIEH DR/ %5 APL IZFERMED E WA TH H ATO . GO &
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3. ZOMOBHER « ko X5 REWERABENZHEITE, ERIDE C THEIIRLEZIT D,
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1) Mg - GHEARB) S, 7%, (1 %R0 Wi, %k, Wik,

2) Boi§ : (BEEARBA) T, PG, (1~ 5 %K% FOFREE *BOFf [* B8z Foi Ty, ERPBED b5
BT, BESUIARIE L, @I B AT SAHRIEORE) 2B 21T ], 595, ALBE, MEREE. BER. (1 %A)
N AW, EGRR, KGE O, W5, BME. HREREM - ARIELEE - B8 kO BOFFEE (Sweet JEGERE) |
B E AL BE,

3) R - (5%LL L) RIEELERE (5.3%) B8z HoI2i70, IERPBED SNGEITE, BESUIKRE L, @B RERVE S
SFIS DR EI IR ILE 21T 5 ], (1-5%A0E) AWK (77 2 ANk, BBEONEREET) . (1%AR0) KB, 0k
b TSR

4) JBERH: % E) MV ZVEY FEFR (140%). (1-5%FK0) walvxra—v B, (1%EH) p— Y REA LS,

5) FFlE : 5%LLE) ALT E&H (9.2%). AST L& (9.0%). LDH L& (5.6%). ALP L5 (5.4%),

6) KSR fhE R - GBEEERID) BEAEIR, WRREE, BEREFEE, (1-5%A0) SR, (%K) EENETE (OIEER « Bim 3L,
SEYE. RO, WEM, BIREE). B, RE. RK. REEERE,

7) VHAbER - HEARH]) R, DPAIE, A, BER, (1-5%KR0) W, B, (%A SRR, TH. I8,

8) B - WA : (BEARD) fEtcim, gk, (1-5%A0) AR, (%A . BEE. &m (FEsm. HR. B,
B, BIERE. WA BN ZHE IR, WO EREICEKT D L0 RRT 5],

9) MR (BEARH) B, (1%AH) BOnrd,

10) B (1-5%AK05) BUNEF. (%Kil 7 L7 F=r kH,

11) BRERE « (1-5%A0) K LA, (1%AK0) NaftF, CHE T, & Ca ME,

12) ZOfh 0 (5%Lh L) FE (5.8%) . (HEEARB]) BXE, 7K, KELE), 25K, REIR, BEE (1-5%K0H) 7V
TR, (1%AN) f/ARES, REA, JRICHE, FIE, i,

< EoEE>
(&%)
1. AANCIEFHER S 5 O T, R UIER L TV D IR0 2IF AT ES Ly, £z, HIRT 2 RSO H i8IS
HRELRWZ LEFAIET208, RUE/BTRET 25 TEMN LOTXEE#TT 5,
2. KFNI VT ) A VEMEGEISORIERNRZ 22 L0 50T, BRI H0LE T& 2 B sk & OB FRIEIC 53 7 ik
BRAROEMO b & T ARFDEY &S B IEFIICOWTORMERT 5,

ka

(=)

L ddw SRR L T 2 ATREVE D & 2t A

2. ARHN ORI 3 LEBOE OBEEE D B % Bk

3.MEEDOH 2 EFE HEMLEw (=L FF—F) T, BEERNEEZEC T2 LAREIATHS],
4. BEEOHLEE [EERBEEZEZITBNEH D],

5. B I VARFBRETOEE [BF I ABRYE LU L ZEERER 28 238 H 5 ],

6. X IVARRIEDREE [BF I ABRIENHEET /N1 H D],

~.[

(RRIEER)

JEIRT % AIREME D & % i N

(HEHSG)
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1. 25 LA T 0B,

2. BERFHOBE . EHOBE, TAa—LhREORE, IFERHEFEERE&E N 7)) FIVERR?H 2 8F [FER
MREZEZTRARD D],

3. miE,

(EEREANEE)

1. AERTE BEERME B MR DM E R L 72,

2. RFNIHE AN H 0 BHWER OFBBE R GO T, HH EOEBEEZEST L, BE TEN bV E 580 25 12 BIVEA
WZOWTELSHHA L ETHAT 5,

3R T D AR D B DM A~OERICE L T, FROEEERREOBAMELEZERE L2 LT, BEICEEFEFHIIOVWTX
<M LHEfE SE721%, AT 5,

1) RANAIETF IR 5 DT, SRS 2 FIREMED & D N THIZ D 2 REBFER R VWEERBE IR 2/ TRE T
LT, BEBAIO R e 1 A AN, HEPROESHILED 2 E S 1 VAMITLTRIESE 5,

2) MEIRT D RO H DI A ~OFEAICEE L T, AROREGITROIEF ZEREAMMO 2 AT 3 BHEE TR LRV,

3) WEHRT D FTREMED & DI A~ DR ICEE L Tid, AFI O 551 ianl 2 BE LN OIEIRIEE S R TH 5 L OfE R % R
2,

4) RS D ATREME D H DI A~DOEIZEE L T, AR OKRLGFIX 1 I ABITEMOERKAEZ Ef 725 2 L BEE LV,

CFEEN MR R, MOKETEE . WIRIE. RVEMEMIZ . MBI, ORI, B IE, (ROE, RS, BREK OIS AL
FILoTHEBAOTONDI VT /A VIBEGRPEE L, EEREREZZEL22ERH L0 T, +oRRBBELITV., 20
FORIERDPBN T H AT, ARk L, BIBREARNE CHO - V ZFEF OB 2L EEZTT S,

LR O TIEER R ORTEBEER ] ORI 1,000/u]l 2B 2 2 HA 21T, LFEEIC LY [IEERR ORITEBEER) OF1% 1,000/ul LT

LT b ARRERET 5,

EEAMBRMSELE -T2 L8 hH 20T, KAEAMERER 30,000/ul %82 72 HA1E, BEUIKRET 5.

7. APERTE BEERME B OFF T 2 B RE L AT N EEEDE BERE (DIC) Ti. ARVATEMETLAHE 2 £ O Boedn 0 il ORX S, i e ol
) RS TRY, AFESTICZ 0L RSB SAICIE, MM Z &, Wl 2@ 2 08 %
179,

8. M MU Z VY FMEDBRE~OEGEIIBERHEEDLRERENOT, @Y7V EY RIEREOH 5 BEF T -
V7UtEY ROREZITI,

9. FEUEEY (= hLFF—1) THEEZEZI T LAREINTVLIOT, IFEEREL R G, REREL1 I ABKOE
Hx3 7 ABIATWHRER R DN HEITE IR G2 1T 5,

10. HEULEY (= hvFF— 1) ORMBEEZZ T2 8E CREELOEREHAEAZEZZ T LoWERH LD T, KHIFEH
(BRI - BROER D BN -GS IS EIREICERE T 5 LR T 5, . ARORMREGICEL T, EHN
7z (B HEORARCEIEE) | XHHA, ALP, Ca, P, Mg FOMKAE(FHRELITO ZENEE LY, 2B, BO
REMKT L TR 25 UL FOBFIZIE, B ORISR EHRMEL ER2 Ll SN2 E IO EEE + 070
No (EMIRZ X Bk, ALP, Ca, P, Mg FOEKRAMTFHIME) HEICRE TS,

1. ARAl% 16 BREE U TRMICERE L 2WGEEITE, £55F1ET 5,

~

i

)

(FHE1EH)
LSRR B2 I VARE (Faad A% (B4 I ABRYE LB LERERERZE ZT-/AAH D (RAITE S I~
ADEERBM TH D) 1,

73



2. PFAIER -

) 7= U722 b VOMPREN LR L7 == M COEABEBT L8003 H 5 EEEEH (= FLFF—])
T7xz= by EDOPFHICEY, 7= b VOBEAMAREZRT IR E0HERH D) ],

2) FUBRAAD (b7 XFHA%), 77 uF=BE R E 2 b R E O Uz BE ClkE % %8 LERARERZ 72
EoltbOWERHLOT, PTAICEL TIEEICAT) (KAREGIZED, BERBERONT VARERT 20 LEX
LT3,

3) TY—ARHEEE (Frary— A vTary = R atby—1%E) [KEOEREZHERT 2801355 (KA
DRHWERTHLIFF b7 17— L P-450 BILE S, AR OMAPREROCAUC B EAT2ARERH D) ],

(ElhE ~05)
BEE CIIMET AT I VRO L TND 2 RS 0nED, HRICEE L TEYMMICmET V7 I U REZITVEEICKE T
5 [RFNTMIEEA & OFESHERRN D, MET7 LT I URED LTV 5 & EBEOEM M RE NG R BNRD 5],

(hfhm - PEIR « AL IWFE~DEE)
I B FERTRABIERARRE S TWDOT, M XUTEIR L TV 2RO H 2 i AT E L7,
1) 7y T, IR EEEE, RIFEHRER QmgkgHLLE) 8. w7 AT, BIFNIEET (0.7mgkg HEL L) | a8
(mg/kg/B LA L) . IRFAMIHAE, TRFIR R, Iafr B &R, IBEERE RrhiE g ReE RORFRERES) ov s
v A BFFERMETE (mg/kg/H) 23, VX T, AFER, AT~V =7 InfrlEsRer, Birmgika Ci (6mgke/
H) RARESNLTWD,
2) W= AYPNT, P T (MEDE, Smgke/ AL ETHEMBEMN) 23, £, MIEAAEXRE, BIF FHEERA S, Biros
HEORFEERE Y (10mgkg/ H) ., RFEHEER (5-10mgkg/H) 2HES TN D,
2. MIRT AAREM O H A AT G LA2NZ L2 RAIE 7508, RUEHBTRET 256 I0ITIRE EOF RN ERIE L EF
D LW SN DGR DR ET D,
3. BAICHEET 2HE I EA LT S5 [HbEY (= FvFF— ) OoBWER (7 v ) T, AP ~OBITHRRE
INTW3I,

(RE LOEE)

B, WIRTERE,

20.12. 4 B~ A U 1E (Plizer B3 VRAHSCE L 0 Hike)

<K 4 >
WA Z ey A Sme/i

<Mt/ HE> RIXFELOTHTHD)
134 7 v 5mg (i) 12 5ml @ BJREES A2 M2 BET 5,
I CELTIA ANV URBRE S LT 12mg (O /of (KRG % 1 H LB 3 AFEASERNZET 2, B RisRe
BT ETHRIEL, BEEHYIRT,

<%hue,/ hE>
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APEERETE AR (R E BEE B R O Btk 2 E L),

<EIEM>
FRASEGIE 1,417 il BIPER 28 BUEAE 1,311 B (92.5%) To Y . BHEMFEBRMEEIILE R 9,557 Th o7z, ZDER L DI,
TERLER DD 948 1 (66.9%) . ML/IMRISA 942 4 (66.5%) . FIIMLERIAIE 936 1 (66.1%) FD-FHEMHI, KT 866 (61.1%) . FEl» -
MEH: 596 {4 (42.1%) . BACRIE 591 #F (41.7%) . #1324 {4 (22.9%) . NNZ 318 (2.4%) FEDOHAIER, FE 692 1 (48.8%)
KOWE 478 1 (33.7%) HTh oo (RIBFEE TOFE K O IR O H A O HER .

1. ER7Z2EIE M

1) LFREE (3.88%) : LIRS, IZOARREREND Z ERHHOT, BELHHIITV., BRENIRD bNZGEITIE, IR
XI®EERIET D (Flfho 7 v T34 7 U RIEANC K 5 aEREL#EE 2B T 2 AN X 50RO b 5 EFIC RS
THHETHERET D).

2) BRI EEAR) - LBk (52.8%) . M/ (66.5%) . BERIERED (66.9%) . &1 (63.5%) . HifER (24.6%)
REND DT, HENCRMMEOBREZITV., BEORELH2ICBIET 2, . GERERHME ORI LY . EERE
Qi (BUAE, Mik5s) SLEER MM (MHm, HEHnE) 200, ECLEfRRESL TV,

3) ANK (22.4%) : EERNNRRIBIHT LI ERH D,

4y vavy (141%) : va vy 7 RBENL 2 ERHLHDT, BEE STV, BEPRDONGEIETERSEHIE L, #Y)

5) BEBET By JEORENR (240%) : TREET 0y 7 EORERPBEND Z LR HLDOT, BEL 7TV, BEN
BOOLNIGEEICIERG I L, BWYRLEEZTI,

2. FOMOREIER

1) Ol (1-20%A0) AR, OEREE. (%R DK,

2) LR © (20%Lh 1) AACRER, B - WM, T, (1%ARM) BEEARE, W, DRENER, REk, B, BEERH)
e, LB S, (LR i,

3) EBUE ;- (1-20%A0%) ALBE, J82. (HEHERP) 2 5. HE,

4) BifE - Q0%LL L) BiE. (HEEARE) REGRILE. BB Y 2 -V BR,

5) JFME 0 (1-20%A0) AP (AST L&+ ALT L&, eV ey bR ALP ER%) [BlEL2 o070, RERRED LN
TS AT H G2 P I 57 bR A E 217 5 1,

6) ik : (1-20%K0) BhEE (BUN LR, 7v7F=rv 7%,

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

8) TEMFERAL « (1-20%ANE) MER. (1%AH) &Rk, (BEARR) M,

9) Tl (20%Lh 1) FEER, (1-20%A0%5) e, M EiE, (1%A0) S MHRE. (BERR) Bk, 12Ty,

< EoEE>
(&%)
1 AFIORGIT, BARHC %G T & 5 ERMERE ISRV C AL ORBIC 07 mik & RREZFFOEMO b & TT 9,
2. KEIOFERIZ DT> TiE, BEXITOFFEICHENER EmEEL +o@ L, MEEZ/THLEESEZMET 5,
3. AANTROEREMEIER 26T 28ATHY , AANCHE LB DNIRTHPRD LN TWD, KAlZ#EE LIzT_T
DBFITROVEBIHI A E Z 0 . ZORKRBAERIYE (BULAE, MA%) RKOBamiotm (M, MbEHn%) F45 %
BZFZenHDDT, WRICHOEHREET D,
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1) AR O GHIZRD SN L5 EHIMEITEENORMICEH T2 bH 20T, BYETHHROEMM AR IO TR +4 72
KR AL Do
2) EERBYIEE ADFL TV D EBEICITERE LR,
3) AAF GRS & 2 B REIH ST M OFEHNC & 2 BREMEZE 2 LT 2 8F Tl IR LOFREREREE I
Mm% &M S & EDIMNIEE LR,
4) BeGBAAAHRIT, BENCMIRRE 21T 9 2 CEEOREZEERBE L, BERBMEIEERHNE 25 2R Lz
BERGERIEL, RERLEETO,
4. KFNTOHEEEREZHT 5720, MEICBFZBINL, AFOERE 2 #EY) LHE S DEFICOHREE L, WEOBHEICIE
BehH L7,
1) AANZOMHEEEMEZET 2720, MEICEF 2RI, AHORG1#EY) LAl S ERIC O R G L, DR X
IZ OB O H 5 BT EE L,
2) AANTOFHEEEMEE T 5720, MEICBEZRRL, AFOREDED &AW SN LEBICOLKE L, thoT > ~T
YA 7V RFEFHNC L DANEHES R &S, LEEE AT 28I L RN RAE (GRS Y /v ey s TliEkks
B 25 mg/kg, HBTEALE VY TIRRESERT v N T4 7 U URIERIRIEHEFI T 900 mg/m? %) I[TEL TWDHEBE
3G Lz,
5. AKNZ kL EERIBEUE OB O & 5 BEITITES Lz,
B, REOHERZHZ> T, IR CEEZRGOZ L,

ks

(F£2)

CDHERERE T T MR OH 2 BE [OHEENEND Z N8B D],

2. AFNK LEERBBUEOBEERED b % B,

3. HERBMELZ AN L TV BE RMENHELBEMMNERDIZLERDH D],

4 MDT N THA Y CRIEANC K DENRENRA RS, DEEEE T 2EAC L DR PRAE RS Y e T
TR G EARENS Y 25 mgkg, BT UL LU TIEREGEERT Vb T4 7 U URERIRIGREI THRREEL Y 900
mg/m?%) ([ZELTWHEE [LHRENERINLIBNRH D],

5. HEREEOH 5 EE [(AAOMF N OWENBIET S L ORERH D],

6. EERBEEOHLBE [AFOMFEDOHEENELET D LORENRD L],

~.[

Ju—

(EERE)

1. BREMH OB D BE,

2. BPEZ AL TV EE [BRMEZ = o — AL L ThbERET 5],

3. FEEFEOH D EE [RADOMFND DHEEBELET S E0RERD D],

4. BEEOHHBHE [RAOMFNDOERPELEST D & OBRENRD 5],

5. mikE,

6. KEBE [BMmBIEENINDLZLERH D],

T AMDT U NTHA 7Y RERN K DANRRBEELEEE AT 2 EAC L DNEREDOH 2B,

8. /N,

(EBEREANER)
L A OROEBEIIHNIC LY . AMEREAME T R OSREREMME T L, HEGSRIEIC 22 0T, BYETFH & L TERIREBIDVIR
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BT (=, MSEEES) CREEITIRETARRE#L D,

2. BYSE DN FEBUIRISETE L, MM ERDZERHHOT, EREREMEX G L QO BF TG Ly, £/, K
HIH G- R HTTERR I & 2B B ST O FEHNC KX 5B BinH 2 8 2 LT 5 BE T, IR Lo AR fapits ERE S &
I S5 & ELSMIE LG L,

3. MBI A BB U H MBI EE L, Bl RD 2 ERH DO T, RAIERGRHCHTERIC X 28 M H Ut o KA L 5
BRI AEZ LTV A RETIE, IR LB SN GHRIEE LR LHE &b & S USMIRE LR,

4. BeEBAZRIE, BHEICMRREZIT O R EEFOREBLZEEERCBE L, EERERE WULfE, M%) JUIEER i (K
i, WHEHNE) 25 &R LEGEIE. B5E2PIET5 (Fio, LBEIDS U THEA O8R5 3, MR i . % @ 8 72
WEZIT ),

5. RN OEE OMFICE L Tid, KMMEEEHORELITO R EREOREL+SBLE L, DR EAERZIM L. B,
IREE, b E@E 22t G A L D, EANREMICHE S L EMMmEAR SN, BERICHEB T2 RH 50 THREITEE
(24T 9,

6. ENOEKRBRICI W TONAEN 134 flHF 57 FHIRBLL, &EA (grade 3,4) ORNKROFBUT 11 FlIcA B, 16 H R L
TBIRED BT, BT, QMRELOCRERKRTORDEERONERREIICDIZL 2 ERH 50T, AENREIREC
L AHEIOEWIZ LY OENETFRICE S, DONROFEKOEAEZBHET 5, SERONRICE D RFERPRERG ST
B G- % QWY 2 B 21T,

7. DFEEFEOREERBEMNPEZ S 203 H 20T, WEMKRA (OHERERE. ITHE - BRERES) 21752L, BF
ORIEE TR L, REDRD NG EITIE, 2R L AMEM 23 L, B, R3E, T IkBFEOmY 2 0@ 2175, £z,

AP RHIEICh 2 ERIEAN RSB, BEHICHER T2 L03H50 T, HHITHEEIZITO,

8. 7V FIH A7 V) U REATE—RICEEEOLFEEREERTL0T, BRERICERELTRET S, HL, ZThETOER
HBRICEWT, ARORE G &E L DHEERAOMICEOEMABED N THRNTZD, KO GRAEZRAMICHET S
ZLIFTERY, Bk, SERMNIETIERDO L) ICRHRBE ATV D,

1) EHREE OBmgm? 2 &5 LI BE T, DERICEERE IR SN2 hol [4F Y 2],
2) AFl OB EEIT, 20mgm? ZBX TERbR Wy (o7 v FI79 427 U RERNC L DETEROS 2 H AL, FE
TOFT I NEY Yy, NI RXFIALETCORMED 4 BB ESRD) [FA V],
Flo, o7 b THA 7V URIEANC LD RTERE LHEEEZE T H23ANC KD R1ERO H 5 BE . DI H 2 W IXHER I
AL E = o BE TR, DERCRICERET S,

9. A &AM OHUBMMEE A & OFH L2 B3I, SR AR, B RBRUEGREE (MDS) BEETLZLNHLDTEET D,

10. AHOBGIZ LD GERENMET LTV ABEIC, AV F L UIRBET 7 F L2 BT 5L, U7 F Bk % HA
RIFFHSELBNDPHLDOT, AFRETICINDODOT 7 F U 2L,

(FRAEAEH)

PEHEE
L EBENCLEEE AT 2 0EEESER (7 b7 9427 U CRERE) [ZhbORFAPBECES SN THDIEAE. 5
WIEDFRRIEZ AT ) AT, DFEESMER SN2 BN R H 0T, BEOREBLZEELANSL, MET IR EARICER
5 (LIS 2 &EMEENEREND)],
2. DB & D WIEHER ~ D B RIS DO IEEN R T 2 /N AH 50T, BEORELZBELRNL, BET LR EME
CHEET S (LI 2 EBHEENHEm I D) ],
3. UBMEIES AL BRI [E BEIRIE AR O EE K ORBIERA 2R T 2808 & 5 O T, BEARIEEZIT 5 HE 101k, BE R
RBEABZELRRL, WRTLHIREARICEETS (L bICEMIMEEREZET )],
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(il ~D#5)

Mg TR, ARICEE L TEEOREBLBZ L 2R OHEICREGT D AAIZE L LTI CRE S, — 5B S Pkt
SNDH, i TIEAF - BREFSMET LTV 2LnZ0n ), mWifREN T 28NWAH 5, £, —KRICHEE TIE
EHBERE DMK T ISR, DEEE, EREE BTV,

(Lt - SR « RALImE~DKE)

L W0 R IR L TV A FTREM D b IR NITIEE G LW Z E R E L (B ER BN (T b B -
WG4 - BERD KR, BB S « BN 2 « B R, HE SIS - B SR 2 - HEF S X)) . Iefratt (R ik
HIHINIH], AT IR EIINSE) NRESh T D],

2. WA - RAMICKETIHAIRAZTILESED [BWER (7 v ) THIHTT~OBITRHRESATND],

(i 2 5)

AF%E 3 HEIT135mgm2 2 H% 5 Lz 1 il 3 AMCTARAZ 45Smg/m? LML 7 /LT 90 mg/m? Z#5- L2 1 L2 T
WESNTWD, BEEGICHT 2.0FMEOZEBICOWTIEFEEMICITHI L TW ARV, §iE 2 floBEREHO 5 5 1 flIcE
BRAERN/HILTNDEZ L L) BHLEELEWRAELRORBIEELAREORIANTHREIND, /-, RAOBEER G2 X
D EENORHMOEHING ., ROEERWbRmEOREREZ NS,

(#H EoEE)
1 BREREE  HIRNRGICORERT D,
2. FERE:
1) #ARNE G LY, MER, #IRE, A2 EZ T2 RHD0T, B, EHFESFICOWTHIERL, EREEE
TEL7RTELTD 5-100), Fio, A—BM~OKEHRGIZL > TIHEOHLREZ D2 ERH D,
2) BARNEGICER L, SR MM D & EABALICER, BV, RE, IR, EEARZ T8 H 20T, AlHD
WEZFIRT 27, HERPMEMIRNLZNE S I HFITER L THEET 5,
3) AFNTIE, 216G XIFEN K VWS 2T 2 [KWEEEAT 2L FaRaT7PRETLARERE Y, £, F—
AENCHERERI L7561 b . TaRa 7 BEAET LI RERE RS,

3. FHBLEE
1) ARFNE, WO pHIZL W ZEEMETLEZY, oAl (BREFHKEZRLS) ERAETDHIZLICEVIEEZATDZ &
NWHDHOT, \BEEZRET, ARENHAKICERL RS 5,
2) B TEDLITESHICHER T2 (BB, RS2/ TRELZLELTIHATYH, FRAFT 24 FEMUNIZERT2),

(ZDMOER)
L AFORPHMIC L D IRPDREAICRD ZERD D,
2. 7 v MCHIRNEG LI ZBRT, MRS RE L L ORERDH D,

(Bdf > EOER)
RHNPIRRLKE A E LGB IITE B THE L, HEER0E %1

i
Y
o
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20.1.3. F WA R{E200mg (AABE WA SCE L0 56

<HEHL >
VAT E RN 200mg/E

<HE/ >
W E LOFTHIZIUTO LB Th D,
1) BB 2 AIEOBMEANIZIT, V278 & LT1 A/MR0.6-2.3 mgkg, FA 0.8-1.6 mg/kg % 250-500ml D 5%
7 RUBERD 2 VITARERRICRS LT, Al CRIRNI G320, X3 20ml 0 20% 7 N 7 HHR & 5 W IF AR AR
ICIRALT, Vrvay hCHIRNE ST 5, 2-3 BREGHR 52179,
2) HERPIRIE - BMAEONHAIE, MERRIEE LCHRRARZ 1R 1EZOEER T, BRNEST 20, HDVIEHI
BV BIRN R 55 5,

<%hne/ hE>
1 2EAIME GREMFE, B R O s o 2L Fl %2 & 2e) ,

<HEIMEM>
- BRNTES « ARG O%E GEMES 198 #1) OBIEME, Bl - lErk, RRRFEOMESESE R LL HBEL
72 (26.8%), 723 OHUESA & OOF HIE GEBAERF] 3,494 F1) (12i%, Bl - Wmrk, BACRIR, MR, TR%EOMEESE (42.7%)
RO E Bk, /MRS O MiRkEE (24.6%) BERBEM Th o7z GRBEF~1976 ©F 4 A £ TOEEF,

1. ER7Z2EIEM
1) B REREREINENC AL S fiRFEE - Ll Bk GEEARR]) . AMmERED (2.9%) . M/MMORD (4.0%), i (1.8%) ., #EAR1M0
Ry (BEARE) . ERFEREEIAE B (BERH) SR8 5 2 LNbL0T, HENZMERRELIT ) R EBEE+
ATV, BEBRD DA IR, (RESOMYRNEEZIT ),
Q) Vavr i vayy BEARW) 2REITIENHY. EREE, 2SI, LERE, HREEOT T 4 7k v —kk
JEREZMES Z R DHOT, BEE STV, BRERBOONALAEITHEGEZHIE L, MTEOMERE, RO E B,
KB DRSO 2 L E 21T 5,
3) LB REE MBS, WEE MM, e ISR S OMLERE (BHEARR) B8z o@ERH 50 THE
o7V, BEIEO ONLGAICIEERSERIEL, EURLEETTI,
4) BUEPER LB AE G, BN 2 © SRR B AE G BN (L LBEEARR) R8N 2 RHH0T, BlEL
AT, BERBDONEHEICEESETIEL, @YRAEEZITI,
5) BMEOER, LDRERIEH SO, ODRRITY CLLEERY) REALZ RS LDT, BIEEL IV, BE
DRDONTEE T HREE PRI L, B RAEEZIT D,
2. Z oo gIER
1) B (5%AN) #BB%, (BEARR) Bt (MEIE) . B,
2) HAEsR  (10-20%A0) ol - MR, ARHCRIR, (5-10%A0) R - TR, (5%ANM) HHNEE,
3) RERRER o (S%AT) R, FHWR %,
4) JFNE - (S%AHE) ST,
5) R CBEEEARHT) EHERERE,
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6)%%%:6«%%%)%%W&Aﬁ%@%6\ﬁ O HERRIRE. BEREA. IR E O RERERIEE IR,
7) T OM: (5%A) FE (BHEEARB) R, ARk,

<fHiH EoFEE>

(ZE2)

AFN 9 2 HEREBOE OBEEED & 5 B,

(L E L)
L EREEREIH O b 5 BE [EMHRENH 2 HESE 2B/ RH 5],
2. FEEDH 5 HBE [AWEAN R B2 BNRH D],
3. BEEOH HHEE [AWEAN BB BNRH D],
4 BYEZSUFL TV 2 BE [EHEREMRIC LY | BEEZHESE LB/ H D],
5. mikE,
6. It SUFIESR LT D ATRE T D & 2 A

(EEREANER)
HHEEMH FOERLANEANE 22 Z 03550 T, MENCEARRA (it ITHEEE - BRERES) 2179
mE, BEOREZHAICBEL, BEFPRBOONTHEITIIRE, KREFOMEURLEZITS, £/, EHARHH
CHl2 2 LRIWERMNMR S EH, BIERICHEE T2 203050 T, BEIIHEICT D,
2. JRGURE D FE BT RRYEHE - H i B o0 FE B3 H i I R D,

(FA A FEH)
FHEE
Lt OBUEMIEGA, ORI [HRRENHIEORIERSMRT 2 2L 030 50T, IFEIEZIT Y HEIITBED
RIEEZBZE LR S, BETHHMEEIITD (B HEMEMSIE MM - FRIEAIZL D)1,
2. fAIBERRRE (-7 Ay TN, w4 bvA Y CL BIBEESRVECE) [BIEAOEICRH L2 b LS, #
MR, MENBNDZLBH D],
L R N
1) 7y by [EHEEREMEIORERSERT 22 E8H 0T, AT IHAICITREORELZBR LB,
R 2 S HEICRET 5 (BREEEMH oMM - MRIERIZLS) ],
2) TNV RV Y [TAV RV OREBHSEDL LOBRERDHD (TLy by OMPREDKTIZE D)1,
4. TNE Ty [EHEENSIEORERDSEET28NAH 5 (invive B X invitro RBRIZBWT, V¥ 7 BV O
PRI TH D Ara-CTP OMIENIRE D LFRRD N TND) ],

(ElhE ~05)
— MR EEE TIIAEBENMETLTCWAO T, ARTCICERGHBICEET AR PREORNEZBE L AN HEEICRS
T 5,

(Lt « Bl « RALImE~DIKE)
LG e SATIEIR L TV D WTREME D & 2 0m NTIT G- L72aWn 2 E N E LW [ERTTEM 2 & D EFIRE R H Y | F2,
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BYMER (VA 7y ) TRABEAPRESLTND],
2. A - RAMICKETLHEICE, RAZTILSED [BRATOREICHET 2 LZEMIIMHLL TR,

REHREICED, ENICHEMESED PRMRREES, ¥ 7 UUERHE (BE, HiRFE., B8 BB Lnbd,

(i ] LOEE)
1. BT - AN G RFID BT « AN 5% PIRFREL IR S 2 kT 2 L D 2 DT RO Z LIZEET S (7
B AW DR mERE REEICBOWTIRICEET D),
D) EHEACOWTIE, BT - BANERGR R ETT I < BRI BEEFhE - B - A B % > 20 TR
545,
2) BT - AN G Y R LER T 258 (3R ERE 280 5, 2k, L - ARICBOWTIRET - fIANE
B LT EREE LU,
3) EHEHRIAR, BORERFATZY . MEOWRE A7, EbICaiRE Bz Zx TERT 2,
2. T TNA Y MR ARFNTE T=8y b7 7] 2L TW L0, BYORAZET D720, Iy Mz s ) —
ETHER L TRy FTHZEREELL,

(ZDMOERE)

I RFNOAEGRINE G T DBEENES TA b ML — R PR SNIER (UIE UIEBORBN b 0 ShTnd)
T, ENICABEMES O TARMHRREESRE SN TV,

2. AH &AM OHUENERE A 2 OF H L7 BE IS, Biis, MRS o ZRIEEEEE R RAE Lo L 0RER D D,

3. Yt R D G & 5 o B G (A (R S R OO o B 00 BE 2 IR O FEMETE RIS S ST B

(B o ER)
AN FEELET 5720, WERIIFREEMN T2 EREE LV, KEICERPE LTZEE1E. EBICZRO]
KT LTV,

I

=
=

20.1.4. X7 ) ~A v FER 20mg (BARERA O L0 Sk

<HEAH >

WA D )V E Y RS 20mg/ih

<Mk HE>

e EmEE LT 1 BEAERE kg %720 04-1.0mg (Ufl) %, NRFF T /e UEREE LT1 HEKRE lkg
W70 1.0mg (Fffi) ZEHH 5V IEIREH I 3-5 BIFIRN T AT L, N1 RMoBgImMs ks, #54ET 5,
FACEE L CIX, 1 231 7V 20mg (Ff) (2 10ml @ B RABEBERZMA8®RIEE L CRBIEN LT LEIRNEN T 5,

BhRE/ h R

AEE T (EE B A s O Stk 2 E L),
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<HEIMERM>
BIVEFRA S N 7o RER] 302 B TG S - BIE OFEFEIT 33 fliH. BB 521 ECTh o7z, 2O ER S DIL, HLEREE
97 f 32.12%, —fxiv S IER (GEEL, B BRI, MW ERE) 79 11 26.16%, FEMEE (BE. %B%) 60 fF 19.87%, LI

=g

fE (DAR, BIR) 11 3.64%., MERE (MER, MEWE) 13 430%, MRS (3 MEKED ., RmEkED ., /R

55) 212 £ 70.20%. HEEALERIETE 21 1 6.95%. JFIETE 16 11 5.30%., BEEE 7 4:2.32%, ZOM 5 1.66%Tholz (F v/ ~A

oV DEIER B TR AAE T,

1. ER7Z2EIE M

1) DFREE (0.1-5 Kl FIZOFRE (0.1%K0) RENLLZZEBHHOT, BELZTHITV., BERED DAEAICIE.,
BeHEERIET S, RBREE RN 25mg/kg ¥ B 5 L EEROMIREELZEZTZENLVOTEET S, FichoT >y 7
YA 7Y R DOHEMERE LA GARIE B~ D ARF DR G IE 0 EET S,

2) A, FERIERGA . d BB i En (5%LL L) FEoBREMERBENA DL 2 ERH 50T, RYMIROBLEE 51TV,
BEBBOLNIHEITIE, W, KREEHERLEZTTH .

3) va v 7 (01%KH) 2RITZERHHOT, BLEEHHITV, RERRBO ONLGEIE, 5L PIE L, U722 AE
#1719,

4) 27 o —BREGER (0.1%AK5H) BB ZERHLDT, EHMICRELTTI 2 EBEEL 21270, BEXIRO N5
Alix, BhHERIEL, E@ERLBEEIT,

2. Z oMo RIER

1) Ol (5%2L ESOIBHEARR) OERET ., HIRE,

2) WEUE © (S%LLESUTBEEERD) B, BB%,

3) BFE 0 (5%LLESUTBEAR) AST ER.. ALT B ALP B BHF (B2 FoiiTy, RESRBO LN HEITE,
Be b m Pk % 7 L) R LB 24T 5 ],

4) Bl (0.1-5%A0) BUN L&, EARE Bz +oI1470, BEPRDONEHAICIE, B2 HIET 57 SHd) e n
#1791,

5) AL ¢ (5%LA ESUIBEEARE) WBIERNNE, BRRIR, Bl - L,

6) BZJE  (5%LL L SUTHEEAM) BiE%,

7) KRR o (%A ESUIBEEAR) BRRK, TR, K%,

8) Z DAt (5%LA L SUTBHE AR FEAE MR R,

<M EoEE>

(57

1. DESRER T IIZOMEROH 5 BE [LHREENENDL ZER™H D],
2. ARFNO sy ik LB E e MEE DBERE D & 5 BE,

(HEHSG)

I FEEOH 2 8F [RIEARRIBENLLI BN DH D],

2. BIEEDOH 2 EFE [RERAPBRIBENI BN D D],

3. BREREREIMEI O H D BE [EMMRENH ZEESE 28001 H 5],

4. BRYYEZ A0 L T2 8E [EREREMHEIC L R 2B ST BNB8H 2],
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6. KERFE [BHmeFREENANIBNISH D]
WA (MR, FFAeE - BARER A, (DAkRE

(R FARNEE)
AR, OHEESOREERBEMSEZ 2 2 LD 5 O THIENZERIK
BAEE) 21757728, BEORELHAICBZE L. REXRBDONEHEITE, BE, KRESOEYRLELITS, £,
EARREEICDE S EAWERAAERS B, BEMICHEET 22 RH 20T, BEIIHEEITD,
2. TV hTHA T U RBEAIRIGRBI T, AFOREES BN 25mg/kg 282 5L, EEROIEELZLZTIEME 250
THAICEET 5,
3. BRI O R B TR E Y T A ) o0 % BT B R BRI+ R T D
(PR EAE )
OFRERE
1. B HRTO DR & 2 WVITHER~ OB BRBE, 72 F T A 7 U 2 REAN S ORI L EME 2 A 3 2 HUBMEEA] [O
fRFEEN RSN 2N H D],
2. M OHUEMEEIGA, BRI BRI R FEORER AR T 2 R H D],
(FlE ~D#5)
S, EEE CIIAFSESOABBENE T LTV Z ERNEVEn, ARICHEL TR

AANTEL LTI CTREF SN D2
DREEBE L RO EECRET D,

(Lt « Bl « RALImE~DIKE)
LR SUTIEIR L TV D ATREME D & 2 0w NI G- LW Z E R E LW (B ER (v U R) TRATBENIRE SN TND],
THRET2HECE, RALZT IS5 [RATORGICHET 526

2. BAFOmANCHEET D Z L alT, Rt

o

LW,
(#H EoEE)
I BERE  FARNEHICOLERT 2,
2. HHRE:
1) EIRNE G X0 &R, FlRE, MRz 5RANSH 50T, ERMA, ERFESCHREEL, BHEEL TX 2
EHEL T 5,
2) FRARN B ITBE LA D M8 AR D L AL, B2 2 2 &35 2 0 T, EES MBS 220 X9 1
HICEET D,
(ZDMOERE)
MeE s (RiA AR Z S Habd D). BREREAERER (MDS) %4

1. ARH & o HUBMERE A & OF L 72 B3I

LI D®RENRD D,
PIREIZIRDZERH D,
BIEAS, vV AR TR LEERTRFTIEESBAE L. L ORERD D

2. AFIORPPEIZ L DR
3. T v MCEHIRNIES L2 EBR T, LRERE, &
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20.1.5. v A o X — 7 FEHH Smg  (Pfizer th WA L 0 Sk

<AL >
FEY AT I H~vA vy (BIoFiliz) EHM Sme/if

<HiE/HE> (R XELOTHTH Y KRR TORERIIVETH D Z LITHER)
FOY AT H <A | R Imgm? (BAERELE LTRRL) & 2 BT TRIEHIRNE ST 5, BE5EEIL P72l
&b 4 HRORERBEZBNT, 2HET S,

<Mk - HEIZHEEST 260 Eodg>
L KFIBERFIZEND Z & 25% 5 infusion reaction (FEEN, EZE, MLWNEEE) 28BS 57201, AAlKEO 1 RFRETIZHE
ALIVEI (VT xve RTIU%) RUMBERER (TR T2/ 720%) ORiEEGEITV., Z0O% b LEITG USSR
(TR T720%) OBMESEEEL, T2, KARGANCEIERERVE A (A FALTLR=yn ) kb
4% & infusionreaction VR IND Z LD D, AFIGH R ORGHETH ARIINS ZALFA v 2FT=4—T 2, TOHD
VBEIZGE L, BEOREBL H2ICBE L, MYRAEREZITY, B, AFNEH e A ¥ I 2 F R OEEVEEE A O Rt 5 % F2hE L 72
WSE ORAEVEITRESL LT,
2. BRBMEZ T 5720, LTEORLE OkofiaXETer) ) —&E5%) 2179,
3. AFNOEEICHT- > T, LB 12umU FOEABEAEDENA Y T T v 7 v — (RY =—FT VANV T 3 85 & v
AV TA T N — Tl R IRUT R OEIR T A v 2T 2 (F— 0807 A > THOFEFZEH LRV,
4. RFNI AW EIROSUTFOEIRE D 2 BRI CTAEH S L. BRI~ 2 #5137 b 20,
5. BANL 3 EA LG L2 G6 OB M - AN L TV,

< PEFHR O TR >
WX T T 1AL TS HBEFAK Sml 2%, B TROVE I ICHMCEE SN OEM L, Img/ml & Lzh, HERE
AR A BAER 100m] TAR L CREFFIRNE 535,

<KhHE - IRICBET S M EoEE >
1. ARFN O & 7o > TIARFN O O LENE 2 HEITHRE T 5, 7o, AH ORI O B AEREASRIE OGS 2 VRO WS
NhOBEEGE LT D,

) FHEMEEARE (V4 7 80 RRFIES) ICARGD 2 WITRIER H 2 & Tl Sh 2 #atk o B3,

2) EinE (60 L EOWIEEREE),

3) B¥AE 2 Bl MY RSB,

4 [ FR i i 5 e R LA oD PR AR

5) AMERTE BEERTE A M BE T, BREMEARE (LT A VRIES) CRIGD 2 WITERFIER H 5 & TRl S D B,

2. RFELOBERIK LT, AFOFLER OLZEMETHEL L TH72R0,

1) B RIERBOEGERE D DT L7 BB A i B (R 220) (R DA MR O VIR L T2y, i
FIYRBIEGERE (S AH] 2 O T2 D ERRRBRIC B W T, AFOEDMEN R ST, 2o, BOER R ERF 22 5 EE R RIEH
DFEBVEOLZ AN LT TERRBERH L Z LRI TND),

2) HUEMERE AN B U CRIE L7 “RIE o 2 E R A o BE (ERRE 220) (RAIO AR O 2T L Tn
72,
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3) 60 LA L OEEE TRV T, 5 2 RO BE TOEBRMBEARE (RAIOA DR VLRV L T 72w,
4) KFlz b Lck OmIEEE KA OA DR VL 2T L THR),

3. AROERICHT-->TiE, 7a—H A4 b AN —RAEICLY BEFOBAMPBHMILAN CDI3BEETH D Z L a2 iERT 5,

[EWNERRRBRAGE ] 58 VI AR ERRARBRIC I T BRI SIE G 40 Bl GNCBIER A B U, ERRIEMIT, JE 38 4
(95.0%) . /R 38 B (95.0%) ., FfERED 37 B (92.5%) . ~F 71 B2 36 Bl (90.0%) . FE.l» 35 B (87.5%) .
AST L5 35 il (87.5%), LD L5 34 il (85.0%). U >/ Bk 32 1 (80.0%). #2314 (77.5%). AL T L& 29 #i
(72.5%) . B 28 4 (70.0%) . 7 4 7 U DX A ~—#IN27 Bl (67.5%). WaH: 26 Bl (65.0%). FH 256 (62.5%). 4F
ERBD 25 Bl (62.5%). 7 4 7 U o fREEWIEN 23 B (57.5%). ALP k523 i (57.5%). FEM 20 1 (50.0%) ., i~ ¢
TV B9 B (47.5%) ., B 17 B (42.5%) ., T AT I R 17 6 (42.5%) ., S 15 B (37.5%) . (RERD
1561 (37.5%) . &Y 14 6] (35.0%). APTT SE& 14 Bl (35.0), SR 13 ] (32.5%) . e Y e 812 6] (30.0%) Th
o7z GKFERE),

(SRR BRRLAE ] 3 2 FIERIR AUBRIC B3\ €, BRI GUER 277 B, ER A EFR ORAl & DR RO EIZH 0D
LEFRBLLI-FG) 1L, BB (82%). Tl (68%). HEHE (66%). MEM (58%). M/MEIEA (50%). HIMEKED (47%), B
T (37%) . Wi/& (36%). THI (32%) KROMER (32%) Tholo, ERMBAREDOREEH (FL—F3XF4: 7L—F
43U NCI-CTC verl #JEHEL L72) (&, M/MMiEd (99%) . AFHEkisd (98%) . HIEKIED (96%). MEFEHD (52%).
ME UL ECEH (29%). AST Z8) (18%) KONALT £8) (9%) Th o7z KK,

1. ER7Z2EIE M

1) Infusion reaction (50%L4 L) : BB, FEEA B, WG, JHE. (RMUJE. &ME. (KEERE, PRREEE, & i & OVE e S %
PDENDZLRHDLDOT, "M EINF A v OE=Z ) IRAMBEEROBILE R L, BEOREBLZHSICBE L, RENRD
LNTEHAITITEbICEEL I L, @ RAEZITV, ERAEET 5 E CTREOREL +7ICBET 5,

2) BEBBEUE BEEARW) : BEERBEBE (T 74 7%y —vavrik8) BENLIZERHDLDT, "M ALY A DF
=X Y IR EMEIEROBER L BEOREELHSICBE L, BEPRDONTZHAITES IR S EHIE L, @R
BEETV, FERPEET 5 E TREOREL HICBET 5,

3)@@%%(%%%%%)Gmeﬂ:mm%ﬁ9\Bmﬁﬁ9\ﬂ¢ﬁﬁ9\Uyﬂﬁﬁb\ﬁ%ﬁﬁﬁ\mmmﬁb\ﬁm%
PEND ZLRHDHOT, HENMEMAELTT O o CBIEEZ 41T, R RO LN EITITELICEGEEFRIE L, #

BRI E 21T 9,
M@%E(W%uiﬁﬁﬁ%@QE\MmE(MmﬁﬁVayﬁ%ﬁm\%%\DW%(ﬁVVﬁﬁDW%%QU)&U$%“
AR AEGLEDBYIEDR BN D Z L3 D O T, EMRICIIEIRAE 21T 5 72 SBEZ T3IATV, BRERRO b ZHAIE

BRI L, MURAEEIT .

5)&@(&m%ﬁﬁ:%mm\ﬁﬁmmm\%mm\%m%mm\m%&@%mmﬁﬁﬂé:kﬁﬁéﬁf\E%%Kmﬁﬁﬁ
AT O IR EBE 20170, BERBEDONEHAICITES IR S ERIE L, MORAEETT ),

6) TEFEME M N EEEERE (DIC) (5%A0H) : DIC BNBN D Z R HHDT, BEEZ ATV, BRENRD SNEZEAICITE
HlckGaPib L, @ R0EZITS,

7) BNE (5-50%A0) : EERZONRPBNDLZ ERHHOT, BEE STV, BRERED ONLLEAICITE LIRS 2 H

L., @8R M0EZ1T 5,
8)%%%(%%&&:%%%%%%%% (VOD), #¥E, MR, @y YV ve v miE, FHEmAMERER (AST EF). ALT L
yGTP L5 ALP ER%) . MANRBND Z L RH DD T, EMHICHRIERE LTS 72 CBRE +512470, RERR

LNTEHAITITE IR G2 R L, @R 0E %17
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9) BEEHE (5-50%A0M) : BIEE, BHERTMERY (F L7 F=r EF, BUNHMNE) BBINDZ R0 T, EHMIZEHE
BEREZIT ) R CBEE FAICITV, REPRDONZHAICITELICESZPIE L, EYORLEEZTH,

10) MR BE GERE (TLS) GBEEEARH) : TLS 28N D Z &3 50T, M HEMEIRENE R OVEHMEREZIT I 2L, B
DIRFEZ +HIBE L, REPBDONTZHEICTES IR G2 IE L, @ RAEZITV, JERPEET L £ THREDIRE
EHOICBET S, ek, TLS 1L L TBRAENEBLT 2 Z LGS h T\,

11) fiifEsE, MEMEMR (5-50%AM) < PR, IR, Ak, JEORMEMARE, MRS, (REEFRIE, SE R 55 R K
OEBEMEMEREND ZERHDHDT, BEL ATV, RERRBDONTEHAITESICREL I L, WY 0E 21T
9,

2. Z oMo gRIER

1) BER @ (5-50%K00) 5%, KT, BWZ 5, BER, (%A %L,

2) b2« (S0%2A L) Bl RACRHE, WErk, (5-50%Ah) (EF, TR, MR, spdim, miE (DEmME, HkERNniE ., &E
K. OB, Leo< b, MLRR, DEE, R, ALvF. (5%A) MW, i,

3) KRR - R (5-50%AHT) RZd. LML, MEE. AR, (%) Fiik, (HERH) R4z,

4) PR (5-50%AH) WLk, WHIEZE . MEEEA. (S%ARN) WA, (BEARAR) 7%, MREE(k, MK,

5) faBRAR (5-50%A%) SR, e, AR (DEEEIRE)  EE, B, (5%A0) DA, DR, LFEL, OE
PE

6) Mk : (50%Lh b) BEEMRIERRE, (5-50%K0) sURHIM, 2858, (EEEARB) BRIRHIm,

7) RHERE  (50%Lh 1) LD EF, K7V I v, (5-50%A0) @b, KA1y o AfdE, (K& AMIE, RERD, K
VEEMAE, KA Y v AMEE, K5 Y U AME, BRY 7YY RIE, @a L AT e iE, K2 L AT e —VifE, R
BEHEIN, WY T AE, K2 v Vg, &) v AME, BUNRED, (5%AM) &7 aviii, Kk, €Y 7Y+
U RIAE, & Y v AfdE, &Y CBRERE, (BEEARH) K~ 27 %20 AME,

8) /EFHER ¢ (5-50%AK) FEM, (BEEEARH) AIE7= i,

9) Z DA : (50%LAE) R, BRIk, EE, HERF. (5-50%ANM) KERAD, R, MR, BEE. WREE. FE, &58K
J& (G RIE, &G EARRY, B M) . (REEM, 13TY ., %R (HR. PUBOR. ICFPTERRR) . Em. %A
W) U, B MERR. (BEEERE) B,

R

()

L EEARRBRICB W TARAICEE L2 L BEX LN THRRD 5TV D, AROEEIT, AMFEFTOE=4 1 7 LigKIZ
KT & D+ 7 sk D& o Jo R AR K OVarE B My OB RIS+ R E R oEM O b L TT7 5, 18R], MEERS ).
THEEREARWER) OEAEEICER L, HESHEE) &M SN BEICOLRAE BT 5, 7B, AFOERICHZ-
T, W CEZRTET D,

2. MOPEMEEA L OO FCARMZER L2 EOZ 2R L TR WO T, RANZMOFUEMEEEA & P Lz,

3. AFOMERICH Tz - TE, BEXIZOFBECEDEREREL HAICHBA L, BM LI L 2R L) 2 CTRE LR
T 5,

4 REZEG LETRTORFICEEREHMMENENLZ RO, TOME, BaEIER OCEm i E N EE Ih b
ZERBHLOT, KROHEMICH T > TE, BYEROCHME I H2ICEET 5, £72. BRI TEieay /M e
BEERBD LN TWVAHDT, FITEET D,

5. RRlOFGIZ L | EERBBUE (T 7 4 7% —%ET) OIF), BEEMEE % 5T infusion reaction BB D Z ERH Y |
BB HEOE K O E L RE ShTnd (18& A LD infusion reaction OEIRITAKIE 5BIMA% 24 FERILINIZREH L T
%) AENL, BRRICHD RGO TE D ¥fHE Lz ECREZMAT 5, RAKGPROBGHETH 4 REIE A 204

il
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AvhEE=S—T D, TOBGBLEIIEC, BEORELZ HSICBLE L, @UIRLEEZITS, PERRE, BRAICERZ2
FE. 7F7 4 7% v— AKX LGMEER S EERESBENATSEITEDICEEG 2P IE L, MURAEZ1T, SERSEIE
T2 E TEEOREL H0ICBIET D,

6. KM MFERI DL W EE IIMFEE R OEGAEEEREZRIET 2V A BENEBEZOND O, AR50 A 2k
$%& 30,000/ul RFHICMZ 5 L5, AMKBREEZBET 5,

7. AR OEEI L BEELRFIREAEMEITESR (EE72 VOD) 25 0FEERRE SN TR Y, EHMBM HSCT) MfTiiX
X HSCT MafT & ICAKI 2% 5T 2 BEROIFEED & 2 831X, VOD ZRIET 2 U X7 HE < A2k VOD IZ L 55T
FINHE SN TS 720, VOD Z & BAFEE ORI L TREZEERIBET 2,

ks

(#=)

AFND R LB 2@ BUE O BRI O & 5 B3,

~.[

(EEZES)
1. BEOHHHBE [RIEAPBRSBENIBNRDH S (BB, MEVYALEY D 2mg/dl 28T EEL IR LT IRBITERS T
2 1,

[\S)
0
s
S
3¢
O
e
i
m
=
i
5
JES
AN
i
=
I
o]
=
5
3¢
O
&
o
i
0
o
s
ok
RE
%
el
-
m§.
P2\l
iﬁg
&
s
i
=
[
=
A
&

4. WREDH L EE [MEESEET L0 H D],

(EEREANEE)

L REOFGIZEY  BEERREE (774 7% v —%28t) O1FH, BREMEET % E T infusionreaction NBINDZERH Y |
BB HEOE K O E A ShTnd (13& A E O infusion reaction DRI, AHIE 5 BREATE 24 FFRILINIZREEL L T
%)e RENE, BB RGO TE DML Lz E TR Z2MAT 5, MRINE, BROICERRELE, 7774 7%
v— MK SO LA R S E R S BN SR IITE DI K E A P IE L, MY RAE AT, SERBAEE T 5 £ TRED
RiEE +DICBIET 5, RIEMFHRBOZVEECTEINLOREHORBT 2 Y 27 BENEBZ BN LT, KA EHI
(2 RAY M A i R A % 30,000/pl RIS A5 X 5, AMEKBRELZEBT 5,

2. 13 & A X @ infusion reaction (£, AHITL 5B hA % 24 Wef] DINIC HEEE | F8EA AT & OMFIR R BEEE O JE R & L CRBLL TR Y,
F7o. MRMEELDSN O EE L infusionreaction & LTI, FXE, RE RME, &MmE, & MpE, EREESIE K ORI E % )3 #
HENTVDS (INHERBSE L7010, AFHEERNICHERZ I VA (P70 b FTI0%) ROWESREA (7& k
T/ 7=0%) BREL, REIECTENRET D, ARRGANICAIBRERVE R (AFAVT LV =y %) &
54 % & infusion reaction VEJH S ND Z LN D D), AAIKEG TR OKEGERTH ARERIIAL IV A v 2FT=I—T 5, £
DHEBLEIELC, BEOREL HHICBIZE L, @ERLELT),

3. AFIOHEIZ LY MFEEEZ R L CICE > EFAPRE SN TEY, MEEORKAT R L LT, MERFE, g, Mk,
FEDSEENT A, PRI AR 4, AR SR J OV b PRI 85 R R R Y ST D, 2 S OEIEM I infusion reaction (Z#5E5E
LTAELDHOTHY ., RiFii A mEE 30,000/pl LLEDBETIIINGORWERDOREET L) A7 RENWEEZLNDLD
T, AHIB G AR M A R B 30,000/p] KWIZMA D L9, AMKBREZEZE T2, £/, MEEOH 2 EFH L EE RN
BEEZFIETH ) A7 BENEEZSND, 723, infusion reaction DFEFIE & 13% 212 < WHVEMEMZ% % OFEE b #E S 1
T,

4 KFNEEG LT _XTOREICEERFHINEABNS Z L0300 BB/ MOREEREN RO 5N TWHDO T, #
FNCEE R (IERE) 2170 R L BEORELZ +2ICBE L, 2 RYMECHM AT S EIITE N R AT, 72
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B, AROERICH > TiE, BEREBISEOKRE T (BEE, fHEHES) THRITT2%E. +2ICEET 5,

5. RAIOHGIC L BEREAFIRAENEITESE (EE742 VOD) 28 0TS (SMAMERN, £ LEHRE,. IFHER, EK, v
U E N, ITHRREERES) ARG SN TlY, EmMEBE (HSCT)MATHI X HSCT MifTHICAREHET 5
BEROEEDH 5 BEIL, VOD ZRIET L U 27 HE < FAER U VOD IZ L5 THIRHE I TWDHTZH, VOD %
BOMEEORBIEE L, IHEREL ERT 52 8 REOREBLZHDICBET 5, kb, MWAOE 2 MERRBROMR T
I, ARFHEERIIC HSCT 2 E1T L7ZBFIZEIT 5 VOD BIEY A7 19% (527) R KK 5-#12 HSCT % a7 L= BF ICB
% VOD RHE Y 2 2 16% (8/50)1%, BB HEIT L COARVEHFITIT 5 VOD Y 27 1% (22000 & 0 b &Ed-7z,

6. IR FTHER IO BE IR ET 2L ERH D HEITIT, MRS T2 HBE BB 5,

7.CDBHUREHBLL TVWARNT v EEROH =7 A L&AV REEGHERRIZBWT, YAV X T F Y B~ A2 DI
BBV IABZE DAY T~ A L UFHEEROMBEEICHRT 25D EEX DN THERBREINTND,

8. AHNE., & MEHi CD33 &/ 7 m—F L Hik (hP67.6) D&/ S 7 RESHRIC T U RFILIE 26 LTV 5, 2 O IiE SRR Sy
VB EHER T CHE SN CKERBEICIVEETH D LB SN KEEY VHRTH Y AZ MR NAE (TSE)
[EEE D 7= O DERINE A (EU) FEHEHE G LTV D, B L, AANCIEMEEZE Eh TRy, oEER &Rk, KAlo#s
ICEY TSE "k MIERE LIz L o@EIERy, 202 b, KANCLD TSERHED ) X7 13D TRWHE D EEZ LD
2, BERAY A7 IEERICERE LERWED, TOEERFICHATLIZ L EBET D,

(FH ELAE )
PFREE
ARANT CYP3A4IZ L 0 R S D ATREMEARIE S TWA 72, CYP3A4IZ L 0 Rt 2 =21) 2 UIBLEER 2 49 234 L 48
HIERZELCDWRERS D, BIBRERNVEY (AFALT L R=ynr%E) w/7u74 RRPADE (Var~Af v 7my
FUBRTEATNVE), 7 IA RRFEWE (T YV Au~vAfvr), ANV NI IVREME (FXTYAF U - FRT
Y2AF ), HEREA (1 b7 a7 = %) [EHFEIERICOWTIERHTSH D (RANT CYP3A4 I X 0 G Sh B aTREME A RIE
ENTNDID, b OHERINRANORB B LY LZTAREERH5) ],

(Rl ~D#5)
— MR EEE CITAHERESME T LTSI 0 T, BEOREBLBE LN LEEICEET 2,

(WEhas - PESR « AL F DI G)

LR TR L TV D ATREIME D & 2 0w NI G LW Z EREE LW [BER (T v b)) TIRIFANRET - el
W IRFE R R RrEE GR P ARESINmE S CIR AN E) R ORRENE (KRR, HERET) 2l
ENTEY, - T, WmickETD EMEEENEL2B01H 5],

2. RAFTOMANCEEGT2HEICEIRAZTILEED IRATOREICHET 2 Le3HL L Ty, 2k, & b IgG i3k
AP~BATTL2ZERMbATVS ],

3. BFETRE R O NG T OB A IR ERET D L O RS 5,

(i B 5-)
FRA~DOHER G & LT Img/m? 28 2 53 BRITER I THW 2R, MEREGFRHOE, MEMNESCMRRELZIT O 72 CBE%
FTATV, WY ARLEZITO (ks AANTBNIC L > THRETE RV,

(i ] LOEE)
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LR AFOFRIT, Ze2F v ERy MATITY ZEREE LW (B, AAIIRIC L 2B LS TFOTWaw, Hxdk
J. BeEXy ERy MO 28T 2), AROBERITEML TCOWHEAEORIERICEI VB TRADZ LB H D,

WREITE 1A TOVICHRERAK Sml 22, @ TRVE S IZHMICEIE SRR ORM L, AFINE2ICHEML T
WD DL ERMER LTI, HRNCHRT D,

ARG« R A AR AR 100ml THR L, WRAZ RT3y 723 L <IRE Ly, %, Rk
OEBERBZNT EERER L, HONTRE ANy 72T 5, kb, ftk, RELZLEL TL5E6, B TEERT 16k
MUNIZREG 2T 5,

2. B HRE  AANTHICE DR BEZTT WD, X LAy 7ERAWTEET D,

(ZOMOREE)

1 EREMERBRITIER L TORWA, inviveo D~ U A FH/MMERBROBEEERBBEOEERHEINTND

2. A RBRBRICK L THT LAY AT F Y H~A v dmg/m? OFMRNE S TIXEEBITR® b o 288, 13mg/m? TlRO L
IR OLERA~OFENED Hiv, 72, 40mg/m? TiE, MEME T, LHEEOBEMER, DR H R R ODER A~ 2
WD BT L OBENRD D,

3. AFNITRE TROMMER T, KEED Y > omifkass (7 RFLE) 2HWTRESNZLOTHD, VIMnEil
BELRICEMLTRY ., KA X Dt kME (TSE) RO Y X7 258 BELBRNDT, IR OIRE
FOUEMNEFSITHRFO B KRR RET D,

(B EOER)
FERWIRANTH > Th, BEZRIERD R EHLNENT 5,

(RE LOEE)
e, EEfE, 2-8°C,

20.1.6. FUE /v 7 AVE 10mg  (AAHE RAFHH L0 5

<K 4 >
b b FBEFHE 10mg/E

<HE/HAE> (RMEEoR#EERT)

SREbE R E LT, 0.15mgkg & 5% 7 RUBRH 2 WV IZAEREEIRICES LT 100-250ml & L, 1-2 K TG T2,
BAEE AR - BREMARONLETLH 1 FEIRNE ST 5, Git0&R5EEIT 60 FZ8 2720,
BRI - RS DTG GIIE, AR AR T % 3-6 WM& BT 5, SEBOMIC 1 B 1EL 25 BEERNE S
2,
<ML - HEICEET SR EodE>

I BEICHT->TIE 5% 7 UKD 2V AR ERKISES LM L, o3 3UTmiK LiRE LRV,

2. RABGRHC, AV g IE - Atk E RIS ER (R, R, EES05 0/, W, BER%) "Ry L

TIT AR E CREFRFMALER T2 LN TE 2,
3. MEfRBIIEO R - AREZEHERVIEL (RO 25 BE2 B2 585) Fii L5 0F MM - RV L o

Ju—
=i

1
S
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(B GREBRD D TH 72,

<ZhRE/ PR >
P8 RME AT B ERME B i ST A M S R E A ERIE B
<ZHRE - PRICBIES S EOER >
LA [((1517) 2] ITEAEFHRE (PML-RARe B{5F) 12X 0 SEATEREERN: A s & 20 S h iz B8 T 2,
AFN &0 SEAEM 2T TR TS Lo 2 VERTE BEERYE A 12 LT ARIO AR « a3 L Tunan,

<®IfEM >
E TR ML K OV Rl A e DIRER] 267 BIH, 220 B (82.4%) ICEHWERARRE® bz, ZOE2bOE, LEX QT
R (46.1%). ALT 8400 (27.7%) . FFHERERE (25.8%). AST #EM (21.4%). BMERB/D (17.6%). HMEREEMAE (14.6%). LD

B (11.6%) . CRP M (11.6%) . APL /M LJEMRE (10.1%) . ALP 1 (10.1%) THo7 (F4BELEEEHEE), B, K

[E @ Phase VIV RER DA Tl SN BIEMITBERR & L,

1. ER7Z2EIE M
) DERMQTER: AFIZQT LR FEFEE7 vy VEOAREREFEEZ T LMH Y QT ERIFEMMP L7V 5 5 Torsade
Pointes (TAP) % A 7 D LEMEABIREZFI S T2 LR HHO T, BEPIX 12 FELER %2 FAKE 2 BI%EHE L, BEHT RS
O ONTHE B R LEZTV, o, ERICL > TEHRES WV EREGPIELEBEICAND, KEZBWNTT AFRT Y
YUBEHFMLTOIE 1T, AANC L 2BMEAIRIEDIC TP BRIEL - L OREDRDH D,

2) APL /3 UIEBERE « AANE APL 43 {UIEMERE (APL differentiation syndrome) & FEIEN 5 L F /A VBRIEGRE & BB L 72 BIVERA
BEL, TENBREZTZEL22ER8HL0T, +oRRRRBELTV., 20X RIERBENTZHAEIIIRIEL, BIBRE
IVE ROV ZIFIEFE O MY R LE EAT D

3)Em%%mﬁzﬁﬂﬁiD%EEEW%MEﬁ%%E:éﬂé:kﬁ%é@f\ﬁ$%+ﬁﬁﬁw\X%Bmﬁﬁﬁﬁmmw

EREATHEICE, REEL, BBBIEC B MEREUIIE U b FHER O 1% o bl 722 4L [ 5 [k, ALFRIER O
(Cdh o T SERMEZED O T HEET 5 ORH AL FHRIER O OISO W TOF MM L ZRMEIFHL STV RN T,

4)mmﬁﬁ9xﬁ%ﬁﬁﬁxEmﬁﬁ9\mmmﬁ9:mmﬁﬁ9\ﬁ%ﬁWE\Emﬁﬁ9\m$mﬁ9ﬁﬁﬂ5:kﬁ%5

DT, BEEFHIATV, BEIRD ONGE T 2 & %217

2. FOMoREIER
1) fEBR %« (5-50%A0) LEK QT R, (5%AI) LEM QTe R, MR, MK, REIK, BiF, LRWEHTE. WPESIR,

Bt oL, mMEMET, (FEEAR) LDEREF ., WAL, OFE, ORE, KME, & MEmE, Eeetk oM

2) PRURER o (S%AM) RO DREE, 57 (EVEREOR R EE, ek, MR, OB RB) MESOM. PROR R (KB FE. MalbiE
Mk, BEPER. WEUSE . WEMEEEAR. %E.

3) THALSR © (5-50%A) Bl (5%ATNM) B AP, WAL, AR, MR, LIEERE. TR R, BRI, WHIERR,
PiEEh R, DR R, HRTRE. RAEOR. GEEEARD]) DNEcEE R H, DUSEIG. sk, ERAS, B
[N, WRAE, e R

4) FFHe : (5-50%:A%0m) RTFRERESRE . ALT #9h0, AST #4001, ALP #40, LD #4A0, yGTP AN, (5%AT) M e U e 8,

5) MR (5%AT) EHERERE. My L7 F =80, BUN B, BUN 88N, ZR. (BEARW) FEaR., Rby&EABE,

6) BREIRE © (5-50%A0M) K7V v AMAE, (5%A) KALY T AME, fF~ 7320 M8, G~ 720U AMIE,

Vv AiE, YT A IE,

7) MR @ (5-50%Ah) HMEREIINGE, AR Bk, /RIS, (5%AN) A, FEEMEL P ERBDRE, MAE, (B AT

SR HE L BREER H A,
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8) IMIFEERETR : (5% APTT iR, APTT &EfE. mH 7 47V /4 R, FDP AN,

9) MAEME : (S%AN) MER, FHERH) FH,

10) B @ (5-50%K0) %95, (S%ANM) FLBE, FLEATS, MRS, BEmmE, gk, SR, KEZ 5, (HE
RBY) HAREE . KIBPER & %, RPTHER BRI, RS PRVEIE, 2 O p . RIS, REAFRIBR. ZITE,

HERI .,
1) Pl - SRR + (5-S0%ki) ALK, (%Al ISEMAME, 8747 S Vi, (SRS IEhE, & b7 k-
VA,

12) EERHE © (5-50%A0) FEA, (5% AdmM) IR, (REHE, M Apek, B0, maRk, Mom, (HERH) 55, &R,
fERR, REERD,

13) KERRER © (5-50%AMNM) RETBGE, (5%AHE) S, HRE. BOWR, ARG, AR, BRIERE., ARSI, ST,
KM= 2 —m o — 8 EEAW) BEZE, AL, MBS, bR, BREE,

14) RYIE - (S%A) WAMEERZE . HPRES . (BEEARW]) B~ ~Z 0 BIRPER, RAROERY,

15) i« B (5% WER. MWBOR., BEETR. B, SR, PiEREE. A, (BEAW) RPTERR. BEEIB K,
R, B,

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

17) Z O+ (5-50%A) APL S LJEMERE, CRP #EAN, (5% AMM) RAMEFEIE, Mrf ) o8, FEATALALDE, FEASALATR .,
EATBACER, (BHEEARB) BREEmRE, PHBHE, E, R,

< EoEE>
()

L ARFNC L DWRBESERMEE LD 72, FAIE LT, REHMTILEE 2 ARRE CEMOERE FICE, o, BRAERKR
DA SN ERHREREIC B W T HME R 2T E BEkM: B s (APL) ] OWBFRIZ+ e mik & Rz FoERMO b & TR
WEIT I,

2. KANZQTHE, BEERTn v 7EOREREZL T LR3H Y, QT EREIFHEMNE Y 9 5 Torsade de Pointes (TdP) 4 A
TOLBEUAEREZS SR T ZEMH 50 TRMPHIRE O REIRMNE S O -HA I, KEL, ERICE > T EGH
EHEBEIZAND, BB 2 FELENEERL, MFBEMRE BV VLA AVVTLA TR TA) KOR7 LT
Fo U NZOVWTHRET D, BFERERRDONTWVAIHAIZIERIEL, QT IR 2RI IFHEAORG 8ET 5, RAES
U 12 FHELERZ RKHE 2 FEREL, BICOBERE=F—FICL2ERLEET 5,

3. ARANT APL 3 LSERERE (APL differentiation syndrome) FRIZND LT/ A VIEGERE &P L ZRIEAARBL L, BB %
FEHZERBLOT, +RRBBBEEITV, 20X WERPBNIZEAITITRIE L, BB BERLVE CH OV 25 E
HOWERALEETT .

4. BRMERICH oo TE, TR, TRAE ), MEERE ), TEELEANEE] OEASRL, HEICBELBIRT 5, 2286,
ARFE R IE, IRACEE AT T D,

ks

(=)
1. b RITx L CREVEDBEERED & 2 B4,
2. FEIE AR LTV D ATREE D & 5 B A

~.[

(Al
JEIRT % AIREME D & % i N

»

=)
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(HEEEG)

LQTEEDBEERO & 5B, KA ) U AMGEXITE~ 72U AME, DEE (RER, BEOEES) obsBE [QT

FER DfERIEN KT 5],

2QTHEEZEZ T2 ENMBN TN D HEA G DB,

3.DER (OFZE, LAEES) UIZoMEROH L 8E DERPELT 2801 H 5],

4. EEOH 5 BE [REHEREOIETICE Y . KAOENRER LT 5 MHERH 5],

5. BREOH L BE [(PEHEREOKR TIZEY . KAOENRER ER-T5eErd 5],

6. ElHE,

(EEREANEE)

L AFNIBMER CHRA ML RRT 2HAMRBOONTEY, MEE~ORERREDND DT, KEBFITOWTIMA Lo
EEZHTL, ROKCHET D,

1) BEBBIZHTZ > TE, HIRLTWRWIZ L E2ERT D,

2) MRS D AREMOH L BE K L TIERE LRV E2FAIE T2, HIET 2 WO H 2 BE I L TR 2B T&E
THHEIE, HIROME, IREORBFHIIREL G DWRER L e 2 HICHA L, B2 HEST 25 L 0 g
2,

3) BEHFIHRPHER SN2 HE IR ONT-HEITE IR G2 I 5,

2. RFNIB TR CHEMEAERRRIC RIZTTREREO O TWAH Z b, BHAFOERICE L T, BEHMTFROREERS
By 3MAITRIESE D,

3. AFOEEIZE L TIE, HENCEFEORELZBZ L, AeFims (BRES) . MR HRA K OV ik 5 [ REf A I 28% 75 A
FRUE CIIFARIE 2 5], FEAROLFEIE CIERARIE 1 MRS 5, BRAREDNRR E e B T ICHE A A RE (BRE%) .
LR F R B OV IR e B RERR A 21T 9

4. KANZ QT IR, BR2BE/ Ry VEOREREZFEHITIENHY , QTIEEITHEAM LY 55 TdP ¥ A T DLEEATE
MRz5I&ERTZLndH D, TP OEREFIL, QT LR O, QT LR & Z ¢ 3AI0HH, TdP DRI, E1ET 5 QT L&,
Bt oA, Bt CRE, 1Y U APRIBRIRIER 5, KV Y U AMESLE~Y 72 v U AMEETH D, LEER->T, A
FNC L DWBFICE L CFRORICHE L, DERBER CIIEEMEREE LTV, BERRD bNHEITE, #WERAE
175, ek, LERBRETOMEURREELRFEROLEEICOVWTUIBRBFIMECH S ZHL I LREE L,

1) IRBRAART - 2 FELBRAER L, MIFEME BV UL ANV TA T XV T L) ROZ LT F2U o0 TR
BT L, BRERTABICRDONTVOIHEITITREL, QT ERAZ R TEAOIHAKRELBT S, £nTH 500msec
PLE®D QT c MIRRAR O b HA L, AFNC X D60 EOFRIER LML LR D LW SN D2HE DL 5 2 kb
T 5,

2) BT RFULENARKEE 2EEM L, FICOBERE=F —SICL2BEHLEE L LT, 2 U 7 AEE% 4mEq/dl
Pk, =7 x>0 ARES 1.8mg/dl UL EICHERT 5, QT MIFEA 500msec ##8 x 7= BF 1L, kT2 ERHE T35 556
WITEBIZINERIETIUELHE L, AR L 51E EOFRENERIEL EE2 LOfE 5856100 285 %
B 5. RALMEIRE O AR R b NF AT, MIFEME % HRAE L. QTc MFEAS 460msec LL T IZ 7 V) FEMAFE R
BRTE S, KA HEIRE O REIRPRD He R ETHREL, ERICE > ST IELBBICAND,

3) BHME T AFNC LD QT IEEHEDORERVBBD b1 25 AL ERPRBOONARL 2D E T, DERE=F—X 12
BOBENICE2BRELTV, WORLEZITD,

5. AANC XY APL s bIEMERE (EEA, PRORREE, (RESI, B, A OUTOEIRITE S K > TR Sh, Ak
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SEZEIBE L EDRWVWIEERH D) BRI L, BREMBREZ- 22 ERHHDOT, +aRRBBEEITV., B, 20X
5 IR ABEN B IIIRE L, BIBRE R ALE L H O ZREEOEE R LB 51T 5,

6. AFNC LV @EAMEBRBIENSI EEZSNDZ ERHDHOT, BEEHDITITV, KR A MERE 30,000/ul %148 2 725512
WL RIEL BBEES H MEREICR U b FREAl O A E oMY R 0@ E217 5 [k, (LFRIEROHERICH T - TE,
fEREEZ Y OT, +HEET D (RE LALHRIER OO I OWTOFNME L BEMEIFHE ST W) ],

7. 2NMERTE BEERE AR I DR T 2 FRARME M A N E BERE (DIC) Tk, SRS METLE & £F 5 S i maE m O i, Jifi i
%) PHEINTVWAOT, AFIEETICZ0 LS RERPBENTZEEIE, /MR IS 0@ A E 2175, iz, Atk
AEBEERTE B M Jp5 12 PF 56 9% DIC Tlk, AAIF G IS Sl e B ERIEIN - UM 72 EEREE N - S e Al B SR Nz £k - T, DIC
BARHRESNTEY, 20X RERBENTZHEITIE, BORLEET O,

8. ARANIIFHRERFE X R T2 LD DO T, A, B G HITFHAERE 2 EMIIITV, BERRD bR HE TR EL

WY E 21T D,
9. AANIMAFE LA ZR TR H 20T, BhAI, BE5PTMBHEREZEMIITV., RERRBD b HEITE, @Y
IRALE ZAT D,

10. MREEIEE e FORMBEICL2H L LTHOR TV D, RANTSEEE., MEBREOMREELZ LTI LRHHD
T, B2 0TV, JERDEERG AT, W, JERDEERGGITIT, RETIEFO@ERLEZTT I,

(FA A FEH)

FHEE -
I RexY F—b FUmHE (Ferrnvyy Ay R—L EEV R, FHIFVVE) HEE (177 I0%),
PIRHEIRE (714K ay, XTIV, VYEIIR, Tahf T IR, F=Vr Y¥u—LE) JakI K, a7
O, Ty EFVY, TrERY v WEEBHITEE (Y TY R R RUE) BIEE (V7 ) 2wV, =
Vaa~wA vy, A7 v rog) EEK (Zrafy— ) U vy QT K, DEMAREIR<TIP 24
D>FRITRENAD D (KAKVZNLOEAINTIE QT IEEH 5 WITLEEAENR (TP 25T) 2T LRb
57=0) ],
2. FRIE (MY 7o AFTYRE), TART VU B [BMEREEZEREZT (FARCIALOHEATWTILE QT i
BORKERL2BMERE LR T LRHDD) ],

(il ~D#5)
AEE T, AEEESETL T2 22 BHEARBEART VWO T, BFEORMEZBEL 2B LHEICRET 5,

(WEhas - PESR « AL F~DIG)

I B FERTRATAEADHRE SN TODO T, R UTIER L TO 2 ATRMED H 2w N3G Ly [BERICL Y &
e Ri3pi@ErE 2 A L. RRIGEN, At RE, MIREE, NMREVESTE D bl

2. MRS D AREMED H DM ARG LRV L2 FAIL 7523, RLae B TRET 25613, R EOAREN Elit & LE
L LU SN DGEDHRET D, BEICE, BE~OFEMEOAREIC OV THAICHA LEM S, BIEEHETL Lo
HY25 PRECEWTHREFITEIRLZ 1 fICHREDREDRH 5],

3 RAMICE G T H2HEICIRAETIESES [eHRT, FPICBTT 2O RAT ORI T 2 EE ZREIEH O TREMEA
b5,

(i & 5-)
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R G RO - JEW - BRSO RPE (B K8, K, SEELIREE),

2. MERGROWE  EERGME BN HFEL AR T IERPEER LG E L, AFOKRELZESLHIIHPILL, FL— MaEEZ
BiT2 (B%  @EOXL— MRIEIZV AL 7o — L 1 [[H 25mgkg RO 2 AT 4RMILIC1I B6E, 3 ARIC
1A 4E, D10 Afd 2 WVIEEET 2 THEA 2 BFRNERT5, 20%, <=7 I 250mg R0 TiM 1 A 4
(1,000 mg/day LAF) ETEELTH L),

(G# M EoEE)

L A& 10ml DFEWNEIY 7 o TN Th D, Kol ikE £ DROTEITHEA L2,

2. BEIZBE U TAAID MBS L7258, BEbIcEG 2Pk LR Y BTh bRE 2RI 5,

3. M DIEA <5%7 NUBER - ARAEEISL > UTEIR <5%7 N UK - ABRRRUA > LIRE LAV,

(ZOMOREE)
BB - R - ARPER AR S0 e BIXPRAKREFICER T 2 BEHEEEZFHE T L, EFNICE MIHT 5 e ROFE
ERABHM LN TWD R, EROFEA N = X LAOFEM OV TIEAATH 5, AR AEFBEICEHL TUL, b FIBEL2ERT D 2
ERHONTRY, BEICEELZRITTREREIIBWT, G250 EFELZFRTLI BN TWD, £, B CTHEMA
FEREIC R IETHERRBD LN TND

(BN EoEE)
L BBOCRITIE T A FR, A TR EOENNLEE L,
2. IRCBEFIAT & LTeH B ITEHICEROKTHICWEF L, EMOBE &%) 2722 L, @Y E 21
3. MM ORIR R OSER O ik 7= 28 BB I XEANE S F 0> THEHET L,

i
Y
o

201.7. 7 VA 7 HE 2mg  (HASE RAEH L0 S5

<FEH4 >
ZINaT B 2mg/bE

<HiE/HE> (A 3CE L o)

RS ASRE - 1 A 6mg/m? & 2 FNZHOT TR, Y BERAKLG L. FRENGEOND ETRET 5, KREHIIARORS
PG H 225 8 M 2 A 720,

<Hik - HEICEET AR EoFE>
1.1 H6mgm%2Bz5HiE - ARETOAEMEROLZEMEIZH S TIEZRY, 1 H 6mgm? 2B THEE LEZRBRITZ W,
2. RBNOFEfRGIEOAIE R OV L Ty (BERBRA ),

<ZhHe/ AR >
PR R R B BRI B SO A S Al BRER T B M
<ZhRE - RICBEE T SR EodE >
1 Yt fbid [1(15;17) 85E] dEfmTHE (PML-RARa EfsT) 2LV APL LB Sh-BHEICHERT 5.
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2. FIFEB D APL BRE TORAKOE I « Z2EMITMHLL TV,
3. RN L0 R A ST BICHEI Lz APL IZx LT, RAIOAF M « Zathidmss L Th7an,

<EIEM>

B R FUBR I 1T D L MR HIIES] 41 FlicI W T, BIWEMIZ 40 Bl (97.6%) (ZBH bz, EREWEMIZ, P rY 7V Y K
BN 29 1 (70.7%) . 3895 21 (51.2%) . L =t L 27 o — L0 19 14 (46.3%) . LD #4115 {7 (36.6%) . H¥# 11 1 (26.8%) .
AST #4019 4 (22.0%) . APL #4194 (22.0%) . F&#4 8 1 (19.5%) . ALT 3/ 6 {1 (14.6%) . ~FE 7 = & 514 (12.2%) .
[ BRI 5 1 (12.2%) . RERE 4 1 (9.8%) FThHoiz GKRE),

1. ER7Z2EIE M

1) VF /A URREGRE (BEE S%LL L) - LT/ A EMERERE GEEWR - 88 MRORREE, Mok R er . Jhi= i, R i
MEEEm, OEIRETE, REERE, KME, AR, BEERY, 2GS ALS%E) BEEL, BEERRRFELEDLIZLRHD
DT, BEEHHITITO, BB, 20X RIERBRBD NI HAEITE, REEZFIEL, FERERLVE CF OV 2
FOWERALE AT,

2) JE (BEEE 5%LL 1) YE (%, MUMAES) RENDZERHDHDOT, 20X RERBES b HAICIE, R
EXOR I ANk )

3) HMERBEIE (B 5%L0L 1) - AMmERBEMEN TN D Z MRS 5O TEEE 312 i7v, KA mEREAS 30,000/ul %8
AR, WESEOMEIRABEITY, Eio, HE (MLF A 0) IZRWT, BICHEEERMEEEEZ AT 5 APL B3
ICBWT, IR EREIMERKE L, &t 2% I VMEICE >0 b 5 STV

4) MBS (FEE 5%ARM)  MEERREERBEND Z R 50T, W X MRESZIT O R CEE L2+l Tn, 2
EARO LN HEIIE, 5P L, BIBRERVE A ORGFEOMEYIRLEZIT D,

5) fiEhESe (BEHEE 5% ARG - HERABEND ZERHDLD T, 20X I ERPRD SNT7=HA I, KRS Ow@EY) 70L& %17

Qv

)@ ELARAE (BHEE 5 %AN) © 7 4 77— FREANZRM L T D IFERBMREOBE AR ZRE L, A4 L ORRH

BPEETEROVBRHRAENEH L, LT LIIEFAARE SN T2 0T, RESEO ONHEITITREEDEY) 72
RE AT 5,

2. ERARRIEM CEIE) (BHEERH)

B CTREOERRANEAPHE SN THDHOT, BEE2 FoITTV, BRENBED ONTGEIITREL, E@URLEZTI,

1) hvF /ATl (M, MEIE, ZofoBRMARE SUIFIRMRES) 2R3 EBREINTND
2) hvF /A VTMEREZEZTZERREENTND
3) hvF /A THRLER T ZERREI LTS
4) BEE (= b FF—1b) THEERLEE (Lyel JEFER) . ZRARARE S TND
3. ZOMOBER : kD & D ZREWERARB NS AT, JERICE UGl b 22 L& 217 5
) FERRMRER © (5%LA L) BT, (5%AmM) REEGE, REH,
2) PR - (5%A) PR IREE, vEiM, Lo <0, IRERFRIE,
3) BREE @ (S%AM) NNEE. DRk, Bo, R FHEL R, HERR, B, R
4y B . (S%LA L) 3B, BOMTHR, W5, RBMERN R, (S%ARM) Kk, KM 5 5EE, ABEMERNGR, BRI,
5) i - B 0 (S%ELE) B, BIEE. (S%ATN) B, R,
6) BEIRHE © (5%LL L) FE (S%ANM) KEZ. MR, Bork. iR,
7) Mg : (5%LLE) AMmEREHEm, ~E' e e g, (5% f/MREDRD . d BN,
8) FFHE : (5%LA L) AST #40, ALT #4550, LD #0, ALP #0,

H
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9) AEEACH#H : (5%LL L) TG #9n, TC 850,
10) Zofh - (5%LAE) EEK, CRP B, (5%ATNM) WL, Hi, @b RERAD, A Y 25D, D,
REB, MHBT AT IR, T 7B, RERRM, R,
4. zoMOEIER E3K) (BEEARH)
FUF A THENE EFERZEZ ST Z LAHRESN TN D,

< EoEE>
(&%)

L ARANC LD ITfERIEZ 9 720, JRAlE LT, G PIIEE 2 ARRECEMOER TICES, £/, BRI+
XIS T & B EFMIC RN T, BE R RMEaTE REERME A miF (APL)] O (bFIEIC 0 ke kil - RBRE RO EM O b
&C AIRIENEE) & S DIEFICOWTOLERT 5, RRIAMICEL D, BE T Z OFKIEICE IR OBt +
SICHIIL, MEEZ/BTHLRET D,

2. AFNIVTF ) A VIEBEGRESRB L, BOEMERZ7- 55288 H 50T, +oRBBBREITV., 20X ) IERSENZ
BEITRIE L BB RE ARV E H O ZFHEE O G R’ 217 5,

3. AANITEAFRMED 5 O T, IR UIEIR L TV D ATHEMED H 248 N3k b L, £, IR 2 WHEEO S 58 A1
HRELRWZ LEFAIET208, RUE/BTRET 25 TEMN LOXEE#TT 5,

ks

(F£2)

L R TR L TV B ATREE D & Dl A

2. AHORGTxE UBBUE OB D & % B,

3. X I VARKIRETOBE [B ¥ I ARRYE LB LZEERIER 2 B 23RS 5],
4. B IVABREORE (¥ I VARRESEET /N E D D],

~.[

(Al
SRR % AIREME D & % i N

»

=)

(L E L)

1. SIRMAERRE A & 5 BHE,

2. 74 77— bRIEFER P OB,

3. PR EDH L BE HE (= hLFF— ) T HEENELTLI2BABH L LBREShTND],
4. BEEEEOHLBE [HE (FLF/Ar) C, HERBREZE - TANNHL L RREINTND],
5. EilnE,

6. BOREBKRT LTOARWATREE <2 5BUTOBRE> BbdHEBHE,

(R HARNEE)
L ARANIIEF RS Y | BERORBEER&E WO T, A EOEELZET L, BEITICRDY 558725 I2RIE
FIZOWTELSHH L ETHAT 5,
2. IR T DA RRMEOH DM A~OERICE L TE, BEOEREERWROBREMLZZER L LT, BFICEREFHIZOWVWTE
<P LB 2%, EHAT S,
1) KFNALMEA R H DO T, HIRT 2 WTREMED & DI A THIZR D 2 REBFIERRVWEERBE IR0 EHTRE
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THHEIE, BERmRIO R b I A A, BEPROERERIEEHED 2 L6 2 FRITLTRIEESE S,
2) IR T D RO H DG A ~OFEAICEE L Tk, AFORGITROIEFEZEBREAMO 2 AT 3 HEETHRE LRV,
3) MRS D FIREMED B D s A ~OFEFICEE LTk, ARAO& G- BtaT 2 BN OEERERRIETH D & O R % R
T 5,
4) MRS D ATREME D H D I A~ O IZEE LTI AFORGHI3 1 0 A BICEBMOERKREZ ER T 25 Z LR E L,
3.AKANETZ v b, A XERAVEBMERT, BIEARBICRAFTZEZ T LPRESN TV LD THEICEET 256101, &
R OEG-E T 6 1 A MITEHESE 5,

4. KM O T3FEEREOFTEREER] O 1,000/ul 2B X 25E5121%, LFHRIEIC LY TEEEREORIEREK) Ofi% 1,000/u LLF
CLThLARRERST 5,

5. BEAMERMIEZEZ 32 L8520 T, KA MEREA 30,000/ul 282 254101k, KREZEOBEY) 2 0E %2179,

6. APL (2 ff 369 2 REFEME M4 P EEEDE G (DIC) Tk, BmAydim@n (MHm, MlimE) AHESNTBY ., ARG
ZOE S IERP BTG E I, M 2@ 2R A E 21T 0,

7. AKFNCZ O IRERBRERESHR I END LR HL0T, EHNICMPORILVATr— VRN 7Y ROKREEZIT
WV, BERRD DN HA LR A E AT,

8. AANC KV IFHRERTE N E R SND N LOT, EHHITHEERELTV, RESRD LNHEA I 20 E
2179,

9. 74 77— MRIEHERAL TV LIEERHETE D

L, BT LEEMARRESNTWDLOT, BENBDSNTZHEITREEOEY R LB 21T,

10. #3737y b A XEHWTZBYER TEEEL OCEREYHAELE 32 ERARESN TV D, Lz > TRARKR
HAIZ BT - BROERDBND Z LA HLDOT, BELZ DT O, 25 MU FOEFIT, BORRIHE T L TORVATHE
HERHDOT, HE EOFRENEHRMEEZ ERD S SN HAICORBERPCENN2REZ HITTVRB HEEICE
5945,

11 RANTHEATIZRB W TR, IWHESEREMT 2B 2 o7, BEEESE UV E BREN R 9 2R TId, A4
DOWILBEEM L, fEHRERINENNH D, o, FAXTEREHRE LIRS 2 LHEE< M LFF— b > TR EM
THZENRESNALTVD,

N1

BEBEARA TG L, AH & ORRBERAEGE T E 72\ OO0 Bl E 25 5

(FH ELAE )
L PFRAZR B IV ARA (Faa7A%) [BX I ARRNEEBELCEWEREREZE Z T8N 2H 5 (KAIZE X I VA

ERLCVF /A RTHD) ],

2. PR © invitro RBRIZB W T, RANTEDREBBESR T 7 72— L P450 (CYP3A4) IZX VRSN D I EPRREINTWVD,

) CYP3A4 ZFFEF2HA : (Tx= "MV, IARTEEY FITADAAD, V77 r, %2270 (RIBRE
RAEVAD, SLEY—VEBREY, A4 I3 UA XY Y UEAERR (StIohn’s Wort) )

2) CYP3A4 BHERA] . (7Y —VRIEEAl, ~7 074 RREEME, 10 AMEGAL GleMERK< v RRZF o T
RANAEF AN T ASEOEA) ROT L —T T N—2 Y a— 2% [RAI O E 23840 U EIEF o 58 BUSE &
OEJEEREMT 5R-NEH D (AFONRFHZIZEIZCYP 3AABEELTWAH720, AFIORHHELE & i g
PN 5 ATREMED B ) 1,

3) HIEEAl, H2 ZAEREEHHA : O AFIOUE) Tu bR TER  (F AT T =) DRFIOWRIASE AN % B
HoH (ZNOOFEACE Y HENO pH A LF L, KFIOBEMENR LR U, WIS 2 ietknd 2) 1,

3. MEMEMA CEIR) - HIETIIRO L) RMEEABMON TV,
) Z7x= MM UVBETT 2= M VOMPRER EF L7 2= M COEABERT 28100355 FE (= FLFF— 1)
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TT7x2= b Y EDPHRICEY, 7x2= b VOEAMAELZE TSR LOBRERD D) ],

2) FUBRAAD (b7 XFH2E), 77uF= v BE (2 b oEAZ O LIBETHE< P LT/ 4 > I0B W TIRIE
ZRBLERREREZ Lo EORERH LD T, BRI L TUIHEEIATY B (FLF/A0) BEITXY | BE
MBS RDONT U ARBENT D7D EBZZHNTND) ],

(g ~D#5)
AE T, ABEERENMET LTS 2 ENE L BEANBART VWO T, BFEOREZBZ LN LHEICREG TS, &
BECTITMET LT I VBB LTV 2RV, AEICHE L TEMMICMIET V7 I U REZITWEEICRE TS
[(AANTMIFE B & OREERRNZD, WET AT I BED L Tn 2 LEREOE METREN G 2281 H 5],

(hfhm - PEIR « A IWFE~DEE)

1. B ERTHEAEELIREINTNAOT, HE IR L TWA AR O H 2 N5 Ly (T v MO 0.3mg/kg/day
T, BHETIREEIEM, BAIMERE R OBANERT & L CRFnER, B rEEH, BFEIRER, BE/MRER, BFR
WBRAE. IRfr o Ao, BRIFIMN, FBIFHERE, Bir BN BRAER, BPERERTH D IFEN. BITFIHER S o~k
B U XD 0.1mg/kg/day T, FRAESSS, ETRFEIIM, BRFAREE, WL ORIFEHERE 2 &M s
INTN3),

2 MET D AREED H D NTIER G L2 L2 FA L T 250, RUEaBTRET 256 II3RE LoF s a4 LE
LU SN2 BACOREST D, BEIIKRE~OFREDFEEIC OV THOICH LS Y, MIT2HET5L 58
YD,

3. BHmICERETOGAIIIRAEET SED [BWER (T ) T WP ~0BITRRO A TND ],

(EH EoEE)
IERNZZATE - PTP @EEDOFEANL PTP > — OBV L TIRAT 2 L H4EET 5 (PTP v — FORBREICTL Y | O SLAH RS RIE
MEIEA~FIA L, FICIHEAEZEZ LTHBASOEERAMEZ R TIZ AR ESINLTND),

(ZOMOREE)

L. 7y PROA X THREFERRESINATVD, OO RITEREGRETICET2AUCLRARETRDOATNDZ L
MmH ., R EHERRIC T 2B EEZET D,

2. A RITEWT 39 K E F 5 T 0.08mg/kg/day L E ORI ABIRE &K A RERAHE STV 0T, Zhbick
SHBEENRED DB, RESOMEY 208 21T,

A XICENWTHIE NS OHMARE SN TVWD Z b, HEREERREDNL LG ICTEOMIRICEE L, LEIZSLT
WIS EDOREZIT I,

4. A BV TR BB RIEH LR ORBRE B EREHEARESNTND, BHREEZTARERS D0 CBEE+4I1217
9,

5. A XIZBWTETERE L- & & 10mgkg DL EOE GO LERNIC P IRIEHE /N R WIRIBIEKZ B I 2 L RHREINT
W5, 7. A XUTBWT 4 B RERGRER T 0.27/kg/day OB 5O LERIC S WS 2 BB SE, 0.08mg/kg/day P D
BRICMREAR OREMRERSZRAIELZ LRREIhTND,

6. 7 v MZRW T BRI bR LA 4 R ORI b B2 0 R 23 DN SRR A il ST 5,

7. 7 v hROA BV THIERFISBAT LEAFIOW AT, MEFOWHKLVEETHL Z EBRESR TN D,
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20.2. Common Terminology Criteria for Adverse Events (CTCAE)

A EFRILE RN v4.0 HAGERR JCOG fit) (LUF, CTCAE v4.0-JCOG) 1%, 2009 4 5 12 K[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
FEFRJCOG it (2011 4F 4 A 25 AAR) T¥, LTI THE IARBRICEEDOR VS 5 WITHENR LV & T
ENDHEA%Z JICOG R —LX—=UNEDO5HLELDOTY,

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

JCOG CTCAE v4.0 A AKZE:R: http://www.jcog.jp/doctor/tool/ctcaev4.html L ¥ ¥¥E. 1ERL L7-.
NCI-CTCAE v4.0 X web site: http://evs.nci.nih.gov/ftpl/CTCAE/ 76 AFH[HE
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HERERGIEHGELEE v4.0 F 4 BAGEM (1 of 5)

CTCAE v4.0
Term B K55

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

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

migEes kLY /R

R E®R Bloodand |

ymphatic system disorders

SR IThERGRA |- - ANC < 1,000/mm’ G | £ & B hd; BA [T ANC < 1,000/mm®
SiE M2, 1EITE38.3°C |UiEE ET D T, ™D, 1ETEH
(M01°F)x 25, 38.3°C(101°F) % #&B
FIX1BHEE E R 25, T3 165 %
TH#E9 5 38°CLL HBATHHRT S
F (100.4°F) D F & 38°CLL Lk (100.4° F)
DFEE
B 00 BR ¥ H0E - - > 100,000 /mm”® EEPRAICRESR SN =BT & 5 M 8 MmERkEL
BIMEREF B2 AYE N
BExEID
i % & & Cardiac disorders
[V = SERITENA, IRE |BRENSHEED |REBHIELEIHT |EHEBHNT; BR|ET ARSI wEL
& (451: BNP X1 SEBOFHIETER | DVEEBOFIETL|NEE ET S (i E0MEE DEEA
RIS LFIRRT F |93 B SEIRDYSD W ESE; A |FFAFREEES BRHH TE7ELVIKEE,
F1) SEZRIREIZT BEEIT D BB TEIRENRE FEHBEDERDH
DBORELNH D D1#Eh) 2k U+ 57ami&z%E
BRHE TELGLVEESS
=T
DEEEE. 20 [EERAGEL, Tk |PEE; R/ R/B |BEEFXERZN |£HEE8HNT; BR|ET
(BARMICiEES ) |BREOEKRNHD; |FTEERERAR |ICEXTHLI N, - |LBEET D
ERERFTREIIR |2 ET D, EEEG b ICEmE BEH
ERROA; AERE |OFOEIYLUSND |FEDTIEEL; A
EE7EL BEEFHEDOH |BREITABRLRM
BR DIERFEET D FE
BT HE/BIMETBE;
SoEYDBEE
SEERNMEDFIR
B B3 & &/ Gastrointestinal disorders
[mp=33 SEARDYZLN, BRERFR | R EEDEKRDL D |SEDERLHD; |- - OFE D X4
RFELIFIBREMRR |5 S0RYLSND |SOEIYD BESE
D BRBEEESG |BEEFTHEDOH |SEEEDOHIRR; A%
Ly BR EEID
T R=RS AV EER|IR—RS AV EERIR—RS A D LR EREBENT; BR|ET $EE] TKRERD HEE
T<4[E/A OHHEE | T4-6[E/A OHEER | T7EILL E/B DHHE|LEE ET 5
BUEM, R—XT A | BB, XR—X5 A |EIEIEM,; EERE;
D EHERTAIIIM|Y EEERTAIIIM|AREES 5, N—
MNoDHHELNE | DOSOHEHEMNF | RXRT A EHERTA
EE(Z#Eh0 EEHEM TRIF9A S0kttt
ENEEICEM &
DEYDOBAELEE
Bh4E D HIRR
ONEzZ IR SEIRD S DAY, BBE |FEEOEKRND | +H7EOERS |- - OB N D 0 % 533
FIEBEEBEOZEIL |5 BOERICEE |6 BEXREE DIET
MIEN (B OREZ | DH D (Bl: ZED |F=IETPNEET 5;
JRACHERDEME); |/K, BERLEa— |RIHDLGLVKREET
REBDIFZNRET LR D/EITES|DERD BEIN <
DIERS BEN> | MH<KFDZ L E|0.-1 mUmin
0.2 mL/min IZBRSND ) ; FiEK
DIFLNAREETD HE
B EH0.1-0.2
mbL/min
TERE{E B H BRE; CARE BESG |hEEOERAD |#WMm/IVRIZESZN |AHEENT; BAET TEBHILE VNS,
Ly % ARPAERE: |B/NEREBENLE/F|LEEET D K5, IIF) 5D
IF/NRIEEBEO T [N REIHmAESE H 1fn
EEITDH =953
[mid SR SR, X |hEEOER B0 |SEOERE BOE|EHE B, T BA|ET OB F5 IR 0D 28 fiE
BEEOERNH D ; (EERICKELLLY; |BRIZSXKELSH D WEBEEETD
SAEE EXE0 BEODEEZET
B
Eib EREEBICEED |BMELGEHRERLD, B |HDOY—OKITD |- - LA Lh BEASIERE

TONESKIET

KREFILRELRR
EHE0NEOE

8 DiEd

EOERAT 5
RERE/MTPN/ AR
EEID

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

CTCAE v4.0 AE

CTCAE v4.0 Term
Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 .
Term H X &5 Definition H Z& §&
GER]
= % B 35 Gastrointestinal disorders
3 A% P H 1 BRNE; CARRE B |REEOGERMND |#MM/IVRIZCKD O |EamEBHhT; RA|ET O fE A 50 H i
Ly % ARIPART: |BE/NRBEHNLE/F|LEEZEZT D
[F/NRIBIEBEIMT | RILEZE
EEI9D =Z95
OB R S BEDER PEEOER SO |ESEOER S0EH |- - a. & FFEFEO0ED
BEYUSNDOBEESE |YVOBEEFTIHE ELLLTIRGRE
SEENMEDHIRR D il BR
EERSHIE &t BRE; CARE BSG |FEEOERLD |#WMIVRIZE DN |EHmEBENT; BA|ET EERHIEE (ARE.
Ly % ARIPARTE: |BE/NRBEHNLE/F|LEEZEZT D IHEE ., BE. B) M5
[F/NRIBIEBEMT | RILEZE @ H i
EEID =Z95
= % B 35 Gastrointestinal disorders
[ 24B5R8 (2 1-2TE 24F5RI1Z3-5E 24pFRIC6IE V— |E@mE B, T BA|ET BREAAO NS
V—RDIEM (553 LU |V—F DI (553 KL |[F L EDIER: (55 |[EZEET D REICHEHEN S O
ERARREABALN =D | EREIEABALV =L D | LL ERIRREABALN =% &
EZThZThizE EZTNThixE DEZTNThiTE
V—K&ET D) V—F&ET D) V—k &9 D) TPN
FITARE ZS
)
BIBEE. ZT0th REARMZELN, Ff= (& | P& /IR |BEEFEIIEZEMN |£EHEENT;, RA|ET
(BAMIICRRE ) |BEOEKRLD D ; |Freu/deREErE) ICEXTHDIMN, = |BEZET D
ERERFTRFEIFIR |2 ET 5 EWHMAEAR|ELbIcEHmE EZEH,
BEFRDOA AEE | OEDOEIYUSND | T D TIEHGEL; A
EEGEN BHELEFZBIFEOH |BRE/=IFABIARM
BR DIEREET D ;&
ENASBE/EN1E A HE;
SEnERYDOBEES
SEENMED HIBR
— 42 - HEE S L UEBES E AR E General disorders and administration site conditions
& 2 38.0-39.0°C (100.4- | > 39.0-40.0°C > 40.0°C ( > 104.0°| > 40.0°C (> 104.0° |3E = E ¥ ST
102.2°F) (102.3-104.0°F) |F) AS<24B5M1#% |F) At > 2485 BN % 254 EOLR
5 5
SEAITHES KRS BET—BEOR [AEELIEAEO |BE G ERICH |[£HEBEHIT; BA|FET EWEITEYMR
i RUE D R E E | hEARE. 2L |[THAESIV/FE |NEBEEET D FlO&EH X3 T B
SELN; AERE EZS MERICSH T DEBE |=EERBOSTE HERIE
&Ly (Bl RERBED ZE, | ik T LTGRO A
NSAIDs, BREEMEEE [ITKRIELEL); —F
F, FRIRNEZ) IZ |[HELTLERT D,
[FEOMNITRIEYS |FEFEREIC K YABRE
% S24FB DT |E ET D
HIREEEITD
RBREREF XUV FLE BRI Infections and infestations
Rl /% 2 - PEEOERLSD |[MEEMEEER |EHGEBHLI T, B2|ET Rl oD 2% 2
5, NRABEREET | VAMILREDEIR |NEEXZET D
S (Pl REFE/MME |NRSICTKDEE
BHEMMDAILRE)|EET D IVRIZK
% AE/NREFEHIN
B/ N ESE =
ERS)
B& I fiE - - - EWmEBHLIT; BR|ET & R M A M AV i
MEEZEZT D MAIZTFTEL.
a3 vOESIEE
Li§5 25REITHE
DEHRIE
B® EK 42 & Investigations
7T = -F7=/Z |>ULN-3.0xULN >3.0-5.0xULN >5.0—20.0xULN >20.0xULN - ERERARE (T
RO 5 —EHEmMm TIZ= TR/
RIS —+F
(ALTE=IEsGPT)
LRI ER
TR/ F BT |>ULN-3.0xULN >3.0-5.0xULN >5.0-20.0xULN >20.0xULN - ERFRfREIC TS

S RIS —
g

TRIND FUBTE
IS RIS —
£ (ASTE (L

sGOT)L R LA 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 H X if Definition H & &&
[ER]

Ef EK #%2 3& Investigations

aL x50 —)LiEsm | > ULN-300 mg/dL; | > 300-400 mg/dL; > 400-500 mg/dL; > 500 mg/dL; > - EEER#EREI(C T
> ULN-7.75 mmol/L | > 7.75-10.34 mmol/L| > 10.34-12.92 12.92 mmol/L LXFa—JLLR)L

mmol/L MIEHR ERE B
)

L TFF = >1-1.5xR— X5 4 | >1.5-3.0x R — X5 | >3.0xXR—R5 o1 >6.0<ULN - EREFRIRE (T THERK
> « > ; >1.5-3.0% > ;> 3.0-6.0xULN HEooosLr7rF=>
> ULN-1.5xULN ULN LRILANLESH

10> B R QT #4 IE Rifm |QTc 450-480ms QTc 481-500ms 7K ER2E DI E |QTe=50TmsFE /=% |- QTHERIRIERE

i & K <cQTc=501ms R—RS A N> R ET D DY

60ms D ZE 1L AV & X LfEER
L), Torsade de

pointes, & &Y {4 0y ==

R0, EETT EIR

D EAR/EIR DL

hhERDHD

B & & U R K MEE Renal and urinarydisorders

AEETE DL TF = hi> DLFF AR —|ILFF o NR—|EGmEBEMNT AT |FET 2D BEHEEET
0.3 mg/dLighn; N —| RS 4 > D>2-3fF [R5 A > K UEL>3 |BWEET D THY . AR,
RS A2 D1.5-24% |zt fEFE=(E>4.0 BT (B~ o M
[I=%:—p)s] mg/dLig hn; ABeZE TR ) (B (B RE

=Z29 3 =) .BREURE/
B35 B ST L BR 0D BAZE)
25 3EENn D

EE O 88 | ff) 38 &5 & U #if W (K = Respiratory, thoracic and mediastinal disorders

& B 3 il BREDERLSASH D |FEEOERINSD |WM/IVRIZKDL |EdzxE EHIER |FET SEXBE IU/E
SAEE BESG0 % AEMERE E|B/REFROLE/S |BEF/REBEHEOE FIXFHEE A SD H

) BrLEBEEEI D |k FE/RILE Im
(B HmBEREL DIk |ZET D
1 )

LF /A BEIRR| KSR <3k |FHEEOHMIEE: |EEDERND D |[EHGEENT AT |ET F—ILbZ 2 XL F
AREEM KSER|FERKXNH S BT | AREET D FEREEIT D A BRTHRRT D
FRH & U/FELIE |[RERXRTAAMRFEE BHEICRDOONDS .
FIRFEIC K DA |T5 {RKEEHN ., FEIRER
EEI D LMK LD BER .

B9 10 BR 18 0 35 & O/
FLIEBETE
it & UV 3 EEE Metabolism and nutrition disorders

BT IR BEFEOEILE # |BEELSAERLC |BEECEHERLF|EHEBE, T BRA|ET BEMDIET
DFENERIET KEERAZE DG |EIXKBERAZEZHS |MBETEI D

WIEBREEOZEL: £ |(F: Ao )—1oK

ORFEHRIZ KD |HD0FEOFEIRAT

FEEIT D + 53 B8R N R/
BREREZE/TPN &2 =
ERS)

U Uy R mgE [ 150-300 mg/dL; >300-500 mg/dL; |>500 mg/dL-1,000 |> 1,000 mg/dL; > [3ET= EEER iR 2 (= <k

1.71-3.42 mmol/L >3.42-57 mmol/L  |mg/dL; >5.7-11.4 |11.4 mmol/L; &£ &% YY) KA
mmol/L Zmd 5
[SP AP NN i K >ULN-5.5 mmol/L |>5.5-6.0 mmol/L |>6.0-7.0 mmol/L; |>7.0 mmol/L; £ &5 |3ETC ERERIRZE IZ TR
ABREET D EBZMNY AVDLREMNE
. BEFAC.RIC
FIRFEDFEAICE
EY B
1€ Uy L0 fE <LLN-3.0mmol/L | <LLN-3.0 mmol/L; |<3.0-2.5 mmol/L; A |<2.5 mmol/L; 24 |3ET= ERER IR ZE IZ TIn AR
SERMNBH D BRE [IREET D EBZMNY AU LREINE
=Z29 3 T
B\RY R0 LM GE|>ULN-3.0 mg/dL; |- >3.0-8.0 mg/dL; > |>8.0 mg/dL; >3.30 |3ET= ERERIRZE I TR

>ULN-1.23 mmol/L

1.23-3.30 mmol/L

mmol/L; & & &
mg

R R LREM
L5

103




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

CTCAE v4.0
Term H X &

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

CTCAE v4.0 AE
Term

Definition H & §&
[GER]

f£# B & Uk FE[E R Metabolism and

nutrition disorders

E<T =y 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 Ry LGEEA
Ea BT
=P al sUAP N it >ULN-150 mmol/L | >150-155 mmol/L |>155-160 mmol/L; | >160 mmol/L; &£ &5 |3ET= ERERREIC Tl
NG ) EBMNT FRUDLEREMN L
5
1€ kU o Lnge <LLN-130 mmol/L |- <130-120 mmol/L | <120 mmol/L; A& |SET= ERERiEZE (T A
E=BEMIT TR LREMNE
‘F
# #% 3} [ = Nervous system disorders
BEZE M M FEARAYZELY; BRERFR | P& EOMER A D |INERERM/EESEN |EhEBnd; BA|ET BEEANOHMm
RFELIIRERRE |5, NEAREZE|EE=4IC TV /ME|INEEZET D
DFH; SBREESIE |95 R 425 fR/5V LY
Ly WEBEEESTD
IR BEDOERE PEEDER GO |SEDER S0HE |- - IRFEITEH DO
BEYLSOBEE |V BELEFEME FITinof=sgULNEH
SEBEDFIR D IR DEE
RAEMEEBI —a— [ERALLY; BRERAT [P EEOERLD |SEDERNHD; |EdmE BT BA|ET RAME B IR D %
O /F— RFELIEIREMRE |5 50EVLUSND |BORIYOBEE |NEBEEZETD SEETILZEMHE
DI BRE BESYy |BEEFTIEOH |SFENMEDHIER; 4B
LY BR BZxEJTD
RAEMEE =21 — PERALL; BHE |PEEOERLSD |SEQERNSHD; |EdmE BT BA|ET RAEEN B IR D %
O /F— REIDIETHEIE |5; H0RYLND |SOEYDOABEE |LBEZET S SEETILZEMHE
MEERE BEEFTEEDOH |SEENMEDFIR
BB
HERES . 2oM RN, L |hERE SR/E |EEFLIEIERZM |£HEEHT BR|ET
(BARMICER® ) |BREOERNH S; |Frr/EERERER |ITEXTHDIN, 1z |NBEEZET D
ERERFT REFIIIE |2 ET5H; EEHEIS| L ITERE B
BEFFR O BERE |OSFOERYLSND |FTEDTIEAEL; A
EXE BEAEFEEDH |BEE/=IE AR
BR DIEREETD;F
BN HE/ENETRE;
SoEYOBEE
SEFMEDFIR
ER$EB XUV R T #A&MEST Skin and subcutaneous tissue disorders
£ 30 TREEDEEHIEK |FRESDOESEHIER |RESDEEHAE |- - R IEOFRIE MR D
RKEAFBED <10%%F |REIEN10-30%%F |FEFED >30%% i, FILLVRZEIE
HHD EHD;MEITK D |aHD; BREMm FREBET. <GS &L
H i EE.OBRETE
L. REMIZFBE
IZZELT D
RIEEIR AREEED <10% |[AEREIED10-30% |AKEED>30% |- - BB T o1 BULVE
EHODINHEC |ZF &, FIBEIE |2 &8, T5FEF # E; BRIXIEETR
ZOEIF DG | Z53FEZ #5500 |5 50EBYOEE AV HRD K S
BEYLSNOBEE | EFEMEDHIR BREDORE
SEBEDFIR
BESIURTMHE |[MEIRALL, T |hEE S/ RB |EEEIXEEN |£HEEHT; BR|ET
BEEE. TOMm (B |BEDEIRIH D ; |FTHI/FERERMERE |ICTEXTHD N, 1= |OLREEZET D
[7N: 5[k A ERERFT REFIIIE |2 ET 5H; EEEIS| L ITEREBD
BEFFROH; BERE |OSFOERYLSND |FTEDTIEAEL; A
EXE BEAEFEEDH |BEE=IE AR
BR DIEREETD;F

B RE/ENEARE;
SoEYDBEEE
SEBIMED HIBR
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AEFGICBATEILE v4.0 F 4 AATER (5 of 5)
CTCAE v4.0 AE
_::Ir-r(;AEE :;;; Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Definit-:-:rrlmE i
[ZER]
mn ¥ Vascular disorders
=InE BIS MEIREE (URHE | RTF— 1o & mME | RTF—S20&MmE |SaxE &9 (Bl |JET fRENEMmMED L5
HAMn JF 120-139 (X5 #A o0 140- (URHEHAM/E =160 |FEiESMIME, —@tE 140/90 mmHg % #2
mmHg FEF=(FHESR#A| 159 mmHg FE/=IEHE |mmHg FEF/= (T HERMA| E=/ =X TBE A MGz A% MEAFEEE
In/E80-89 mmHg) |5R#A M [E90-99 In/E =100 mmHg) ; |B&E=, & MmEI)— ER=ND
mmHg); RFEE |RREICARE EY |B), BRaNBEE =
HMEES D BRME|D ZEHEULDE |95
FEIIETFFBEIE (=24 | AR E =X LLAT
BFR) ; IEIRZE 45 | K UBIRULVAFRE Z |/NR Bk AERILC
>20 mmHg (FEERHA| 9%
E) D EFFF=IFT L
BIIE®E TH o=H& |/MNR: BRAERLC
(%> 140/90 mmHg
~D LS BHIDZE
YEREET D
INR: R E
PG (= 2485R)
DO>ULNDME E
5 BHFIDZEY AR
EEID
KM E AEARAVEULY; SARRE |RABTIHAZVLRE |REsasiEd |EamE FHhL, Ba T BEANIREE(IZ KLY
FEE/EL HUAREEI D ABREET B SAREEIT D HAfFSN D IEEL N
JLomEZE FTED
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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204  APL212IZKB T DIBFEEE S IHE O RIE L OVHIEE, = L CHREICMEICER T 286 T BE & #Eils
FERORIT DG L MtEE (HERSX)
JALSG APL212-B{ZFHAEE %

= R A5 1 B3

> 2EH Y 2THYUIE RSN 2fEHI

—>  2fEI > SNP ArrayfiZ 4t a SHEH

S | BRMEETERRN [ SR [
BIET R IEF S || BETEEEREES

7 RS R e 2 U] 27/ LBRRINBN | pemunrmemms 2 | t-mhl

| AT SR ET TR ‘ e I pro=en M
gl L @R AT LA SIS AR 25
AF AL SR S T E R

L R e T S R E RS [ cONARAZO7 LA 25EH b

O ka—)LSER

20.5. APL212EIzFWFZCICBT 2 OB O (BEIKX) =APL212 wi@{nR2E LB 120
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20.6. {GIERI/FFEE SRL i (BIETEDRDO HDTY)

20.7. PML-RARA #1257R A  F ] SRL 2 (BETEDBRD & D TY)




20.8. UKL IL OB EUS 1k

BIRATNCBE SAICEZ I PRV ELTHEHWVET,
AUT7 (FEEE) 280 6H L ET,
AT DT TV EAOFICAIL, FHONMZ 1 O RIBREED , OEMELZEIRL T 7230 (B4
B HAT T T2EERLTTEWN),
MKAEEIEDERTTIZOWEMRBELDLZEDRH DD, —HAZREDL L IITESTIEI N,
XD RXEWVHFENDEIIL TS E 0,
KRS D Z LI XD MEPMRBAT D ABHERSH Y ETOTEELTFIN,
. RAUT OO M LAt e 77 VNI TNSDTT 7 UMDY HLET,
5. WMOMLET 7 vn%dGHOWEEICANLRELET,

i

ot ) = =100 - T A R T

- <_
CCEIRFF EmRSE M TN E S

20.9. EAEZEAAR BIETEORDHDTY)
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(B0 1) E-mail DA LEIZTIALSG &IRT —Z v —IZEMFLTTFEN,
JALSG APL212

MR B R

[0 APL212 7R ba—LIZEMT %
JALSG APL212 WFZED E Mz > x| Lfisx DBl EZ e GXUHFEAKE) ToOHRA - A zx

FLEDOT, BEEEO I V=22 THRBELZITWVE T, MfReskgiT, %456 2B
WCBSRTHEE DI, v ha— L EBEF L, BEIEFI O CRF L AZ B2 <ITVWET,

BRMBEORFEENZHEALLEBMNHR EEFEHEMLEL) I2D0T
(BERBREHEUT LY

O BMBEORFEETNERVEMRERET S
O RMFORFEENZAVEHRIZIESML L

DNA. RNA D JALSG BIARFEEL VA —TOHRRFEFE TAPL pUIERERE 2 & OIREBEE A GHE
DOFIE N OVEIE 272 b NTTRERSTEICER T 2 85 T 2% L 8E F2MORE] (2D T
(BERERZHEVT L)

O #AOPRRAFE LEDEGFERVERRICISMNT S
O RIEDHRRFELEDEGRFERVEREISESMLEZL

O APL212 A Fa—JLiz&mLiEL

L7 WER
( )

FAX #{ER :
MEEk4 :
EFE4S :
fEFR
TEL/FAX :
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(BX2) E-mailiRfT CEICTIALSGEIR T —F £ v &4 —IZEM LT T &,

JALSG APL212
R B 2 FEENAEE AR

JALSGAPL21I2GERMDEMICEH L T, LR DOMERTES GZUTFBHE) TTREFBIEIZIDOWLT

EHShFEL-OT, TEBWVELET,

REZERTOEREE
(HISKEDVRRENFGEICEHFETIREATELY)

754

EREEMS -

1EFR -

TEL :

E-mail :
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(BEX3) E-mail RIS CEICTIALSGEIR T —F v 4 —IZEM LT T &V,

JALSG APL212

APLMUIEERE 72 & OV B A OFE O 8 IE & OVEE FE L2 72 & NTTRIE SO ME
BRI 2 BB L2 ORE

B & BT E N A AR

JALSG APL212#F9ED TAPLAOVIEMRRE 72 & DOIRRBE A OHIE O JIE i OV BAEEIZ 72 b NS TR
FOGHEICBARRT 2 BAnF R LB FZRORE ) OFEMIZoE, YR OmMMEAES KUEA
PERE) CTPRFHIZOWTHERINE LD T, Bz LET,

(B S=ES TO)?ETF'EJ%IE
CRHIISSRPR SN A ITIEIPFETIRAT I W)

it %

HIEERA
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(k0 4) E-mail OFALEIZTIALSG SIRT —Z o 2 —IZEMF L TTFEN,
JALSG APL212

APL S BAEMRRE 72 & DG HR BEEA OFIE O JEE e OVEEFE 1 7 & QNIRRT
(CBAR T 2B RE L B FEROFE

SR {EIREPSIE

JALSG APL212 #f%E®D TAPL Zp{LAEMEREZR & 1R B & OFAE O FIE o OVEAE FE 12 72 © ONZIRIE
FOGHEIZ BRI 28 a8 L BT Z2RORIE] AT H2REBEOHEN SV F L0 Tz
Liﬁ—o

LR BOREEL BN LET,

BisRAR T

FAX £EH -

it %

HIEERA

TG S IH
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(K3 5) E-mail DA SCEICTEMNLTFEY, (FAX b))
JALSG APL212

APL S BAEMRRE 72 & DG HR BEEA OFIE O JEE e OVEEFE 1 7 & QNIRRT
(CBAR T 2B RE L B FEROFE

RIACREFER B RE @ E

RARRIEDRAFIZET 2 REBEOMEIAH Y £ LD TEBNZLET,
U DREELZ BN LET,

BisRAR T

FAX £EH -

it %

HIEERA

T T
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(K3 6) E-mail DA SCEICTEMNLTFEY, (FAX b))

JALSG APL212

BN FE R B R El @ A

TREBMBIEIS R 2R BAAR ORI 2 MEOMENH Y £ LD THEENZLET,

FTRERTZE4

BisRAR T

it %

HIEERA
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JALSG AEEZREE—RBEE

#128 :1aLsG B 7 — 2 o 2 — | -

(72 BEREJLAN) JALSG HE Rzt A . 9 £ A H
INEBR - BER~O#HER . 7P == A H
M % HYE . FASE
HEEES FAX : TEL :

I. FEFICEET 2 8t

JALSG 71 h 22— : BT
HEFERIEARER PR M/ F
II. FEZROER (FEFSFEER I H H)

O JBEPROREEKIBER LD 30 BUNIZRAE LT X TORE
O REICEELCRALEZEET, PHILTWARY Grade 4
O Zofth

AEFEZONME AEFZROERNNE, BET I RRESCRET -2 238T)

. FEFERLARBEEREDNDIEE
O #ypEyE O F0MoibE

R4 wh5&,/H : 551k

R4 wh5&,/H : 551k

R4 wh5&,/H : 551k

IV. 7v ha— gk L ORRBRIC OV TOHREE OFE
O definite B A L KL OREBREN DD & Bbn b A ERR
O probable %45y, +FIuE —
[0 possible b xR
[ unlikely b Z ST TSR 8 208, b, R AR 7 SE R
[0 not related (unrelated) B2 ] —>
[J unassessable FAh A e

V. 7u b a—VhEERZHETLE

WEEZHEA . W F H A WNEERF=v 7 @

(& #)
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JALSG FEEZREE

e - I

JALSG H¥ %= fra « ® Gs

O &%) (T BEW) O @% (15 BUW) 0O Bhns

INEERE - BHER~OHER : P i A H
M % HYE FAAE
HEEES FAX : TEL :
1. EHNCBE T2 EH :
JALSG 71 h 22—/ : BERE T
HEFERIFEARFER PR M/ F
II. AEEROLDE (FEEL%4ER W T H H)
O L : mKEERLDY > 130 BN 0 31 HLL
0 A®z2ENHTHO > O FHILTVWARVWED O FHENEH0
O FHL WV grade2,3 DRFME
O K £ 72 13BEE 2l E ERSE (BARBMEZ M, WS, —RBARE)
O Zofth

M. BEERONE L 7o b a—LiEE L 0K ERE

" e R EEEA DR S | KRBERO | JEAERH
AEFRONH Grade LR - 3R RREE* | (ffa-2H)

i

FEC DY E, K
REEARORRE

MERRBEFEDOIEE ©  definite (BAFEIZ), probable (£4. +H/\AIX), possible (HY F 5 %)
unlikely (&% Y % 524 LY), not related (unrelated) (BER7AZLY) |, unassessable (FE{HIFEE)

HREENEEEZRE lunlikelyl Mnotrelated] DHE. THEFRONE] T TEFEE. 8%, FXR. BR. A, THI oLWThdhziEA,

IV. EGIHEOFHM BIARMT )
BRI FRAE L # ISR 5.

V. MERROBRE (BIARIRGT o)
MRS R LS B ISR T 5,

sk sk sk sk sk sk sk sk sk sk sk ook sk skeosk skeosk sk skosk sk skeosk sk skosie sosk sk skeosk sk skosk sk sk sk skeosk sk skeosk sk sk sk ste sk st sk siosie sk sie sk sk sk sk skeosk sk sk sk sk sk sk skesk sk skeosk skeskosk skeskok sk

VL. /NEER D&

1) HwEZEE o 0 F_ A H #FEREEE4
2) JALSG fXEZH ~0 gL H o 70 A H

3) AFEEG~O/NEERE L L TORE

SN~ @ % B . () o
TEBIE SR — B IR R (F— 2 2 —~0HifH) (i) £ R
A - R AR~ OFEKE A (e A
4) JFEE~O TEREZ SRR ] O R el £ A
5) HEEA~O TR B I EHE ] O HfER el £ A

IO T Im m ™
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(50

THIL2WEERFERSRE

TR £ A H

[EAGERE B
PLF OBREMFFCICEET A THILRWEERFEFERICOWT, Fito#Ev#E 15,
1. HEEEHR

() ERRIFIERERE4 « £ DR DR K ONR4 -
@) WIRAEEA:
(3) FRARMFIERREA

(4) BRIRHFFEE K 1D:
KBTI BT T AN 7 —4 - — 2 LA SRR ID %, BRIRFF A e T B DA LR B S E TR TS,
Y REREPRBI IR DB 12, IR H A COBIEMBIc B TR E SR B2E, )

(5) WWHRIC: TRl FAX:
e—mail :
2. WMENE
(1) Z&AHET: (e M [ho L FERRBFEHEE (HERI4 - )

(2) ERMRHESGL B
(R/E B, EAS LML B, A A LR R, 8, RS IRRICEA)

(3) EBLAFFRIONTORE
(HT iR R D H W, AR W] SCE O UG O RIRE ~D T H E %)

(1) WHEEZOIICBIDEED . EFENAFOME, MR, LELHES

(5)  FE[RIERAHFERERED ~DJE 1% -
He ] e PR AT 224 B [ %L [ A GBS (B gk = de) _ BRES)

WEEREmORE [ £L L] &Y
B
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