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1) JEAT PSL SFRIEL PRSI L

prephase PSL

l_lﬁ

1

PSL 60 mg/m2 (po) day1-21&tapering |
DA 140 mg/day (po,QD) day8-35

MTX 15 mg+DEX 4 mg (IT) day22

2) AL HIE D FRE

CPM 1200 (900*) mg/m? (dip,3h) day1
DNR 45 (30*) mg/m?2 (dip,1h) day1,2,3
VCR 1.3 mg/m2(iv) day1,8,15,22
PSL 60 (45*) mg/mZ (po) day1-21&tapering
DA 100 mg/day (po,QD) day4-31

MTX 15 mg+DEX 4 mg (IT) day1

}
!
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N

;
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|

3) HiEDEE Cl

MTX 1000 mg/m? (dip,24h) day

AraC 2000(1000*)mg/m? (dip,3h,q12h) day2,3

mPSL 50 mg/body (iv,q12h) day1,2,3

DA 100 mg/day (po,QD) day4-24

MTX 15 mg+DEX 4 mg (IT) day1

4) Hu[EOHRTE C2

CPM 1200 mg/m2 (dip,3h) day1
DNR 45 mg/mZ (dip,1h) day1

VCR 1.3 mg/mZ2 (iv) day1
PSL 60 mg/mZ2 (po) day1-7&tapering
DA 100 mg/day (po,QD) day2-22

MTX 15 mg+DEX 4 mg (IT) day1
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1. B®

AFRERIIAPRE N Ph+ALL 25652 & U7z DA fF b ik & (R i i R A D A 5P &2 4
PEAEFHlT 528 BIET D,

WIa] FE ARG AL CIIR ) 7 b ik L DO P 23R8 T 72 DA iEZ W TR A R o sE L &
EERA EREREM ST ZE TR E R TR P E 2 EfRE Hig L. i< b Hi[E DL T
IAER DGR 72 b LA O LTz DA JIECTROEWIER T LUV O 2 fRE B4, £
% BAERE CILRIFERAEE C . FERAERE ClIIMki S Lo [E DR 1L TG O X6 54 H 15
L, ZOfERELTRIRD 3FEEANRUMEAFRO M 2K D,

1.1. T EFMRA

AGABR D FEFEARE H 1% 3 4F EFS &9°%,

AFRERD F 727 —~ 1% IM & BCR-ABL FHEZIRO G DA ITEEMR 52O RE LM HR
AET D2 LD, AR (208 #R) O FEREAGIE H 1% 2 4F EFS Th o7z, A3KIE PhtALL 208 55k
? EFS #BIEREDBEHETHIENEELVDTHSN, 208 BRI TBAE/ R BB RA T Th o7
DI, ARBRTIL, 202 REROEM T —425EL LT, $o. IVEIROFBO-DIZ 3 4 BFS &
FEFHEEA &L,

1.2. BIXRBIEEEIE B

KRBROU R ST, IMITEZ T DA 2B ATHZELSMT, O TRIRBIE RO L RER A E
FHHREWO UL R\ R T 57D\ W] 5 i AR LT8R E R T 52
L. @ MEFRITERTMRE NG D5y 1L~V DR % B 5 U Tl W) MU O 5L (TRAb 10 [E 6O FE 1)
Tl DA ZHFH T D FRIEE L THER DR N 72 A0 L FREEZ WA 2 EICh D, SHI2, O #
FEFRIE DM IS IER T 5L, @OBHEI278VH% MRD 2 &I 72D o #ERE S5 DA #5571
DR #a R T ZETHD, DRI BRI B TR 3525, BL T OREIRMEFHEE H T2
HO R ROFM AR 279,

1.21. HRICEAHZED

1) FEFREAFIEHZO CHR G,

2)  LUTOIREEFEIZH1TDH CMR 6,
O FEEANFER, © MbHEDRER, @ MEDFE Cl1-1#

3) IEMESHAEAE RO CMR OFIE,

BB E R REL, LT O SIZE1T5 CMR(13.2.6. W) EHIESHT-BEDOEIS,
O BhbfT. @ BAE#% day30, @ A% dayl100

1.2.2. &FICEAH DM@

4)  SEREFR MASUNMEFR WEREETE,
5)  LITOE;ETO CMR BEOHEICLIEM TR OEDOHHE,
O WbHEDEES © BT @ Btk day30 @ Atk day100
6)  EMEHIABMEOZN R (day100, 1 AFATESR, FEFRAFE, FIE, FEFHIELTE)
) BEBIARTOYERIRA(G Y BIT DN R R OB BIZ LD TR OO

1.2.3. ZLeEICEHZIED
8)  IREBEIEEIA,
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9)  EMREASEER IO L HLED PRED - & ([ZOWTRIIZE TS OB LR K OFET,
10)  HIGEa— 2O EFLES | KT DA ISP MK RTRE . H e A 28 508 3 &5,
11)  H=a—ZF1F% DA OREE, FUEOHE R IO T ER G EITHTL2E K GEREOEIG,
12) EMmEAIRBEOZ M (EE A S, k-8 ME GVHD OBEE L EEE)

1.24. TNtk

13) EIRIEGNCITD BCR-ABL G 51 DI FffhT

14)  major BCR-ABL Flv& BAR T Bk B3 OfRAT
O RIYIMmAFHER FISH BPEREEIS @ saibED#EE% O CHR B4 O ffbHiE O #E
#% D CMR El& @ 3 4E EFS, OS, RFS,

1.3. ERIFMEIEE

LUF DIRFMIIEA RN T D LIS EZR DN BE (ZOWT, MIF R L B RO RSO B s
FEMNT, 7/ LD E AR ETORRF DL T - LR 2 ERER TR L TLLUF 250§
éo

) EEMRIC RSB AR - 2R A B L O E O EF OB R 524 T
AIBOFALAE 2 D BEDOIRRED 7T P 2 b EXONICT 5,

2)  IRWESUSME, FRIZ DA IZXIT DG, BIVER S B ERIVER O EIEEICBIb A AR %
T2 B B0 MZ URE O BRI TR I O L %5 5- 3,

3)  TRIRATE PR RO RGO B R4 ik 32 Z & TIRIEMME D BB O T A BN T 5,
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21.1. EZ

K[ [ENE S A FE AT O FERE H(SEER20 1 DIC K AVUFZALLO FEAAEE 13 10 5 AHTZ0 1.7 A THY,
20 LA EDBFITH 40%ThH D, Ph+ALL (X, 7477 V747 Gl 1(9;22)% 4 75 ALL THY, /)
IRCIIENE D7 OB ITFHEEBITHIML A Tk ALL OF) 30%% L85, Y, 2012 4 2 A
(217272 JALSG BHi% ~D T 27—~ Tld, 2009 451 A 255 2011 45 12 A K ETO 3 FR/IC 59 fiti
X CHREBR U7z Ph+ALL S 13 239 44 THY | A FEm IS 1T 55 7 Am 23S 49%, 55 7% 5 65 ik AT
725 26%, 65 kLA BN 25% THh o7,

£(9; 2285 1 22q11.2 IZAFAET D BCREIGT-& 9934 \TIFHET D ABL Fui & —Eilifa 1o
W CHRE S & | BOCR-ABL B &8 a 12T L . ZHUZL~>T BCR-ABL @& HZFEAET 5, BCR-
ABL & H &> TABL Fuv X —ENEH N ZETT4 7T V7 0 7 G R B ik &
FIESHE D, BAME R ODENZ LV EED BCR-ABL Bl & AN EEAESID A, Bl Tl 60-80%7203 731
190 kD Ol A F 252 minor BU(p190) THY | 5RO I 43 3@ M BEYE 2 s (UL F CML) T
FHIDH Gy 210 kKD OF G F 452 major (p210) Tdh5 2, BCR-ABL A& H 723 ALL <0
CML Z3JE T 281X B0 T/, PhrALL A T3 RFBAY72 1(9;22)721F T, T0%IE< D BE DM
N7 R R 2 /D V| SO TRITET D ReENRHS 9,

2.1.2. WREMERTEDIRHL

% Ph+ALL ZAMFFEO 6t G B E L7 ARML S, AP BT T DIREITIZLL T O L2 %<D
T =PRI TSI ThH D, PhrALL I3 FREED BT3RS T T4 A BT ChHOBAER L
ARA RIPANAV AT IR TH D, 55 FIHERRIERO OS> THDH ABL F o o —PIHEA (ABL-
tyrosine kinase inhibitor; ABL-TKI) D% 51352 R E AR 2B I ZE L2, B EM% OBHER
ENBUECHEEREFIZ RT3, REBMATOLFHEE TKI 28O IDITHAGDELON, -
A% |2 TKI 2% 53 RERDOD | ZDGE O REE UL T EILE DD DR EDTEEIR FOEERT
—<ThD, —F. CML DL ABL-TKI Offi i CRIFESE N AT L /e o7 2 b a2 IR DL wmy)er
F =GN ST, R E B E 2 -T2 0 T D BE OIREE I LS5 kb EERT—< |
72%, JALSG TiX Ph+ALL 202 3B & 208 #kBR 2T #ID ABL-TKI THDHA~F =7 (imatinib;
IM) IZOWT, ZRHDT—<IZHRA TE 7=, 208 B . IM L0 BCR-ABL Il Zh B DA 23
i CTE DI TEY, #1% Ph+ALL BF XL T TKI LT IM % DA [ZE & X 723 A 0L
PRIE LR At A B DR T IR RO W TR R E L 22 T 00 TRGET DR B D, S
DIT, TATT NI4T G AREMEEMEY P E B iE (LT Ph(-) ALL) & #7020 BCR-ABL it &85+
ZRETHZET MRD 2B DOVNTERETHIENE S THY ., MRD lIE T EEMENLTHZ8 T
AR IR ) e R BRI S 50 L~V IR R A REE T 228N T&, ZNE TUL LI T H# 2 HER
THZENWIRFTED,

2.2. Ph+ALL [ HiZHE A1

2.2.1. IM BIELIRTD BB A HE

1. ZAI0FR b FRE

Ph+ALL O %1% Ph-ALL (2 LIRS TRE TH D, IM 3BT 5 LLATO Ph+ALL (253 275K
ERURT, PhtALL BB ~OE RS AJFRIEO S22 E ML, GMALL 3Bk, SWOG9400 7kl
MRCUKALLXII/ECOG2993 #ERIZIBNT 67-68%THHDIZxFL T Ph(-)ALL TlE 83-87% TdH D,
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JALSG RBA TOEE ML, ALL87, ALL90, ALL93, ALLI7 TENZEH 64% 9, 58% 7. 51% ¥, 56%
ICHVIE TRV EREMRTHD, EREARIZRNEL THEIEN BT AR D TRV, BK
KNHOHETIE 3-5 AEAETFRIT 15-20%FLE TH D, ALLIS B TIL 6 4EATFHEN 4.8% ¥, ALLIT
BT 5 FAELFEN 15%ThHo72 Y,

no of Ph+ med Age CR SCT in 1CR Overall Survival
Reference Induction CTX
(ALL) (range)  (Ph¥)vs Ph-) B Phe(vs.Ph-) SCT (vs no SCT)
Gleissner et al 1? 175 45 yrs 19%@3Y
DNR/VCR/L-Asp/PSL 68.4%vs 84.6% N/A N/A
(GMALL) (478) (15-65) (vs 55%)
Dombred et al 'V IND (4 drugs) 42 yrs 51/154 37% @3Y*
154 53% 19%@3Y
(LALA -94) > HAM>SCT (15-56) (33.1%) (vs. 12%)
Takeuchi et al ¥ 51/229 31 yrs*! 8/51 4.8%@6Y DFS 44%@6Y
IND (4 drugs, DOX+) 51% vs 83%
(JALSG-ALL93 ) (263) (15-59) (15.7%) (vs 39.2%) (vs 7%)
DNR/VCR/ L-Asp/PSL
Pullarkat et al ' 36/140 32 yrs*! 8%@5Y
> 67% vs 83% N/A ) N/A
(SWOG 9400) (200) (15-65) (vs 50%2)
CPM/AraC/6MP
Fielding et al ¥ 76/267 )
DNR/VCR/L~-Asp/PSL > 40 yrs 22%@5Y 34%@5Y*
(MRCUKALLXII 267 67% (vs 87%) (28.5%)
) CPM/AraC/6MP (15-60) 18%@10Y (vs 25%)
/EC0OG2993
Jinnai et al ? IND (4 drugs ) > Cons 116/344 38 yrs*! 22/116 15% @5Y
56% vs. 81% 47%@5Y
(JALSG-ALL97) (DOX+) (432) (15-64) (19.0%) (vs 39%)

IND: induction chemotherpy, Cons: consolidation chemotherapy, CR: complete remission, Ph: Philadelphia chromosome,

*1: total ALL patients, *2: 31 patients with normal diploid, *3: patients who achieved 1CR and had an allogeneic donor

2. [FIFEL I i 5 el R Bt 15

{EFHRIED B FUTARD TZ Lo | Z [RFEE MR R A 3 HE— DT 2 W7 CE DI Ch o7
O, SEREMRET2 S THR T —DOF TSI DT DI TBHIRIEEZ T HNDHERIL 20-35% 2L F 72,
01 ERR OB AT 31X LALA-94 T 36%. MRC UKALLXII/ECOG2993 7T 29% TéhY .,
JALSG Tl ALL93 T 16%, ALLI7 T 19%&#EIITW\D, 5 1 BN —2F LIZEBE O T#%
1%, LALA-94 T 3 473 37% . MRC UKALLXII/ECOG2993 3R T 5 4EAAEHR 34% Y THY.,
JALSG CHi 1 BAFNCBRIRIEA T BB O THIZALLI3 T 6 FRHER /7R 44%%, ALLIT T5
AT AT TH T Y,

222 IM BIHEDEEAE

L. IM PR bR A

IM D5 % CML 7217 T7e< PhtALL OIS BRI A EESE72, JALSG TIIH D Ph+ALL i
B Xt BT DR ) 72 b piE e IM Z[RIRFIC R 532 202 BRERZA T, 16k B LT 55%F2
JEChol= st 2 EMFEE 92 FE T _ LS B, £ 2 1 TRT IR BE IM 28 A LT EERFZED
F RN SN TFERTARRIT—ERIZ 90%% LA D5 R Tho7z, 208 3lERIE 202 FHBRA L B LI-H D
T, T CITBERA K T LBUEMITIE R Ao TCD,
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Age Resp rates Survival
Reference Study description n
group CHR CMR EFS/DFS 0S
Thomas et al
( 119 IMA+CTX (hyper-CVAD) 215 yrs 54 93% 52% 62%@3Y 55%@3Y
MDACC) *“
Yanada et al
( 1519 IMA+CTX(4 drugs) 15—64yrs 80  96% 71% 48:5% @2Y 58.1%@2Y
JALSG ) -
Wassmann et al IMA+CTX(GMALL) 45  95% 52% 43%@2Y
IMA&CTX (alternative) 218 yrs
(GMALL) '7 47 19% 36%@2Y
in cons CTX
de Labarthe et al IMA during late ind. or cons
15-59 yrs 45  96% 29% 51%@18M 65%@18M
( )& ( )
GRAAPH CTX(HAM

IM O ESNIALSRIEIT, D72b D& LT, 202 3Bk, 208 3B CTlx CAGBLSS11 #X—A(ZL
7= 4 FIPF AL FRRIEME FH S - 19 £72 . MD Anderson Cancer Center (UL F MDACC)TiZ—EL T
hyperCVAD 2Mfi HEIL TG, —H T, EZM M T-bDEL T, i BE ~ORERTIE, £ 312
R EOIT PSL HAH DT PSL+VCR O A& O LT-BF e N s S Cuna,

#*3
Treatment Age Resp Rates Survival
Reference n
Induction>consolidation group CHR CMR EFS/DFS (0N
IMA(600mg/ day) 85%
Ottmann et al 28 37% 29.5%@18M 57.2%@18M
-> IMA+CTX -> 100%
255 yrs
(GMALL) % CTX(VCR,IDR,CPM,AraC) 23%
27 50% 34.6%@18M 41.0%@18M
- > IMA+CTX -> 85.2%
Vignetti et al IM(800mg/day)+PSL
) 260 yrs 30 96% 13.3% 48%@12M 74%@12M
(GIMEMA ) *V -> IMA (800mg/day)

2. IM B IGLI# DR

208 #BR COTRFEMRRIT IM 28 A LT SERE D @O IR EHERIS A, LinL, EEBMERIEIC
O 524572\, BAEREEA B L9~ DI I IR 2 2 T 72 o T BB RE D TR IR A D il
BEDZ NIRRT EAFEHTAZENMETHLN, EFEE TR RIFEBAEZ 2T 572012
IEVE 2 LRBR O SO 7GR R CTH D, B ClE T 59 1UE, TKI ELTIM X BCR-ABL #)1
FID TR DA ICEE 4528 PR FEED LRI 528 BLOBMEEIED LRE2T5203E
ThHD,

223 REBEREORSE
IM B3 LART TR IE A2 T O DB E TIEDNT 20-30%F2E Th 7223 28910 M OB K
STIVEL D BE N AR E CRARIEEZZ T OND I/, 202 FRBRCIL 55 mATm D &
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FO T0%03F 1 mARIICBAEE 21T 3 45 DFS B3 4F OS % IM BIGLIRTO BEREL LT, &
N 58% vs 37% (p=0.039) . 65% vs 46% (p=0.015) A ZE(Z[f) E&E7- 22, 202 FRERD FH DT
TIE, 90%% i 2 2 58 R TARRN DAL RE L7125 Al REME D 6D EHAFFS 223, BRI 234k
VBN TRAEEEO EEM N ERERS-, 202 RER IO E LB T3, Biia=
TV X @I E S ERTHY LRI 2 TR0, 2012 4E 2 A 11 B OREAT 100 4 O A% R
DHH 55 AL 74 44 CTHY, ZOHHH 1 SERTMWI(CRD CBEA =TT 1L 52 4 (10%) TH
%, BAEERE IR E DI RIT 15.4%& 89.5% THY., 3 HEALFHIT 15%L 36.4% Th-o7- 2,
AKHEGIX 202 FREROBHERED UAE 2 W, it T LT CRUICBHELI=SF2~y F S8 IM B850
A JSHCT/JMDP % §% B35 O Rl 2 Hle U CRIE O RREMEALTIY (3 4 OS; 65% vs. 44%,
p=0.005), =D HIIBAEE D FIHRBEOK FIZhHHLa R LTz 2,

BRI — A2 DWW T, I MR O &I M B350 290 PhtALL (234 Ch Onishi &
DFENRHY ¥ TRUMP 7 —F THbHE 2002 LU DO RBAFF] T O AL 2002 4FLLRTOZ 1LV
B DMENHDHZED RSN 5 AFEATERIL 60%E725 K HFRHTH) . BAE 7 IOV T, Reduced-
intensity stem cell transplantation (L N RIST) DA ZIEDHEIZHAETHL RO EITE 2202 BN H
A RIS AR TD, Ram Bk, 51 £ DY AZ ALL IZ RIST B4 iid 7L 7= 5 A s L
TWBMN, 2095 25 413 38 1% 75 69 R ETO Ph+ALL BETHY, 3 FFA1FER T CR1 BAEFIT
47%, Bt % IM #5232 7278 T 62%, SHIZBAERFIZ CMR Tho 7oA T T3%IB=ET DL

27)

o

224 BHEEZED TKIES

208 AR E TIIBAEL D TKI I 5-OHLED R, AL O RRERREIZ TKI OGO A i TdHEH)
TR, Bl D TKI & G 3IFRAFNEG 2O 2 R S D, L, BRI Z B &L THR M
HETFIZHBLUIDNEWHHE B9 155, FEE B G THEL CHREBOENPKEL 2V TITA/T VA
RAFFERIOITRIFMEELE 2 DL, TKI OGN RHIRI N RIZEE N D80 sUTHE RN T —~C
b5, Bt O TKI #5213 MR T% D MRD OFHliNEETHS 0, BAl% MRD B0
B iE, TR OVAZ D E Y, S BIIEI O Ik Z R TKI OF 521 TH A BN HD, — 7,
BRI EHIZ MRD B2PEOGEIE, BIERIFRL, R dayl100 TREMEOSE O FHERIL 10%2L F T
Y 09D TKI B 5O MBME TR, AR MRD PO SA 1T EI O W et @< 20, itk
MRD 23[2METh-oTh TKI 28 53 D5EM 725, SEEITRBAE%E MRD 2t eoT- 8612, TR
TKI Z 4% 59 _&E72D0>, HDOE MRD 2N HBLL TOB& 59 _R&EZ2OMNITH 5,

Bt D IM B HIZ W TUIRCKR D LB DT — 203D, ARG O T a<BREE S OF
REDO T CHLERROBENRFHE THD 9, PRI GOERIZOW UL, IM 2 AL CliE 2 8{ES
{EL7= GMALL BRERCId, TP G- L7053 CMR HMERFHA R 13200 KV (26.5mo0 vs. 6.8mo., p=0.065)
HOD, b HEEAFRITIEN 2T (80% vs. 74.5%, p=0.84) , LAL. MiRELS IM OG- IR AN D
IZHD DL T FREIL TR LE L B THD 3, JEFIEIT D7 WA RTO MRD 235517355
HO M OEMZRITHREZESE L RIIH LD E AT RO RITWFHFN TERN NI H
HEHhdhd Y, 2T, IVPUEBIREOHD DA DBENEHSND, Bl D DA 512250 T,
TR K G- EZROH5 1T AHHER (B HE Ml L RAF TS L —7") DT TERY | Ao
TR DA 100 mg 259255 MR (DASA-TRAS NCT01310010) 23MAESTWD, £-A%V
7 X0 10 BB T2 0 ME B 2N VX, B 113.5 A (49-270) 12 50 mg/day F7=i
100mg/day 23 5-ZTV5,

23. #Y9F=J

X HF =7 (dasatinib; DA) I35 2 A TKI THY, IM XV BCR-ABL & I AE /) 235< %9, T3151
I RS E RAA T2 M EHHEHIIIC O W THL AR TH D 27, IM #HirED PhrALL BEIZ6T5
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BRI S 1 AHRER O L2 TARRER O Coh R e HERSI, B IFEFBR Tl 140mg (QD)E 70 mg
(BID)D#H-FHIEBRFTENT 0, SHITECKTIEE 3 IR T IO IR RBR TR B ITRL
ThEN L LAV RSN TS, GIMEMA LAL1205 38BR TlI - 53.6 % (23-76 #R) DR 55 4
(2% LT 140 mg (70 mg BID)? DA % PSL O ADHFH T 100%D MR F a0 52 22 E fig =k (UL T CHR) 23
BoNTZEEWE L 1Y, EWALL-PH-01 3R CIZFEHI4M 69.1 7% (58-83 1) Dl EE 71 4
(2L CURBREE (b1 (VCR/Dex) D ff 2 MRFTS AL, 90%> CHR 23 iz 9, MDACC 1%
PR 53 7% (21-79 7#%) D 35 412 100 mg? DA T hyperCVAD Z 1 L7- 55 L FEERBR A1 T\
9A%DSERTLMFEIRE 2 FEAELFR 64%% WL LT Y, ZHHOHE NG, DA 1815 PhtALL (IZxL T,
FAEE DD B FCHRIA O RITH LT, HAID DO ITIRIR ) B £ COLFREE A S
O TERENATEETHY IM LLEOZ RN E LI CED, EER AR, M3 EesE
T o0, BEMITFFAOHF THS W, DA ITHARMRERBFLICHANEOHE DL HS ¥, DAH IM b
P—glycoprotein D EE TH A 9, DA 0> CSF FIOJE B 1L E P BE > 5. 5%F% B THIBRRDIC 122
T DAMREMED S D DA, IM OFFUL 0.5-2%FE CRIAEDICH0 IZBIFEL 72\ 17, 72721, DA 3
HRR AR R I 28 LA 2072 DL I R 1 DOPRE 1 T72< | iV BCR-ABL il iB7e &6 BIFR L T
HAREMEL 5D, WTIUCLA, ity v — 2 O HEBLZ I 2 D702 B AFIOBEFE 2O 32088
H5,

# 4
Age Resp rates Survival
Reference Treatment n
group CHR CMR EFS/DFS (O
Foa et al DA (140mg/d, 12W) DFS@20M OS@20M
218 yrs 55 93% 14.5%
(GIMEMA) *® > free 51.1% 69.2%
Rousselot et al DA(140mg/d,6W)+VCR/PSL 28% RES@2Y os@2y
> b5 yrs 71 89%
(EWALL) * > DA+CTX (MRD2) 54% 55.6%
Ravandi et al EFS@2Y os@2y
DA+hyperCVAD 218 yrs 35 94% 57.6%
(MDACC) * 57% 64%

2.4. #/INERERZE (Minimal Residual Disease ; MRD)®D Bl TE

RQ-PCR % M7= BCR-ABL B &8R- ORE I, Ph+ALL OIRFENEHIE LT 1% OHERNZ K D>
B, ek, X HGE{R T (control gene; CG) , MIEDFAIL 7| T & TRTHHEL BT L
H—EL TR o7z, 202 FABRTIE CC L LT GAPDH Z{# AL, 208 :BRIZF T GAPDH %A#i
L7z, 4% major BCR-ABL RQ-PCR 22U\ Tid ABL % CG &9 5IE R AMERGE & 725F E Thd
23, minor BCR-ABL RQ-PCRIZDOWTIXZED T ENRN, PIEDZ A7 ELTE, —fikimE L TRk
BRI, TAREARRIER , HIE DR ER  BAEATR , BAlE 100 A ER AR R THD, e TRl
DENRAHEDL LU TR, B ME 861 B fs (PR CML) 1238175 MMR (3log reduction)id,
Ph+ALL (2B W TIE 072 B TrunEE 2 5L, CMR (RQ-PCR [&1EH DU MEENE RT-PCR &)
B R EL VORI LD, L, 202 3RBEROFEFTld CMR BIEEOF N T2 AL
W9, CMR &% OBIRIZSOICRFTZ E 35,

202 57 TlE RQ-PCR 12T CMR &72 D SR 1L 3 R A\ P75 (day28)C 25%, Ffif 8 A it%
(day63) T 48%, Hi[E DL 1 T— A% T 69%L720ZF D% DA B2 LA 720 19 hyperCVAD 2 IM
HDNE DA ZOFH LIS A O CMR X EARE AL TH % 25%L 209 THY | FfEAIIZI 60%E 57%
Llp 1) 202 FRBERODFE R ERFENRN, DA+PSL DA CTEARE AN&1T 72 GIMEMA 782 Tld day85
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(T 14.5% TV, DA+VCR/PSL & FAFEAIC IV 2 EWALL 3B CIL RS A% 15 (MRD1) ©
23% . Hi[EDPEEHE(MRD2)T 28%&720 42 CMR &7 DMERHMEW, JIE 7%, JIEDFFIA —EL
IRORBIEH D05, TKI B TIE 20-30% ., 5R 72 b HRIEL O OF F TITHIE O HRTE 1 27— AR T
60-70%L 720 LI TR/ L7, Bl LD CMR RO L A HONTIE E L E o7 3R 220, JEFIEL
IFH TN 30 B TH DAY, CSTIBESO 3R TITEARATD CMR 27N 66% Th-o7-D 73, Bl I1C CMR
RN TPLT a7 9,

25. HBFTERTEDIRMLEES

JALSG Ti% Ph+ALL (T LT Ph-ALL EILEDIRIEAATUWONAVAZEEL U CTRFATL TET2A5, 202 3K
BRCIIUH T IM ZE AL, 512 208 7BA Tl 202 FABR 2BV TS E 72 7= HI[E D R FF O 3
ZRI<TeDIT IM S FIRIEA W72 <& 5T DIRRAT ¥ 2 — L O BaAT o7, 208 AREROASE Rl
2013 - 4 H DI R CTARME CHOARREEDSE T —2 LU TR TEan, KRB TIE 208 35RO
TRIBEA 2 — )V HAREHEL T, IMIZEZ TENLL EOBUEE S F L 800 ash SR B
% DA B AL FALFIRIED AT Y 2 — VAW B UGG ORI A, 202 BBROFE RESELL T
RE %0

251. DADEA

DA (34158 D Ph+ALL IR L TH I CLEMEL TR TE DLW OGO (F24) 2 BH €
x5, Ll BDOETIIWIZE Ph+ALL (2%)32 DA O #5138 2 3R /Y F726F
SRS AR TR BR R0 151 B R R A A 52 1 T D ZE DS N7 T D, — 5T 1% - BHBTEPh+ ALL ~0 1 ]
23V, CML BIE O major type Ph+ALL & XK BIDAF23720 Y CML-BC IZBWCIIHIZE 0D A3 52
ED, IO EEENSIZT TIZIAS AR N ASN T D EHEES LD,

LU, A3 IR ~ DI T LR M, LI L FIRIEL OO FHCAIR BT A RIRBHEIRIE ~D
WARAEOZEMEN B ARNCB WO TRIESN TWAEIEE 2780, EHIERE CZOFEFEHSNETHZ
CERPHE | EgE B FVEZ REE T A72012, DA G LSRRI LD B AR A 1 & S D 1
Z L CE MR e £ 7213 DAHEFRRIEIC LD HIE O IEIZ BB OIRRI RO R s
JALSG (2B W CHRIRIFZEE L CRMAAIICHEE T D2 e LT,

252 BEREABEKIZEITAHRESEEE

DA EAD A HDHIZ1F 208 FRERIZEITH IM 2 HflillZ DA IZE S T 2008 HTH D,
LU, kH] JALSG-ALL213 & Ban3 331 T PSL @ prephase {BEZEV ANAZ L2244 f]E1E,
iR AR BT D0 LR R 2 VL 8 THMFLIZ, DA ICHFA b8 ike LTk, =
AUET JASLG-ALL 38R ¢ L T&7= 4 Al (VCR/DNR/CPM/PSL) i F £ E MDACC @
hyperCVAD 238 /172 2 HI0F FRIEL L TF T VD, — 77T, GIMEMA @ PSL Bijfié EWALL @ PSL
+VCR DMESREAL FHRIEL L CHRIT BN, 202 3Bk, 208 FRBR D58 2 E MR T45 % 92%, 95% CR [
i) Tholeid, FNEN 2 4, 3AOBEINERFHNIET (KL, EYE) L, ZOMICH EERA
EELEE A RN E SN TS, ZNOOE T HIT D EEL F A DM, EiE AL OIRE
BHHINEETHY, BT H72T LT REAERIL 100%E720157, ZOZEIFRCKD TR )72k
PEA DA LG M S D, FERS, BLARE AL T IM 220 5oV NE DA W (22T AR
FEOPH TR IR o7o iR CIX R WIFE T A< TBRTMRITIZE 100%L705, 72720 ZOFETIE
EWTRITBENZ 720, GIMEMA 3R CITEME AR LML OTRREZBIEL TRV FEREL
T, TI5H D> DA TRIED HDOEED TR 69.6% b b m< | FEBHEIT > T-REO R EN
11.1%EHHIEL DA OF L FRIERED IR 21.7% LM E O P TH 7= Y, JRKEEL TiZ MRD
BRI FERNS B TEE B ORI TRV DIZTHRENE O EHEESIL, e EARE AR
DIRED TRPMETHD,
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253 ELEMBAZOILEREDRER

FTIZIR AT LI, DA+PSL Z CHIK PRI TE R TR B A LT 6 . ZaMEITm £505 MRD OH
EMBFEEILS (2.4.MRD ORITE) IOITHUES I RIT 0 & 5 2780, AR IR 84 v HEZ2fRY
BWOLTBLIENLEELN 1119 g 7700F | TKI+PSL 2 B ff8 AL LB 81213, Bk DOIR
TP FIRIEA LT AN ER DD, 72721, b BB EEE /2T L0 A=k b
ZHZELRET TR BT2 0,

UL EOBH T, ARBR T, EARE AFEO RIS R OFI A T2, Bt DRI DGR
IR L [ D VL L4 AT C DA & JALSG CREBRE & 70 4 AlOF bk s R a2 koL, 58
EEMEIRRE TIME T H72012, TS A EEMEREC DIC 20T 2N 2w, sl Hi[E O R 1% D
TR 151 208 LD HIE DR E | HEFFFIEICRITD IM 2 DA ICEEHZ T-b DL,

254. AHRRICHITHFEE MRS HERE

AR CIL, BHRIEE CITa T LUV O FfEIRIER B 159, 202 3R CIIBMEEIEO KR A HE
L7gino7zn3, 208 RERORHEREE T, A AL HLA —#FERJ—, HLA —% (DRB1
mismatch 25 T¢) FEMAERN T — NI DLW AR IES IV, L, ED1% ., Iy M BHE O Al
W BRI W ARSER TIPS MBI DU CRIRES IR SN & i 2% O H AT 5,
208 FABRTIE 56 sk LOBAE, RIST 2 T E T 55 &1L BF Bk a bt T 52 L2k 7z, AR Tl
RIST ZFFA§ 2L LT, B MBAHE RIST BAHA~OXISOZE X, 7B RN HHEL T,
AN CHEE L CRHMBZT TV, FREEZ IO TS Ch D Il L=,

BAEORHNZ DWW T, R —@EDR N BLZ TS 255002 | B ICHE T 52813
#HThD, Ll BRI LV O BN 20D T, CMR O mH 5 H DOt
HE D FE LR E E L, ZORE T MRD BEME TR —2MFET DA ORI O 720
135, LAl Cl-1 23 AR R ~ ORI IR 2 32528 CL-1 IZRB W TARIRIFIA R TR T 561
DAFINHEASIZEND, Cl-1 A BHEOEERIE S 95,

255 RHEED TKI OB 5LEIR

202 RER TIIWIEI 52 2 EAR(CRL) TR A3 T2 55 LA FOBE O 11 % B HREL WD, Bl
BTG NIRRT DIRERNHDLDNEE 2 D& TKI B GAZ LD RN WIFR S5, BAEZIZ IM
(400 mg/day) 2 5952 &1, GMALL #RBR 2 HESITHE TR 5550 \E MRD FHBL% £ 50
IWTHAMEZZONDD DRI FEICHR M ZESELZEITROND ATRENMED $ 5, BCR-ABL #1
HIZh RS IM KO HIFESID DA 285 5- LT85 6 OfE RATHIFFR S, BCK CIEER R R PRSI C
W5, Lo, RREBRTRAER D DA O 5 HIEEHET D101, BRMECBEL THa7e 7 — 203780
WKRETHL, — T, BHERTO CMR IZBRAR<BEZ I TKI & 50 T b e, ARlBRo = 2 HE
HToD 3 HEMANVMNEGFROMPIEET D05, TmEZITBMEIT TKI O G RAR TS
ZBNDEFIT TKI e G- nHé TKI OEEINEE CTEeLi2 D, AT TKI OF -3 B2 BT
TKI 23 -3 v7eu & EFS 1T N TH R REMEN B D, 2T, ARBR CIIBM% O TKI #5122
WTC DA IZE DS IR R A BLE LT,

2.6. BEBRT 1>

2.6.1. EREREO{R SR & B BER TR L

AFRBRITEG R S T ARRRBRE L, EEEREIIA H 1% 3 4F EFS Thb, 202 7BRD EFS 1 2 47T 55.4%, 3
T 49.1% (RFER) THY, KRB TIXZNHEZSE LU T 3 4F BEFS ORfi% 45%& L TR E LTz, 202
BBV TIRL TENLNTHAHIETAEND 55 A CF | S CBMRELZ T BED
34 BFS 78 58.7% CdhHZ L, hyperCVAD+DA @ 3 4E EFS 73 57% 9 Cdh D Z LB EE 60%& 5,
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7235, 202 FBRIZIE W TR AT ADIR BT ERSAL 55 ATl O & D 70%73CR1T
BAEAAT T2, 202 5BRA 7 A LT RV LSS RIST OIS I032 rIREME 9D, L
2L IS MAZ DU TIXIEMARR T — O — A7 M. E720 | RIST DX @i ThHIENb, A
RER B DR OB AT FE LTI 2N HEE 95,

3 4F EFS ORME 45% . HIFHE 60%. «=0.05, =0.20 &4 5L ITASAICEE OB BE UL 69
Fl&7r o7z, BidEBE 10%EAEL T 77 BE 2 TEBEBEEE Uiz, BEMATICR W TIE, B8tk 3
DK SIZEITD EFS % Kaplan-Meier %% FIWCTHE L., 20 90%5#E X M D F RS E L= BE
BN T D 45%% LlaloT G H ICARIRIFRIEZ A 2 &5,

262 BEZRRAH

T'aha— VA ERBRAERTIZ I LT JALSG ZANBLEE ~D 7 7 —RTliX, 2009 41 A 75 2011 4
12 A RETO 3 EMNC 59 fiigk TREBRL 72 Ph+ALL HE 1T 239 4 (65 miAImIAS 178 44 ) L4ER] 60 44
ThoTz, FFEBREAS SR 0, BRIMRIHCEE Y U W B IR Th 503, 202 5Bk, 208
FRBR D ARG TN 30 B, 35 Bl THo7-Z L5, 77 £ DT BE B ERITLBER T 1 Bk
WMz 2 Lz,

27. BRERSMICHE->THIEINIFABEFFEDER
2.7.1. TERINSF%E

AFRBRIE, JALSG 202 FRBR O S LARHT TR D 208 FRBR DOBF TR R Z FLfg 1, miakBR O Lz IM
Z X512 BCR-ABL il 8 F OIS F O DA 28 &Hi 2 57 L TLO LD B 2RV RIS
(CEFESE D ENHIRFTED, £/, DA IO T AILFERIED AT ¥ a— VOB T TR e E
] ESEHZEN RSN, SOICUAEDBIEFRIEDE S E2 B AN CBIEREZ T DS A HPL
FHIMICIR I E 25 AT REME A 0T Z e IR & D,

27.2. PEHINSGBEEFFIE

AL, JALSG D 2 > ik (202 30k, 208 3U5R) OBF7ERERZ LI MEsh O fE b s
AL THEBEIZHELIZLOTHLM, DA HLERIEO I OWTIAR R TEE E o R RBRORE
RBHESIVTORNZED D | JERDIRIEIE TORMAEE TEIDATREMEC, TAEL TOD LRV EMEDS
U D728 +53 72 EVEDHER R 72N ATREME DS BT &I E W Iz,

28. MEMEGLTRITOES

207 2 TEGET DNV LBIB TR SV EEL TRBLSNAD ETITHK 5-7 50 mRNA 233
9%, S 2EiEB R A ROHRLeHT K 300 H{EFIET 5 HHZ A (SNP) 1355 &
DIFIELIRREIC B | FT 3R NI BT DA RetE N D, EhD 7 ) LR H A B b7
ToHE, EBMIR DS ) MMdT L3 B B D385 1 2 0% & Lo IR T AT I IASIR R D FIE
PRI L ONBIR SR BT DI R 128 3 - R A B BT U CORER O B RO TR RIS O REZLI
35520615,

AWFGEI BT TR AR BOADIEE THD Ph+ALL IOV TR A (prospective) |2 — 15 %
2T BB OREEM L IE 5 HI RNA 35X DNA 21752812k T, koM@ & s
FENTIZA 2. %0 ABFIE TIINE R DAL IR IE THRD T T %A B CRAFRIE TN+ T
Ph+ALL OJE#IZ ABL-TKI ThHd DA Z#FH T 5 ETELWRENRAY LT L2 57500 T
&L, DA ~DORISHEIZBD 08B 2 A FRET 52 e TEIUL, BRNHIEREZIT) L CoHEE
IR ILTEN T — 2 EARD A REE N DD, D B TH LRI, EARE), B RECIE T R A LA O R RS

24/149



A D AHIFRIZEEL TARBIE TRDN DRI IZE DO TREVEE ZBND, (11 MRS

FEAT)

29. {BEAZE

fTRERF e % A S HDAF PR X Ph+ALL213 /NRESIZH T 5, Ph+tALL213 /NEE S TREIN-
DB JALSG R IRLE (I E R B 2 B I ONEE ZE S TOEREL > THKhE T2,

1)

2)

3)

4)

5)

AHFFETIX BCR-ABL Rl 815+ & B DI RIRIRRNA) I L ORI EAS AT O 4138
IR « FE AR RS « BRSO FEISHR A & 1E 5 AR D 1A - (DNA/RNA) I DWW CENE TR D[R]
BEPESNT-BEIZONWTIT JALSG IR Rfi s #— TR fF S5,

PRAFS IR B IR E O TR AT 82 SEM L &5 & 923551213 JALSG R IR R 1T -
a7 2 B 2B L ONEE Z B S TORE KRB EFONEN DD, BART-ARHT B O ff
HSEAZ B CORBEMRBIR TR OMiER B ~OREZLELT D,

JALSG HARDRAT - (N8 B 2 B L ONEE Z B S TOAGRNEFLNAUT, JALSG 2 Nfiisk
PISNOWFFERERE S D\ IR A 52 FER AL COM 24 SE R e L L CEME A2 L& FREE T
Do
FHRERFFE DGR, JALSG 7R —L— T, [JALSG Ph+ALL213 TIEfHEMF 7R3 E i<
TWBZE), TAHRERFZEOBREL || T REWFFE D FEhERERE & SEhE B TH 4 ) | [AHRERFIE~D 2N
g% || TR~ DRSO I T 2R BEE MBI CEaZ Ll 2D I1E Z AT
%o

FRERFZED FEhE 2 B D TOMFEE I~V X E S (1964 45, LI 1975 4500, 1983 4F
NR=R 1989 AP, 1996 8~ —t v hy = AR, 2000 =037 2008 4RV /0 2013 4
TANAL P EMRER SRR TUEE) . NERGET D E SR TRICE T D MBS CFK
26 4E 12 A 22 B, VK 29 4 2 H 28 A —#tiE) BEL UM &8s TR B 3 i
BRFEEF CUHRLEA - IR A G788 - RRE PESEA Rk 13 42 3 A 29 HERL. PRk 25 4~ 2 H 8
HAUE, SEEk 29 4 2 A 28 H—#dE) ICHE> T2 FEhii 3 DL Lh 12, AMFEETHEEe
SONCHLA « R E SCE SR SN =B R R E O A RERFZEIC B 92 2 COHEE MF 5
ZEMROHEND,
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3. BEEREHE

31, WHEEE

1) 2V MEH R THD,
(1) WHO classification(4™ edition)iZfitv ¥, B-lymphoblastic leukemia/lymphoma LE2WrSivs,
(2) ZWIRBFIZEHSNTNDIE,

2) BCR-ABL @& & AsF P Th D,
(1) FATEIEFAZV ==\ C BCR-ABL @& & a0 Bt Thorz L,
(2) kit 1) &2zt iE, B OGFIEE R T 550508032 BRY Ph+ALL L2
Wi 3%, 23U major BOCR-ABL &85 1Bt BB 3T HHER FISH 12T BCR-ABL % Th
STl AR CIXIENEE BEVE B M O W Re SR LI LT L2 T2 OBLE Th D,
(3) AFRBRTIX JALSG B-ALL213 5BR 28GR L THeAT PSL 1B HRABIAA T D Lo RifEE 572
W, BMFRIZ LW, AR Z P46 % day8 ETIZRZWIAHED FISH iEHDHW T G YA T
TATT VT AT YO ARNGE THHIEFN IR E LR,

3) 15wl b, 64 UL FOBE

4)  ARBEEBITH T PRSI XD BRI
JALSG B-ALL213 EERIFFCE G4 I BAAG SV O B E D AT PSL H GIIRIHAE E L7V,

5) ECOG Performance Status (LA PS) 2% 0~3 THAHZ L,

6) EZfEar (O LB OBEREDMREFS I CVnD T,
O LEN, BIOL=a—CEERRFE ROV, (BRAMVERE 1) SH)
®@ MmEEVLE AAE 2.0 mg/dL LL R THD,
@ M7V TF=4H 2.0 mg/dL LL FTHD,
@ BREZRORESRENFIIE D room air T 94%LL ETH B,

7)) ARBROBIAE T NATHT92 T BB OV TH BIE R CCERBENBEEAANND
BoNDZE, REFFIZOWTUIARANEFRIRHIRGFERE OREL ST TELILTWAIE,

32. BRNE#

PLFOWT LA IRV EAEE THD,

1)

2)

4)
5)
6)
7)

LR R

(1) arha— L RRBORLE, DAR4, 3 1 H LN DO SE

(2) JeRMED QT IERIEFERE

(3) LEMAEEAR (LEEMEAENR, LA HE), Torsades de pointes)

(4) QTc #EE (=481 msec,grade2 UL _EITFEY)

JRARARIE | FAYVEL At 2%

A hr— LR ROBERIFE

(1) ARV FIZ LS THZE GRS = 250mg/dL (gradel IZFR) ZHERFCTE720,
@) AvARVAEFIZEST 1 B 2 [FLL EORMEREAEZ T,

grade4 DJFYE TEEWEDFERL  FEE LTI FEIEZ 1)

HIV SUREED S &,

HBs R ED S A

DA O ERGORAEMELEINEE L AEMEOHL G IHEEZH T2,

(1) FRAICa b~ — VAR B ORI | KT . 5T IE, ZOMo & E O RiR T
2) e RO iR K

(3) HurEEERA, Bl M EEO 53 M IE7R R R

26/149



8) WG e [ A2k i (U [ B VLK -5k 7e &) 2 256
9) LLTOWFNORERELH T 558,
(1) K EZABEMIBR £ IR MEIEIC L > CTH B AERICKER S D mE DKL N H
Do
(2) BESLEIIMRZLELT D,
(3) FEMPEFAYELPIRIR £ 71 HIE IS K > TH ABRIRIR OB N H 5,
10) VEEMMEO EEREEZA T D5 5,
[ IR P B A 0 L OV I TRT 23 5 AE LA O BRI E AT, 7272 L RPERICEDIE S fIi S
FESHE, 'H . KIBIZE1F% Carcinoma in situ FH24 DR ZE I XTEBIMED BRI E O/,
11) 4R, AR O, IWRBRGETITAHRO 1L BADOHIEDN TELGE ZBRL,
12) Zofth, FiREE (s R E £/ 135 HEER) 2508 XY SHr S b5 4,

33. FDhtER

1) ABFEIX JALSG B-ALL213 |28 Gk T 572D D% FEHEA 7 LRIMNEHER A S/ &3
ThD, AWFIETIE IS T DR EAETHS 1)(2)-(4), 7). )% A T 2% A 1% DA ZE A=A
WFZETIIARTEAE L LT, Fier—ALE 2 HIAH, B-ALL213 |28 4§k L T Ph+ALL213 |2
FRCERWER AR 3272010, 34 T 25 A 138 E i BT ~ FAX E72i3A—/L T
G N

2)  FRRBRAROHILRAR (10 R RRIRD BB IZ DV TDRIE G OIS TIEFNZ DT
BAGRERA~OBIRIT A LT D, B-ALL213 BERIFIC A E LI T8 10h  AFZETO
EREDTHLUEEREORFICE L CHEREOA L HRT 5,

3) BREREAITURARA LN ThOMEMERE ST (11 MRS TR (20 R DRI IRAFEIC D
W CDRIBDELNIRD S TIEBNZ DUV TH AR ~D B GRIT T 97D,
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4. BEZRG

4.1, TEREBER

B AT Z BIA T DIZH Tz > I KMk O AR BRIV T, Ak (JALSG
Ph+ALL213) O St DGR E 13 Thtiak & D RAEFF DM B Th D,

ABR O FE Mz KRBT H AR THORIFEE L B RAGRE) Oat’ —% JALSG &iRT —H k&
H—~ e—mail (ZEDEFT U B ERAETT,

BCR-ABL [ A 85+ E BB (RQ-PCR)D =D DI IA AL Y L AR E &2 T B D, K H | B H
T B [ U TR R 2 R o TRIRAE Y OB & T T2 LM B SR AATOZ & 1R B AARITOD
RQ-PCR (% B-ALL213 R EkE DX ATEAG A7) — =0 7 CESND,

72E | BRIRIIAIFIE D730 OO B AR I OO TE 7 AR R3S KL OVF 38 e O BRI AT AR O &5 7- (DNA BE Y
RNA) -AED T8 DALY 1% B-ALL213 BRI CTHEAR LT=b D2 42,

RQ-PCR DORINFE , #FEAEAR FHRNT D7D DAL Hl 1Tk &4t SRL CTHEi %, SRL #hOAR
PR TR M #13 8.5.2.3. 1R T8 AE Y DI BARDERLF IOV TIA FiFk > SRL #24F
HONNTEZETCE WG bELZE,

HEFRDMIEBZ /S DEEE

MIEEESRFBEDFAX
iR IALSGEER

EEREHRTT

BRERAEYY  RECESF
SRLEY & HEER~EC

42. BEZBROFIR

1) JALSG B-ALL213 ~DBEEMN58 T LTHY, B-ALL213 Bk 5. ALL-CS12 &&=, BLX
VB FRERTET —H o A =D 5SS T,

2) FATEIRFAZV—=7T BCR-ABL Bl G BRI THDHT &% SRL A b ESLD,

3) AR (Ph+ALL213) ~D Gk [RIE A BUE D )71 T,

4)  ARHRBRBINFEEES-OBITA 2 — Ry MTTHRE B GEZTITV, PhrALL213 X Ek% 54 B

T5,

SO FIRED JALSG 2 B HAR— =B fiEakID/ /AT —R & W C A E iz ey A
CUBEBREFEIT), B-ALL213 Bk 5. ALL-CS12 BixE 5. EALE S, BIOEG FHREE S
AT D,

AFBRCIE B-ALL213 BERRHZ TG Lo BB TR A 5 IR R TEDO BV 2 1D TF4A K
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BT 5 U TR il eIk 2 E B 45, (8.5.2. RQ-PCR)

43.

1)

2)

3)

4)

BESRICELTOEE

SRR GRIRE Web [ b Cui#g JEUE  FRAMEHED KT H O B4 BRI T 52 LI LD k5]

TET 5, FEHEFIRIORTLA - ARHIEE OHLBHIIEETER,

B AE ANJRIEBR A OB IFFR SR, 72720, J64T PSL G IIARRBR ~DO X FRI AL
IXFFEND,

*“w&&bfﬂ%%éﬂé$%‘ﬁ£%%ﬁ ZBALCIE, Kk Cft 535 8E ID 27 — 2L TR

HECERNERRIZIB VT 1(@7_ X, B D ZENEHRELTHEOES -, BN EALA LT

EHIE T2 it % fié:) BE T LT GRIFICBE IR E 5 A2 5 U CREAT D, MiskicBiTh A

FWRE 51X, A xfféfi%ﬁof’f‘@@ﬁé

w‘*ﬁ FEEBERIVHIA LS A I RO E R T — 22 X — GG T DL,

YT LE T :lﬁﬁﬂﬂéhtcb\o
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5. EFITER

AR TSN D ERFEAN LU TR T, FEAOTHESNOAEFEFRIIOVWTUTL 7.4 THISh
LA ERICBIOHE FFRITRH S D, FHHATERIZ OV T, 6.6.6FH PICieHlid 2,

5.1. #H9F =7 (dasatinib;: DA)

P i 4

27V ILEE

FilA

20 mg. 50mg/ &

1) mAEH R OSSR BN RE ST A—5 (8PS E R A s D B AR RS
(2 HF =7 50mg, 7T0mg 1% 90mg # 1 H 2 A GRS HIEH &) KR D
5%, X T =7 130NN S, AR TR 5% 1 R AR T
T e I AE P Y (Cmax) ICBIZEL 72, Cmax B3ER, MATHREITB i 4
~5 IRE DO TE S8 (11/2) THHA)IECOITIR T35,

2) fRE Y F=713FIC CYP3A4 I IO EEH, AT Iz
CYP3A4 Z L CAERMRIND

3) R BV ARRIRI IS P~ DY TH D

4)  FPRRERNZIITDEMENRE X T =7 OEYEY IR T DR & ORI D
EEIIERD L W (ST — %)

TR & AE R P

AP F =TI EDEATF L X F—E DX F —BR A NTHD ATP F5AHTL
(ZBWTATP S35, BCR-ABL D #7259 SRC 7 73—+ —F (SRC,
LCK, YES, FYN), c¢—KIT, EPH (=7V>) A2 Z 254K K O PDGF (I i Sk g B[R]
) BB AHE 5 (1C50=0.2~28nM)

(EEES)

1) ARAENORS S L BEUE DR D&% B
2) B SUTATIEL TV ATRENED I A A

OFFER

ENEEE S SERE Y N
T

CYP3A4 Z BB AFAIC L, CYP3A4 TEITBMENDIF DR # IV T T 2

PR TSR REMENHHO T, IR T O ERE MR T 2L,

1) BVEMERRBOBEROHHBE

2) HEEOHLEHE

3) QT MIRIEEDIBENXUTEDEEREDH L B

4) i/ REE B 3 D 3K B DV TR E A A B G O B

5) R

6) DEEBOEERE UIERN 7263 58E

7) IR RRZ N DT ERBH DO T, EHIAIC IR L BE OBIER
ZA3AT, B M AN U735 A T s SUTIRIE L &4 | B 70 3 FF
WIEEAT,

8) RUKNTRE (7K, FiiAKNE, LI, MK, RETERES) bbbl
N5, IRIRETEE SR BT EA I, FIRAN X34 o0 &I B A&
CHID B SO Y S RRHRIEEITHIZ L,

9) QT MIFRIE RS HAESN D29, QT MIRIEERE OBEN UL DBEAERED
HHBRETIREYRLBEXT=2) 7 %2170, QT BRREE RO LN E
VIR E U IARIR L EH IR B (KA VD AE, K~ %D A fIESE)
DFFIEEFT),

il ~D¥ G-

— R R E IR A FRREE MK T L TRV, [HEITR 59573, AGRER O #4F fin
TORIMIFRRES N TRV, (FRRFRERIZISUVNT, 65 Ao B L bl L, 65
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i LA BB TIRIT R B O PR IR D SEBSHE S im0 72, )

TR I O HEISTER L BRI OF e =407 95,

5.2. ZDHDEH
52.1. F7LR=Y0OY (prednisolone, PSL)

P44 L=y FLR=vry KEES L R=
Pl ¥ 10mg*20mg*50mg / #€ S5mg/ B 1%
HbEhhe HER G- 5 R ICIT R EZ R L, ORI L, NI 30 0 Tha,

REHITIF R EEESE CYP3A4 23R ELTWA, 7 HIREIT 42~75 %H3 R I HEES

N2,

MELERR BB BEAT AR, A MBSO AT A L OREAS]S, {ENETADEL

MK ER 2R,

i A= H=
AHND RS 3F LI BOE D REEE D35 B
SR

(ROBEIIR G LN EZTAIE 228, FRCLBEET 558 THEIC R G

THZL)
HNRHUEAN OIFAE LRV VR YYE, 25 OEEEDBE

THALPEEIS O B SR O B | IR OB | BARIE A R O
B BREANEORSE FNEO B Sl EED B3 BRERE OHLEH
MARSED BHE | BEAT T NIED FIRIOH L BFE | S OiEIEL R Z Lo
HEKRS JRGED B FERAO B | BREBRIEOBE | BAREOBE | FURIRERE T
DL NTRELD B NN O 83 | EIZERIED B | BEIEMEEAED &

&\ milinE

rlin g ~ORG R SRR G UG, BYYEOFIE, BERIA, BHERE, mfLEE, R%EH

PR, RS ORIER R HEDNLT W,

B
clg
gy
\H

/INRTIIRYR G-I, FEEF 6, BN E TR S M E P E S Bl S 2

ENBDD, FIRANIEDGE TR K MIEDNBNDZ LD D, REHREIZED CyA Ol

PIRED LRI DILENDHD,

52.2. EHVYAXFY (vincristine; VCR)

PE L4 Frary

bilEil # 1 mg

MR EVEME  BUINVEBLE S, BUNE TS ROBRICHSEA LT 570 | flla o IEF FERE
DHERHT R EIZ Rl TOD, Mllid 73 RS S A7 -t i 7 £ 12 AR

Mz KIFET,

S EHE TRV AEEESR CYP3A ARH G LTV,
FRIRNTE R P 505 72 FER LAPNIZEE I IT B G- 2O 69 %, JRPIZIT 12 %
DRSS,

i AR = D AFIO RS x U EEAREE OB OH L BE

2) (M v a— =Y — by — 2RO EE

B D ATV RHELEA (72—, 33— )
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AFNOFHARE RO BNWERNER T2 0305, ARIET V) — NV RERHANTELIC
JFF R m— 2 P-450 3A IZEVGERENDT20,
2) FAIHET 2=

7 2= MU EREE G UBEMERSE A A R IO 537528 T, 7= MO
HREDMK T L, S E TR0 RENRH LD T, 7o= ML O 5
BAPFESTHZENEEL,
3) AL ErRR LA T OHA (B e A OTUEMIELH1%)

R REIER DR T2 035, A4 EA OHUEMEREAIOLA | BERREE
(HERE) 3 HE TR 95 Al REME D B D,
4)  HAL S o HUEME RS

B BEA I O RIWER SR T 2280350 DA FEIE, PLME, AT FE 3 B
L7 DOHED DD,
5)  FEAIA S HOH R R

HREIHIEORIERAS R TN DD,

JIT R T B Dk B

B

PR o 5 R 0D P

RE

F OO

AR PRE PR

g ~D 5

ARAEFRE R S TRF U,

BEN . BRI G L 7V, BRI SR ALD LI - BEAE & i 29D
_’C“‘]jz%t:z}i\‘/[z‘go
AR AR IR E DT — Bl KI5 54 2.0 mg L35,

5.2.3. ¥70O/RATPIR (cyclophosphamide; CPM)

P b4 TURFH

HiY ¥ 100 mg. 500 mg

LMY TAS AL, BEEE ARSI T A LA S ST 5RE 1 2H D, DNA 27 /L%
JUAEL T DNA #E8AFHEL, ML ES 759, 2OV M E 12 2 BE AR @)
=, GO HIOMIUTHIER T2, BIENSA RIS D IE TR, B8, T
(LA RERE, BRI, AR EITEFEE G070,

S EHE FTNE G, &5 2~3 Wy B i Fr= B L 3 s B L DAR IR T 24 B¢
BITIHFF M A LR, FELTE IS,

i A= 1) ~UhARETFUEERGROBE
2)  ARFNORIICx U EERBIEOBEEROH L BE
3)  EIERYYEEZ S OFL QWD EE

{E G- ) KEEOHLEH
2) BEEOHLEH
3)  EHHOHL B
4)  EYYEA AL WD ERE
5) KJEBE

FFPEEREO & A

B EERORE  SE

Bl E~OE  JEE AR (K7 nha—/LTld CALGB8811 7 rhar— /L ZiEw i &)

AR HEIH 0370 R B iR L, PR AR 5 O WAIR 8RR BEE DB IE D728 DALE Z1T,
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524. 59 /JLE> > (daunorubicin; DNR)

P dh 4 K )z A

71754 ¥ 20 mg

LAY FiAmE (T AFHAZIR), MRAYAT—E IR EEREL S, B
JEBEZ R BHDDN, Bk, FREMELEFEEDR DS,

R JHF i

S EhRE PRI =L L TIEH R Ch D, JRPPEIZ VIR DRI DT LN DD,

fifi A = 1) DHERER T UIT OBEROH L HBE,
2)  AFIDORSI 6 LB EMBEIE OB EOH 5 B,

EEEG 1) LRI RS DTG~ DO SRR IBE 7 v A7) R IEA L

BN D a2 A T DAt O B AR A

2)  AMOGTENEREL A, HOR R

JFFEEROMRE HE

BEERFORE M2 (sCr >2xULN D& 50% (25 &)

i ~OLE 75 U LTI G akEHT D,

EEFIH DR EICEE N L EGR B 580 256 mg/kg R HEEEROLHEELLZT

ZEMZD), FRRNEEGIZBEL . SR ML E AMTIRAND ST SHERALIZ A | BEAEA
EZFTZEDRHHO TIME N A A LR NWINTEE T 5,

5.2.5. ARFLFHY—F (methotrexate; MTX)

GEEE AV RLFE—]
i 7 5 mg+50 mg+200 mg / £ 2.5 mg+h mg
R REHETUE, KB E A A OREOGHY S OMEIEEZL LA T DNA &
RSO AT IR B Al a L E T 572 8 U Cllla 215575, BERRREHIEK,
T EHE Il CRBISITENEAR L7220 | 25 24 RFETETIZ 68~100 % 23E LRt
%o KEF G OBIITINE REIR~B1T,
EEE=I=Y 1) ARAFNORRA R U EE 2 REUE OB EIRE D& 5 B
2) MEEEOHLEHE
3) BEEOHLHBE
4) WK, BEAKFEOHLEBEE
PR R 1) BHEREMSI O 5B,
2) JEPYEE AL CWDERE,
3 KEAE,
JFBEERE O R
B REEREORE ML
RENE ~OBE ER, FRCIER K ZIRTE,
HEFE JROT N HbEN53727K 53 DR EAT o IREFBYEAL T 2FIR AN O 23887 5,

REFREROEELSRT DL,

52.6. ASE> (cytarabine; Ara—C)

P it 4

FO AR, FEARN
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FilA ¥ 20 mg-40 mg+60 mg-100 mg+200 mg-400 mg(F2H 1K N)

FFREERREY REHSTEE, KR A A BuR RO SO EEZS LAY T, DNA &
OIS TRRFENCEEIR A A FLE T 57 8 U Cilila a2 555 3%, DNA A kil fzlc
$51F7% CDP reductase L~y DNA polymerase L~L COHEIZLDEE 2 HIL
TW5,

W) )R MAEHR DO HZTE AR 2 FEZRL, 1 A 10~20 47, 55 2 fH 2~3 KfElD
I TR T D, 2278 (Ara-C) & B IR 1 5-8> 2\ IR e A 5 RN 4 -
T5& 90 WL LD, ik R7el To TV T 73 —BIZL> T uracil
arabinoside(Ara~-UNZ R4, 24 FEREILANICE D RER 57 03 R FIC RS 0D
(Ara—C:7~8 %, Ara-U:70~80 %),

RS 2L,

HEKS 1) HEEOHLBEH
2) BREZFOLLEE
3 BYYEZ AL WO EE
4)

5 /AR
6) Ik SUTARL TOBD ATREME D H D I A

JFEERORE PRl

BEEFORE FENPLE (FRZ Cer<60 mL/min),

A ~ORE RERIETIIEE,

Ey = A Ara-C JEEREC Z T8 AEMRE) I8 3EHIF 5-1% 6~12 IR CTIHBLL | FE il

PIIR . B BB IR | AR AR B R R E AR D, FEAERHIZ IR B AV
VR GIR E YR E R T,

5.2.7. AA4a®R)> (leucovorin; LV)

P 4 BARY L I T A

Pl i+ 3mg

TR i E A 15 mg ZFFIRINR G- L7-RrD Mg AR U B E TR 5 5 511
B EEIZEEL , L 5 R CThD, F-, IEMAIERS 13, 1 FERIRR ISR mIEE
720 PRI 2.5 B THD,

FRREERMY aAaRV 3, LT OBFFIC LV ERRETTLAI ThD MTX OBEMEZEIE T 5,
MTX 1, 2 K RHERA 4 KFBIERICE WS EHREFE ThD 2 KR HEMIE TTREFR
(dihydrofolate reductase:DHFR) D)X & [H (- UZRE & Ak &5 IESE 5, — 5, A=
RUAZMTX DMEH T 2R B 587, MiluORERR T — /WA E L, &R
PR (5,10-methylene tetrahydrofolate Z5) &720) | fiR O LR S i A F-B SH- 5,

CIRIEESSY 7L

HEKES 7L

Rl ~ORL  EEFEQL

5.2.8. SATYH—t

P fh 44 FAVT 7
A # 1.5 mg/7.5mg
HbEhhe AR NEEERL A I AH] 0.05~0.2mg, kg ZHL[A]T 30 43 REIEHIR AN SE 5L
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ToRED I ENRE T A—2 % Ll IR T, AUC KON Co X EARAFHZIEINL T2
D3t o, CL KONV, T HEOEE AN RN TR 3 A AL A DR >
77

hE&E | 95 Crnax AUC CL V, t1 2
(mg/kg) | EFH (pg/mL) | (pgeh/mL) | (mL/h/ke) (mL/kg) (h)
0.2 6 | 4.601+1.07 79.1+20.1 2.681+0.72 86.8+22.9 22.81+4.43
FEFREERT  ARANL, IREEZRLL ., 7o MU bR bk Z o fET 52T, M RBEEZ K
TS,
R 1) ARAIDRA 6 Ui BOE OB O &5 B3
2) JNa—2R -6 - VEEKFERES (G6PD) RIAD BE UTZ OO MR
Mz 5| EE T ZENMOIN TV DIRIMEREE R B 2 H 3 5B
HERE TUNAX—ZEILTWVREZ AT 588
EE ~ORE — RS E RS TIPSR T L QD720 BWERAORBLIEE LEEIC
whET5ZE,
Ey = A D) BEERU Mg R % SR E 32 EARAIDNIREEE 5L . AT Lo JREEfE

IMEL72%, IEREZLIEZATH IO, MR EZH O U M AL T3
WAL, KRS TR AR IC U7z B CRAF L, BRI ARFRE] LA
ET D,

2) B MR A A RIRIC KB T D EARA DN RERE iR L. W) o JRERE
IMEL72 %, IEREZRNEZATH IO, MR IR Z H O U AL TR e
I AFL KR TN ARIERBEIC L7 O L L SR Mm% AR LA L2
ET Do

3)  ARANIMOPFRIED ST A LITBDOT A TR EGTHZE, 7o, BIDOT A
DM CEAROVEAIE, ARAIFR SR AEB BT CIA 243 S5
&

4)  FRERCT ROFERZE AL &,

5) AEEEGTIBAL, T F—EH LN,

6) AFIZEIRTHEITIE, IBEILRNI L, 2B IR I E LW IR DD S
HHOIIEH LN L,

7)) AEREAMIREREAURITESOIE L, FRIRIIFEIET A, B, &
OFIRBACRT 2 S TIRITT D AT, 2~8CTIRIFEL ., 24 BRI LA
M52k,

529. FAVRED YD -TILT7

P4 VaEy =l 5{lE A 12800

Fi b RET 2V TV 7 7 GEAG - Z) EL T 12,800U/ /347 /L

B RE BEFERR A B HEIZAA] 1,900U/ A (0.3mg/ N) & 22T CRARN Frge s 5 L&
RO RET 2V TAT 7B T%IC Cmax IZEEL, D 2
PECYERUTZ (Trea k9 4 B Toes K9 20 HEED .

PR AR, bao e ickd 7 mT A2 C OFME b RET 5, AR LIzEE L7 a7 A
v CUE IEMEIREE V IR R OVEMEALSE VIR 2 N5 LT 52 &icks>Three
COEREIHIL, MR EEE R OTEHALZBLE 5, AFNX, v oA E
VEFNZ IS =B (B2 LD . DIC OFIEAHIT 2,

A= 1) SEZEPNHI, Al i, JE A8 H i Gk rs Ze i - R i, YEARE TR IS KD HY
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) 65 -EHE,

2)  AHNORGTRT B BUE DB EE D&% B,

3) IR SUTIEIRL TOD ATREME DB DI N,

EER S 1) EEARBMREEEDHD B (BREOIERISUEE 130U/ kg (8L TH

H35zL,)

2) HEEREREREOHDEE

3)  VAELANICHMIM S FE5E (BE2E N H i, MR 2E%) OB E 055 B H

4)  EfE S ARSI A i EREGS 100,000/ u L A#8 2 % [leukostasis 238 B
THBENENTZ80, M E B gas COHMARETHBEN01HD5, ]

5)  HARAREE RO TN UTSMES B OEWERE [HiZBh R 32 TR H D, ]

6) rEinA
7) iR 50,000/mm? PLT OB BRI AR I 35U TR R O BE 7275
PAED DDA

(55 3 AHERAR BRI I\ T ARHIEE 571 & OG- i/ Miccs? 50,000/ mm?
PLUF &7 BTl 50,000/mm? 288 2 5 B I Z R H A EHF RO R BRI
BT, Ei7, —RICEEM AU IS TRRASR DN B TR L TV Bk g
TiE, MDY 2213 @< 7325729, ]

PR ERF O R JHEOMLET2,

B ERORE  BHESREEREER BV FeyRET 2V TATZ7OZ)T I AT (156%
FRE) RO LN, W G B EANELTAHRRE DL DO TIER,

EEE ~ORE 65 UL EOEEE TIL, IEEEE LR L Char ARET 2 TATrDIVT T
VAR AN B IME T (16%FEEEE) BNADNT-A, & 5B a0l 45
FEDEDTITRNEE 2 BT,

HEHH 1) BHIZEP I, WG, TE0AE i (RESERYZenb o - R i, Y bBEESS IS LD H
1) NFRD SN H AT G52 T8,
[ARAFNDENOEGIRRERIZ IS T, B IS, PR, <08 Hf, Jé i, Af i
AL I, AR A O EEZR M OA FERHFRBED S TND, B3R
AR T, AFN O H I BE T 2 HERA FHFROREIRIL, 6.0% (116 FlH7
) Ttz ]
2)  AANOEERICH Tz T, AR OBIEE - Bl P AR A A+ 5012 TV AHA
IZ8DEE 2 bNA HIMFEIRDFEBL N AN GG IR 52T 1ET52
&
3)  ARFIE G I EERBRREREE RO OIBRE, RO ZEICHEE T DL,
(1) EFE7 R ERERE (LR M SEIR O FE B - BN S N 7235 B i3 e 54
EF528,
(2) RANBEHAZLVADMERRO DIV EITIR, /IR, BEE - a5~ —
— . HIERICTEE LR35, A% 130U/kg ECTHETHLE2EETHL,
(3) AEE AL DEEDTHE TETORWE AT, O IRFNEE 5L
LY h RN
4) oD MR EE [ PR SEAIC B HE - RS BR B DU M IREHE 225 O OF I LD |
BRI MAEASAE T AR OB IZ K REIZ B ST L ORERH D, ZD L
VG AR T2 EX 1L, BB OFPRREEE O & OYEIRZ 1781
B, BENLONT G AT G2 IEL, @MYL EETIZLE,
5) FuT A CIEENGEEIE TL WD A REEDN BSOS AR 2R 595
LA iE, FTREZRBROAKIE G-1ii, X8 5-BtAR BT a7 1 C A2
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6)

7)

ELL 10%LL FORMETHY | 72> DIC DUGEN R HIIRNG IR )N
KITOIRFEICEIREZ AL,

AFNFEBRAFTHY, vavr, TFH747F% 0 —RIERENRH DS FTEENE
NHLHDT, BELEH3ITATO, ZNODIERBH SO AITE I
Bkl @R EEI T8,

DIC OFFREEREZIXMAIOME H22 LGB EL AAIOFE G, /6% Eof M
WagEttE ERDEHET SN AICOIRTIZE, £, AR EHE 5358
AL, S A O HE, B EEDE R, 7L LF — R E IOV THREEL
BlEZTHTL,
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6. BMETEIL AREEEHE

6.1. ERIRES=EDHEAE
6.1.1. AFREBEDRDA

AK7aha— BT AKREEEEE L. Du Bois ORE WA, BHigEDEF 1 /LTI HE R
L QWD AT E R A MR T 528,

AEERE ()=&K cm)*™ x (KE kg)"**x 71.84-+10*

DORETITEARZHE AL CODEGARHL0, FEOFFHEL RO D,
6.1.2. BEREICKIEFIREDHIE
AR CILEE OO EEIZH) )OO T R E IR L E T 5,

( ASCO Guideline Recommends the Use of Actual Body Weight to Calculate Appropriate Dose of Chemotherapy
Drugs for Obese Patients. April 2, 2012 )

6.1.3. JLF7F=2OVT7 S RADEtE A% (Cockeroft & Gault )

FEllin ARE, MGV T F = Al1%Z V= FEEO Cockeroft&Gault & W CEE 5,
MU T CRHLIZZL T F =220 7 F A (Cler) % 0.85 545,

CLer (mL/min)= (140-4Fiin) xR HE(Kg)/ (72xMiFCr)

60 LA BT A B ORI 72 BB I IA R E V3, 24 B[] Cer Z21E T2,

6.2. AEIRE

JALSG B-ALL213 353D 7 H D PSL SEATIRIRIZ S| &Hi& . BOCR-ABL @G85 12 fERd L
72112 day8 £ CHR 34 HH5L T 4 B PSL fH DA JRIEZ1TH, IR HLE DR EEL T 4
FULZH DA JRIEAFEMIL CMR & B4, Z0O%1T, BN —RNRHESNDE T, 2 FHO
DA ff FHHE DRV (CL, C2) & 4 AV VAR T, BAEOREHIIRN - — R E ORI AT 203, &
MRS AIRIES O MR FHE 2 AR CIIAR T4 THY, s b HE D EE L2 F A &35, 58 b HE
FEIEZIZ MRD RRMEZHERLTZS B DO A, A E L TRV, JFAIEL T—EOHA AR 5L
OB RPN OHEDFEE (C1-1) BRI ZTTY, RIFEBMA T W FEBAE B CIXHLE DL
T, 4 EMOKMERRRIEL 12 23— 25T 5, BHERECRAFRRTT. O MRD OF B I DY AT DE
WEBHFIZIE DA 2% 595, HBSIVIERA#& T LIZRE T MRD 328557325 G 13k Rk %
179,

BCR-ABL RQ-PCR A ZEE TH i § DAL MR TR — AR IR E L CHlE 3 5.
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6.3.
6.3

AR a—IL
1. %47 PSL &%
6.3.1.1. AEATa1—)L

JALSG B-ALL213 7'mha—/UIZfEVy ALL E2WrL JALSG B-ALL213 7'uha—/ /LA g% (2 PSL B
MIzED 7 BEOKATIERZ LG 5,

D 7 ARICHEDF AT ALY — =272 T BCR-ABL & BinF Ot a R c&xuE, A7 ah
a— L OFHE TS IO R EE155, FEREG%IZ PhtALL213 7 aha— L a4k . day8 LV DA IZ
DTG NIFIEZATD, BCR-ABL &8s T itk Tho Th AR 7 mha— L Ok BH L7e Bl
Hlx7aba— L fikEd 5,

PSL 60 mg/m?/day (po) or (1hr div), day 1-7

FIRZ I E M EREK 50,000 /mm® PL_ECHEEHZMEE 26 55 1 o PSL I3 EXVBIAAL Thk
W, 72720, 1 O 5813 210 mg/m? LA E (K 420 mg/m?) L7255 575, FlZ13 day 1
1% 15 mg/m?/day. day 2 1'% 30 mg/m?/day &L . day 4 F£721% 5 £TIZ 60 mg/m?/day |ZHi#E4 5, (2D
TBFRIEIX JALSG B-ALL213 aha—/ L L@ Tho, )

1)

2)

3)

4)

1)

2)

6.3.1.2. TEEIF

PSL (3 20 mg/m* % 1 H 3 A& E(TID)E 575 KO NREDOMERHIVX, —H ik 5 &
ZRONED KOG EZO T 70 E DA FRGEZROD, TERAIZRIRT 5855135
BEEEGMEQ B 3EDIEFEICET S, 22388, IHTORNIOUNT, bmg Al LEIVHE T, 5mg LA
i3 BT 5,

7u7 ) —/L 300 mg/day ZVEFRBALARTEVRR O 53 5L 010, &N+ 5% T
ORI 72 il T, 1THIRE 2 L UL EEfRT 5, 77 ) /) — IR EEOHLG AT
IR M B TS (30<Cer <50mL/min ¢ 100mg/ H , Cr <30 mL/min ¢ 50 mg/H), A7 V%
— PR G REI GARE,

TATVH—E Gt TAVTv7) 25355513 b LR IA 4-24 FEFFT2S 0.2
mg/kg Z1 H 18] 30 43 LA BT CRilFET 2, iGRBIEEZE=4—LT T 747% > —fk
JEMR, EMPER I, AMEZ B U MEIZERE LD K 7 B E T 5795, G6PD KEdH
DUNTZE DO TR NER I % & 7= 9 IR M EREE 38 B 2 32 B 1T A = CH D,
PUEEA, =2 —E AT AR TIHIZ ST B4, B HLERE T E AR AR R — NMHFI 2 5
T 5, R NFELIED DA # 5RO 0F R (6.3.2.2. 2 ) IZGE T, ZO BN
AT AEM. H2 7 uydi— 7T abr R 7 IREANLY BENOBBERNI R G5, EARAR
F—MFNZDOWTIE, PSL SR IR B G- L7025 B A8 A 1k i b H S D L IR A
Do

6313 AEERICHSIBESZ

PSL B G AGHIC B AR A I 2 203D T, R AREEEMERE (6.11. 1.2 08) BL O
DIC(6.11.2. /) I2FEET D,
= M 26972 PSL O & 28 BT DU TR EEAI BTG 2 B EEHE (6.13.3. 2 R) |TR T,

6.3.2. EBEARE
PSL JEATIRRIC T | &fiX PSL O 52k L7235 day8 L0 DA % 4 575,
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6.3.2.1. AEATa1—)L

prephase PSL

—t
1

PSL 60 mg/m? (po) day1-21&tapering | o
8 15 22 29 35 42

DA 140 mgiday (po.Qb) day-55 B I

MTX 15 mg+DEX 4 mg (IT) day22 A

RQ-PCR %

1) PSL 20 mg/m?% .1 H 318 (TID) day8 75 day21 £C(F} 2 W], LT 5428 5L 3 1
) 4% 0B 5 L= bz, 1 EE Tl 795, W53 30 mg/m?/day 2 H R, 15
mg/m */day 2 Hf#. 5 mg/m?*/day 3 H#&T 5,

2) DA 140 mg/body %, 81 1 F 118 (QD)day8 7°5 day35 £ T (Gt 4 ¥R & #5475, B
FHEA|EOBRN ORI R R T2 8ICEET D,

3) MTX 15 mg/body. Dex 4 mg/body % day22 \ZHE7ET %, EBEBIHIASIR B3 &1IE, AP P EREL
500 /mm?® LA b i/ 25,000 /mm? BL BIZ[EE G5 E CEMA T T2,

6.3.2.2. TEEIF

DA 5RO O HZEO EAERICEE T2 (6.9.28),

1) FHHEGELTOTY —VRIEEAIO# HIL DA O RELZ RIS 5EERHD,
CYP3A4 JEMEICH T A EMERIL, A FT72 Y — A3 &b (1Cs < 0.1u M), Z/La)y —
IV BT XY RV = UEA RT3 — L K05 (IC5 9 10 u M) SV (PRI
B 5. Yakugaku Zasshi 125: 795-805, 2005) 235, ARER CIEE @KL T aty — b
100200 mg % 1 H 1 [AHEEICHEGTEHIEEL, A AT — L OB TN TRET D,

2) DA OEfEMAZES L CRINAELE T REEDOH D, BB AA4 L 2 G 0HlEEA], Hy 7 eyl —,
Tabr R 7 ILERIO RGBT DA #5001 2 R 22 TR G20 ERH D,
AR TIL DA IFFIRRITIRH T 50T, AL ER ., H2 7 ey li—, 7mhe R 7B EA
135 BHPOBERNIRH T2,

6.3.23. AEERICEHTHIESEE

1) DA OEGEDFRNE DA OFE T (6.13.4.8 ) 17T,

(1) P APRVE CILMER R 128D DA ORI EE T2, L, graded O
I H BRI O FE B A R BRI E SRR A5 A 1%, G-CSF 2 L Th &\,
documented infection 23& 5 E1ZIL—FRFAIZ DA ZARZEL TEUY,

(2) FEMIEFHIFEMEICRT T 2% 6.13.4.3.07R 7,

2)  EIEICR92 PSL O R FIZOUWCTILSEA BTG 8 JEYE (6.13.3. 2 /0) (TR 7,

6.3.24. BEfREAELIOHNRHIE

EHIED FHFHEF 1311177, UL RIS 2=,

1)  PSL SEATIBE D RS LT day7 ORKY M FHER I ZfER 45,

2) DA & 5-Btf 2 W% (d22 £ 3) IZZFERDI/D (S Rl T 5720 12 fifa A 2 5kt 3~
éo

3)  EMREARIEORNFEHEIL DA F 5L TG 7 B H (day42 = 3) IBBEMA TIT, ZORRIZ
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LB BT RQ-PCR ZH it 375 (R A2k 01),

4)  LFS (13.2.1.ZH)IZEIZEL TWD23, IEH Ay OEE (4F P EREL = 1,500 /mm?, Ifi/Mid=
75,000 /mm?) A 72 S7RUWNZ DI MR FHIFE R TR EZ M CERW A 1T day49 FTOTMILHE
& D WEED BB IER 23850 5, day49 £ TR ThIEH A DEIENFLRNG &1L, E i
AL A LES LW Ui b HLE D L Z BRIE 5,

5) PR LLFCPD TRWIGEIIRIEHI MZ IS IE R B OaE oA M RO 7R b HLE D 5%
LG RN

6.3.3. R{bihEsHEx

RS ANFEAS T (day35)t% . 7 H W OIRIERZIZRITIR OB HERHM 235, B #EREM O %I, ik
OPFREO BRAGIEER -, 1B M LA (day49 LAN) (s b i [E O 12 BR AR T2, 1EH AR/ e
BIZONTIL6.3.2.4.0 4) . PRULTFORIRDOLGEIZONTIL6.3.2.4.0 5) B [,

FLIRENFE P ORYYE 5D\ NTZ OO IE MR FHIA FFROT-DIZ B L EA T -3 72 5
BT, MFE O RIS % 2 R (day56) FTOIL/RBBHMADIEIZF8D 5, ZORE R TIf ik
FHIEEO B D BIAIIEA - S A TR BEO—BOREE, & 0HE, o ERO IR IEE S 8
L CEIREDOHIM CIRFZ AT 5, ZOMOBLH CRBIEE NV B G SI I R B LH Sk
e

6.3.3.1. Bt %

D iR ag e

O fFEk# = 1,500 /mm?

@ /¥ = 75,000 /mm?
2)  FEMiE AR

@O #mrusiey < 2.0 mg/dL

@ Cr < 2.0 mg/dL

@  ZFOoOIEMmEFRIENED gradel BL N THD,
3 IEENMEDEYEZTRD R,
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6.3.3.2. AEARTa—)L

208 FIERICIS I D RAEANIED IM Z DA ITESHRZ 2L DAY L, SEAESFREITLI RIS
559 CPM. DNR. VCR. PSL @ 4 Kt LT 5,
LU D (%) 13 60 ik LA _E 64 5% L T O @i (233 5 E FETHD,

1
CPM 1200 (900*) mg/mZ (dip,3h) day1 ‘
DNR 45 (30*) mg/mZ2 (dip,1h) day1,2,3 m o s -
VCR 1.3 mg/mZ2(iv) day1,8,15,22 Q G G
PSL 60 (45*) mg/m?2 (po) day1-21&tapering | L,
4 11 18 25 31 38
oh  TomaypeAm e I N T
MTX 15 mg+DEX 4 mg (IT) day1 A
*BORIMN LB FDBS DRSS RQPCR K

1)
2)
3)
4)

5)
6)

1)

3)

4)

1)

2)
3)

4)

CPM 1200 mg/m? (* 900 mg/m*»% day 112 3 FE2NT CREIEHET D,

DNR 45 mg/m?/day (* 30 mg/m?*/day)% day 1, 2, 3 (2 1 BRI CaE#ET 2,

VCR 1.3 mg/m?*/day (fx X 2 mg/body) % day 1, 8, 15, 22 |ZFET 5,

PSL 20 mg/m*/day (* 15mg/m2/day) % 1 H 3 [A] day 1 7>5 day21 £ TR O#EL, 1 BTl
BT 45, WiEO7EE 30 mg/m? x 2 A, 15mg/m?x 2 AM.5mg/m?x 3 AMET
Do

DA 100 mg %z 1 A 1 [5](QD) day 4 75 day31 £C (G 4 ) R 0535,

MTX 15 mg/body, Dex 4 mg/body % dayl (Z§E7ET 5

6.3.33. BEFEFICHTLHIERER

DNR OFe 5813 B-ALL213 7uha— /L OEF |ZE&HE | B 5 E% 45 mg/m?* LT,
60 kLA b, 65 mELL FOBE OG- EIINERE Y 30 mg/m?/ H ThHD,

CPM @ 60 m& L E D g ~DF 58:1% 900 mg/m?/ H (60 kAT D BE DK 15%) L LT=,
CPM (/KA %) 13 100 mg 3720 5 mL ORI, 5 HKEEZ N QRS S, 1EF
% T 224 CAVIRL T 500 mL &L C AR5,

DNR 20 mg (1 /347 /W) 10 mL @ B R AR R N2 SR L CisfR L, AR iR E
721% 5% 7 R FERR T 100 mL (ZFHHEL 1 KRN T TRl FET 2,

6.3.34. AEERICHTHIEFIER

SRV B 2N FARSND DT G-CSF 2Rl 3%, #5038 day 4 LA Tt Bk
RE LD BEA T,

DA O EIZ-DOVNTIL DA O E T4 (6.13.4 ZH) IR,

VCR (ZED AR (6.13.5.2.2 ) . M OA LT ANRHRLNDE A I TER BT RS 5 LU
(6.13.5.3.2H0) 1299,

1 A 26975 PSL D F 828 BT DU TR SRAIBITE A B L YE (6.13.3. 2 8) IR T,

6.3.35. ERHE

SRALHLE O FRIE DB IHE 1L DA O 5244 T LT 7 A H (day38+3) IZH ffifi &2 I L CHIE
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9%, ZORBSIZITF#ifRAZ AT RQ-PCR ZH AR5 (RA b 02) , ZOERET CR £7213 LFS
EIRBIR NS AIRIERIEE R (13.2.4. 8 0) LL, Zuaba— L k45, DIROTERRITAS ik Ok &
T 5,

6.3.4. Hb[E &AL C1

HiEDPEE C1 & 4 BBy T EIEIC C1-1, C1-2, C1-3, C1-4 LF9° 5,

AEERE T (B LB D RE DS A 1T day31, HEDIFE C2 DA 1T day22) #. 7 H I OKEE
179, IKIR% BRI EZFEML ., BIIEILERT/- 81 1 B LN R HLE D P E% O3 & 1 dday
45, HiE DL C2 # DA X day36 FC) ICHIEDIRIE C1 B4t 5, A HFFGOT-OIZIGENT
INGAIE, 2 T GRAL R E D LS O%E1dday52, HIED IR C2 R OYA 1T day43) TR
WA IEH T XD, ZOWRE R CIMIRF TR D A D BRAGEEEA 1= S/ VA1, B O— ke, &
OFE, Moo mERD EIRKAEAE B JEL CEIREOHW CIREA AT 25, COMOBEH TR IR
HRG A IR EEE LT 2,

6.3.4.1. BAthE#E

(1) Mg
O 4rHEE = 1,500 /mm?
@ ff/MEL = 75,000 /mm®
(2) FEMAE T
e E < 2.0 mg/dL
Cr < 2.0mg/dL = 1.5xULN
FIEFPREFEE DS grade2 LA T THD,
TEENEDEGUEZ RO 720,
Z OO IEMAR M ED gradel DL THD,
(3) MTX DEEFEFRROIAZ B ELILDMK, K72 E third space ~DKFRFE DR L&,

SECECRCRC)

6.3.4.2. AEATa1—)L

dayl |Z MTX K#, day2, 3 122 Z 7 (Ara-C) K&E# 55217\, day4 75 DA % day24 £T (5t 3
) #5795,

MTX 1000 mg/m?2 (dip,24h) day1

1
AraC 2000(1000* ) mg/m? (dip,3h,q12h) day2,3 gg
mPSL 50 mg/body (iv,q12h) day1,2,3 %

4

11 18 24 31

DA 100 mg/day (po,QD) day4-24 _

MTX 15 mg+DEX 4 mg (IT) day1 ‘

C1-1RQ-PCR Y
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1) A& H (day-2) . MTX #5450 48 Kl ATE CTIZ ST BHI OG- 2ARIE T D, mA=RY
(LV) Be 5 HARIH& T2 L FBE 975,

2) i B (day-1) &0+5372K 0B (100-150 mL/h &5 100 mL/m?/h)Z Bl 5, 2R
+3 D%EITE MTX OHEEIEZ R LT WO TRESF T,

3) MTX 1g/m* @ 24 FEEFHGEEFEE day 1 IZEfET 5, (72720, 100 mg/ m* Z i AID 1 ¢t
THEL, F%0 D 900 mg/m* % 23 KfE]CTHR G592, )

4) MTX #LH#TH% 12 B (MTX B4R 36 W§fE#£) 10 LV15 mg/body % 6 WFfHIf5IZFT 8
FIFHER 532,

5)  Ara—C 2000 mg/m* % day 2, 3 (2 12 BFEIZ LT 3 BEEINT CTEF 4 LS EET D, 60 %
LA EDBFEIZOVTIE 1000 mg/m? &35,

6) mPSL 50 mg/body % day 1, 2, 3 {2 12 BT LIZAF 6 [IFRET D,

7) DA 100 mg/body., QD % day4 N5 day24 £ T 3 RO &5 T 5,

8) dayl I{Z MTX 15 mg/body. Dex 4 mg/body ZHE1E T D,

9) HBEOFEAMIZ DA #E5HT 7 H HO day31 £3 ICERT D, ZOBRICE B AEZ VT RQ-
PCR ZH ffi 32 (RAh 03),

6.3.43. TEEIF

K MTXHD-MTX)# 5O E 5 (6.3.5 M) | K& AraC(HD-AraC)$& 5- O E 5 (6.3.6. 2 R)
ERGETHIE, KEBR O Edfr, IREWRE, RERIE)  MTX B5-F O RpH JIENEE CTHD,

6.3.5. K& MTX(HD-MTX)EE5DIEH

) BEGRIOER - BEFH

() #EUAEY 2.5-4xULNEIL ALT/AST>3xULN DAL 75% I &S5, ey ie s
YAXULNDE SR ES 2,

(2) Cer (ZH & MTX O IET, FHIRBERRIETHIZLIZH DA 720y, Cer < 60mL/min
TIEHREGZRETHZ DO #H B H S (Cancer Care Ontario: drug formulary
https://www.cancercare.on.ca/toolbox/drugs/drugformulary/) 23, hyperCVAD #1EIZEH4 5
Thomas HD#4E (Thomas et al. Blood 2004; 103: 4396-4407) 1235 Ccr 10-50 mL/min %
50% I EL T HHEESEBIZLTLLTOIINTED D,

Ccr (mL/min) MTX #5-
i

> 80 100 % 1000 mg/m?

80 - 61 75 % 750 mg/m>

60 - 51 70 % 700 mg/m?

50 - 10 50% 500 mg/m>

< 10 0% BHHT,

(3) BiENEEEEF CPEIEAE IC LD LV OB ED VI TH-T-8A . grade 3 LA EOBFEENH -7
AT 25%RET 5,
(4) FTENAEPEIFIC graded DL EDOXSIEEEE N H 72 51E 25% 8 &5,

2) BHIZBUER
(1) iMmARERE DA P a— VB EL TR A 2R ETDHTE,
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@)
(3)

(4)

(5)

(6)

(7

(8)

9)

HEAT HARRPRIEAN T MTX OYRMRIEZ 2 LA R 50 TH LRV,
AT 7 ARFA S — )L« RUARNTY I (ST S A4 13, BERRAREBREE R 23 I AII/ER L T
MTX OVERZBE5RT 5, 48 FERILL_ERTBRIEL, LV £ 5 BRI TR IV 2,

Z O, WOFXHEZ 48 BEEBTE TITIRIKL MTX $%5- 72 BERLA_Ld 1T MTX 0 I 1
2501 u M ARG ETHBLRD, ZVRCTIRRIEA], T A 7V RFIAWE (R 3o
2V DOXY, /Y A7V MINO 728) | 7==hA2 S — )LEEFHEIR T ah R
FHAESE (PP 728,

MTX #5-H1 H 5 LV 54 T ETH43 72405 (100-150 mL/h or 100 mL/m?/h)ZA7\ >, R
&% 3000 mL/day LA EIZPRD,

MTX 557 H 5 LV 55 7 £ 500 mL O 720 17~34 mEq O REEKFHE TR L
(T% A2 20 mL 1~2 & /i 500mL) Z 4595,

MTX #5571 H2 5 LV 558 T E T, FIR L GIROT VAL BEYT, 7EZFIR 250
~500 mg/ HZ#% 1 UTFIRNIEE G595, 70BN (F29 7 2) R9F 7 VR ZA R A RA
(TNANT ) TeE ORRANZ G- HERBPEBIEL L, JRABEIZ MTX 2355 S b -2 /s
HOHOTHEXHIEH L2,

APRIEIENE P, R (6 B E) ISR B &R pH DT =7 E4T JREDFEIREIRD pH
% 7.0 LL IR,

ANZE, TR »7-2XE, LV 15 mg & 100 mL OZRR/KICHRL T, 1 H &l & mks
B, FOFERAIAFEDHZE, DNKDHDRFHIEWR D HTE,

3 MHREOHIEE LV &S HF

(D

@)

(3)

(4)

MTX O i i EEfERRIRFUYEIT, e G-BRAG DR TLL T D LB TH D,

B 5-BAtG 24 FEREME | 10 M (umol/L)
B 5-BRLA 48 B 1 uM
e 5-B4A 72 W 0.1uM

FRIC 48 IR D MR EEZ 1 u M LU RIS T 22 LN EE ThD (Perez 1978; Stoller 1977)
ZDT=OIZA 53 78RR ERO T VT EIZINZ T LV IZE D FFE1T),

MTX $5-#& T 1% 12 Refl#%MTX B%h 36 Ref]#4)XY 6 Rl LV 15 mg/body A7 8 [H]
G-,

MTX I 3 8 I VR B AL T 48 BERMEL, 72 BRI 43 HIE 35,

MTX i FF i EEAS, D48 BFIE > 1 u M, HDWT@72 FERE > 0.1M DA%, LV % 50
mg/body (6 FRFREIENCHEEL , MTX L-UL23 0.1 p M AR IZ72 D ETHRET D, 24 B JIERE R0
ORI T 30 REMESRIEL . 10 u M EL EOBEIX LY 2 &7 5,
RO A X TODZEDHIA LIS AL, Lk, IHIREZE B RE TN EE
LV,
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6.3.6. X&E AraC (HD-AraC)iE5DIE S

1) Ara—C #5513 Ara-C 1D AR FROREFE AT OIZ AR BER (B4Rl Lz 5 53121
AT AR SR (0,155 A5 U em AT ) 1 1R 617 4 B I BI IR 5, 0%, 7
HEATaAR SRR 1 B 4 [HFEMT 2, (FHEERHRCIEN N 22 T8 R EFRIE RO AR EEE
R HAT OAR RO R ORISR HFAEEE 19995119:229-235)

2)  EHIENFIBOTERILEREA 1T hydrocortisone (/Va—F77  $-73 0 708) 100 mg 25T
T2,

3)  PARARRREIR : R E RO, CADAAEREIEE S T Grade 3 LA o> PHRIREEIRAS Y
B X TP O % IR LR 5. LA, £, 8708 51T,

4) L EIRL— MR T DT LR ELLY,

5) RMATRMBINAHLT0, R REREERATV, RS BZ R T,

6.3.7. HhEHAEEL C2

HuE O PEEE C2 & 4 BBy I LIZNEIC C2-1, C2-2, C2-3, C2-4 LFRT5,

HiEDFEE CLAE T (day24) 25 1 M OIRIEZATH, IR | B2 E L | BRI ER -
W 1A LANICHLE DR E C2 ZBR AT 2,

AEFROIDIZBAMI TERWGE 1T, 2 H[#] (day45) £T C2 DBRMEEZIEM TE 5, ZDKF R T
MR B EENED B DB AR I E 2 7o ST W IGE L, BB O—IREE, & 0HE, o ko[BI K 8%
EELCEREOHW CIREZ LA T2, TOMOBEH TRIIER NS ME R A I FE ST S ik
T2,

6.3.7.1. BRtREHE

1) iR

O #FPERE= 1,500 /mm?

©@ M= 75,000 /mm?
2) FEMIR M

O #HEYLEY < 2.0 mg/dL

® Cr < 2.0mg/dL

@  RAHFIREEED grade2 LL T THD,

@  FOMOIEMHEENED gradel LLF T D,
3) IEENEDREGEZ TR 72,

6.3.7.2. AEAT1—)L

day1 736 CPM/DNR/VCR/PSL ZB4&1L day2 75 DA % day22 £ T (Bt 3 M) #5795,
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1
CPM 1200 mg/m2 (dip,3h) day1 {
DNR 45 mg/mZ (dip,1h) day1 'v
VCR 1.3 mg/m? (iv) day1 {

PSL 60 mg/m? (po) day1-7&tapering [ .

2 9 16 22 29
DA 100 mg/day (po,QD) day2-22 _
MTX 15 mg+DEX 4 mg (IT) day1 ‘

C2-1,C 2-4RQ-PCR KX

1)
2)
3)
4)

5)

6)
7)

CPM 1200 mg/ m® % day 1 |2 3 BN CATEEET S,

DNR 45 mg/ m?/day % day 1 |2 1 BN CRiEEREd 5,

VCR 1.3 mg/ m?/day (5Jx K 2 mg/body) % day 1 |ZF#{ET 5,

PSL 20 mg/m?/day Z 1 B 3 Al day 1 2°5 day 7 S TROKEE TS, 0%, 1 HECHi
B T35, BT 30 mg/m?/day x 2 HE. 15 mg/m?/day x 2 HH.5 mg/m
*/day x 3 HHETD,

DA 100 mg/body % 1 H 1 [8](QD) #if1I|Z day2 7°5 day22 TG 3 HEDRE A& 59

Do

MTX 15 mg/body. Dex 4 mg/body % dayl |ZBEE-9 5,

AL DA B 54T 7 B HO day29£3 IZEMT 2, IEFEMAEE, C2-1 & C2-4 12D
B BRI Z IO T RQ-PCR Z AR A% (ARAH 08, A H 09)

6.3.7.3. TEEIE
60 m L EDBE T CPM & DNR DI TH2R,
6.3.7.4. AEFERIZHSIIESFHE
DA DO 7 k1% 6.13.4.129E9,

6.3.8. #ikrmEik
Hi[E DL C2-4 #£ T (day22)t% . 1 W ORI Z 5, IKRE% | BAtRILER G- 13 1 LI
HEFPRIEZBIAET 5,

BHAGFEYEA 7= ST A 12iE, 1B EICRTIL TR 4 R ECRGEE 528N TED,
6.3.8.1. BAbhEL#E

1)
2)

3)

4)

AT —AD BG4 UL ERGEL DT e
iR i
O A EEK
@ I
I MR 7 H R

O #EVULEY < 2.0 mg/dL

®@ Cr < 2.0mg/dL

@  RIHAPFEEED grade2 LL N Th b,

@ ZFOMoOIEMmEETEDS gradel UL T THD,
TEEMEDEYUIEZ TR,

1,500 /mm?

=
= 75,000 /mm?
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5) ZOfth, FIRENFE RV T 255, BIARICIENR D LT 556 21378 it &1
BORREMERTHIL,

6.3.8.2. AEATTa1—IL

FERBAEREOMERFFRIEIT, 208 FRBRE[FIERIC CHR 2 A 725 2 2 Bike 4228, IR= 794
T ADFERFOTZOIZ, 4 D DA 5% 1 BRI OKRIEEZ AN TS BREIZLIZEF 12 2 —AF S
50

1
VCR 1.3 mg/m2 (iv) day1 {

PSL 60 mg/m2 (po) day1-7&tapering [ Y.
8 15 22 28

DA 100 mg/day (po,QD) day1-28

1) VCR 1.3 mg/m?/day (5z K 2 mg) % day 1 |\ZFET 5,

2) PSL 20 mg/m?/day # 1 H 3 [0l dayl/>5H 7 HIERE OG-, 1 BWETHE., & T35,
BT 30 mg/m?/day x 2 HH. 15 mg/m?/dayx 2 H#. 5 mg/m?/day x 3 HfE &
Do

3) DA 100mg#% 1 H 1[H(QD)., #&#%IZ dayl 7°5 day28 £T (Gt 4 @) 7% 0 #5425,

4)  EREOFHEILE 4. 8. 12 23— ZADBAAGHT (day—-3 735 day 1) IZE ST 2, 5 12 73— ADBH
BERNZIE RQ-PCR ZHRARAE 5 (R b 10), 26 4, 8 = —ABHAARTNLI A fiisk <
RQ-PCR & /i ¥ %,

6.3.83. TEEIFE

1) HERPEIEIF P ORI 1T VCR #e i 5-5 DA # ¥ 5-5 DA OPRFEIIH CTRHE 4
60

6.3.84. AEEZRICHSITESE

1) DAIZEDHEERESNLOLNLEETE DA ORFEILUE (6.13.4.2R) I21E,
2)  VCR (ZXDRIEMREEEN LSS A ITE IR BITAH S FHLYE (6.13.5.2 2 0R) 12989,

6.3.9. BHEE*%

54 LA FCTLL FO##EYAR F— Y — 20380 | EE R E | & O0HEN 2T UL E HE I A
H IR T D, TAVLASM I E DR L LA ke L CIRIRE & T 37503, K- htak OF|WrC RIST %523
HIEETIRT D,

6.3.9.1. FBHEDEFHA

BHEO BRI TX A2 B RO/ 72U REE (CMR REE) (2 i3 A2 & HAEL 357 #i#
JEIE Cl-1 M TR UABRICE T A L2 HEL 35, 72720, @iy — A R —8GE | sk DAY=
— VB DA TR T 5, HilEORE Cl1-1 LI AZTTO% 61X, MRD OTHADOf 4D
PRV, FRLARTNIC A ZTT O B121%. MRD 23 AL TWAZENZEELLY,

HuE DIREEBAIAED ZAIL T REDSHEWNIEEIT, HEORIECLE C2 DIEFZFVERL , b
FRAEDE G- BEOWEDH DT DA FIED ¥ G- HIR O FEEDH DV ME W 7 THR R H A RE L Tl
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TAHZLETART D, T aha— WZZREH O WHINAK] F O EESH DT DA LIAAO TKI Off
FHIERRD 220,

6.3.9.2. BHEDFF—Y—RDZER

PUFORF——RZAE L F 578 BIRNEITA sk O HIWT I cZ a5,
HLA-A/B/C/DR 738 6/6 —E DI k55 £ 721 3R i 40 i
HLA-A/B/C/DRB1 851 8/8 — DI i faa il B il 72 1 XA 54 Hl i
HLA-A/B/C/DRBI1 #5174 7/8 — B IE Mtk A B i £7- 1 3R s/ i
HLA-A/B/DR MiER! 4/6 LL_E—E o 4 i

MG 709 HLA — FEAR — B g B 88 £ 721 AN i

6.3.9.3. BIHEFNE X

BAERTLEIEIRUEE T £ ORI RLFIRIEDND 28 H L L, DA O&F#&EE710 7 HFLL
28T 5,

©e0e

6.3.9.4. RIST
Bk OHIWr CEM S DL ETFR T D, BAERTLEIEITHE LRV,
6.3.9.5. T4 %178 X% (Graft-versus—host disease, GVHD) T}
B hiaR DHIWTZZE 1D,
6.3.9.6. TBHERTHE D MRD RIE

AL RT (RTALEBIAERT 14 H LAW) | BhEt% (M AREE H 2 day0 &L C) day30 (£3) ., day100(=£7)
(2 MRD OF 4 JALSG AFFEE CH R 5 (Z T, BRAU b 04, IRAT b 05, ARA2 b 06)

6.3.10. #4Ek DA &%

AR ClL, BAtHT RQ-PCR S EMEDSEIZITBME R DA ZDOMo TKI 285 L2V, 511
FEADOR T IE (6.5. 2 ) ITHED, BAERTD MRD BEMEDOSG A I1XLL T O IETBAERIZ day30
75 dayl00 O LT DA ¥ 5- %5165 5,

6.3.10.1. AERALARLE

(1) FF—IMERDOAEE DR TED,

2) +olligdstsiea 95, (3. 1LuEKELLE 6)725)

(3) BHt% day30 LAFETH D,

(4 #@ilIEEAFEIETHD,

(5) AMEGVHD (20.3.2H8) 23720,

(6) 12 GVHD (20.4.288) 23720 0>, HHWNIEI ME— /L N TNDIE,
(1) WAKETFRE D22,

(8) TNREMNBHIAIZ I BEN oW T& 528,

6.3.10.2. JAEE

DA 50 mg/day & 1 H 1 [A#5-3%, 2 @EOEE#%, 70 mg/day, &IZ 100 mg/day £T 2 i ElH
I EE A% (6.3.10.3. 2 ), BItAREZNIRTHHV NI BR ICHE EFSRNHILTIUIHEIC
JEUTIERAT T, 52 B L 756 G BRI ES 2V EARTZ C DA O 52 W& L7
WERD, 4 B D DA # 5% 1M OKEEZ AN T 5 B LICAE 10 2—2 %545, % 10 23—
H& PG T DRI E B A Z FEMEL MRD OF 4875,
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J FBIHEEILFEIERT AL E R IA R . #54E % day30. day100/ZMRD% HIE

E2 =[] = B
MRD g =

= Bigiaday30 | [ B -
B2 1 ovrDme [ = | DAES

1)

2)

3)

5)

1)

2)

3)

FEHERT MRD 235EMEDGA T, Bl DA O TR G54 3 ICE#I 292, MRD BttE7en
I RIS TR O TROF R EL T, %A (6.4.28) 12069,

FHERTO MRD 23 EDYE 11X, Bohifith day30 (£3) D MRD sz 5L, BAAAEYE (6.3.10.1
ZR) BT LIREBIZ DA O 528175, day30 O MRD OfEREZRFOMLET72< | day30 D
MRD MREMEDSGAE LT 5-)| BtEOSGEIXNREE 51 L LT,
BRARFLHE 2 72 S/ 2 DIZ DA #5528 day60 LARE L7228 5013, £ 0tEa% 12 C day60 |2 MRD %
Fia 5, Bm%O DA #5013 2) 12069,

DA OF:H-2Y day100 LARRIZZ2 585412, day100 @ RQ-PCR(ARAk 09) & HH s 45,
5510 21— (i —A) B AA 35711 ((day-3~day ) IZEBERAEZ R L . ZOMEZ VT
RQ-PCR & k43725 (KA 1k 07),

6.3.103. AEBRICHSTIEEE

DA 50 mg/day CTHBHAAL , 2 MHILL B [RIE T G2k LA 95408 gradel LA FOEAITI
MEL~L% 1 B BT 70 mg/day ICHE 92, FIERIZLC 100 mg/day ETHIET 5,
grade2 DAF EFRNHBLLI-GEITIL, gradel LA T &5 FE TIRIET D, [BIE % 13 [5 & C R
T 5N, 2 B HOREZRITHEL VA 1 B TP, BB, ZnaikLL -4 (50 mg [@
H# 5)RG Tl DA O 5% H 1325, 72720, BEfFOADHE, foFEFFE, GVHD 728,
MOERNZ L DA EFRO A EEMERHLGEITIE, TS DME , RIEEI TV, StE A
7292 T FFREECORREITIZEb ATREE T2,

grade3/4 DA EFEFGNHILLTH, HEFHLN gradel LA FIZEIET2FET DA KK S 2,
FIELIZH, HEL~NVELEB T TR 2, LR, Zha<hiRLL~1-4 (50mg f& H 5
Al ClE DA O HGad 135,

6.4. D FHREHR., 2 FHREEIZHT D3

AR TIL, MIEFTEREAR T HDIT, 4 FHIFRSE (13.3.2.20) | A5 F-H9HEEE (13.2.8.
ZR) kT DRI E L T O INTED D,

1)

HEDIRHE T

Oy Ty FROB T MR A TR DY AT MO, IRICER R DIERIEN T ESNTODHH
BRE | NEDPIFFESNDGEDH LD T, IRFE Ak L CEEISREE D, 70 FRIBIEIZRB VT,
SO PRI EE CTEDNHIMT D, 70 FHIBEHEDERE 55513 DA O EA AT 205, &
FOHIWr o> TKI O, HAWIE T ESI QO MBS EE FE 5581, 162 BIMaLT-
RS C7 abha— Lk (6.6.2 ) LT,

2)

BUEDIBIRETHKR T (8T 1%
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HRIE DIRPEERE TRIC D THA3EEET-UIREEZITOHE1E. DA100 mg/day(QD) D Hig#% 5.4 5
9%, PRI H O CTHY & (B K 180mg/day) 2388503, DA O 52 Wra 3 558 % 137 vk
a— L (6.6.508) L9°5,

6.5. AR

FUE DRI (6.3 IR AYT Y 2 — )WTFEH SN IR 25 T3 DR, Iei&a—AD B AR MRD
DED LA OXHIEZELL FITRT,

1) BhiRs

BAHRED A TRAERTO MRD DM THLIGEITIIBAHZIC DA 28 572503, Itfka—ADH
10 = —ABH AR (day —3~1) 12 RQ-PCR ZH i -5 (R A1 07).,

RALE 0T O MRD BEMEDGA | 16EETOEEK T 55, TDOH%DYy THIFFRIL 6.4.00 225

Yo IRALR 07 O MRD MEEOSE | ARSI 52 ki35, ke 41RO IR L Tl

Oy RIS OISR 9D 5k (6.4. 2 0R) 12669,

2) IEBHEEE

FERMERED BAE 1T, BEHERPEIE DO 12 2—ABRAART ((day —3~1) IZ RQ-PCR ZH AR 35
(BRAF10),

RALE 10 O MRD BEMHEOSGA  IERETOEEK T 55, TDOH%RDTHIFHEIL 6.4.00 224

9o AR 10 O MRD D3RO A | HERFEIE LKL 205, VCR, PSL O G-21kf5i 325 2 & A3 A

HLIRDHZEN TSNS, VCR OFiE: (6.11.5.2.2 ) | PSL D& (6.11.3 Z2/) 1IHLEICHE->THE

M3 %, £72. DA D ELHFARIND, LU, 5 FHBEEDS AT 6.4.0120E9,

6.6. D FHEEICLSTOra—/LhIE

Sy FHIBEEICERL T, DA OFBIHAVNTEEIC TH R F0372< . DA O G-ZWr Lz A7y 2 —
JUZIRVMESRREZE T TUT=Y ., DL & e o R IEZ FEhi 3 5% Al 7 aha— ke L,
PNV (=Y Ty Dyl S R SR VAN & R

6.7. HEMERAMBKDFRERE
6.7.1. HEMAERAMKRDOERLESE

FRRR AR R E IR 2 RRE R L BT LD T RED IO T D,

Grade I :#ESEWGMECODMHBERGIREL 5/ul K CHDODY A RAL AL DM RS THERE
P,
Grade I : SESEGME T DINFBEIGAREL 5/l LA E 50/l A T 2HFERGE,

Grade II:JEMENE, & UIIMFFBERARIE 50/ pl B - CIEERBG M,
FEPEL I, PR E IR PR 2RO BN HS G T, CT, MRI TR DNZM TE, 22 DZ DR
KIS ALL OIZELIIMIE 2 B2 06 D,

6.7.2. hiRmERBMBEDFh
1) #fE
RN E AR AL 1 [B](day22), SRIEHLE D EEE I 1 Bl(day DI 5, 45 s O R
(2 1 [EIBEEZITHOO T, IERBHERE TIEEIBIT 8 RO PRIRBEEEITHIZ E722D, 6 3 23A1X DA ©
L HFFCEDZ LB MTX 15mg/body., Dex 4mg/body @ 2 A& 325,
2) SRR
HRX AR R L OO T B RO SE R FR G TAT D72\,

51/149



6.7.3. FIRFEHERBMAEDERE
FRRX AR R IR O 4 RIS HEV MTX 15mg/body ., Ara—C 40mg/body. Dex 4mg/body @ 3 %%
NIRRT 2 FE i35, 7 ha— L3k LIS 1 [RIZEERAS 2 [mlfei ) Crathk i/ b CTEM T
%, gradell LL_ECIZIRIEBIAARFE 2 M G-352 L2 mHeL 35, ZO%E1THEO 2 [0 B OfiEH

24 BRI HIZ LV 1bmg & 545,

1) Grade 1: 1BEMIBEEFEOAREET 5,
2)  Grade II: {RIRAIBEEZIFEHL . HEDDRIERK TR ICEEZERE 20Gy 2179,
3) Grade II: JRIEAIBEIEZSEML . AIBE THIVUX T LWL, BT ERIRFCEAZE RS 24Gy &

W%, ARE AR CoAUI LIS ISR day 8 KV7.

4) MR AT RE7R s & OB ZE AT OV TS iRk O & D,

6.8. tHAES

AR P S HA THFREER L2250 DT,

6.9. GtRXE

6.9.1. ¥YF_JBEROEEAEH
PLFORITBA CEIRENDL DRI H LT, ZDfth, 5 L7 &R 2RT,

Haouala A et al. Drug interactions with the tyrosine kinase inhibitors imatinib, dasatinib, and
nilotinib. Blood (2011) 117, e75-e87
TV = VRHEFE RO CYP3A4 BREVEMIL VRCZ & ITCZ THITHR Y, (PFHICOWTOX ST

6.3.2.2.0 1) DIZE#L, )

DA IZ BCRP & Pgp DREE THHDHT=DOIT, RT3V, TV — )b 7 AR EOHH T DA O

NP S 2 1 60 2 AT REME DN 8 D,

~7aTARRHAR] (=) Re~< A
v, 77V RaN AT, TIARRY

SRS D,

FEFN 40 B RIEIR - (8 7 15 BT - fE R IK
CYP3A4 [REH AH| L v — L OPFRHICEY, REIO Cmax & | ZHHOIEAIEN
T VRIEEAI (AT | WAUC IZENZEN 4 55OV LTz, CYP3A4 JEMEZFLEL,
—Jb, rhaty—L ) CYP3A4 FREMER DRV IUTMRNMREEOE ALY | DA O HiRES R&

SELHREMED DD,

INVEH — LA

TAATF IV

(St. John’s Wort, B> hea—r
ZT—b) &AL

L7,

CYP3A4 FHENEH ORWEEA L OO A ITHER SN
720N, CYP3A4 58RI Z 73D, HEERD
VTR I A B JET DL,

A %)

T —TFTN—Ia—A

CYP3A4 FHEH| ARAN O LA T2 REMEN D, V772 | 2B IRAIGEN
TRYRAYS v, Ty, TV | BV 8 BRI GRICARFRER G L5, A&l | CYP3A4 Z#FE L, DA
ReBEy, V7708, 7=/ | O Cmax L ONAUC IZZNEN 81% KU 82% KT | ofFiREAE TS

DRTREMED DD,

HIERR OKIRILT AI=0 e okig | HIERAI ORG-S B0 &2, AR G007 | DA OWIXAHHISI,

g/ DAFNECE ) &b 2 WRHIRTNIT 2 FEFI A ICE G352 8, i R EEDMET %A
REMED DD,

H2 =M ETA H2 ZRBFEGAIUT T m b AT IEARIL OO | DA OIS,
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TrEFIEE
Fahr Ry 7 HEEH]
FRAT T — )L 5%

RIS W, 778 F VU 10 RIS
AR a5 LTz EDOARHK|D Cmax Y AUC 112
NEI 63% KT 61%IETL, AAT T — /L% 4
ARG, hefs 22 g IcARIZ 5L
EEDOARAFID Cmax KN AUC IFENEH 42% &
O 43%AK T LTz, ARFNEG-HIE, Zh bR
ZCHIERRI O 5 (B GRERNCIERE) 25 8952

&

i PR EEDMET 5w
REMED DD,

CYP3A4 DFEE L2 DA
SUNRABT v U IRARY B
FUR, F=UURRRE KT, &
o) hWAKFY, =ATZIEA
fels R L3 2 AL LR

CYP3A4 DIEH L2 23 AN O PR ER-$2
AIREMEN DD, ARANET L RAZF L OHERIZED,
T NAZF D Cmax KN AUC IZZNEI 37%
B Ot 20% b F-UTz, ARIZRFREREDMEN
CYP3A4 DRE LI DHEAN O T D581 TITEE

DA @ CYP3A4 /R
FICED Z B FRFA D if
gy RS

RetED B D,

i3 T252L,
QT MIRIEREZ &7 T A QT HIBRIERAE R Z R 3 D AT REMED B D, DA RO HD AL
AITTIVIEFRE BB URSE WG QT MR It
A REE EXEDBENRHDHT-
X =V U ERYE KT W, PERICEY QT ZERE
FahA T ISR VER 3HERR 9D Al HetE:
DVEGIR N D,
2T — L i A
6.9.2. FLF=V O E5rROEEER
A4 % B RS « FEF 1 715 Wy - fE R A 1

INLEY — LR TR AR
T/ SVVERZ—)L Tx= 2 VT

AFNOAER DI T DL H|ESN TN
60

L DIHNTF m—24 P-450 &
FHEL, AFNONRHEEIEET S,

A 4
PUF VR G DF R AR KN Z =T De, FUFVEET | ARFNT YTV EER SR OB et &
T ALY BRI SEZTIENHEIN TS, JFARETEARHE T D720 | ARFIE I &
AT NIF—h, THE, MIFET OV F LR A
PHFEY DPELEAHIINT B,
ke Al FLEE A DOERZ RS2 ENMES | AFNT MK EFEREFE- 235,
nTns,
R 1B PR A A R BRI A ARV RFNOIERZ | AANIAFIE C ORI EA gL, K
TEIAFIIR BHHSELIERHEIN TS, LA COBERI AL E S 2,
AL AY B
FIRAN (U MRFFERIRAZER  [EAVY A MIERHHIDTED D, ARANIIRAME OBV LAHEHA L
) NIaWAFTUR, 7R/ T3 TERMHS,
[NZA=SZN
S aAR) BERBHCT Oh#E2S ER-4535% | {CilESR (CYP3A) OBAICLY, H
nrdHos, HIZRBDBAFEENDEE 2 HIT
W5,
~IaIARRLEWY AFNOVEH DGR DL DHREDBHD, AR ORHEER(CYPIA) D ALES

NLHZEBEZLND,
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6.9.3. AFITLE=YVOUEEROEEER

AN B AR - HEE T T B - SEBRIA 1
LRARY R OMAFRER ERT DTN DL, | HEICRESAESS,

Fo EEPEZDBENR DD,

TR AT VAL TR
~ A AT — v

AFNOIER DR DB LN DD,

DD HF AT (CYP3A)
HHETHZLITED | RO
FRESND,

LAl : PUBMAIDOVE RIS 2E | AANLMIREEE GEA = o . HrERm.
R UTEAIN RN ENHHD, FIDONRITHEFTT D ATREMED DD,
NIV AT N Flo—J5 BAIDOE AR ORINE
LY. HrlkEin A oo H i o> faRR
DRI DRI B D,
AT A NPERFBERIH KA | L3RR OREIER (HEMRE ., HIE L | LbICH bR RORIEREZEZ Tk
FHEY L M5) 2T B2 m<72D, END®D,
IV DR AL BAVY DFERDHHDONDLBZNNDD, | IV LOPREAMEESD,
NZENAF TR, eRaasr
INOAT SN
Taxy VAR URBENDLONDLBENDDD, | FVTLPEHZ LD MY Y AMER
FI2ky, DI OfERHETR
T %
FUF IV EERER FIF VIR E (DFV, Fg, Bl 1§ AFNT VTV AR OG- BE
VRUA N LR, S BRREEEOMER) A2 | A RETHLEZLNTNDD

Sty p SR ViR YR

T AHO BRI kI
0, MLIE OV F VR EAR DR
FEEEIN HEB 2 DD,

7V — B
Tx )R —)VEE T =

NIy N

AFNOVER G T DB TN DD,

AR ORFHDMEtES D,

1 AR R 978 A A INHDIFN O FNBIISNDBENN | AFOFEF A EE RS IZLY, M
THNER—A FTVIR, MLV »H5, PHEE RIS,
HINEE AR HIF
6.9.4. HOKRRT7IFIREROHEEER
Pl i AR« FE B 1A K&y« fa B[R] -1
oD HL M AR BRI S ORIER RT3 H5 | HICFEmEER AR T 5,
Tar) ) —iv DT, BEDPFEDONIGAITIE., A,
TR PR A IREREE D2 B & TROZ L,

T N )VEH—)L

AFNOVER IR T DI ED DD,

T )N)VEH — )L DR FHEICL
DAFNDOIE PRI~ D IS B HMIEE S
N5,

B AR E
a7 r=a—)L

ZS (O R CE Ny oY

B EARNVE, /0T LT =0
— IR BT DARFI O &
ARNCFHEL ., EE LA 5,

AL AV

MERE YRR 2SR ND LD DD,

ARHNBA L A RO A % B
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T A0 WHED A AV BHIEL
720 MpERE FEA S RS A,

FHh FH VI DERBERSNDZEND - aaEe N
N

NITV NI TV OERBEESNDT LD D ARBNWASAY T OPRIE NS
N w5,

6.95. ¥ /IELUIREROEEER

FKFl4 55 ERAREIR - 1518 7 1 HT - SEBRIN 7
BRI LD IR | DFFREEE RSB D5, HLLFEEE AT 2,
W~ D BRI

VPSR VAPES K
BIERICLEEEH 3514
DR

6.9.6. EXVRFUREROMBEER

Hl4 %

B AR - H5 1 D7 15

PP - fERIK

TV = VSRR AL

AAN O R ORINE DT DZ LMD
%o

AANIAFF b7 72— 2 P-450 3A 128V
REtshs, 77— LR EEATT
Fhrr—I P-450 3A &ZFRET ST
D PRI I AR O E MK T2
ZENBHD,

Trx=h

T = A EARHN B e T A [ B
W3 AZL T, 7= DI H B
KL, SRR A2 03D,

AHENIOFRIC KV 7 2= o DI E
B EEs, HDOVNIREETTESES
LOHERDHD,

6.9.7. APFLXH—MMESEDHEEEA

KA

ARIEIR - BT 15

B R« fEBRIN

FIVFNEEEDIEAT oA
RPEFLIAEA]

AR Y —hOgIEM (B REEHL, 1T B -1
{LERIEESE) DS IRIN A LN B D, HEI
BRI A AT RO E B A 40T TV,
HRRDLNIHEITIL, AN P —hOJ
RIS E AT 28, Fo, Ab
o —hOFEHIRI Th LR AR ALy
ULERGTHIE,

FELT, FEAT oA RHEHIRAER] DB
BT AR ST DA R EE
I M &R T R OF R L
KRR AEA D728 AR 4 — kD
PEEASRAE D70 5 2 T,

RV T IR
ThIY ATV
a7 r=a—)b
Trx=h Y

I — SRS

ANT 7 AN — L N
AT Y L

ANNLZY—bORIVER CH ] T - - 35
{EARFEE ) RSN D Z L35, HHIIT
BRI AT 72070 BB A T3 14TV,
HRRDONTZGEITIT, AN — D)
B SRR E AT T & Fo, Ab
R —hOFEFHI ThH LA 2R AV
VLERESHTL,

DA MR A LA L TVDA
RS — R RO B L |
AP Y —bDOREE ERSE, 2O
FEMEZ RS2,

[ES:iloF S Zaw N ZPalibI (E
M 27 EEZLN TN,
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ERSINSEN /AN (3 FHSEAI DI AR ML 34— b B ki 2
AL ET DD EE LA TY
%,

Tahr R TR HFEIIARI THEN, AL FH—Ro
R LT B R BB,

6.10. GFREE
6.10.1. HIERL(IHTIFHERE

P ERER 100/mmPLL T3 7 B2z TR T A2 TREN A B AT 7 v A ak Jar O T B
52179, FROia b B O L, CLIRIER G L7 D,
() hAZ7EXH(TFKX) 150 mg, 1 H 3 [AINAR

() TAI=DLXEI T R LEGORIER . 7, o0 NERRBA ORI 5137 v 41
X /ar ORI Z CHRPEFHINDBENRHD,

2) —HoTNAvx ) DFiGIE7 T MG RIS S, 7vAud ) o OF ik 5
EITo CODI A TR E N HVFNZ L Z L= 581351 MRSA FlO# 55245,

(3) 7nAnrFx /oL DA 5RO QTe IERZHIEI TS REMNHHD T, EHICK 535,

(4) Tndax/arOThEGIIRBGEANN ThLLICHE T LI,

6.102. REREZ

TEF U AOBLATIEEANT T L2 —L (200 mg, 1x1) A T2 — LN A 20 mL (200
mg, ZEfERF1x1) THHM, DA EOPFHIEL DA O AR E 32 A REME B D, Aellk CEE YD
FRHEEATHRA 1T, 7L — L 100-200 mg/day 7 1 A 1 [FIEEICEHT5(6.3.2.2.00 2) /),

6.10.3. —a2—FLAFR[fi%

(BERIEDE T 5E T ST AAIO TG (1 B 1 888 B 5728) 2179, 72721, HilEDHHE
Cl TKE MTX JEIEEITIEAIL, MTX &5%‘%# 48 WEIRTD LV B G-I A/ T2 TIRIES
%o RIBOAERGITERLED LW A TN IELER 521Th7RW, 7oy (aFL—
IV FRRETE 15%) 1285 FBh# 5 (1 IEI 10mL % 1 H 1 [\, %I 0BG #/E 2,

6.11. ZHREE
6.11.1. fEEERIRIE &R

6.11.1.1. #=

JiE 55 B B Az A (tumor lysis syndrome: TLS)IE, (iSO JR KN LA REIE O Sk 7 i id AR D 72
(2 RN R 2y &2 DA PE DB O A BRI HEIRE D A8 2 TIRPIZEREL . JREE -V - VT 2D I
R LA KDL AMSE, LB T R — A EBITIXZ RAE AEB R 22 ST W IR iEL
ﬁzbéo

6.11.1.2. 228

2008 4K [E GRS 2 (ASCO) AR T A 1225 &, laboratory TLS & clinical TLS (24307, Bl
WXV, IS T N, BV A, REEDHE 2 DLL EIZFEEE L 25% 0L EDOE BN H L5 E S
W(E-1) . BEBIIMEILTF =5, REAR, TTWOHAEZE ST grade0-5 TTHIT TEFRL TWD (FE
-2)

56/149



#-1) Laboratory TLS HARZF A

JLFR i E A AW HLOEAL
PRI 476 pmol/L PA k| F721% 8mg/dL LA | 25%HE N
VIDLySN 6.0mmol/L VA b, F721% 6.0mg/dL UL E 25%HE N
Vo ik 2.1mmol/L BL_ECNE),1.45mmol/L BA k= (5% A) 25%HE AN
HINT T A 1.75mmol/L LA'F 25% %A1l
#-2) Clinical TLS #ARZ A
A OHE 0 1 2 3 4 5
IVTF = L5 U 1.5 1.5-3.0 3.0-6.0 6.0 LA E -
W 24 7L VUNERNC: IRk FER B i T

CHMRIE, BRi

GREMEL greprto)
SRS, it
oA AL BL R, b ERIET (EvhE—A R EE

R)

6.11.1.3. &

Wik, PR B BRVEIR MG RITV A 777 52— ThAHO T IRERNCIIH EL T, Bz
VXL ARG AT (R  FlIR, 7a ) — v RV AIVETH D,

1) AKoradar, MR

IR AR B KO R BT A LT IREE - U« DV DO TARSMZ PRI L | JREEEY R 7 v
S DI O FRAE AT 2B T2, REMIRA B IGL CRIERZ MR T 5, (L7 iER D72
&b 24~48 R AT L VAR Z 465D D,

2) 7Tary /) —n

IR AR AR I C IV AECARIRBBIEZ TR 327201, 77V ) — Ve 535, 7ar) ) —L
B GAZEYF Y L F U BRED TR DT DIZh K73 Al 3 ZH Th D,

3) K7 VHIAL

IREEDOHTHZ PR T VI VCIZ LT3 57-012, TV ORG(EE | 7o B %2 IREEIED &
WREHNZI3A T, MREEDR T A AU IE, @) MAE R I W TII BN D AL EZ RS D TH
BT ENDD, Flo/ U BIEIZIIAIT LG G ENLTD @AV ABRE T+ EL TR ET
HZ&,

4)  EH VT I MLSE ~D 5 AL

BT AMFEDSZE LWIR-E 12T Glucose—Insulin (GI) %, A4 2ac#utiiig& 5. 7o
5. BT EmUNIATO,

5) FLEAT VR —I RO HHAZ T

TavIOREIE, BT E THDHN, LT RN EWO TREZ M E R LBV ETHD,

6) REEZIRTHTAT—ED TG

TAT VI —BIXRMBIELEERE THY  REZTRILLT T M AZT D, EEUTEG AR T
BEDT-DITH 9%, AL ERRIEBRAARAT 4~24 FeflICHIRI G2 RETITVO. 1 A 1 BRERIEDS 45
KT T2ET(x)®E5T5, 7 HLL EOEGOREMITHERINTELT | FeiioxA7 U —Efik
DPEEAESNDFREVED B DD T HFLER DI L 52k T2, RWEREL T F747% — | FAL,
NETBE VR, AMSEZ BE CMEDR S D,
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(k) TAT VA — BGPTSR Z T E 3 HBRIE, Mgz H 00 Ch i AL 7R E 1A
Ao, KIS THPN AR RRIC L7 ETORAFL SR 4 BRI LLINICINE 32D H D,

6.11.2. {BE M I E NEEEZEE#(DIC)
6.11.2.1. =

AR E A IE I A R % DIC XK ED G S U1 ENAHIC TRl IR S Lo e s
D L8 N TEEE R ANEMEAL SN DT LN G [ ER1T70 D, 8 OMIMLE N THAEA RS PAZE R E 2
LI SEBRAND D03 WE 1L 2 ISR RAMEES LIAR DN R IR SN D, BRIRADIZRIE L7225 D 137H
FEME ] 5 L MR AN 25 @ EE O UL TA T D, 72721 L JRYYE TH RIS % E 1T, #
FROIEMAIZFH< MARIZ LD PAZEEIR DS AT 2 H D,

6.11.2.2. ¥

DIC DIFAEZHER T H2Wrd 5288 DIC O EIEE ZHER T 52 Wz X B4 5,
1) DIC OFF{ERZHK
O FDP /I D FAf~—
@ ZFOMDGyF~— T — EEETTHE(TAT, a7 17Vt ~—B AR SEMO), #sTTiE
(PIC)
2) DIC OEJEHE LK
O M/ GEMERIES CIE— AT 2D/ s I8 F Tl 2 7 VR B2 EE D
WO BRHHEXITIEER)
@ 747V )=/ PEE (150-100mg/dL LL R TIEfERR)
@ ATHI GEF LT, BT 258 1 HEYIEIZLS DIC, HAHWIIIFIRIZBIT 2 7 &
AR OIK F 28535, )
@ PT, APTT (X FIXEED DIC FI3MFIRIC BT 5520 7 G RR AR DK F 2R T 25, )

6.11.2.3. 48

TUHE LT R R R A PN D IR S SR E L & X B35,

1) PrkkEsRERE

TERDKGTEA~RY o ARGy~ V| BB A REEFRILEI (FOYZRE) 3508, ABFZETlEhe
VIRET 2V TAT7 BIEE ) (FERAVTET 2V 12800 HAAT) AARUEREE T,

WH L RACIE, berRET 2 7772 LT 1 B 1A 380U/kg &#9 30 29/ T+
o

(1347 1 (12,800U)4 Y 2mL @ H Je AR HIR CEMEL . ZOWIRDDEBEE OREIZH DO TUE
BA2L) A AR AR 100mL (ISR L., ST 5, )

2) MR

TR+ ToHDH PT, APTT, 747V /—72 AT ORIEEITHZ LB THD, R
INRERET AT )= AN EETHD,

O W0 i/ AR A

@ Friemes mAE (FFP)  — MR IEEE R 1 D NG/ HFEN S DD CTH— 3R &70 %, 5 BAAr BUAI A1
52 LERIEK 1080 30%H8 N5, LU, {BREREICKAF 9572 1| B 1 [EEG L7417V /) —5
150-100 mg/dL LA FZ&AMERF CEARWGE 1T 12 RFE I 2 B 535,

@ 2B, HIENRETHHEEIT ATHIA| OB 5225, 747V — 7 AN MR 3 RS
RN CThHDHLEEET D,
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6.11.3. B EHS R RRORERE

A AR IS P aimtE  FEELF BRI E (FN) 2T AR T A2 (2012 fR) 5B L L T—H%
LUFICHRES 2,

6.11.3.1. W%

B ERELDS 500/ mm® AT, F721% 1,000/mm? A T 48 IR LANIZ 500/ mm? A (2 35 & T
HISHDIREE T, 2 O EIR 37.5°CLL | (D EPNIE 38°CLL k) D3EENE L U556 % | FEEMAELT R ER
I8V JiE (febrile neutropenia; FN) & EFE 95,

6.11.32. &

O 4mEREECBC), miEA{L*(BUN, Cr. Na. K, Cl, ALT. AST. TB. ALP, v GTP)

® CRP
@ FIRMEEEBRE 2 By L B (ROEIRY T —T VRS ER 2 By NEI LB D E A D ARRY
MmEAR 2 & k)

@ HaEBXP (R ek - Rz 58 0 5 5)
® YLD FEDNDIER iz ™ S IR TORF R IR AL

6.11.3.3. &

O ZILEMEREZTIEASNT NI LG T f -T2/ 2 235 A CREARIIC R 595,
7oL 18] 2g, 12 FEfE A0,
AR 1] 1g, 8 B[R4 A5TH)

Sl
@ 7277, FEIEEEE E  BUMSERES a7 TIX B -5 72 L3/ 73 7V as RFRRIEEIT,
@ MRSA 72 E DO FEANMET T LG B G R B VDRI Tli v a~ A2 728 O MRSA
HoONHEEET D,

NrawA 1[8]0.5g, 6 FE AR EZIE 1 0] 1g 2 12 Wi

6.11.4. K%

IM $#HTPE CML J8 L O Ph+ALL (2% 42 DA $5-12 8% B2 0 HHBLERI TS O R ARG Tl 22%,
FEIN T 40%ZAHHAT73, grade3/4 DRZOFBLRITIES, EANEBIT 19FRE Th 5, AR TlIA
TRAREEDIFHSILTODT20 | BB IISOITIRWEHEES LD,

grade2 DL N TIZPLEAZIU AN, RTAT vAREAMA R E DIHERIEZITV, grade3/4 DGEIFAT 2
ARD R #5575 EHIT gradel ICFHET HETIRIET 5, FEHZIZIEMAR M (6.13.4.2.00
(2)Z W) 1218,

6.11.5. Ma/KErEE

IM #EHE CML 38X O PhtALL 1Z5%E 972 DA $ 512 22 M7k o BRI 3 O AR 3R Tl
24.5%, [EPNTIE 41.6%Z B HILT=28, grade3/4 ORI/KDIEHRITHES . ENEBIZ 6BFLEE Th o7, A
Zaba—/LCIEDA R 1 H 1 [EHE G THHILEATOARFEENHHSI COD DI BB 1T
BITIRWEHEE S LD, 72720, BAERIZ DA 2859255 12T M 5 ThHO THEENLETH
o

& — ZABRAAIRF I X PAARZ L, MR R Rz PRk S D FE AR ASBL AT BRI B XP 2R
LRI RIS 0 5,

grade2 LL_ECX DA B LAIEMIEF R FEMENS HBLL 72355 O xS (6.13.4.0(2)Z BR) IZHEH 13,
FIRFRL . AT AR I G W21 PSL (15mg/ day) % G- 24 5135, M2 3B A0 &2 hRE
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(TAIEI A
6.11.6. H{Em

IM $#H1H: CML FL 0 PhtALL 1Z%9°% DA #5512 KD THALAE H oD B =R T A O B AR R ¢
1 7.8%, EIPNTIE 13.0%2 57225, grade3/4 DOIMALE HIM O TSRS, ENEBHIT ARFRET
55, DA 5 LA M L, E i OB B 2B D255,

AR ., A B T i, YE R IR L MR NTE E RS RS 15,

BRI THERRTE . BAERIRIEIC BN T, R R O K Z HhE A0 55 4 B LA A5,

6.11.7. TDHDHER SN DT FHRE
6.11.7.1. SFeRER (B IEK) i8> 85 D »HE %

IR BRI BRI 21 G-CSF SURIZFEMAI & 592, 72721, I P EREDS S AR 2 7 3 B A 7
i 5,000 /ul LLEIZEEINU7Z5813 8 528 T35, 7285 I ERE)N B B HRFEE TR CTE 75
AL, BIMEREL D L Ha 4 P ERE S L THEE L Th &y,

6.11.7.2. BREFRBEFDAE

JYYRE IR TE o BEOTUAEME O 52175 3010, PUAEWE NS 7056 3P Al O &
G2 R LOBMT 5, Fload RRINEE RIFIZR D720 M IEREOE ZIUH L& ) —ig
1T,

AT A RE G P AF R ERELAS 500 /pl RS2~ 7= A, BIE O RYIkECTH > ChHiAEwE
D E-ZBRLET 5,

6.11.7.3. Fil, NEH FIF0F O RHERE

il A R R AR R PR B R 7 1 LA R R R DI K> TP PG 5-L T D7, F, UL &7
FBLI Gl d, BEITGUARHERIEZ REL Thdu,

6.11.74. B-+=BESEDFN

AT A REPEHRFOEAXI H2 ZREFEFERH DT T a b R T RER O 51%, #ELEX
N5, 72720, DA #5413 DA #5001 2 RS2 BT 20 ERH LT, F BENOEERNTAR
H325,

6.11.7.5. ZDhDREERE
FRUADOHEERFREN RS AL, MBS URHEREEZ I L ThLu,

6.12. FOra—JLAEPIE-SE T HHE
6.12.1. FAba—)LaEbIt DR

LUTFOWT D06, 7 aha— WiaEae ikl 5, 7rba—/ WGP I AIE FECOSHAE
FECH, 2N OGEIT T aba— WGP IS LI B & 32,

L RS/ IR 2RI TRRRA T2
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1) gkt IRIEBRARTO 2/ EIC XY 7 aha— WRE N BRG CEI Do T2 5 A,

2) FRALHIEDFEEETT> T CHR F7214 LES Eab7anGA,

3) Fubm— WIRER TP O MK FR RS (13.3.1.) it e 6.

4)  MEFE S (13.3.1.28) IZE L2V R0 (13.3.2.50) | /0 FHIHEEE (13.2.8.%
B IZBRLC DA BE 52 Wi a T 258 HDWITIRIEA Y ¥ 2 — VPN O 5 E FEhE 958

AN
=

2. AEFREIREHIW)
5) HEEA EHFS (graded) DT=DIZEIREDPHBROMFLA T Y TRVEHIBTL7Z 56,
6) VRIS ILUELISLC, 75%%% \_J:@ TIRE DN RER OG22 16 24 TRV L7256,
3. BFEHH
) AEFRLEETLIEEHOOIHE EFGEMENEE CERWERIZEY, BEN T aha
— GO IEEZ R LUHTSA,
8) AFFRLEELLWVEHRICLY, BE N T aha— L RROHR ILE LTS 6,
9) RARLEANDILERE, AHEFEGLEOBENETHECTELLEDOAIONEERND,
4, Zvba— WEEF O (OBR I T aha— UiaE d ik S W5 LLRTOSE L)
5. 7tzb:t»«zwj*¢?§@}i75>+lBﬂbﬂ“%%qﬂtbf_ﬁm
6. XIFRMNOERINT RES{3 G BIA %I HI LT
7. FOfh

6.12.2. FAOra—)LhItDFIE

. ERER, ERROFIEREEE(6.12.1.20) 1234 THFHRBROLNI GG BT &G
ZHikd5,

2. EREIX BHH5E2FIELZGEICB O THREOBIE - A - A2 35, 7272L, 7abha—
SRR IR JiﬁOD/“fé“{f IEFUREOBE T - WAL B CX7h -T2 A 1, o
TRFRIEICE R T HRITE COBEE - A - AL Ehi T 5,

3. AEFRDEMBIEE DITHEI U BAITETORBICEEL TRV AIE, ZOHFES
G0 RS TRBRBA AR E CORRBIZIEE 2 F CEMHEL Eii T2, 72720, F'rha—
SRR L I OTEREIC S B USLE OBLES - i - A2 T TERD o7 a 1, o
TREIEICE BT DETE COBBNAEZIT/D,

6.123. FOFI—LABRRTTOES

TRCOTaha— LA G T L, ZOEEOFEME LT HETEIRME TEL, LT TE
H 5,
1) 4t DA #5720 (6.3.10)
Bl % dayl100 BZEET
2) Btk DA 550 (6.3.10)
DA #5871 4 BEEET
3) BRI (6.3.8.2.)
MEFFIRIEIEAIBE 544 T# 4 MR EIEE T

6.124. FORO—ILAERKR T ROBMAEIZOWNT

TIE LTZIBIRHE T 1% DIBIRIZ DWW TR IEH (6.5. 2 ) 1T,
Taba— LR RE (6.12.1. 2 ) O IGHRITAHIEUE L2V (5 sk O T 4%)
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6.13. ABEETEEAE

BEDLREDPENSNROIRVIZE W TERBIONERE T aha— > TERT 2,
Taha— ) UITHED LR FHNSER I SN D5 S T EIRE O E RPN e > TR A 41T
Yo OB ITIET O ha— il /e Bh3, BRI Y ST SN A S A T EE R 2 2 22 i
Ehb, AMEEEODEX CIThi = bR A 2 S 72 il X L7,

PR, B H LRI SOV TR O 32 VD,

1) FEH (delay): BEGRIBROIER ., B G2 BELVELEDHIL, K — ARG ELHT-S T2
RO RO D5,

2) R3E (suspended): TRIEHOIEFIED 1 FILL LA STAARI BRI 2510319 D& FF
DT,

3) AXxv/ (skip): BHIASIIIER 2 —ANT T ESNIZIERED 1 FILL BG4, wkICT
ESNT- G Ar Y a— Tz b, K7 obha— L ClEAT AR (6.13.3.202) . DA(6.13.4
ZR) O EIEETH T2,

4) ik (terminate): JRED—EE/ITEED, FHRHLRVIETTK T, K7 aha—/L T,
AraC (2 XA HHARRERIEIR (6.3.6.2 ) . VCR 1A AL A(6.13.5.3.208) . DNR (28505
P (6.13.5.5. 5 8) | BhE#H O 5 (6.6. ) IZH ILEEHERHY | Faha— /WSRO IEIC
DOV T THIEIEHE(6.9.28) T 5,

6.13.1. HELRIL

A AEL -~ %
7L R=Ynr(PSL) 0 100 60 mg/m?
-1 50 30 mg/m?
-2 25 15 mg/m?
-3 8.3 5 mg/m?
—4 0 hHHET
X HF=7(DA) 0 100 140 mg/day
-1 75 100 mg/day
-2 50 70 mg/day
-3 36 50 mg/day
—4 18 50 mg (F@ H & 5-)
-5 0 hHHET
L 7aR A7 7IR(CPM) 0 100
-1 75 Ccrl0-50
—4 0 HHET
v Z7YAF L (VCR) 0 100 1.3 mg/m?
-1 50 0.65 mg/m?
—4 0 HHET
277 ) (DNR) 0 100 45 mg/m?
-1 75 30 mg/m?®
-2 50 22.5 mg/m?
—4 0 HHET
2 e 60 Ll E) 0 100 30 mg/m?
-1 75 22.5 mg/m?
-2 50 15 mg/m?
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—4 0 hHET
A RFt—RMMTX) 0 100 1000 mg/m?
-1 75 750 mg/m?*
-2 50 500 mg/m?
-3 0 FE5E

6.13.2. FRMICLHEHEE

Ho LB TR TR O =\ R L E ORI IZ 3517 D CPM, DNR, PSL 3L UM [E DR CLICHIT5
AraClZ oW TIE 60 k& XV EL T, EHNORER E 2R T 7,

6.13.3. ATAAKF(PSL) DiHE A%

1) grade3 (RHFFIEE>250)
(1) RPN AREEOSA
PSL %8975, % DB TR 3P 5-0Miie o O 2 B S O RS2 45, REFE LS 300 LL_E23EE
ETAEIVAY” Fal b (VSR N fal =0 N= Sy 2 S
) R ARBEOSE
PSL RS L35, % CUBE RIS S P 5-0Miie o O 2 B S O RIS 25, RERE LS 300 LL_E23EE
BT DGR IIA T 2R DA b — VBT, mILEE grade2 LT E7p4UIE, PSL 2 U CHEBA
SRR
2) UUTOWT B HBLIESE
ZDA—AD PSLIZAX YT T 5, ROT—RLEIT, &EL TOUTX T Bha— U igW#& 535,
(1) H2 ZEEETEDHLNIT B R T BRERIO T 5 ONIRICH D05, NS
FOTEENED H -+ IR RIS RSN 6,
(2) grade 4 O & I (FEREHE>500mg/dL F21Z A EE 1 T) BNHBLLIESG A,
(3) IERICH DL T FIRIEK G N EE22F E D grade 3 LA EO R E (A Z L, Kk
. EHAEEORS, BRREE., B, KRR E) 2 kL2556

6.13.4. DA DBEHE
6.13.4.1. —i3RYEE

DA ZSEWERDTZDIT IR TERD T35 BT, EDEMFELR, fao TR TERh o7
BIZIE, 12 B LLN THRIUTZ D3 & iR T 3%, DA WAk 30 23 AN OIEM-A BT, [RE2AHD 2
EMTED,

6.13.4.2. MEFOENE

1) HERREEDAM MR M CIEZ AT/,

grade3 LL LD FERJHD (<1000 /mm?®)<0R8 B 4 H ERIBDE AN RRfE 3 23550 1% . G-CSF % H
95, document infection 235G 11T —FFAYIZ DA ZREKL TLU,

grade3 L L& (Hb<8.0 g/dL)3 55 A1 LR M ER BLH 2568 T i 95, graded LA o> /)
i (<25,000/mm?) 238 % & I FEMAY L IRA /R REA A1 .32,

2)  AMEFRRIETCIXLL T O ETHREEZIT,

grade3 DL Eo Mgt (GFHER < 1000 /mm®, PLT < 50,000 /mm® 72 )28 HBLL7-5 A1 0%,
grade2 LLF (4FFEK=1000 /mm®, PLT=50,000 /mm?®72&) IZ[E1{8 35 F T DA #K3ET 5, [BI1E# .
MEIORIETILFE— L~V THBT 523, 2 [B H ORETITHEL V2 —BE T Tl 5, #iFF
PEIETIX 100 mg TBA%AL . 70mg. 50mg SNEVRE &35, 50 mg T graded LA ED IR mIESHIEL L
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5., BAEFEHEA - L QRO —AZFAIGT D E TIHEE ATy 7295, 72721, G-CSF # 5. JRifEk
UK A I MR O L 2GR D D,

6.13.4.3. JEMEFHEM

1) grade2 DHFH

RHERIEZAT > THIER DO UGEED AOLNRWEEITIL, gradel L FICEIE T2 FTIRIES 2, [FI1E
% PIEIORIETIXFR— 1L~V THET2, 2 M H OWRIETITHEL LV E 1 BT CHRETS,
FLARE NFRIECIE 140 mg/day, FRILHIE O IELLFETIL 100mg/day THHAGL . HEL~/V% 1 BET
DT T, 50 mg/day A TIE[FE—2—ATORGE AR T T3,

2) grade3/4 DGE

gradel LA FIZ[EIE T H2ETRET D, BHELI-OHEL~LE 1 BRI CTHAT 5, grade3/4 OF

EELPHBTL-ONCHEL VR | B9 D FIF T 50 mg/day Kiifi ClEF—2—ATOHREEAX
DA B

3)  fISFIH

PUTFOIH72HERELH DA L0 LFFEICIDEZ X OND5A 1T, LiLod DA O EIEER
B2 AN
FEREIRAE (WiE, BB EHIET)
THALARREIR CTH, O CE | KGR
FEENMELT HP BRIV E & 2 AU D B R IR S f AT B
& P MSEA & T UHH A 5L 0 (RPIMSEIX DA 5 I LIZULIERRD BD, L, B8
B EA IS T IEP IE DM IED %479,

6.13.44. it DA BEBHORERESE
R P 5OV CIRIE T (6.3.10.) (IZF# 975,

® OO

6.13.5. FERFARETERE
6.135.1. MAEEHICKDBEE

FLMRE RS HIE O A CIR, Mg et MLER « 47 P ER - i/ ~F 7 m e RN KD 1R
BRI,

6.135.2. #HEZEMICLS VCR DFE. hE

1) grade 2 OMRIFNHIL-GE
(1) VCR #5EL ~NAEL~UL-1(50%0ET 5,
PR AR IO UEN A LT, R REIILR,
Loyb-1 OFEREIZTEH Grade 2 OMFERATRDOOLNDOHEITIT, LUb-1 OFETRkRii 5
T2,
2) grade 3 OMFLIR, RIHMHER) JRRE —o— /T — % OWT DB L85
LIt% VCR 1IRIEST (D T NI AR~DOZEBIITHO720Y), Grade 1 (2B LIZGA TR,
LLb-1(50%) CTHBA 2,

k CTCAE grade 3 OFRFHMEETR &R =2 —/ T —ZBITA T H DRIV B 5 AETEEMEDH|BR
Ll BRI, LFOWTN B AEU-8E8 8T 5,
a) MFEZHOTERZ ONTIE T LN TEA
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b) MW FA2 W THIEEFHE T2
o) [FLEf>TRENTEN
d) %78 TERET RN

6.1353. 1L™9XIZLSD VCR DFRKE. k¥, it

B RHZAL T AR DS D5 G I IARIE T D, ALTRADIERDPIIER T IUL, AL T AD grade Z 7
LT, UUBEDTER A LU T OFEIEIZIENFE T D, (IRFELTZ55 OB 5137072\,

1) grade 2 GERDHD; THLERREEIZZLDN DD, HLE OLFEET D) HBILI LA

VCR #&5-&% L~UL-1(50%) &79°5, BEZICEEENALILTH, FHEIILRY, Lb-1 O
5 8EIZTH Grade 2 WRDLINALGEIZIZ. L-ULb-1 OFETHI R 595,

2) grade 3 GHILEEREICE E DL HD; TPN 24 2) NHELEZHEA

LIBE VCR ZH 132 (Lob—4), KIal, AL AERAERL VCR OF G R T ESITODGH
£ VCR % VDS (3.0 mg/m? max 4.0 mg\ZZ 9%, 7272 L ZORFH IHE OB 2R ESE 510 % 5K
LD, VDS THIEIRFR I G- 1EET D,

HEE) VCR Ol L ' E GEE —(Ef O TII/R<K T BIGREE — AL 7 A OIEEZ W TTHIZ S
FET D, ALTAD CTCAE 43%81% grade2 /) HigFESA,

6.13.54. MAAEYJLELEMIZLD VCR, DNR, MTX Dk 3E

VCR
Bilirubin % usual dose
>1-2.5xULN 50%
>2.5xULN 25%

DNR
Bilirubin % usual dose
1-2xULN 75%
2-4xULN 50%
>4xULN FhHET

MTX
Bilirubin % usual dose
2.5-4xULN or (transaminase >3xULN) 75%
>4xULN BhHE7

6.1355. &% IZ&L5 DNR D HIE

UTOWFNOOFEELNHEBELZYSE . DNR 28501k (L~L—4) L, UET X Tha—
AT DNR (35 L7220y,
1) SMEEENRE R
Grade 2: JEIRDHY | WATHEORROE; OABERITIER; TARERRIILE
Grade 3: SERDHHRLZE IMEFZ T BN LI E T, DR RENHL, IGERENE
IXEE
2)  DMhFEZE
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Grade 2: JEIRD2 OARBESR DT IR EE DL LEX EORE MM kIT e

Grade 3: mEDIEIRD®HD; LIHEEREORTE N HD; IHERIEBIILZE; LEXZEITHEIELRT
3) MRS

Grade 2: JEROBH L OMEES(F: Kaoga)

Grade 3: APRFEREIC RSB 2R (1] IAEME CFER)
4)  THREERR) 72— DTN DOREERR (Grade 3)
5)  JEEEIUHEREREA 2

Grade 3: DA EDIR FIZEVIER NS DB T HHD

6.1356. BEHICLIEE

1)  DNR {ZifijE Cr>2xULN T 50% 2 &35,
2) MTX O &% 6.3.5.1250# 75,
3) CPM % Cerl0-50min/mL T 75%ZiB &35, 10min/mL TIZE5- LRV,
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1. PERSNAAERK

71. AEOES
71.1. BEEHR (adverse event; AE)

K7 Oha— L CTEHB SN CEE LD E SN B THTIAE T2 5 0 F LW EE o H
K, BEEOREEBIZI DR,

1.1.2. HE X (adverse reaction, AR)
HEHERAE)DHG, [EIH R - T8 T X COIRFRIEEO R REIR AT E TER0E 0,
7.1.3. EWMEF =t ((adverse drug reaction; ADR)

BERFRAB)DIL, EIHGLEORFEEMENEETET, BRI TRWVEO, AERISOIHIEIR
ZBIRT 2L 004 15, BRI P ICBESNT-AEEROIL, L FOWT NS T5H0
XM A EIRE 2T,

(1) AEFLORK M HED DI FRERR AT REME RN FET D5 S

(2) HEWHHEAERN DS E

() BAEFLZOFKPAHAOEE

114 BEELEEER
FENMAERESLIT. BEOAM BRI L TR ERAFEL T FTOLDONRH5,

(1) FEIZELLD

2) EMEEITHO

(3) IREDT=D D ABEETITABEIE DIER DS EE L7258 D
(4)  AKHGEFI TP 72 - FERE R 22 o b D

(5) FRRICEREFZRTHD

12. AEEROFE

HEHG /A ERIGEOFAML CTCAEverd (2485, ABR G, grade0 (FFEHS7L) | eradel&2
(BE). grade3. grade4 (3&4 #HH B CHEIENZ/T T CRF IZFEERT 5,

13. EEBREAHREOARBERD AT
AERLLRIGERELOREBZIL. LLTO 5 Bz aEL . @DOZFEIEHALL TEOI,

@O EE#EZAL unrelated . @ BEHEH#EZRL unlikely, @ BHEH A HB LIV possible, @ B
Z L BE#EHY probable, ® BHGHNIREE definite

HEHEORFEIZHONTL 12. BFE DR EMOFERITED D,

14. PRASNIEVEBEREESIVREER
AHBRIZB W T FHISN DM A FE RSB IOEEER NI T OLBY THS, FEIH i ERE S
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AR — L ~X— (http://www.info.pmda.go.jp/info/ivaku_index.html) Z= 2| FH L C. ¥ 3CEE
WOEHIE RETER T DL (http://www.info.pmda.go.jp/psearch/html/menu_tenpu_base.html) .
Fo, ERRIONZA TEFETE S, ARSI G GRS Ttz ob THISNAL D ET D,

141, ¥9F=J

D BWEHOBE (f~F =7 IREUEO B E S B MR % N7 477 V7 47 YR 2k A
MIFEDOHA)

ENOBGRFRER B WTAA] (F)E & 50mg, 70mg X% 90mg 1 A 2 @], 100mg 1 H 1 [\]) D54
ZF = AR O B 77 IO RELL T IORT,

20% L LD BEICHLIIEWERIE, /MBI 58 41 (75.3%) , 4 FREREDS D 57 511 (74.0%), H
M ERBE A 50 1] (64.9%) , Vo SEREEA 45 611 (58.4%) , ALT (GPT) #5140 51 (51.9%), LDH #4/1 39
1 (50.6%), AST (GOT) #4/ 37 151 (48.1%), T #i 36 #i (46.8%), & 1fi. 34 1] (44.2%) , Jfa7Kk 32 4
(41.6%), 33 31 B11(40.3%) , %, B 30 B (39.0%), I FFU b 29 5] (37.7%), CK(CPK) 4
m, ~erae gD, FRiEREGED % 28 #l (36.4%), ~~hZV B 26 1] (33.8%), R, 1Lk
% 25 6 (32.5%), IRHEFGYE 24 B (31.2%), fHFT7 LTI 23 51 (29.9%), SIHIEZ, y-
GTP #4522 $11 (28.6%) , VA5, 8F4, .0, ALP BEINE- 20 f  (26.0%), KRB 18 #1(23.4%),
17 B (22.1%), CD4 U RERJAD, 1A JREREEIN, ¥ A, IR TPk 16 61 (20.8%) Th-
7=

2) HEZRIEM
(L BEEIE]: PLm BRI (0.9%), HIMEREA (21.5%), 4FFERED (34.3%) , 1/ Mkisd
(34.0%), #1f.(16.)
(2) i Cfpd HE o A IS HA o, ViR )« 6 o - A T HH i (0.8 %), YEALAE HA i (3.3%)
(3) MR (oK, FhiARE, DIFERATHE, MK, R PETEIES) © Bk (17.3%), ifikiE(0.6%), O
FERITRY (3.0%), MK (0.3%), EHVETEIE (3.5%)

4)  RYE: W2 (1.8%), RUIILIE (0.3%) %%

(B) MR &

(6)  JEEIES AR EEAE A (0.9%)

(1 LEX QT MR (2.7%)

8) A4 (0.6%), LAHTEZE 0.2%)

9 SMEEAR200.3%)

(10) i eh ek P v o, 9 (AEEE A )

3) ZOOEIER

(1) BYYE (10%A0) Y, SHIAR, KUE 3K, B, AATar A VARG, Bk, 8k
P, NIRRT A VARG, RIEYE, AL TV D UAE, RIS, RE X Mig, MK,
RS, INEfE, SAE S, B EE, RRGE R, AR, YRR, FlmEs | (BEER
B ) R N R R 2%

(2) ik (10%LLE )V SERERAD . (10% AR ) #RR M BRI, FEEELT P ERIRE, £
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(6) FE PP R B, O FEN

(1) BLRG 3695 . TOFE, B, M2

(8) WPk AR TRE . MRS | WP IR | S SR, Bk

(9) #f - B & - DB . BT L SR

(10) KRB O B E R (Na, K, P OSE) | b 57 E AR, 7379 —8 EF. 7173
AR, FEAFEE (Ca, Mg DRF)

(1) Zoff: 7L —BOG EHFALEOS (B, FLBEE), ZEE 1 ARIE, 1ZTY, Mt IRk,
AR | R G (i FRUIAE 5525 o) | KEMEODJRAE | ¥R, S5 1% IR, 07— 7 VBRI VLSS
GRLBE, M if, 9 %)

7.410. FAVRESAYUFILIF

D ERRIER * RFIOAGEIFE CTORNERFEBURBUILL FOEEBY TH D,

E BT 5 I R 3 BR T 22 M TR e SR AE B 279 151 36 451 (12.9%) ICBIVER 238D BT, ik
AST(GOT) & 10 #51(3.6%) | 1fLiE ALT (GPT) _E5H-841(2.9%) . B 7 —7 VB E GRALH L 741(2.5%). JR
AR L EKS 6 (1.8%) % Th o7, 7eds, MIMIZBIE T HENWEM X 15 1 (5.4%) TROOIT, (FKIRKF)

161 ) RS R A 0D 22 MR S TA e SR IE A 4062 451 rh 288 451 (7.1%) ICRIVEF 338D BTz, TDERE DI,
3% ALT (GPT) k5 25 441 (0.6%) | 1fi{E AST (GOT) E5- 23 41 (0.6%) . B FHiif 17 $1(0.4%) | ifi /& 2¢
FEBAL L, & 2345 16 51 (0.4%) . AT, B 2348 14 411 (0.3%) & Th-o7z, 723, LIz B
THENWEAIX 223 41 (5.5%) TRO LIz, £, /NRE~OEHHITIL, 270 7+ 15 451 (5.6%) IZEIEH
DFRD BTz, (55 5RIZE M E B A RF)

2) BEEZRIVEM
I BEEP M (0.5%) | Al (0.4%) . THALAE M (0.8%) FOEER M MR HHONHZ LMD
HDT, BEAE ATV, BEN LN 5A IR B 2 WS I LR L B 52 k3 2% )7L
EEITHZL,
3) DD EIVER
(1) HfkEE (0.1~5%Am ) HAE i (R, S EEE) 7 —7 VR E AL i, (i 5 225
ERAL L, KR I, S, DN L, R, A, SREE (5)
(2)  FefG - BB aREE  (0.1~5%A0M ) F92 . (0.1%AM) SIS N IEALERRZ | L5
(3) WLERE (0.1%A%) BIEE
(4) WP A R B (0.1~5% A3 ) i AST (GOT) E&.-, fiif ALT(GPT) L&, E UL e i fiE
(0.1%A1 ) BEIH
(B) ANH-RKBEE (0.1~5%AKM) 7NV HNTHAT7 74— L (0.1%A4 ) LDH L5 m=alb- A7 8
— VIAE AR Y AE /8 AU AE AR 72— VIE | /&7 2 — LV IfUE | K e, (f=2L 270
—/VIME, @R AIE, BEfR, 2V 277 —BR T, i R T ., @2V 2T AR e
(6) A& (DAL [ (0.1% A1) 7L L — 45 BEH
() WRIRERRREE  (0.1% A ) W0 A
(8) ARMEREEE (0.1~5% A ) &l
9) WIRESRIER (0.1~5%Am) FRIEMEGE, JRICIERMER, (0.1% A0 ) & BIR, JRMAFE, JRICE
F il B
(10) —xMIEBfEE (0.1%A0 ) Bojf ., FIE, FE
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8. FHHEHE -FRERKRE -FHERA 71—

8.1. Ph+ALL213 BIRFIORELFEIER

8.1.

) 7

)
)

1. JALSG ALL(B-ALL213) & $Z T sF{i
AAH I, B #EIC LD REFR M) oM | iR O 2
R DR~ — I —RINTED T HIKZ, B MO KB E & Tk > Sk A fLE O

2) HRPTA

SECASECNSRCRS)

3)

GECACACRC)

GR
PS (ECOG)
JEYLIE DIE IR DA HE
FFREZS B BRIk (KK . AR OV IE7 L)
TR FR VR A E O 5E AR
FERFRE IR
TR A 2
FRATPT AL
MIEHE L E Al
MyG7LT7F = f
HIV Hiik, HBsHUH
DX, Do —i7 (LVEF)
18 R e 5 Bl i g

8.1.2. B-ALL213 Z§ELDBRE

B
1)
2)
3)

8.2.

BERDTFIE (4.2.) 518,

FH~— A — (B-ALL213 BERIEFIF S5 48E)

A IMLRF AT @A A7) —=27 (B-ALL213 iR E & 50 L)
HEFEDE S 7T R IR IR (REOELI R, B-ALL213 B ek OE G T RAEE 5
W)

Ph+ALL213 ;AEBAREDRE

1) &fHEk FISH
BCR-ABL @& & a1 B DS S 13 47 H Bk FISH 25695, $5Z major BIDOLEITMA LT D,
W2 TP ER DS D 72 SR ER DI TE IS TE W AT, Bt P ER DS B<{FR AT 5D T, JRE A
% THLERT D,

8.3.

AR O RE L

— RO WTUIAZ T A L A —ITR T,

1)
2)

3)

K2 — AR LERF ORI A day—3 725 dayl OIRIRATNCFENET 5,

Ka—AOFREFHIE DA O 1 HFURSEZ ICFEM T 5, 7t 3 A M (day=3) Z3FHFTHDT
RO —ABLARTLHVIFD,

BRSNS T PSL BRERTE & DA BISA# 1 TLS & DIC OA& D& R Ic2 572012
EEE A LA LA A 3 B/ M5, CRE IZIXE x OF — &3 A S84 TLS & DIC @
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AEETHETD,

8.4. AERTROBRELFERE

U FoFRICHFRERE (F) 2R3, 72720 SEEBZ L, ik Z LD RN HHD T, D79 (NCCN
guideline v1.2013 surveilance &%) ZR~1,

14 H 24 H 3EH
PR 1 2 3
CBC, Ak 1 2 3
B A 2 4 -
BCR-ABL 7 & 2 4 3 CGRAH M)

1) EHIRE LMY, LT OSA T E bt 23295,
(1) HhiFk CEfESILD RQ-PCRAIEM D7 FHIFFTE, FEERSEONL 5 A .
(2) CBC(HIMERSENZEFE B, 1-2 HZRIZHRELHBMEN D55,
(3) AHArHfad T ALT(GPT)D EH-Z1£H72y LDH O E&H- F Do B 23 FlleF HE L, 1-2
IR LHBIER S5 5
2) BCR-ABL RQ-PCR X B #R & ZATHH A I B R IA T T2,

85. BizFHEERE
85.1. FASREREFRIY—=Y
B-ALL213 B §ki% ¥ AT BB T AZY — =7 %ATV BCR-ABL & B A T it A a8 4 2,
8.5.2. RQ-PCR (real-time quantitative PCR)

AR TITLL T @ minor., major BCR-ABL RQ-PCR ZA{# 45,
1) minor BCR-ABL RQ-PCR (CG: GAPDH, SRL #t)
2) major BCR-ABL RQ-PCR (CG: GAPDH, SRL #t)

TRIEBAAART O E BIIF AT B T A2 —=27 (JALSG B-ALL213) OfEREHEH 35,

LLF(8.5.2.1.)DH 5 7 ha— )L CTHUIE LR A MZOW TR AL L TSR A(SRL 110>
H A1 ImL £:50) 2 O T el (JALSG #F7E % C SRL AHZCHEHE) 35, RTA Xy T 72E T
B BRI CE AW R AIZIIORY I (SRL #EAAE Y TmL) ([ TRAZ 95, DMk %
JALSG W A7 2 —TIRAFT D, il RATMARSR IR EE . SR S AT~ S, 7 U2k
SN RITR FE AT 2R CF — &2 —ICilisshd,

85.2.1. MEDRAU+GRGEFREESITHETHES)

PLUFOARA L ME SRL AL A KFEA L IZ — B RN LI T 5,
1) FIENEEZDFO R

O EfpE AL - 01
@ sRALHE D % - 02
@ Hu[EDFEES C1-1 - 03

2) BAHERIEOR M
@ BAERT (@25 2 WHLIN THIUI@DRE REMEH T D720 mEAZ) 04
® BiE% day30 - 05
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©® BhEt: dayl100 - 06
@D Bt DA 54 T 1 - 07
3) FERBRIREDFEAM
H[E DL C2-1 - 08
© HifEDFEE C2-4 % - 09
MERPRIER (B 12 =2 —H(0) - 10
HENELT
W5 564 R4 A EA
J AL |
¥ RG-PCRI( E & i T -
BTEM e Cirexido e
+{kIEED 203, prephase PSL
EiIfE AR ®OB-ALL213EERIFIC
v -« 01 SRELEH
i Bl pery—
3
<02 DNA-RNA
HhfE e C1-1
- 03 % RD2T BB
,J;‘ o {hao 1 5
Hh[El ek C2-1 N <] 04 + {KEED 203
08 B =l @ 204
2 -
£
c2-2 4
C1-3 I
C2-3 |day30 MRDl < dayzo (5
Ci-4 Fz3 LI:T] BAlmE
MRD(H-; v :], MRD(T)
C2-4 ——
09 P v —— < day100 Q6
F —
e — AR ESR
# = = DNA-RNA
g ——
——1
% |:|4 07 HERIFCEHEE
HiEiE w2 IR
10 = DA + (REES 205

8522 HEHE

SRL 23T GAPDH 2 b — Vi 57 £79°% RQ-PCR 217V, LL N D 3 BeEDHEE1T,
1) EEHICHLLEEIT HEM (=28 —%/ 1 gRNA)
2) EEIGLL FCHRR 7 I AnS55E  TRIERE (NQ)J (50 =t™—/ u gRNA LLF)
3) HE/RI 7 F DN (SRL #4 Gl MM ) 8
(R ARH b(ND)J

KATER TIETR R EE | 20 FRISE T (12.2.3) &%,

AEEY
IR SRL TEMSID, ALY OEAR  RIBOEEUZ DOV TIXAMERR D

8.5.23.
RQ-PCR O#lE
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SRL EZFTIcfWEhdnz b,

et A7 — 1o r
|
I
|
|

8.5.3. &% RT-PCR

SR b HE [ 8O 2875 LR C RQ-PCR Tl A RE | SIS 72358 I I3 R MR CTE M RT-PCR % 1
[t 795, EPE RT-PCR ORsdlt RQ-PCR OfE A TR EEE MRAETR R EH T,

85.4. ABLZEREHT

MR FHI I 2 E T LT B D I | FFFEREOBRARERAFS IV AIFERFOREARIZ DOV T direct—
sequence JE7RE N CE RO F AT 2, MHEEEH DI OMERZ L T SRL thiTm AR =~%
j‘o
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86. RAT1HLUFA—
KEERAEBR O AT Y 2— L&+, RQ-PCRUALSG)IE JALSG #F42 8 T34 % (8.5.2.%
),
WIIAAREE, WIZ SRS  MIEBEHIOEEL TR T 3528, AT TLAAR DR %2R

9, @ILEHE OMA, KX JALSG O THfiE A LHEDOMAE ., OIXFEz2HELEL W amEE2R~LET,
RQ-PCR& it %) X4 i 5% C n REZR [RV S hti 95,

8.6.1. PSL EfT/AREERBEARE

HH i 1 2 3 4 5 6 7
PSL | day 1-21&tapering | | | A
1597 DA | day 8-35 ] | [ | | W35
IT | day 22 A
[FHZRN7N fEH | A THH
ML - 3 1L BR 5 18] day 8(DA $¢5-711), day22 |@ ¥ 3 [\
A day 1,3,5day 8,10,12 o [ 1A
BRI - BRI A day 1,3,5 day 8,10,12 ® [ ) RN
PRAFEAE i 2 [A]
s XP-ECG [
B day 223, day 42+3 022 042
RQ-PCR(JALSG) day 42+3 42
RQ-PCR(% ME7% 022
- H ER FISH major B ZH ()

M8 - [ M ERSY I8 WBC, Hb, PLT, ZFER), #FHERO), V2 <ER%) 1RRBAAARIIE day-3~dayl T,

M iE AL R UL E Al ALT( GPT), LDH, Cr., (B, 25 ) B, CRP, TLS 4R 9 57- IR EE, MmiF
K, figP, fifCa% 5T, PSL Bk, DA BRAGD KA OHIL 3 [FHET 5,

BE[H < $¥A : APTT, PT, Fibrinogen, FDP, DIC 2248357312 PSL Bk4., DA BRAADEHIOME I 3 [BIAIE T 5

PRAGAT: JREE 1 EME, JRIEEME,

faEs XP: Ak DA, ECG:QTc72&,

RQ-PCR: day42+3 I3, JALSG BFFE# CHHME (B 1 01)) | day22 +3 [35HIA ik CFHE,

MEFERR - REHT (MIR2H) . B-ALL213 B8kfk, FATBUR AU — = 7RI I A T
BB
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8.6.2. sR{LEDHEE

HH S| 1 2 3 4 5 6 7
CPM | day 1 v
DNR | day 1,2,3 vvv
VCR | day 1,8,15,22 v v v v
169
PSL day 1-21&tapering | | | A
DA day 4-31 | | | H N
IT day 1 A
[HAZRNERIN (] THH
M5 - [ i ERS E (] i 3 [a]
AR [ i 1 (A
TEE ] - BRI I AT day 1 ®
PRAFEAE i 2 [a]
WX P+ ECG ®
B A day 38+3 @338
RQ-PCR(JALSG) day 38+3 %38

MR - A MERSYE : WBC, Hb, PLT, 2FERG), s ERG), Vo SER (), TRIEBRIAARTIE day-3~dayl CTHEE,
MEAALTE: FREULE ARG, ALT( GPT), 2281 (E7-12RERF) IS, Cr. CRP,

HE[E B2 APTT. PT. Fibrinogen., FDP,

PR PREEFEME., FREEEME,

B XP: fak oA 4,

ECG:QTc &,

RQ-PCR: day38=3 i% JALSG HFZH 3 Hi ( )

TR B s fRAT FH (IE 5 AR DNA/RNA) B8 :  day38 ‘B #2256 2 i FH AL > V12 1 AR
(RQ-PCR LA HHE T 2 A) EEL 1FEAEDEENCHRIZEE T HEHEESNDN, CHR TRV
BT IEREIFE IV EREL,
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8.6.3. HiE&HHEE C1

HH i 1 2 3 4 5 6
MTX day 1 v
AraC day 2,3 (q 12h) vy
\A 4
ey \ A A4
mPSL | day 1,2,3 (q 12h)
\AA4
DA | day 4-24 4sm| m (W2
IT day 1 A
BRI AR [ J THEH
LB« [ i BR 45 day8(DA $¢5-7i1)), day22 |@ W 3 [A]
AL [ ¥ 1 [E
JRAGA [ ¥ 1 [l
JfaEEXP-ECG [
AR A day 32+3 @32
RQ-PCR(JALSG) day 32+3 (C1-1) * 32
RQ-PCR(ZJi7%) day32£3 (C1-1 BA4h) @32

MR - A MERSYE : WBC, Hb, PLT, 2FERG), 25t ERG), Vo7 NER %),  TRFEBAAARTIE day-3~dayl TH,
ML REVLE B ALT( GPT), LDH, 2288 (E7213FERF) A, Cr, CRP,

MTX I #EE: daylMTX BAREAD 24 BRI 14, 48 BERIEE, 72 BRMIHEIC M,

JRIRAS: IR HENE, JRFEE M,

JgEs XP: Mok oA ik,

ECG:QTc 724,

RQ-PCR:  C1-1 0 day32+3 13 JALSG FF%E# TN (FA 1 03 ), C1-2, C1-3, C1-4 @ day32+3 (ZFHI%

2
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8.6.4. MhE&HHEE C2

HH i 1 3 4 5
CPM day 1 v
DNR day 1 v
VCR | day 1 v
B9
PSL day 1-7&tapering |
DA | day 2-22 ] | H  |m2
IT day 1 A
BRARIEAR ® .
M- i RSy o i 3 (Al
AL ® i 1 [A]
PRAJEAE 1 [a]
JiHXP-ECG [ ]
B A day30+3 @30
RQ-PCR (JALSG) day 30+3(C2-1,C2-4) * 30
RQ-PCR (% fii 5%) day 303 @30

M5 - L ER Sy 18- WBC,, Hb, PLT, 2FEK(%), 4F 1 ER(0), U SBR(). JRFRBHAGRINE day-3~dayl T3,

MR LS BEULE B, ALT( GPT), Z2 g (=713 REks) mkE. Cr. CRP,
PRI PR BTSN, IRFEE M,
fass XP: Mk oA HE,

ECG:QTc 72¥,

RQ-PCR: FEBAHRED S C2-1 D day30+3 ( ) R UY C2-4 0 day30+3( N JALSG RFge#©

FEffi, FOMDC20D day30=+3 1FFEAIK HizR CERT S,
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8.6.5. L

1.5,9a—X 2,6,10 =—XA 3,7,11 =—RA 4,8,12 3—RA
HH A 1 2 3 4 | 5| 6 7 8 9| 10| 11 |12 | 13|14 | 15|16 | 17| 18 | 19 | 20
ED VCR | day 1 v v v
PSL | day 1-7 [ JEN N | [N
DA [day1-28 | ® | H | H | W [ I BN I [ N NN E | E E =
M - 14 [ ] [ ] (] @
MaEXP [ ] [ J
ECG:QTc o ®
B ®
RQ-PCRUALSG) 12 3 —2 *
RQ-PCR (% i 5%) 4, 8a—A @
M5 - L ER Sy 8- WBC, Hb, PLT. 2FER%). 4FHHERCe), Vo SER®),  TRFEBHAARIIZ day-3~dayl T3,
Mg EVAE AR, ALT( GPT), ZEEHF (713 h6HE) k%, Cr, CRP,
PRIGAS: JRE FENME, IREEEM:, I XP: la/kOF M, ECG:QTc 72L,
HHIRA: 5 4,8,12 23— ADBAAART (day-3~day1) IZ F i,
RQ-PCR: % 12 =t—ADBi#AR (day-3~day1) ICJ ALSGHFFE 2 C M ), #4, 83— A TIFFRIS MR CEMT 5,
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8.6.6. FBHEMEL

BHERTALEBRART 14 B LA, Bha% (Eiuim 7 0 2 day0 &L C) day30(£3) . day100 (7) A4
A7, A% day30, BAEf%day100 O RQ-PCR (FH Y35, ZALLIAMI A 1 [Bl% BRI 2 4RI
R If. % O T itk (2 C it 97D,

8.6.7. #iEk DA &k

BAE#%OIREE B EL TAXT A WL — 3RS, LU FICEEHIEA T,

(1) DA JIER M= —ARIZ RQ-PCR A H i £ 9%,

(2) BRIAILMENI-ST 30 H A4 CTRUEDENDGE IOV TIL, 6.3.10.2.0 3) 4) IZHE9,

(3) FGPIASD ik — A& PR 2 — ABIRARTIC AR 2 VTR MRk © RQ-PCR 253
%
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TR

—3AA

S D EIREIX, JALSG &= B AR — A=) ligk 1D//3AT —RZ2 W C A EIZe s A
YU, FREDBEEEIZT — X AN E1T), BERSWeT — 23T _XCT — 22 —nEH 35,

AR EIRELHIE IR BT ~Me L L TEf S D,

JALSG AFFEE CHEMS TR AR RIZOWTL, ASHO O ER BT A AL TT —4
TSI, AFZE N E A DR L — B B b LTI, T —F v X —~Ef L TT —Fyhel
THRAFSND,

92. BEHRSEOEELIRIAR

AEERCTHWAEE 3 E3E (Case Report Form; CRF) SR HARRIZLL T LBV THS,

1)

2)  EREHETHRT (REBRAART) (Ph+ALL213 &k i% 2 W H LN

3 ERFEWEFRAND (EMEAEE) T aha— G L /& T % 4 BEEUAN

4)  BE WA IR GRCHIEROFRE) - 7 aha— WIRHR IR/ # T 1% 4 8RN

5)  HEWMEERENRIV-1 MEDEE Cl1-1) : Fubha— Ui d Ik /& T 4 BRI
6) REWMEERRRIV-2 HEDFRE C2-1) : Fabha— LI IR/ T 1% 4 BRELA
7)) BREFWEEERIV-3 HEDEEE C1-2) : Faha— Ly L /& T % 4 RN
8) MM EAERIV-4 HUEDFEE C2-2) : Fubha— LiEHE ik /# T 1% 4 BRLLN
9) AW ERARIV-5 GhEDHEE C1-3) : 7 aba— Wi IR /& T 1% 4 BRI
10)  HBEFHAEEFERIV-6 HEDIEE C2-3) i Fuba— LG L /& T 4 ML
11)  HEHREEERIV-7T HED L Cl-4) : Fuba— LG HE T 1k /& T % 4 BB
12)  HE WS EAERIV-8 (HIED L C2-4) i Fuba— LG HE T 1k /& T 4 BRBLIN
13)  BEWAEEAAV (BAERIE) IR ELY 100 H O 4 B H LA

14)  BEWEEHAVI-L GERRIE 1-4) 7 aha— U ia IR/ T % 4 BREILIA
15) REWAERERVI-2 GERHRIE 5-8) i 7 aha— LR IE/#& T % 4 R LIN

16)  HE R EAE VI3 (HERPRYE 9-12) : 7 uba— LRI T Ik /# T 4 B LIN
17)  BEWEEHEVIQERET) 7 aha— WRRE /& THT 20

18)  HBH WAL B (FHRE) GBEBFHEN T — 222 = bIKES N 5E . kO IR

BB Gk - Ph+ALL213 H, DA {BHEBHAERT, HO U B-ALL213 DEEENHDHI L,
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93. T—AANEHEE

6 /3 H ZEIZLL FO AT PRI AR L, 4 R LA EOBIEIZBEL T3 T S HALE S A— /L TA
NEARTEAT 5o A—ARKESE S ATID 72N AT, WF TR S0 T3 L0 EIRE ~EHEERE IS CAT)
e EnHD,

(1) FfbHuE DL

(2) C2-1 ¥ T, bLITBHEDTZOITHE T LT HI[E O eIk

(3) C2-4#&T#., LU DT DI T LIz HiE DA

(4) BHER T dayl00 1%

(5) FERHERE CIIHMERFRIERS TH#

B

94 ABRBROER
94.1. BN THERDOERT REFIR

BB OERJE | RIFERALD FEffi7a 8 D70 (TIBH MR L H SN D5 G IIARBR D kS 7 — 2 A
INEH G RSN D, T35 MRS ik, FTREZRIRY JALSG Zfiae T AIERIC
ZINLTODHiaRE L FAITICH 7o TUILL F O FINAEST D, JALSG BANfERE TRV, &HHV NIATER
ZBIIL TORUERR RIS D220 B B, R ol st 35 2 b - TROB 2R L TA
N 5ERESED,

1) B TECAT T % CRF D AN E5=T+5.
2) MisZHJm% JALSG Rl 7 —& o2 —1 7 513 20.20), JALSG Rl 7 —& o 2 —3LA
TAEFRARET S,

O WEELE

@ F—FELH—

@ MIEfRfFEr 52—
3) FRITSEMEBUTIZLL F O MR A LT,

@ B-ALL213 %6k 5 ALL-CS12 5% =

© B-ALL213 @&{n

@ Ph+ALL213 BkE 5

94.2. BAXBRDOEBT XEFIE

JALSG Stk CHOOAGABRIZ SN TODREST SEMiR X B T2 > TANF R ki S T A ZH O
eI, T —FANSEATH, BRI OREIT TE~E AT D856 L HOWITAEIT TS ORI
TR T DH IO AN FEOREIZ 4 B ERLD FIEZST 5,

94.3. T—EtIA—DEBRT REFIE

TR TChiRY CA )T _RET —ZDEEZE i 5,
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95 T—=HEY)—=2

T =27 == TR (14.7. 2 88) [l 2 TR O BB DI B ERS VTR Dl B M5
D3, AR R B SHERFRIE AL T 9088k LK) 2 2% BRI 7 — 2 B EMEE (57 —4 2
V==22) B bGT %,
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10. ZREEDEY L

10.1. BRREDREF

AHFFETIEF AT ER A7V —=2 7 (B-ALL213 B$%#% (2 Fhifi) . BCR-ABL A& s E B
1 (RQ-PCR) 23 BR B FRIF I AT G- ST B TR 5 ICKVEA b SRL #HTHEmEND
(8.5.1- 8.5.4.ZM), ZTOERITAUIFRAB S F IR (RNA) 1L, FRRBIRDIRAFIZBEL TEEFE DR E
DFLILTOVDIEAITIL, JALSG MIAER{FE 2 —CTIRE SIS, it 2 — (SRL) XY JALSG fik
RAE B F =~ RIR DRSO TS R AR B TSN FTOFIETRESND, 725,
AT CIXIRIE G B O EI T I EEL O R A N CTREDM TS (8.5.2.2 ) O T, M5 IRAEE
X DR Z R T 2 1 DF S (01~10) ZfF 5 LI BB TR E S (BR T REE 5+2 HiE5)
Zfdi 9 D2 L BRI ST RA L P OFRBIS ATREIC 22 B X921 5,

[JALSG kit & — %]

REIZHT-> UL, FRROFTRICID EAFROWM., 852, B, RSN SRNID I EH
ERAN
1) JESESNHHO7Y—W—2, Trha— LI LR T D,
2)  EBRMIEOREHRITED T AL LR T ETHEEN2ZVEIICRT T2,
3) RRIEROZF A, RE EEL R~ D% BEEERE IR TR TOEBIIRE -
ERFTHEOEROL LT,
4)  BRIBRORAFIZEETDRIBEOREIO FUHAH 7= HA12IE, T10.4 BB RIRORAFIZEE 3 5[H
BEORE I~ THEIESND,
5)  ARWBFEHE THRDERBIERITGEL TIRIFSNDTZD | NaxtRETHEF R RICE T A MmEEE
Bt BEOEN ) 2 BAR TRV FEIC B T DM BRFE#HIAE > T IR DR FR = LA
JERE T 5B FRROFHEEZNENOIEZR DO BACHE 5, T NRICERENELTS
B RERIZEIRE 21T,
(RAFRARD L FR: PhtALL213 BEEE IRk
FRDBE ST JALSG MiAgFt 2 —
wikoERETEE: R
BEIPOIFTREONE: Khusx Ok AL B CRARE Tl - [FE GRS
- E1E

op

CHEECHGC)
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10.2. BRREDERTFE

1)
2)
3)

RQ-PCR, M RT-PCR Z#H T 20 ENECT-HA,
TEEIHIE, HAVTHRUTI-5EZ ABL 8O B BN 2T DL BERAE L6,
DML, RO RERFIE TR DO N LB L7785,

10.3. BRREDIEE

VB BEOBRIE JALSG MR A7 2 —InbAT ERFIE it i ~ B kS D,
FHRERFTE DR E R IIRRR IR L LTS E ITIT RO JALSG AR 7 —~ Bk LR E T

éo

104. BRBREDRFICEATIRIEDHEME

1)

2)

3)

4)

5)

6)

7)

8)

9)

10)

B HDLIMGEE LVERBIRORAFICE T2 R EORIEI O W L A2 7o EIREIES
DN R AR LR AR B R A 2 (L B IEA LA O B FREME(LH I FAX 35, %
Fhi AL 1 LBE T WA MR L TR R e 2 — R E - B BT |2 FAX #5772,
BEDHDVINGEE LV JALSG FH R MMEFEGR., 7 —F oo — Bk ffFro 27—l
\ZEHE A AR OEAE 23D o T 55 21T BEREAT o T Mgk D FIRE~OHEAG A AKIE T D,
WG A2 T e FIREIL ERE D) I3,

MR B 24— R - EBREATE 1, BHIE R T 10 MR R AR BT 35 ) 252 1T Y
WML Y T DR EA — N —T B D FREFET D,
FRARIBIROIRAFZ BT D R ERURIRF LT T O RERF IR 0 535 61213, iR fF e 2 —
TR - B B 1A BERT IS B A R Y R R D R AR R T2,

FRARD BEFEZ G RSN BERF 2 R BT (IS R IR A A — L — 7 o || BEsE
Do

5 BEATF 7 St it 5% CRELZRZ M BRAR D BB T-FEAT 2384 T L QU3 BTt SR b BESE
Do T2 FR2BDINTFR IR E TARFE HDOHDIT DN TUIZDRY TIH RV,

FEARRIRA JALSG BRIRIRAT £ Z— B4Rl ChH O AL, FIE N BT SRSt~
B IARDBEFEL RS D,

M RERTFFE R RN ) 252 T B 7235 6 12T, iR R fE e 2 — (R - B 1T
YRR T8 RSB ~D A & 1k 2,

FHRERF R BE 32 [A) BRI R L ZBE L CRR AR D 3B DM T o QO BT, iR F e 2 —
TR - BB 1332 Y T 2N BERIFIE S0 BT 1 CR% S R DO R R AF B 2 — ~ DR
EERRT D,

MR FEIZ B 2[R BRI D 2 T FRRIRAR D LRAFIZ B T2 FIE ORI A 722G BT, B
ROLRAFZ T D,

k={1118
Nr
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BRARREREREE
TAE(BESR)
SRL
FAX BR{A R EREREEME G
HREMEEE .
HEREER | BAREE S
G
G BEFRESZSHRARERE B FRETHER

FRE: MRAKREM. 7 EEER
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11. WEEGTET

11.1. Y

BN BBIG - RY L R EE L CORBLEN D ETOBG MBI CHNT 52 813 PhtALL OF
TEREFFL B T L OIRBEDE W EZILMNIC L, £72 DA 28 IR UGB D a2 A D
NI U CTREROE BRI O S 3 5T A2 LIRS D, AWFFETIE RQ-PCR JITER D7k
SRR LI TBINIEEEIA GEHRRT - BRI BXOZOx AL CTIEHE MO DNA & RNA 2477, &
N7 B E BB TR ICR 2 D, (2.8 M8FERBRIS TIRIT DR, 1)

11.2. ENF /L BIEFRITDOAE

LU OfHT M TIoND T E Th D,
D sV SRS (=3 — LEAT)
W2 IRE, FEFEIRED Ph+ALL Al DNA 22H 2 Y L I BRI A LR B8 A TR 8 5,
2)  SNP array & A\=7 ) 2EE E H ORI ENT
GeneChip SNP 7L A72E % FHWNTT ) LT AR7pa e —$ 5 3 JOY LOH SO R EA1T9,
3) Wty — 7Y — & R R RO R A AT
RIS RO R E SIVTBAR T ORI A BFRNT 21T, 28 BT 3 D85 D=
BRI A SR BT A L ORISR S 2 E 5D,
4) B DR YIRNT
EREOMENTCHINE T DB T A RS DVITEE T 2R E RO Ao T fEF |, FrRe iR ORZ L
TR, € OIRIEERAN N T 56 EHEGE R UIIEF/2EC, PhrALL e 33 K OVE & #ll i i
K DNA OA57 ) DI SFHIFRATZAT O BRI RRICBIfR 9018 (5 - B0 TR B DT 2179,
NHDHTIZ W TR ESNIZBAR FE RS FRAU DN TE, RREBNTHER L THITZ1T,
5)  HEFRAIAT AL GER AT
7 7 25 DNA D25 AF /LAK DNA(CpG AT /WAL A1) ZJR#EL . B L7- DNA Wi 2@ igic s —
I A5, #1500 {HD CpG T AT RO AF NWAIREE R HBFERIZSRAT D,
6) cDNA <A77 L AL RT-PCR &\ =B s 13 BT
¢cDNA A7 7L AFB L RT-PCR Z V>, Ph+ALL THEDH A D385 T2 MR 1
RKT5D

11.3. BT FEMR
WREAB AR T IRAT IZLL T OB AP FERERE HEEE ~ 0y = 7 M JLE T — A& 0T T

éo

(D) AdBRPRFPE EASROPTERGE - AR 2% 6
Q) HRURZFRFEGE EESRTTERT ) DNESRE R AT
(3) HR KRB A BN I e #— T LA TR0 Hif WA E S
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(4) RIMHENENDBANIER T /22— prk BrEEE

114 BRARROLHT—ER—ZAADERR UL

AWFZENE, SCE R TR RN AMFZE S — XIS ) B Rl 7 7777 4 ) (P-DIRECT) 12 KD B 32
a2 TRY, [P-DIRECT 7 —ZHHARTA L |THSE | AFFED T THOIT ) b e
I DEEOIRNTT — 2%, BT —H_R—=2% 0 TAR T AZEDRRBGHT O TS, RAFZEICE ST
FRHT ST T — 213, (TR TR0 2 A LAIN, DV, F IR R ETOELLN RN ETIC
M7 TECE AR AR ISR (JST) A4 A T AT —H =2t — (NBDC) 2NEE 15 Bk
T AR=R ] EDMDOAT —FRX—RIB T HTETHD,

723, NBDC Tld, 7 —#% KD 2 FEAIZ /31 TR - TEY ., AT RO\ L, 7—X 0
BZA T P-DIRECT | CIRET 5,

G =TT =2 B DFOT —HEEH LT RE, —RICART 5,

HIBRAR T — 2 AHANZ EDFH LT —ZZHOWTIL, BHERBUE LR A RIED T D DIRHI 7R L
WZOW TR IE 2R B 25 T ORI E IO AR HZFF Al 35,

NBDC ~DF —# % gkIZd - > T, RAREE NG WA E CERNEIINC, B, B ba
o NBDC TlE, 7 —ZN—Z TR T DN BERFHEDRSILTODNE DN ONTHFEEZE
fiL ., FHEAT- T2 T — 2 D IHENEIL TWD, NBDC Tix, INBDC bhT—Z3FHART A ],
INBDC BbT — AR\ N X 2V T A HART A (T —FMEE ) 12 ED TRY, FRE 1T n6IC
W TT — &8 D,

NBDC D ERPLR NBDC D HAESILTNDT —ZDONFIZOWTE, Tty =7 A MIARM
SHTW5,

NBDC thF —#~X—2Z http://humandbs.biosciencedbc.ip/

11.5. BIORAFEFEIA &

1) BECT RERIRERAMI T RIS T, AR T, IRRATOM AT Ph(-)ALL213 BRERREIC
T CITERIRES LTV D,
2) TN RQ-PCR D7D DERERA L MR AT 50T, RAL L 02(8.5.2.2 M) TEHHAL Y
VE 1AL T2 ARKET D,
3 FRERHIEBERALEBREAE Y 2 K- T 5, FRRFOIREEEH 5 (20.4.)
4) %)JIE#F%@WJ 3202 B, 208 HBAZ A DE T ABWRWD TENRT —ATHDHN, 2D
ERERIAZ B REAE T 2 AL, F7o, IERHIROREEE Z A 3 572D 1B EA D

\\/7 Z))M‘ET&)%)O
MR- (GEE) JEIE R A 1EF M %5
TR BM(PB): DNA/RNA B-ALL213 % fkhF
EAREMERE (CR) BM: DNA/RNA TRAL i [E O P VE % (A
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k 02)iZ RQ-PCR & [r]HF
BT,

3 (REL) BM(PB): DNA/RNA
FEE MR (FL) BM(PB): DNA/RNA | SWB: DNA

11.6. RIEDIRIMA &

DNA/RNA O 1% SRL #:T179,
AR50 DNA, RNA BB RO F 5 D OB EA R Al &35, RNA AL AZ
BARF AV —=27 (TR X° RQ-PCR FEifi (A2 h 02) £ D550 % RNA LU TIRAFET 5,
1) fiEAmR

O BRI SRL $RHEOER M A 95, PhALL213 %%§%4% 12 SRL L0k (CELA , RHEHK
UMk, FREEOSA 1 SRL ~EME L THRYZE 5,

@ EHEEZFAIEL T ImL $ % EOBRIME (Y MTHRAET 223, SRL #:00 H A8y ZHH Y
FD)NT 2 ARERHRL . T B0k (4°C) IRA73 %, 1 AL RNA JHTHY, 1 A% DNA I T
D, RQ-PCR OHRAREDHLHYGATE, 1 ARD RNA FHHAE > Y75 RNA ZfhHIL T, RQ-
PCR 2L | 780 % 7 ) LM LRAE R R RIR ST 2,

@ RIAZYTRETRED BEO B KPR CERWGE ORI EOR MY (TR 5
23, SRL #ED A AE S ZHY §-2) IR LA TmL §72 2 AREREL , A2 mik (4°C)
RAFT 5, 72720, AIMEREL 5000~10,000/mm?® Tl 3 A, 5000/mm?® Ajifi Tl 4 ABRECT
Do

2)  DPERSERD 7B EE

HIENREISPLO S A LS M IE I O B a7 MM 2 & 2 CLE T2 A1
AR AT 78 LB T D08, 1EE A E MR PRI TE R TR E T 2D TRA L MO2 THBIAE
YW 2 AR TEIUIARIBIIRETH D,
AU T EHE Y ME SRL OH O & 5,
AU 7 TORIANIIX, BEIZFR72530 (B [HILL ) 2L Th b,
AT T DT Z Gy THREIEA 10 [EIFREHRY | 1 IPER IR HIE 2 PR i 32,
AT T DT FIASS B IR B IR AL . AT 7 DD SR 5 A R LIA T &7 T 45 73
ETNLDTT TUEGOHZWHEHE A, HEL TR T 5,
W72 AU 7 ER B T OB 2 [FHEREETI,
AT T DT A IA T e D B AT 528,

®» 0O 6

® @

11.7. RAEDRHFIE

HREE (20.4.-20.7.) EAE NGB TR A 5250875, SRL - Chllth S 7o Bis 113, Bix
TR 5O TERS IV, IR 2 —ITRAFSID, IRIED T IEIFFR R RAROIRAF (10.1. 2 1)
IZHETD,
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11.8. BREDIZE
BT RAEEF (RQ-PCR AR MBIN CILEE TR IAE &) TGRS IV THRNT it ~ Bt Sn 5,

11.9. RBHEETFREAAOSNREE

M A B s AT IR 81 Ph+ALL OFSE, AR, BL ORI E T 86 F R E 2524
ZHBNZT D, (- C BEBIOMBEE OAMICEK B ELE 5 25 A[REVEDOHH AT 2 BIR % A
THZEMRICHST=ELTH, ZOMEFNEEREET DT LTV DT, HEREDIRNEFITHERZ BE TN
B 5T 1L, 2O AT LTS 2 CRlfEIEIS 1T ~ DS MEIEZ IG5, AEHTICS
% L7e< T Ph+ALL213 HFSEICIZB IMA T HT LN TED,

7B MERNBR AT~ INENT- G A TR E RSN EL TH R, A% EFF O
HIETEDINCEMERNCB W TRV BV BHBESNLZENEEND, HKltisk DEFITAD
HTRbGL ., RE O S BT A B ET 52N TEDHDET D,

11.10. REREFEOEE
PR DRAFIZ B3 ARIE ORIA] (10.4.28) ICHET 5,
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12. BEDREMOER

121. FEBROHE (BLE)

AT OWEFHEOHLHA EFHG GER. il KRBMRO SISOV T 7. PESNIEERLD
BELT L) PECTESE R REER E 30 EMIE JALSG BT —4 &2 — IR
I % 5%, JALSG Rl 7 — 2 2 — XAV A5
FEh A JALSG 83, JALSG &R T —H o —~B5ik1 5, WL B EH TR E EONE
D, RER B THLRER THLIEZMERB LTI T, MIENEA % JALSG Ph+ALL213 ZE & CTHET
Do FTNR MR Z B2~ JALSG 55 Rzl CREEIKIET 5, HEIZSUT JALSG fRF#-
BIRER LW T D, SHGOFERITIZMEFRIC JALSG Fi/mamL Clissns, A EFREIT
TR TEZR graded DA FRHFRVBMERINIIGE 1L, R FEE(TE LY JALSG FH R4 8L Cif
FECBINT HEMRDREER, JALSG Ph+ALL213 ZE £, JALSG A3 « B ~ o/ I T i &
N5,

122. 2EREERR

AFRERCIELL T2 RRRIE DR R ET D,

(1) T L ORI B35 30 H INICHAE LT _RTOFET
(2) 1RWRIZBEEL CRAEL- THITTEZ2 Grade 4 DHEHR
(3) HpAMARENTE H %2 day0 &9 DA% 28 H LAINOJFUE BSEE R RIK 2 b7 sE s

123. EEBEOXHNRLELIEEER

AGEBRCITLL N2l s O RET 2,

(1) FefIBHE A 31 BURDIEL,
TG BIHESE DL OB LA THY , IO RFURSEILE Y L,
(2) AR H % day0 &9 2 AE% 29 H LIFE T dayl00 ETOIEL,
bEODRFIRIEITRE 2 LRV, BAfiT: DA 541795613 DA B GBRMETORHT LT
Do
(3) FHISND graded DI
(4) TRITTE72W grade3 DH EHG:
(5) ZOME KR EFRFR
O JKfEry E X B e F oM RE N2 (FF AR RIER 72L)
©@ ZkDBA
@ REFZRSTHD
@ Zofth JALSG TR LE 2t D
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124, HBRRREM-SHEEMOBMEREERETIE
1241. BERE

1) #&FIE

MR AR R EM VL HEERL, XI5 L2000 FEFLORAEND 12 RN G FF Lok —
Yo (fF2% 20.9) IZATE FHEEZTLAL, A—/LOIRM CET JALSG RlET —2 o2 —~#fi
T2, EBIT, FANGT HUNICTE FEELWREE ) (13 20.10) ICHTEFHEZTLAL, A—/LOIRES
CFET JALSG RlfT —&tr 2 —~iliE4 25,

2) WA N

(D 1wt i B Mk o HERA | s AR ER GEE ZB) 4. 7 rha—u 4| JALSG
JiE R R ﬁ%?%@@ﬁ&% FOME, T aha— L EORSE Y

(2) 2 W 1RSI 2 CREMZ iR 36 L ORR AR FE & O K R BIFR I B T2 3 fHIE
Rz AR

1242 EE#RE

1) s FE
MR AR R I I HERIL, M RERDEFEFROREAND 16 HUNICTHEFRHEE)
(43 20.10. 28 ([T EFHATLAL , A=V OB FET JALSG Rl 7T —Z 2o —~#E T2,

1243. BERE~ADHE

1) MR EMEIHEEMIZ, ERRAEFFRPRELLSGE . SR ORIZEMLRTH
itﬁ%iﬁb\

2) AEFLUTKHTDHE RN TOM L sk O AR,

3) OB CACT-HERAFRROME L JALSG FH RN 123556 DXt 345 fimk
DHANTHED,

1244, PRATEHVWEELGETSROELEFEBRE~DRE

TR TERWEELRAEFRSL (1.1.4.538) Tho T, Al EOBEHOR EBRNE E TE/20
(7.3.ZH) bOVRESNGE 1T, 2R - LR Z BOFER, JALSG RELD ik DfE RS EL
FoT B PE THIZE M AL D JALSG 2REL TATE DW|ERN AL bW TR AT B KR~
60

o BRI (QRA) CERK 21 456 A 12 H) QRA2-T 128 KR
http://www.mhlw.go.jp/general/seido/kousei/i—kenkyu/rinsyo/dl/gigisyoukai.pdf

1245. TDMDOMELITHTHHE

Bt % DHLE N E S T ik AR ERT O BRIV CE YN FE i T 5,
1) FEFEEITHEOE ﬁzﬁﬁfi& DIEATI B REA~DHE

% 3 L B R AR AR (http://www.info.pmda.go. jp/info/houkoku.html)
2)  Ahis ﬁ’%@ziﬁ%f\@aﬂ' TERNZ B9 25E#

98/149



125. IRRBREE (AREHR) ORH

1)

2)

3)

4)

5)

6)

PR BT, BESNWEAFFRONELZ T aha— L EZB EEBITREFL, LI
TR RLE R Z B OFEZ 21T BBV AR E TS,
WF RSN B AT 1 3R R O FE BT e~ T, DR - 2RI ZE B ~ OB A MHDS LI WL
723 A T, JALSG iR R AIKIEE (122, 20. 1L RL MM EE AEFSEAK
) A5,

O RREOBENGE TERVET

@ THTERVEEREESRS

@ Zoft, K7oha— LV FEBXNEELHW 550
R RN ZE B R DEEE RHD O ITHRES O RRH ST 5 A1E, e EB RIE
ZDOFERIZHES T JALSG FH R B L ORI T — & tr 2 — L L Rl Ul L4
%o BENHLHEEEIE JALSG i - BIE L W15,
WESNTA FEFLOIHRODIE LT BRI, e ~ B e ((F&. 20.12. FF
FRIR N REE) BT D,
BRSNS Mk S S LM S5 G I, RARMEE s & (R, 20.13. B
LM RRES) 2Tl 2,
WESNTEAFEFRICOUTT X CARIPESH, a0 THRET D,

12.6. JALSG BHERERIBET—2E2—ND%E|

JALSG FF5 R X pIR I L R T S T4/ T I DA T2 7,
T p e S — I ERROBE SISO A HRUA B TR T — s — 2 {LET,

127. R -REMFHE RS DIRH

1)

2)

R - L RN B R 3T TR T AEE 7D JALSG F55 R et TH HEHFROFE & kS
MIZEAT RBROMKHED A5, 7 b= — /L OYAE - BGT | AR EOWIE - HET 08 b E vz
AT D,

A VR ZE B R OF AR RIE JALSG 9585 R 2l U TP PE i 35 (R4 ~1@ k375,

128. FFFRICLIHBBRPIERZEDRTE

JALSG D EFEFG IR NENE EFRRE 27 EE R TR ®% 6 "A . 12 77, 24 » A
(ZEEFET 2D, BFERHN rTRERTE (—E CHIBR OITOIFHM rIRE T I 2 2085 xI 5 (1R
WEBAIATR DIEL - THITER grade 4 PA 1) OF FFLAFIE LT BH O A0 HS< 95%(5
FEIX O FRRAS 20%LL E&7po=3fEG (FFR) I, B Reks — B IEL TR - Z eI Z B
(BB OV TERRT 5,

Ak | 4] 45|55 |66 |6 | 7| 7| 7|8 |8 |8 8|99 ]9 ]10]10
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13. IBRHEEIVRRAUMDES

13.1. HEHE
13.1.1. SHRHEDHE

ARG C I B A AR E C IR 00 L AR 2 (13.2.1. LES) 128 T&/2<Th . PD T2
FROGEAL M E DL F CTHEIMEL T B A ADRED T EEIT),

1) PSL SEATIER#ZOHE

HUED PSL % 7 A #5-U7 R CARM I o O IEERO M 5z i 975,

(1) PSL SO B A (PGR) AAY if 2EER DHE6 5228 1,000/mm? A5 TH D,

(2) PSL SUGHEAR B (PPR) ARRY L 2EER O #6403 1,000/mm? LA_ETH 5,

SR T2 1T day8 @ DA B RTCER IS D& T2, £ H K BIZIZAAT ZERR L TH<
728 DREDRLTETHD,

2)  EREANFETOHE

DA ¥ 5544 2 M (day22 = 3) (CZFEROIA 254l §- 57O I B BE R A 2 S hE 2,

3)  EREANFEROHE

FHHE SV AR AL OEANF 54 T#% 7 B H(E3 BISHRHIEEATH, MIRH H i f e
TR LD REGLN WG S X RS AEIE TR L U T b [ O JR i~ T e,

4)  BRALHLRE D BRI O f

AR SRR C IR 0 B L AR IR Y 2R DL E O ARG D s L E O A AT o T2 ATl
SR LI E 6O FRIE RV AR L7232 I SR B AR AR IE L L C OB E 2 £ i 72,

5) SRILHUEEOFRIER T R OHE

AR IR E E I TR e 5 D 3R VE £ IR P SE R MR B E LT B 2O W T, LA
72 EH R DB FLCHIEDIRNWZ LR MR T 5, FHRPEDNABMIE CEXRWEA T LAMLL E2H 1)

THRET D,
O B —ZBO 7 B LN (COBIRNIZHTIZ— 2O BE DB A ML TOL5E 1
TE),

@ RIMLIZFFERIZAFIELZROA, BRSO TRVEIE R R BV HFHEREDILD% 5,
@ BESMHANHBEDLWITEDNDSE,
@ Zofh, BREIPEONDLISGE .

13.2. RHEDEE

nEke A7 aha— L oshEHE
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non PR LFS T%. PR THARU,
1) JEPERTFER 50-100%DHF 4 5-25%
non CR PR . e
2) 1BIERIZEER 25-50%D 54 50% reduction
LFS TFER = 5%+ BESMRZE 72 U+ M 5 A B BE L G A E L 72\
CR CR LES+ 1EH pl sy D lal
*WBC, PLT O[Al{8 + 7R i BR i . 75 A~ 22
1 57 5 B 7 R
C & ¥ 5EEE R Hematological
w 1012 >\ CHR relapse
© B X
S jo10 © N/ mrznnts
g RQ-PCR
~ 108 |- ik Sy
3
= 6
i) 10 RQ-POR
“ TE MR i
jg 104
2 CMR Molecular Relapse
102

13.2.1. Mm% A MwHAEE K (leukemia—free state; LFS)

PLF O3 _XTAIi7-7, Relapse free survival(13.5.3.)DLHE H L7025 D TEETHD,
O BREZEANC L > THEMIAD D 72K 8 200 8 HIZEFERDS 5% A TdhD,
@ REIMREDFAELIRY,
XCHEIZEEM DB LA XA U B A2 95, BRIC X - T, MR/ B s a2
MR TEIAG AT, BeHID B2 HIEHET 5,

13.2.2. MEF 5T LE M (complete hematological remission; CHR)

LLFOF_C&I7-7,
@O MRFHY H MR 2 (LFS) O AT 77,
@ I ER#=1,000/mm® Thb,
@ I/ M =100,000/mm® T b,
@ FRifnEREMARETHD,
KEREHIE ROALFHRIEO BT | R AT AL Lo BHEA- e L7a e o5 A AV EE S
BOT, T4 BRFHE OLRMEZRDRN, 72720, 4 BB LNICHEREZ RO B AT e 2 EME LR,
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13.2.3. MEFHFDERE (partial remission; PR)

@ BRITPOEERIZOWT, 1BIFERTLD D7 E 50%A L, 53D 5-25% D#iHIZH D,
@ O%IFIE CHR O HEHeEE T XT3,

13.24. ABIEEME (treatment failure; TF)

TRRIETLARIT CHR ICEE TERW IS 556 CTUL F DG a3 £hd,
O RSP (resistant disease) 1 FRILHLE OIEIED N IHE T CHR F721% LES (ZR|#ETE7Z
[
@ HHEIEIZRSE (hypoplastic death): HIHATIMEE ANRIED etk O FEANI 5% D72 &b T H[#AE
FL, B HHEIE I LD G OHE TR T, ‘BB EIZ A% OB Bl 2RI CHEd T& D,
@ VRREPOIFTLIHE
a)  RREAREOREOFEAIF 5% T B LINOSELT,
b)  EMBEAFED R DOIEAN B G407l T B AL, RN IS B iR 72028,
HRECOFAMA TETIFEC LIS A
¢ WIWITAREANRIERP CTOIT

13.2.5. #U/INEREFERZE (minimal residual disease; MRD)

MR 0 58 2 B ARIRRE TH DNy B 58 AR/ R IE CH A7 T 2 IEE IO B4 MRD LR
13.2.6. 9FHITLEMR (complete molecular remission; CMR)
MR PRI SE R FARIRAE T, RQ-PCR T 2 [ELEKEL TH B2 EME S 7 T VA S LR WIGE (T

HARRE)) &35, ZO%EA . CMR 2IZEH I3 0ID B &5, 728, Sl CMR IZBZELZB e
RT-PCR (Z T THLZLEMERR T 205, BEIETHAZ LA RD 72, AWFFED T,

13.2.7. 9FHIAEIEEMR (molecular treatment failure; MTF) O 5E T

T LIV OIRIEIE R AR CMR IZEIZE TE WIS o556 TLL T OSE0E Ed, A
FEDIHTHEH,

O Fuha— /WA TR SRR L7-28, ZOBOIBEICE > TH Y L LD
fi# CMR (ZBEE TERWVE A,

®@ 4 TFHIF3E molecular relapse R IZTRIEZTT>Th CMR [ZBETX2 WS,

13.2.8. 9 FHI¥EE(molecular progressive disease; MoPD)) 5E

1B PICRARAE LY 1log LA ED BCR-ABL @& B s 1O’ —8 O INnER L T 2 [R5 6 &
EFeT D, ZO%A . IO H %y THIEEHEH L35, ARBFZED 2Tl .,
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13.3. MEFHIBBROHE
13.3.1. ;&2 A9H F (hematological relapse)

SERBMRBER L FOWTNNEBDI-EE,
@O KA MIZZFERA B2,
@ ‘BRTIZZEERD 5%LL BB,
@ REIMHE DB,
X OCHIBNIRI G AT AL, EHIT CTHRETT), BREMR LIS A IRV -l A %
B3 H &2, 1R EIE B ERSHIN T 25 8 035D TIHEEAET 5,

13.3.2. 5 FHIEFE (molecular relapse) DEH
CMRRQ-PCRIZTHERL 7T IHDIHR)EN ST A2 -T2, FEEA =7 v 1L
EHT TR 2 [BRRDTISE LT D, ZO%E ., RUNCH BV T T VAR A2 FRIRER LT
%o ARFREROH T DI,
X ARRBRTCIE, MIRFIBERE R EL D FRIBRO A EBO TG IR ELR,
134. BiTHREADESR
13.4.1. 2%8H5
BERD FNUZ e TRERSIVZBE DOD | AR ERZ IR T2 M,
13.42. &5
AR ERAN DDA B 1] 2 PR S [ A i A& 1 &5 D,
13.4.3. £a8H5
BREFOIG | T rha— /RO —E T TSN BB 2 RIREA ST 5,
13.44. 2%HEH

EWARFIOOD | [FIFEBAEZ AT LT 2R E 2 2B &35,

135. TVRRAUIDEE
135.1. 24 FHM (overall survival; OS)

A B R RET D, MBUREk H AR B LU, B AZRTDRVIET B ETO MM, AFE1IC
BWTIE, Bk A7 B 2B TH 0L T%,

13.5.2. EARNVPETFHARM (event free survival; EFS)

RSB E AR R ET 5, BB A A EE AL, IEE MR (E s A2 A& L7~ H, 13.2.4.) . CHR
MHDIMLIR F 3 B Z DR W OWT NIRRT B FTOWIMEEFRT D, A
UGN DT, AR B 2L > TBIZEF T B0 ET 5,
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135.3. IEBREERIM (relapse free survival; RFS)

CHRIZEIEBEZXR LT D, MEFHI A MPFHEKR (LFS) BliER 2R B LU, B EITHb%
IOV DN NN Z o7 B ETHIREE LT D, EFFINIRBW T, R FHER
HZ2L-> TBIRITHUIVE T2,

1354. MEFHELERINE

AR SRR LT, BARH RIS LR HUE D HIA 1T CHR (13.2.2) SISV B4
EHFLT B,

1355. FFHELEREE

BN 2oy REE LT EARE AR IERB L ORI E D HRIEE I CMR (13.2.7.) LHIESH - B
i+ HEE,

1356. EEBERLEENE

LIFOEEOHEFEFESRE CTCAE verd |ZHEWVFHML . FAEEE X Grade 1~5 (2535 T 5,

BIEFRE L T, 28— AHOFED grade DBEZ RO D,

Fa—RA LT, £ —ADO—HHONNI BB TSN 2 BEZ eI 5, FESHEE
FERGQRAEFSICEL L, 2B Z X REL, Bt 28 A ETORHEH O FFREFHNT 5,

D) MR PR ERES

FHILERE, A BRI MR D BARAE, A P Bk #<500/mm® DM L /)M f & (5 51507 |
G-CSF Offi DA

2) FEMIRFHE HHR

FEEMELT R ERID | BRIEYRE . BUMSE | BOYUE - E ot I, AR, B, WRM:, 1 PERL s
2. TR R (G ARRRIEE | AL DA HEZ, MK, ZOMODEKHEITE . B8 (RLEUE)

KL IFE NFRIED T

HE 5 HR S R R (TLS) O & DIC DA

3) MRAE R

eV UAE, ALT, MLiGZL 7F =2 (Cr) . @b, QTc iER, T D

13.5.7. grade3 LI LD IEMBFFEHNEHERLEEE

BIREGE S REL T, Fra— A mha— L{REE DR R ERSHY (definite, probable, possible ™
W) ST S AIE M I FENEDS | DL EABNTEBE DAy -3 5E G, 2 —AIZB
LT, Fa—AO—HHONI RNl TSN 2 BE LS RET D,

1358 EREARESSIVREEOEREIFORMETES

B ARE AR L OWR L E D HEE D 2 [CHOWTEIIE -2t 57-010. T E 4%
H9, WERO—EH DI BN TSN = 2B E T REEL C MR LV 2 B AN D
TORCDOEE LT 2EEET D,

105/149



13.5.9. AEBEEERLERE

BVREE A STEEL T, TRTOFE DI T aha— LiaE L O KR B1% 59 ((definite, probable,
possible DU 1UAY) LIS AIE LS DE A+ 2E A,

135.10. SEERFELTE

CHRIZEIZEL/-BEEXGHET D, LFS B A ERFE A LU, BT O T2 ARl FREH
BIVAZ AR hEL T, cumulative indicence {ECHE T %, BAEL OIEFIIETRICEAL Tk, 280
Flzxtgl3 5,

135.11. EHRE

CHRIZBIFELI-BE RS ET 5D, LES BlEHAZERAE HEL, BREARXUNL, BT O Z5
BVAT AR hELT cumulative incidence 35 CHLH T2, A% O F5RICBEL T, 2B HEH1Z %t
BL95,
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14. $iFtRIEEIR

14.1. X5 EFpEE

AFRER D BRI B T2k BH kR L9534 EFS(13.5.2. 10 E#) TH D,

AR D FH /2T — < IR LR HER ST JALSG 202 3R %51 &322 51 0F i B fif g A
FEIEB L OHERD R EIC IM Z20F L TRV S D BE 2 e 2 E R HE TRAICE AR ICB W)
T, IM % BCR-ABL FHEN RO E Y DA IZEEH X | RFBAEZ & e — B OTRRIZB T O R L4
PEERRGET D2 82D, ARBRITEGR S AR CHY ., W 1T ARE AL O R fERIRE D R
MO T E A EEFARE R & 5D THHA, 202 RERD 96 $Liid T e R E R4 v BT 5
BrRa ket HZ LI INEETH D721, JALSG ORITEER (208 7A5R) D EFFEARIE H 23 2 4 EFS Th->
7o Z&llebolz, JALSG 208 FBRIFBMEE/E T —HEEN TETWVRUWIRE THHT2DIZ, 202 7R
DOEMT —2E5BL L, T, LOEMRORAGOT-0IZ 3 4F EFS & EEMEE B L L7z,

BAIRATIZ BT, B FI 25 GE L, Bk A 2R E 0 LT, BEki% 3 FDOIFRIZETS EFS
% Kaplan—-Meier {£Z FIWVTHEIH L, 2D 90%(E X O FIRDSFHRELZBEEZEZNER THD 46%%
Rl S ICRIRRIEE A W35, XREIHEE 21X Greenwood formula % V5,

14.2. BIXeEEEIE B @t
AFBR T F U E H ORI O7-DIC T FA L S TEHY, UL TR B TRl 45,
14.2.1. $HERIZEAHIED

1) B ARELEH O CHR(13.2.2.2 M) 14 (13.5.4.2 W),

2) LA ORMEEFSIZEHITS CMR(13.2.6. ZR) EI4A (13.5.5.2 ),
O FAREAFRIES, @ MbHEDERES, @ HIESHE Cl-1 1%

3)  EMEHIARRAER TR D CMR OFIE,

ERAEGIZ R L, LT O SIZEITS CMR(13.2.6. BR) LHIESHIZBEDEIS,
O Bitni. @ BAE#% day30, @ Atk day100

14.2.2. &£FICEAHHEFHERNT

A AR AEAE IR TR, B AR EIA 72 81T Kaplan-Meyer 14 IV THEE L . 95%(3 18 X i1
Greenwood formula % VN TR § 5, BERI L Log-—rank i €% 5,
4)  3HEARAEFFE(13.5.1. ) | WANUMEFF(13.6.2. ) | WHEBAFE(13.5.35
) o
5) LU TR S TO CMR 2ZOFEICILE TR OEDAEE,
O L FE DR L G TH IR LHLE O FER O R ER AR R E E X REL, 2
DORERTO CMR BIEEOH HECREDIT 2L, SR HIE D FIE S O R E R A E A L L
T, RRZ DN T RTOIE T AR U TAERYIM., AR RoRE A2 T 5,
QB ARl A B CHDORIFEIMIL AL 52 7 B A kTR L U, BAERT (AT E B 4G 2 38
LI IZB1F 5 CMR BEOF HECHDITL, e B 2 E B LU, JRRZ D203
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TORLEEAN U TAEENM, A FEROE N Z T2, T 55X EFEOIZFT,

@ Btk day30: EBAFGICTHOBMER 30 H RS COAFBEZNREL, BL 30 A 2hE
HIERE R T CMR BEEOF MECREDIT AL, sl A A4 &5 B &35, T 55T LR
DIZFIL,

@At day100: 2BAEGITHOBAE 100 B RS TOEFRE LG, Btk 100 A %)
FLHERE SR TO CMR BlEEOAF TR 2L, EplaERE A 25 A &35, i 5k -
FEOIZHEL,

6) ML DR (day100, 1 FAEFHR, JEMIAEFE, FIE, EFHRILLTE)
7)) IREBLARTO YRR (G YN BT DM YR R O BIZ LD TR O ZEDH
A

ANNYe)

14.2.3. ZL£E(ICEAHIED

8)  IBWEBEIEEIA, (13.56.9.2 )
9) BRI A MR IS L ORI E 6O R DA & (TN T RHEATE 1 OB &R R O SR,
Ph+ALL202 78R, Ph+ALL208 58k Tl R B ANRIEBH A6 S 00 15 B SE 5 ML 7 HY) S 2 TR
R NIT D8 Lo T, AR CIIIR )2 P RIEZ RS ARE CTOF T ik i) e 25 iR
B % ORI E DO PIETH T T 2720, ZORHEEL Tliia OBt 14 A OETHIG LR
KO 24T, (13.5.8.2H)
10) FIEHa—AOFEFTLEIS (13.5.6.) . FFIC DA KRR, H g M 2 B E H &3
e
11) #a—RZBT5 DA ORI, FIEOHE B IO T ER 5 &I T 2E R 5 8OEA .
Fa—RA AL TE, £ —ADO—HHONNIETHIMATI NI 2B EZ /R L, DA OIRIE, 1k
TSI BB E S TELEBIGER I T 5, Fa—ARXIGICEITH T ER G RIS T HFEEL G- EOE|
B2 DBEEITBWTREEL, 2O RER IO Z KD 2D,

12) e ORI (EE AN, k-8 GVHD OBEELEIERE),
RG2S REE L Day 60 FCIZARM MAF HHEREL 500/ ul L LA fEGRCE e ol EE R ED M
B 2-4 FEH DT 3-4 FERM: GVHD BIEBE 20 F L Lo @k GVHD $HEE | 2R EI DO LR
100 H LA BAEFUI-BE 20 REE L, 18YE GVHD 2 FRIE LT BE &5y 7L LI-18 1 GVHD A5

SRR

14.24. TDith

13) RGBT D BCR-ABL @A B s D% SARHT
14) major BCR-ABL B & 1B An1 Bt i Ot
O KRYfffFHER FISH Bt EE @ M{bHED#EIE#O CHR El1E © sR(LHIE DIk
#%® CMR #l& @ 3 4 EFS, OS. RFS,

O: WA THD major BCR-ABL RilvE 85235 CARRE AT HER FISH 2832 fisiu T
WHBRE AR GEL T, i ER FISH vt 0EI & 25 15,

@-@: 2EEIZIV T BCR-ABL @& 8 =123 major 247> minor B CHEDIT AL, 58 b
[ % O CHR B4, s b S D #E 5% O CMR 4, B4k B 4% A &9°5 3 4E BFS, 0S,
HEFL AR F R A LT D,

108/149



14.3. TEBHH
143.1. BRERMRHEFEREHRORTE

202 FABRD EFS |% 2 4F7T 55.4%, 3 47T 49.1% CRFER) THY | AR TlL EFS OBIEA R E T DB
DBEEE LT, ARERTIL, 3 4F EFS 2 L2 E F &3 20D T 45% 2 B L TR E T 5, 202 7R
IZBWTERD TERBEINTHAIE TSIV 55 ki Cof — RN BRRIEL X T2 BF O 3 4
EFS 738 58.7% Céh5 &, hyperCVAD+DA O 3 4 EFS 7% 57% (Blood 2010; 116: 2070-2077) TéHHIEM
SHIFHIEZ 60%& L7,

3 4F EFS OBME 45 %, WIFFHE 60 %, «=0.05, =0.20 L9 5L TH/SARICEE SV EERE KT 69
FE72 o7, BidEBE 10 $EAEL T 77 [BF %2 TEBEBE L LT,

144. PEBFHIMET DR

202 3Bk 208 FRER ORI T FNZE 40 30 5], 35 fFil Tdh o7, F7-. 2012 4E 2 1477~
JALSG B sE ~D7T > r—R Tl 2009 4E1 H 225 2011 4 12 A RKFETO 3 £ 59 figk TR
BRL7- Ph+ALL B 1X 239 44T, 95 64 meLL IS 179 44 Thoi-, T bAERISEHNK 60 4T
o7, Lh Dk B ORISR S 30 25 40 il TARL . TEBERE % 2 £l LT,

14.5. F5E B IR

T E B T AR R Bl OB ER A D 3 M ET D,

14.6. EBTEE=FIT

14.6.1. HhEIfEHT

AR TP RIRIT &2 R L 72\, 72720 ZEMEICE T2 A B 70—V aiE (12.8.) §75,
146.2. E=4YVY

BB BGAR MR, VEBLOEIO8GT —FOEEHOT- DI T =2 7 % Ein U e 2
RTHRET D,

il

y

S

14.7. hREARICEATIRMYRD

K%ﬁ%ﬁ@ﬁé@%ﬂa‘%}s;zﬁz{xr BOERIRIZB DD ERI ~D B GHTDIZ E=FY T8 TF
[ZEE ST — 2 TLUREORBROMEEH DV NTBE SRR e W SIS - fiP TEICFE D

zﬁfvﬁ%wjﬁ%%ﬁof&twﬁ“éo 72720, AFITBIL T JALSG Ph+ALL213 BE S TOW#EE
(2 JALSG RFEBLORINED Tita137-52 THEMT 5,

1) Bk Gk DR L HIE D IR TEDH DV NI HIE O FE I Cl1-1 O RHIEE KL L&

R, BT R AR AL, L HE O FRE, IR OPREZ O EMRES Zhba—AD
AEFEREERE,

2) T ARTOBEDHE DR EDH DN RIFERBAR A 2 7oL &
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ERCINA T, a2 —AOF EFGLHBLE . [RIFEHIBREE, [RIFERAER ) — i — A TG
e,
14.8. BRBH

IBEFA RS 75 AT KT — 22 E L7 I~ TR B 1S3 DT 2179, o
EBTAERIIITTEE A D ELD JALSG OFI=FTHE LD B, ABREAROMEL, RIBE A, #R o
FRREE R A RO MM ERDIR DT MRS E 2 JALSG REH | R - Zattit iz B~ e+
E)o

149. RERET

T —2EE, TR T L RERE AR LT B2 TR 11875,
IBERIETRE T8 1 4 Ea AARE 775,
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1410. 7AkFa—ILORBEE(ZDLNT
14101. FOR—ILORBDEE

k&L B KRB O T aba— LINE DO B 2BAE - ET O 2 FEEIZ T TR, 7rha—
IVONBEDOUIE - WET OB, WRE LI > TR - 2i i Z&E B 2 OAGRER /2T UL
R, Fo, Tuba— L NEOL BTG LR WS DBINZ AT T2 L/ T2 EELL TR
%, EFETOT N FREOEVET D,

1) 2ZiE (Amendment)

ARAFSED primary endpoint [ZESHE T 57 mha— L OERHIAEE,

2)  2&&7] (Revision)

AWFZED primary endpoint (ZBIEL 2V aha— L D2 E
3)  AETUH L/ Z EE(Memorandum)

Zaha— /LVINEDOZE LTI, KEDIR LD ARTYX 2O LTIZ0, FROEEZE L7275 H
HYC. MFFERERE /A ROl O BIRE IClEAT T 57 mha— Lo E il T | FHRULR
PRV, BATENCHIERERE LT — 22— B EE OAERBNLIETH D, KA Ars LI TEAR %
RPN ER LR B S~ DR G2 E S D,

T BRI VDI N =R ~DERIIRETHS

14.102. FOba—)LHRIE/RETERDHER D KR

1) ehra—iE

BOESNTZ 7 ha—/ L 38 LU SCEI T A M s DGR A S22 T AU 72670\, BUEIS 3 27K
BONTGE | B ORKRIEMIIS MR OEFELEOL —% JALSG @iRT —Z B2 —~i%kft
T 5, AFERSCERAITMR AR ERIARE L, TOae’—% JALSG &R T —H e 2 —MMEE 15,

9)  Fuha— LET

M DIEKFRDOELNZ DWW TUEE gk OBLEITHED, K MiFE DOHLE LV LETIZR T BRI ED
NI AT, AR LCEDJFEARIIMHR AR EMPREL, £DOat—DT =2 Z—~OEFHIARNE
Thb,

14.10.3. CRF MEIE

RERBH AR (2, CRF (Z B e 7 — I H O RIECAREN 722 073 — 43870 E O A A HI L=
%ty CRE OB EIZEDBEREE OEFH - RENARZECI2NW SIS A RVIZEB W T, 7—
S B —E R LG B DA ED ET CRF OIEIEE{T), 7 uba— /LA OWFT 28 S
720y CRF OEIEIZ 7 aha—LiGTEL22, CRE DIEIEIZE T 5% Mgk D A&AGR D BRI OW T
K Hax DHLEITHED,
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15. MENEIR

15.1

. BEORE

K7vaba— L, LLFICiE->TE-T 5,

1)

2)

3)

ALV URE S (1964 4, LItk 1975 AR, 1983 4E =R 1989 45, 1996 4F¥~—+tvh
AR, 2000 2L RT 2002 ET TR 2004 FEFRUR, 2008 4RV L 2013 £ET 4L AL
PR ER SR SITTHEIE)

Nkt G DR R T DM ERFES CPk 27 £ 2 H 9 B, Bk 29422 H 28 H—
HBELIE) BEY

ERT I BARFRRAT AT 2L BT Dt B EF CUREN A | JRA T | R PEEE Rk 13
3 HAERK, SR 16 4 12 H 28 HRETEBCLIE, SR 17 4F 6 H 29 H —EekiE, Rk 20 4F 12
A1 H—HOE, A 25 42 A 8 HAMIE, k29 45 2 A 28 H—#BE)

EiN DT> TUTF MR O BRI IE SN TR BIEFE AL B R OAGRES T, Shisx KSR LT3
i3 %,

X

15.2. 42— LFazEVk

15.2.1. BEA~DHEA

BT J3T T, BB A AR O BB RS B2 AR B LB S (0w
9SO 71 T bt L 4 D4 T B 7\ PR TR AN 2 72 B S0 % BB A AL, L
FOPNEE NECHELL TS,

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)

12)

548 L DIEHER TR

AR THH &

RO HMEE R

RERD ST ik

1R 15

REROXI G H LU CGRESNZFLR (R ERDBEIA)

FRSHDREROF 4 GhHR7e L) BLOTFTHSHHAFILE (RITEAZRE)

RER~D BT B

RSN T 2T EDBEE

AFBRIZS MU WA OO TE A

ARER~DOZ NN A B ERIERIE O B HIZOWCAFZES N> COREAEG A H B Th b
e, Vol ARBE LIZE O REOHIES H B THY, ULV Y0 EOARFISE %
ez

TIARY — DRI DN T KA NNERIL RSN AT DR KIROSE i thibin bzl
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13) R ENRAE LG AT ERIREIM THONDIET DN T

14) ARRERICBA T 28772 F MmO 5 A1 DN T

15) RERA~DOSMN%E LS T D56 O 5 X BEH

16) #EHAHIZHONT

17) &R H W : EIREOHEEI L, BLOWREOMIEES (FIIIF5EEE 7)) DG e E CE
THLE, AFFECTRBENRIC OV CHHICEMcabz s

15.2.2. AIEOIW&EF

ARWFFENCOWTDORAEAT 721 . BEDIIEONEE LSPMRLI-Z 2l Lz L CHRERT
DIFFE~DBNNEAKFET D BEARANDPHZESINCRE LSS, AE L ER4 ., RELZEBE
A B 20 IR ORBAFEE DY & 13RGEEE (B OBMEZITOE  BRE . R AANTOMINIZ
WELDHE) 4 REEGT- B 2L, Ea, B G OF/ 2 BREFICEL T D,

A B SCEITRE NS ORI E T2 O THLID TRAZ K% RFL, It —E2BEARAN
T, AR KUV T ORE IV TITIRMN L, B INVT OREILE VT
(ZHIABRATT 2o GEMIEE SR O [ B EO R —VZHED, )

15.3. EAEROFRELEFTE

JALSG 1. A FHRBLIOBIEIERIRE DT TAR — 2T D HRIIE A D NG BEEOF & D
T EEICRESIVE EICED RO N RELO LR TV D,

15.4. 7AOka—ILDESF

ARSI DEMIT, BEDOZELENMELRRDIRVIRY AT vha— /L 285715,

155. BREZOHEEEZELSDKE

AFRA~DSIMIERL T AWFERTEE B L OEBE OB ASCEN S R OMEEALZRRT
GRS, AN R OFF Pl 2150 L E DD D,
BE~OBRHALFTT b a— LV ONFITH B E 5 270 W HH TEMiRRIC W TE R AIieE T2,

15.6. JALSG FIEICEAHZEDFZHRDERE(ZDUNT

FIZEFE (Conflict of Interest;COI) &%, WFFEEIRICEET 5 L 5 AfIERR LR L, &
kB LOME A DRRAE G, JALSG OBFFEIZEIDOAMIFEE > JALSG WF984 34% T 5H D COl XL
TOIHNEET D,

1) MR E LA Ol — T 4 R — X —72E Sk COBIFITINT JALSG WFFEIZREH S

FD COLIZDUWTIE, Bt a% D EREBI DO HLEITNED,

2)  WRFEFEMETA . JALSG RFEH X JALSG F5 R72L | JALSG BFFEic b 7e &4t - TR
HDHD COLIZOWTIL, JALSG M HRIET D, 2O, JALSG DOZh - 2R E B A7l
DEERC, % D JALSG W22 5 JALSG 7 —& k4 — /i E HH RAX Y7 D COL I
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DUNVTH[AIRRIZ JALSG 28HE T %,

3)  ARBFIRITEA T A O E SCHE S ORFFEE | I X O EIEEFINEEYE AR H w5
TR LRI SR D AT ML TD, TR LB TRR L FIF 0 S RS | O E &
&3, B ORI EN LD TN LV L > TEY, FFEDEEN OO FFAKIFL TV
U, ARBIFGERE FAT R EE E T IO FIZEF R IT 72 EB 2 D,

15.7. #{EIZDOLVT

ARSI T HZETEUTMEREHEF IOV TR, @ O LIRS U7 75 5
ZORBRZ2IEE L TR 2, ZOBE, BREO A ARSI OWUIEEOARET D, £o, RS
RAFE T Y T E DR RIZRAE I TAT D720,

— AN IEAN TR E SN T A B AE TSNS R CRIER AR A LT A 1T E SRS RIE A
PR E RGBS TODAY, DYADIRIFRIAE IS D FEFN DWW CIHLR R TIEIlEE DXL
72> TRV, (http://www.pmda.go.jp/kenkouhigai/help.html)

DIALIAN DIl E DI & 5t G & LT ERR ISR IR ORRE HE T 5% 2055708, BIRE A TlX
DA PN KT 2R ERER I L CORBRZ T BT D ORBR IR e od | AGRBRIC SN % 3 ~DIRR
FHELR,
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16. E=RULTEER

16.1. ®HE=4)>Y

AR AN, IO aha— /WIS TEMBSINTWDD, T —F D IEMEIDINEES IV TS D fifE
RIHEMT, AL TE 1 BIEME=XV 7 M Tohb, T=ZV 7137 —22r X —ITES
% CRF OFAT —HZHEASWTUTONDOHRE=LY T THY, fiskahific TR ERIE DA EE
D TTOMERR G E =2V XL L2, T — 2B X —MER T 2 EM =2V 7 LR —MNT,
W E AT/ R R - R MR ZE B2 JALSG AR TR TSI, JALSG OE=4V 7
IZBET MBI TS ND, EHE=2V 7O BB, BBEEEZT7 —R 3y 7L GRERO R
PEMERIEZ R DI ETHY, RBR-CHiia% O R O Z B L 7=b O TIER W2 | BFZE 0 2T
Flx7vuba— L REATEMT=LV 7 LR — MEAL TRFTL, WERFEITEEZE LS TA

F UM SR EMDL R — N TSRS OUGEI I B O H LN TEXH T 5,

16.2. E=A2Y2 T DIEH

1) EREERIRI

2)  JEARYE: AEAKH/ AR O RTREMED B D B

3) BRI RN T

4)  Fa bk a— BRI T ORI, k& T ER
5) o ko— Lk

6) HELRHERS

7 HERG/AEES

8) F o, FEROMERLZ MR B M A

16.3. MEEXEARIEEE

TiER R T =2V 7 (RRER OB &5 Te) 1TJR AN E U TR L7203, JALSG Sk 354 - B A%
BRI EEDN DD | BEEIIAM I TECRETILDOLET S,
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17. ¥itEH

17.1. 1DHEADS M

B-ALL213 B 4kIFIZ JALSG ALL-CS #FFE~ H BRI B GRS D720 | AWFFRIREREH D ALL-
CS WFE~DFBRERIIANETHD,

AWFFEDAFREFFEE L CHEMT DL~ D EE B G TRD e,

BREICBEDLEHRICEAL X, ARG MM ME TS SRS sag— o iE B sl sl
CTEEBEABET D03, AFFRE L CUEZR R IRROEFRIE T CRF ~ A7 %,

17.2. REERAICOWLT

1) ALL &3 2720 O RlOR E~——, Yo AR BOE AR AL L TfThid,

2)  AhEa% T B-ALL E2MEIAIE IS4 B-ALL213 7 0 ha— /L~ B ER L DX AT AR A7)
—=V R IT SRL ARIC KD A L L, ZAUCE T A E AR E IR E AR ENE AR A 1L
JETRIR LRI ZE (NPO-JALSG) XM I > TR IS,

3) BCR-ABL B & #I5+® RQ-PCR AEDHIH | U RARAL MDY | FIERRBRARDLRAFEN
VB E (BAEREDIBE T 7T ARAU N, IEBAERED B T 6 ARA M) IZIE, SRL #hic ko ke
AL NPO-JALSG SCHRHEHEIC Lo TRBEND, TNLSNORA L N COMREILA s IZd
WCRHINE LS LD,

4)  BCR-ABL @& 18510 RQ-PCR M TR HIARRE | L7822 72356120 E, EME RT-PCRIZ TR
PEZTERRT 5 (1 BOIR) 23, ZO % 1T NPO-JALSG 4B I- k> TARHIND,

5) TRFRIKPUEZIT RGO ABL B in 1A ROMITICE 58 L. NPO-JALSG X B CA
Hans,

6)  [HEERAEAR AT | IZOH 2 DR IR RO 72D IR A7) S DNA/RNA %4 HH 32 % FIE SO R
A RAARDS VBRI HE 7 Y = 7 N A3 =2 7 ML S<ERIE TR T Y A D fife
N (BER: BRI S5 2 ko> TRIEIND,

7)) FOMOIBFITET HE M (LFLLIS O A BE3E, ALiE, ABT, 2. P SE) IXRRZIE D
HPATITONLOT, B HAOHHBITATOILZR,

W
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18. WrZL4AH

18.1. BR{R9 5

R BRI E AL A D AR SR TR AN ERAME A BRI 4~—h
—ZHSLB RN IRFIEDORESLIC BT 20 28] BE (BER: : ELVLA#8)) (H25 1)

SCEER T MRS ABFZES — KRG B R 17T AR a2 7 M-S SERIE TG
T AL O (A Mp 7 AMZEESERNIE R ORESL) JBE (BERE « B L) (H25-
H27 )

CESIR ARG B — /DA GEBR T TEEIAYE B M9 (k3 DA ER TR R I O it ST B
T OMFFEEE (BER - /RS2 5R) (H25-H28 4R )

SRR TR R AV ER FE R R ETAYA HRICEB T DAY 8
PR 1 LI O A W 5 Rt & /N BTSRRI B 3 228 B (BE R - 711302 (H26-H28 4
)

- [ESTAFZEBATSIE N B R EFRIFSUBA R Forn s A R R bR gi3E TAYA HEAR
BVEY L ME i gp O/ N EBRERE I LONEAR 1SRV 2 WnC L2 @ R kia i B 324
gelBE (BER: B)IS0E) (H29 4R XY)

18.2. IR IL—TF

18.2.1. &

JALSG(Japan Adult Leukemia Study Group) HARZA A MRS RFZES L—T
http://www.jalsg.jp/

18.2.2. REFH BT
JALSG fu#

Wi ZRE (B RS R E R ITAT #d%)
EIEIERES

ARS 2 (T RRESE Mk - BIFIRNE #d%)

18.23. EHKH

18.24. T—3tE1 43—
LIRTFT —HY B —
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18.25. REREL 21—

JALSG iR fR{fFE 27— &

1826. 7AFO—ILEBEEES

(ZER)

I R ARORRERER IR bt
(Z8)

R Esh EFRIEANEARPLER
W w5k wERERE S R b
K OB RIRRT:

[ELRE I E R T TN = 5 7

B A RASLERR M E R
JANGEIE ~TIN H ARG
(FANERZER)

IR R ERREREAERT = R
R [EERE R AR

g AR BRRZEESIE R
B ZEE RGN F

18.2.7. #BEFEELUIFNSILELI—FES

(ZER)

ol HEL

(Z8)

T NLEE R R
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FURERI R
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e/ SAVArY N

B ER 2 i S e

18.3. Ph+ALL213 IR EREF T E/ MREHER

i 5

AT ERPBE ik - N A

18.4. Ph+ALL213 ERE&(FOba—ILERL )

(ZER)
il B
(BIZER)
- SE N E]
(% B)
TG L
J\H #5L
EH S
KA —
P NENDE
FE S
i)
(F TP —r3—)
N A=
B 30z
S Btk

HRt T e

ST ROl
M SLRFIR TR A ER 2 —

FOR R R ER R R e
HACK

] LI R 72 B SR R e
HSLEDASE
RALRZEESH

JF e MR R 2 —
Al BRI R I e

B2 P R SRR

At B R E T B R e
B ORPE

(I B A e e K7

185. £Y#RstiEY

B

A ASE AR T — 2t 22—
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186. R -RE&MFHERS

B —3F Bl 70 e AT 4 J1 v 2 —1t BB
T S AR Rt 2 —
AF HEE KL AL MR Im e i N R

18.7. IRSMERS LUV ETERM

AFBROBINTHONTHE MR D IRB AR Z32 T, FEERITIEGIZ 8T 570, Zho)BEH % T
FRIT 2 Z TR IS SN LT iR

1) DhJBYYE L 2 — ML ENARRE RN (s #i)
2) AWEBRPEFHMEMRGE A ()l )
3) NECTHEYERE MiENE R 1)
4) BB FM S (IEEARR M- AR (T 30
5) BAETRMBE M- FEANE R 5)
6) A EE R MEAR CONE =R)
7) KRR RS iR BEUEAE (B A FEED)
8) RIEEBSA 27— M- FRER G5H 1)
9) RIFRZFEREE MENE kL 1)
10) R A R 2 —  MENE GRAN E%)
1) A RZZEAAMI R - A (U &6l
12) AERAEENEARIFGEE A B R et Aichumbe  migne (BE 4880
13) ENEA AP IE R 2 — e IgiEsF (DPEE 227
14) B EERRFEEER 27— EaEEE Gim &)
15) TIRRZFEARHEREE  migms | E&%ET)
16) TIEMNZHERBE  MENA ChEFE B50)
17) TERFEZEEE B EAF (8 FEE)
18) AR RERER R FM B IEG- e ek 68
19) ENTIRbestEs R ER 24— RN E CEEF KA
20) FEIRT: LR PR ERNAL (R A
21) WEERRZFEZEKERE  WiENE e (25
22) [EMIRFIEZE M BT iR (P 2)
23) TARERNRTE RN 7+ )
24) BRKRFEMERPE  MWEAF GIpE 2852
25) RURIEFRFR Rl MiEAFE (GHEE BT
26) ALIRAEARPIGE N T - Al - B IRt 7eeT e (K| %)
27) WAESHIEHPE RN EE 2R 0
28) HEREFIENER S NPREE  miRE e 2— Ok &)
29) ENLIRBERERE LN A2 —  ENEE CREE B 1)
30) BERERBARTEIE  MIEAE GEK FE2)
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31) KERKiEfe B ER 2 —  MiENE (LR 2R

32) NTT #AABHHERE MmigNE  (BEFF &)

33) BRI N KM ERPE M-V ~F S PENEE GRR B
34) MBS N A Z—  IERNE (& )

35) [ESTFHBTERS RIGER 2 —  MiEmE  (FH E—RR)

36) EIRESI AR A —  MEANE GEE )

37) ENLHERERE FoblER L — AR IENE (A B
38) KuufR+7bt  MEseENF Gt L)

39) HIRERRFMBEIW-EER 24— iRk &L 52—)
40) BETSL A7 LR+ F0bE RN E (LA 52)

41) EFIENFEAS PL bt MigNEE GeHE SEsk)

42) PP AR EERE  (BIIR FER)

43) KFAMRpbe  migmNE  (Z3 FHi)

44) BHEARRE  MENE @k B8

45) B RZE MR mRE M- EENE KA Fh)

46) WBLIENT RO iR NE (S B

47) ENLRBs L B ER T 2 — i NE BEIL HT)

48) WHESHIET ML RN GRE 152)

49) WiFASk AR ARPL RN (EH HERAR)

50) fE L EF B2 — R RbE iERNE CEAR EBR)

18.8. EInFREHTRIE P EHES
A BRFRAGE EFSROTGER i - R

FOURZFPRF e EFRRTER 7 DR

BROKY: Selmbt it 2 — 7 s A= R4y 8
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19. ARBEROFEE

WFFERCRIZ DN TR, AWFFEBIRIRE T 1% F72 BB TR ORI HfIC ST 22D
WNTRR L TRREZT, mm SCE A 1 3RAIE L T JALSG HRINZIR > TR D, 72721, #BR FEMiIZ B
HHEEEL B REL ., #EEB R TORKRBERD, FRERICOVTHFEMRET D, a3, HFRFFEEL T
T DETHE MR TIIAMIEONIE BN D7 — 22 AR LR, 72720 fox ZIZE 54
OISR T2 L AR,
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20. {+3% APPENDIX

20.1. Ph+ALL213 BFZ2H#HE

ILI\%
Ds+&5k MC+HELWEhE
BHEER
(MR REM-TBE) BGHEH
@& 7R
cHs
Gt 5 GORF @GHER SRL
C+ERFRIER @GHER P
@GHER
T—A—ta— MREBHR .
[C:GR B %] (RREHEEE) wRRREFEE S
C+HERRRT—4 G +HRTFINEE
GHEMTHER G+IER-RERA
B FREMTIEER

S(Specific): MEERE R ILES. C(Case): TORI—ILEHFEES . G(Gene): BizFRAEES
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20.2. CTCAEV4.0 k¥

CTCAE v4.0
_ Grade 1 Grade 2 Grade 3 Grade 4
H AR
b ER B <LLN-1,500 /mm?® <1,500-1,000 /mm? <1,000-500 /mm? <500 /mm*
i N <LLN-75,000 /mm® <75,000-50,000 /mm® | <50,000-25,000 /mm® | <25,000 /mm?
FEESES ) B (e A - - Ho BT B
WUE A FY D
RRFEME M A PR | - BAMBE IO/ | MEERFRBIOMMN | EhEEhd; B
ke YoV VARG S
SR P BRI | - - ANC<1,000/mm’ T, Hignd, Ba
i 72D, 1 [\ T 38.3C WEEZETD
(101"F) #8825, -
11 R AR 2 TR
% 38°CLA L (100.4°
F) D3 EA
R AE - - - HefnaBind, B
ARG S
it G - B DFER DD D PURSE/ PR/ | Eaagrd; B
WIRIEREZE L (Bl | AVAEOEFHARNE S | LEEZETD
IR/ PRI/ | (S LDIRRE BT 5;
AL AHE) IVR IZE DML / N B8
HOALIE /S B AL A
)
B i BE; TEREAES2N H B DSER D38 D, WML/ IVR IZRDRLE/ | Ema i, Ba
WRHOTER I | WSRO E /Rty | WEA T2
PR BENI A BT 2 AR EZTET D
TEBVEALAE H BE; TeREESR2WN HE EEDSER D D, Wi/ IVR IZRDRLE/ | AmaErd; Ba
WEHTEREIZIT/ L | NEBRROLE /Rty | WEE T
LR BEIIR A BT AR EZ TS
BERAER BAEEOELE D BAFE/RRERA R | R EBD EE | AdhEgT BE
WERRIE T BERMEEDRWVER | REEREHO B I | WELETD
B, BOKER | n) =LK ORNE
CEDMREEETD WA RA43); BARP
iR/ 48 SR/ TPN
ot )
AN BRPBEITCEOR | BEREEBD, Bk | hr)—0Kkaofkn -

BAIKT

FIRBAME D
TR R IR O
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A 24 BERAIC 1-2 =&Y 24 BERHIZ 3-5 =Y 24 WEfEC 6 =B — T B
—ROWEM: (5 77 LL B | —FOmEM: (5 7320 B | FELEOERE (5 7Ll b | GAEEZETD
WEABRWZb DR | RAWEbOEZNL | BRSEWEbOEZ
Fh 1oy —RET Fh 1oy —ReT nEh1 =y —ked
%) %) %); TPN £213 A%
=YD
By PN SRR, FT® | PEEORE, ROE | @mEOKE, ROER | EAaignd; BE
EDRERDZ L, 16 | BUIKED eV, BF | ICXERHD WtEZ B D
G RN DERHETD
T NR—ATA L EHART NR—ATA LT NR—RF AL LT Amaind; B
<4 B/ OPAERFE | 4-6 B/ A OPEERER | 7 ELLL/ R OPEER | RABEEETS
N, R=AZA 0Ll | BN, N—RTA L | BOEIN; (R AR
RTATILMBOHE | RTATALMNGOHE | 2895, N—XT71
TS T L HE N Tk 7S o S RE N EHART AL
DHEME R ) FE (T
o, BoEYOD A FAE
TEEHED i R
RV =2—w | ERARV, TREMER | TEEEDIERD D, BEOIER? DD, & | EMEENT; BA
T — ROKTEZIMRER | HOEVLSOBEE | ORIV A EAEEDE | LEZETS
H THENVEDHIR Dl R
AL - FER DD, HILEH | MLEERICEEDOE | AaaErT; Ba
BRI DR ®D; WMk | bA3hD; TPN ZH 5 | WEEETD
BEORHEETD
WEE BEORMEOIRELIRIE | FEEORMEORILE | mEORMEOIRELK amalind, B
B HOREVLUSADOR | B HORVOREE | MEOCRERN G,
AR EEOHIFR THEEARIRS D, NE Tt
N 2y
BRI 7 BRI R R 3 D17 HEEOHEEICRRT | mEOHE, FolEv -
DERIE;, HoREVLSO | O B AEFETEOHIR
B AETEENEOHI R
U i R Wi OZE N b RES | MM OZE b KRES | (KRIDZED >30%; U -
RADET, FEE | RADEH T, KEE | 2N 52w
TATEAEDZEN 5-10%; | ZIZEEOER>10- | ORFENEHTHS;
FERR 71X UL OfiFH] | 30%; FEARE/IZUED | HOBEIVO H#ATES)
PR RBINRIC 2, | R HOREE SRR | TEOHIR

STWDHZENEEHEN
BEThIDH-

(2720 CNDIEN L
TRBIZOND; K&
DIEDIER:; R 8
TRERERD FH 3 G\
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DiD; HomEY LSO
H H TR E RO IR

RERR FEEMR 72 AR RO | MRS EROREE S ARBE | AR ARl 2R oD SR -
ERRPAPRIZZST | 1T TNDIENRBE | BEHTHD, HoEY
DIENEBRNBLET | TRSICh0S; K& | ©HFAFEEOHIIR
D DIEDIER; R 8

TRHRERD S G
bind; HORYLAD
A& TS BN EOHIRR

Kk FERD2VY, BRIRFT A | IR HD; BFREE | RS IR EELE Aot e B > R B
FI T RO I T 5 FIPREE/ Mo | REeE MEEED; Sb | F/ERIREDOE;
EY AN T D) B E 2235 (9 RS /BB E A

PRV —/ Ml | 5

)

AL EIE - SERZ DR VERE | FER () 2%, £ IKGFIRT U AD HH

FED>90%% HDDAL | ) O BRERO > | FIEREREE
BE, BOEMLSIOE | 90%% HHDALEE, D | fEIREHEED >90%
B AETEEMEDHIIR EVo R AFEBED | 2 500600,; ICU

il B KBS IR = b

TOREEZZETD

MY LA | >ULN-1.5X ULN >1.5-3.0 X ULN >3.0-10.0 X ULN >10.0 X ULN

ALT(GPT)H4/n >ULN-3.0 X ULN >3.0-5.0 X ULN >5.0—20.0 X ULN >20.0 X ULN

y GTP 141 >ULN-2.5 X ULN >2.5-5.0 X ULN >5.0-20.0 X ULN >20.0 X ULN

Cr 4/ >ULN-1.5 X ULN >1.5-3.0 X ULN > 3.0-6.0 X ULN >6.0 X ULN

& IR ZS MW M > ULN- | 228 BRI B > 160~ >250-500 mg/dL; > | >500 mg/dL; >
160 mg/dL FE7-1% > 250 mg/dL F72ix> 13.9-27.8 mmol/L; A | 27.8 mmol/L; “Efn%
ULN-8.9 mmol/L 8.9-13.9 mmol/L BEa 2% By

QTc fE & QTc 450-480ms QTc 481-500ms H7pd e 2 [HOLER | QTe=501msec iz

T QTc=501ms

IIR—=AT A D>
60msec DAEALA D
Y, Torsade de
pointes, ZMIMLE
SR, BEER REER
DI/ FER DN
NPT 5
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20.3. SRL EZ{tEREEED (RQ-PCR )

BRI (BRI AY Y 1| AR) 2B KA ELED IR 35, MALHIEDEER (RA b 02) D&, 7
J DERT AR Z IR D85 A 12T, B iR % 3 K (RQ-PCR A 1 A, 7/ 2t F RNA H 1A%,
DNA H 1 AR) BRI F9°, Fz, 7/ LT FHOKFEZ (20.4. 2 08) DV ECTT,

O "B RS ZFLHE L TTZEW, Ph(-)ALL213 BERFHIfT BNz BRI 5 T,
© MR EfRHESNIEA 2R N ERICFEAL TS W, #E R 2T LI ET,

@ £RIf AFFZFE AL TZE0,

@ major/minor ZERL TZEUY,

©® BERANEFTE—ENPDRAT, BEORMOMIZ IV [ ZFRALTIEIN,

©® AEYYOTRIE B FREF S ZRAL TWIESNY,

RAGREERZIT 2 B ETHEEGSNEY, TKHE (RIEREE ) | 2 4B (lEmi==rfe M) . 3
BcH & 4 BeR 1% SRL Ml &R & EbIZ SRL ~R SN ET,
AL 02 TEREUT D 2 KDALY DG 1 AL/ LT DNA Z4iliH 3272 0% D TR AR
#(20.4.) DRLETY, 7/ MEFT DR ENZ DN TRIFZIR T TERWE AT, | KO EETHIE
T, 7/ LT RO R E T,
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ESLEBKES | u Ph(+)ALL2I3 )
A-H-3-F |T -] ER B )

|
*

[(MEDS-Fe L

*H8%8 PH+ALL2/L3—1”‘§
peer vy _
N B L 2 (D A. e

)
,

|
E 8 \_ 2=t X2 b
B3 ( )
moar: 5 |ALL2 138EDRNAIZ

(o] DT g L L i) ml Ll A : : O‘t 82 BEEEF-OEL ¥

= ALE K @ ATl ]2 IBTERA-BEXPEEA |
.as Dr=1D] . . o HEEEANE . i a4 BR_|v=\ |6 B /378 —%E0, |
ol = esmoszs reens) cowsmLae = |-

¥ BRESERYIEATEL, (0. EBY
B ™ a|| La
" l;;.... ( avxq4xx )
2 Zsp~oam (28R (88) )
2| ESFSAcZ. ERERALBLEDITTEFAL.
3 | WARESESEIRAFAL ;i .
b [BRUCHREHOEENIS (B) IXT7—=LINADOKTEMR)
= (7 ] 3_.%] ® & W B ‘BERTERORNAIZ, JALSGRURF L 5—~EH
% SENRTFRESATVET

[J 20840 minor-ber berabi% ASmRNAR R
[] 63926 major BCR-ABL #45mRNAZR

1/

v
A (REH~)
F -REFEESSER AT
& ‘HDERTOPLARIC @ BELADRAIZEYRRLTFEL, (SRILEFHHEA)
W -BEERORAF EARTTANERHESS S 188 BUSRRROLAEROBRE. [TORN MIEATICE
K L MEEnRNE
01
NHNEARRROBRE 02
03 Cl-1

04 SRNOIN2AMEANTHNITE
105 HISHIR dey30 .
ABERZORE 06 1818 doy100 -LXEIHHE RE/mm
07 D ]
BECNCT D X
IRBABORE |09 [lemaHmE co-eik
10 [ISHAEE

20.4. SRL EL{tEAKBESEQ (MRERFHIEMFE DNA/RNA HH&i8)

RALRO2TIE, 7/ LFEATFH O DNA Z BT 5551213, RQ-PCR DB HIAL Y 1 RIZ
DNA/RNA i DB BEAE Y & 2 KNz HZEE, FIXIZR9 DNA/RNA I N BT,

O "HEIBTREEF B E L L TIZEW, Ph(-ALL213 GRS i- R T RER B 1T,
Q@ MEERHSNIZEA Z TR ERICFAL TS W, R E B EITRET,

@ #RifLARFAEFEAL TSN,

@ REYYOZNVIT BEFREE S ZTLAL TIEIN,
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8%0

-
-

-
o ~

hAFRUAEAND S A U= >

EZLEHIKER | s

Ph(+)ALL213
(mEI-Fh - 3 2 X—H-J-F | T-h]| @ BB
B8
rf‘(‘!ﬁﬁg P H|+1 A1L|L12/ 2 2-x 3
ol 0 K Dl am - ax -

E € N ik — £ I S S
HS - ’ L] e E ALL21 3B EDDNA-RNAIZ
= 02 A5 m A | meune S5 -
’J)LTM [ ) Y NS AN S U S NN | i(Dmhl ] S 7 i1 Ir' m . OcsaT| 1:2 “*:‘m_ﬁ*x*@.g,\

Dr=1D ] T (’E’iﬁ’-'g) R DR D ] 1( —— 5 & & Feo. 1601 @737 F, R,
* HEBOR3R ERES8) TIWSHLIY \ I el Lo
* EERSEDITRATEL. (HF. BUD i -
kg I ;4|
“.I L g g JWC aVXLTH ) j
([ZEB~o8mu) ((mesm) (52) ]
HSGTEMCR. KIBZRALBVSLSTEIMFEL,. (HRERAY YA 1mL2E (RQ-PCRAEAH TIX)
REIERTEETRATEL, | P
([ |o-m| ® & ®m 8 &7 - 18 - RaE |Ses
RSARYTDEEDHFMM (A)EDTA—2NaAY EFvvT
mE 7mL)4 Jiil
88519  DNAJH R AR 1omLqp ||RERDRTmLER
@ C6013 RNAH AR BHE 1.0mL(E)
~ LA
R E O LR
[BRECHRHEOEENS () IRF—ILIILADHERER) L )
-H#tH # DDNA-RNAIL, JALSGRERF L 4—~BHT S SEEIHHE "Ee /B M )
CEMNETREShTVWET
(CERBDOEERA~N)
BEFREFSZELAFESMICCRATEL
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20.5. SRL ER{LERKBEZEQ (FHE DNA/RNA it #&$E)

FFEIFICIT RQ-PCR R A ZATW E A, 77/ LEHT 0O RNA Rl & DNA fili H 2B AR
ZE AL VT 2 ABRIL T, AMKFHR 22 L TS0,

O "B FREE S 2L TEEW, Ph(DALL213 B Gz & G RER = T,
@ MkEfEHShZEMAZ IR BEMCEAL TSN, MEET 2548080 ET,

@RI HFFAFE AL TTEENY,

@ AEYYVDTIVIIE B FREEZ S EZHRAL TWESVY,

Egibsmﬁﬁ. [ JALSG Ph(+)ALL213 ]
AED-Fh ] " 3 X—H-0-F [T-] B R B
=] =
(«mams| P H + BEEE
pezRATEN| @
- X = v u GEHEED
E B N I" PR o N G O
B3 ( ) 1 b3
HAINYD m muune | 8:5 | ALL213#{KMDDNA. RNAIZ]
omuml““,llmstm 5 m®  |ocmnc| 1io . ~
:Dr—ID v 4 g ldEnl 4 4 g 8 R Feo. | 61 |1681/37H, —ERED
ol * esmoszs mems) cowsmLzs. L
% EESHBEBITRATEL, (hF. BHD)
4 l1.4]
" ( ayxqzx )
- (B2 E®) (52)
3| Esmsaca EsrRALBLSSTEETFAL
g | _RACGESTEZTRATSL. (HRERAY TLIBImL 2KER
D
ol [3-tw| ® &% B 8 | - ae - B [88)| o 5500205 F MM (A EDTA-2NaAY vy
¥ (RZRmB 7mL) 2&4R M
> Y5356 BS: REMAEMTH ok
2 Y A 1.0 mL(H)X2 [a‘*:nuﬂa)*iﬁ\r’(*)IZT—)LIILAU)&%‘!]
A et F || - mBOONA-RNAE. JALSGREKRE £ S—n
F EBHTHIIEMNERENATNVET
&
L
HEEIEIHHE RS /®Mm
(CHRBEOERESA)
BEFREFSZERAFSMCRATSL
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20.6. SRL ER{LERKBEZT@ (IFFEEMMEH 5D DNA HithikiE)

L7 ) B A A R O R MR U C& PS8 & S LT 45 A LS I R IS 2R B3~
ENRBHVET, Fo, MIENEFIERGUEO5EGH FREE ) 50 DNA BRI L EL T3 75, PhtALL T
IXFEAE DBESADMIRFEREfRE T2 D702 RAU S 02 THBIRIESRICE TR, AR
RITVLERHVER A,

O "B FRAE S AR L TZSWy, Ph(-)ALL213 BERFICAT B sz BIR FREFR S 1 TT,
@ Mz ShIZEMA 2R BEMICEEAL TZEW, MEE2T55 6080V ET,

@ PRifn HRFEZFEAL TS,

@ EAPEEE BT RAEER ST ZRRALTIZEN,

(1) AUTTOBRBENIIE, BE TSI B ELL ) 2L ThHI,

(2) AUT DT TSy TR 10 BIFREEED ., O RSN 2 B 5,

(3) RUT DT T EyE BRI E S ITHEAL . AT T OFF D SEsmih Sy A LA T 27T 34y DTS
NDDTT TG DI E AN, HEL TR T2,

(4) BppAU T ERAE A \NTEA OB 2 BEREZTT,

(5) ARUT DT T SIMA TR B DI E & TR T 52,
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WO ASBUARAD A A W ME >

Ph(+)ALL213 j

E2EHRKER | o

ABEO-Fh » ® X—H-2I-F [T-h]| @ ®B )
L A
*ES8F8|P,H + A L L 8%
QIR TS| _ @

e e 2 n & D

£ 8 N " T N N S
B3 C ) | ‘
HILFN ml ehohd 5 _|ALL2138{DDNAIL
D_D "l|llllm. Lt A omt]?.ll‘lm‘l | IE’\

el TR (¢ =) B R Tow 168 B /3rR, —ERM, |
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20.7. 21 GVHD O EfEEE S ¥E

[ gz & D Stage]

2 & liks THIbE
Stage® K% MEULE Y THi
(%) (mg/dL) (mL/H)"
1 <25 2.0 - 2.9 P00 = 1000
EXES ST Al
2 25 — 50 3.0 - 5.9 1000 — 1500
3 >50 6.0 — 14.9 > 1500
A MR R E =120 e FE D IR -t ifn. ©
(KIETE R (W5PA%E)

a) EULEV LR TH . ZBE2OERBITMOREENE I T2LF 20108 &1L stagex 1 D
HELRBAEZINE T2, BHOEGIENFELELY, 2tk GVHD 0o 5B EWEE 2658
BIXEIRE W T stage & 2~3 F LLTHLW,

b) KEIZEBITSH“rule of nines” (A% AN). “rule of fives” (/N2 ) %1 fi& .

c) 3 HMOERHTH &, /N DOEHEIE mL/m? T 5,

d) H -+ O F 0 REH N8,

e) W1L® GVHD @ stage 4 1%, 3 H M F% F#i & >1500 mL T2, JEJ Eid i (visible
blood) #fES55 G %L, HHAEOF BIIM bRV EET S,

[2: GVHD @ Grade]

P& JiF HALE
Grade stage stage stage
I 1~2 0 0
II 3 or 1 or 1
111 - 2~3 or 2~4
\Y 4 or 4 -

1) PS MR I WIE A (PS 4, $721% Karnofsky score<30%). I 2% [ %= 73 stage 4 12 L
72K &t Grade IV &35, GVHD U DIELEREH L, ZODICEF IR ENENTIE
ALVHEIZRE G TIERVWA, AN GVHD B E EICkD PS Xt & LT 5,

2) “or’lE. M AFEE D stage DIH, — O THM L TWIIZZED stage LT HENIE K T
H5,

3) “=7ix. skin A | stage 210, 1, 2, 3 DFH O THo THHEDRVEVWIE IR T, # X
1. BF B E S stage 2, 3 BT E B AT Grade 111 &72%, DXV & J§ & % O FL 1L Grade
HI 2 E LW, [ ARG E O &%, BEE OR E S Thit Grade 1V I 5 # 7,
7=t % stage 4 THEJE F/-I1XAF 12 stage 4 THZ DR WIR Y, Grade IV ST EEN 20,
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20.8. {814 GVHD D EEE S

Limited type BRFIMERFEINZE and/or AFHEREREE (W9 b RIS LD EEZ WD 4 )

O JRHR R IR LT D56
@ RFMERJEIRZ and/or FHHEREMRE I, LT D5 1 DLL B8
D

. AR TEETREMERT 4 (bridging necrosis) E72IXATREZE O AT A,

. IBY%R 25 (Schirmer 7 AT 5mm LA F)

- AE, PSRRI RR T BRI R~ DV o SRR L it
b B7E | ZERE/e & DT AL

. GVHD (2 XD ifas i 28 « S 28 | T LA iR (B IR 22 | 18 T
I EITPEDVVEZR L), SR e R (PAZEMEIZE AR | PHZE MR U8 3
R, MR . B CHUREA ., B CufEiRa, A 8RR

=5}

o

Extensive type

o

Q.
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209. FEEFREE— L
JALSG Ph+ALL213 FEER [ZE—RRESE

(uaLsG BT —4t 52— B ). O~ A FEEELT 72 BEUNIC—RBESE)

REB: 200 % A A MHA: FAE:
(BRRHERRE) FAX: TEL:
1. EHIICEIT51R:
BREHES: Ph+ALL213- FEEZRAERFR: _ =
I HEEREEKER
FEERHXLER: 201 :d A =]
BEJOoka—iL O BEfEARE O AttEHEEZ O HEOHHEEC . -

O #EREE O—R O BiEEA% DA EE
. §EERONHE
O ABEPRUREAEENS 30 BURICEELEREEMbHAEVIEE

O AEICEELTEREL-FRATELL Grade 4 D MERFH - JEMRFRE M
O &I E% day0 T 554E % 28 BLIADREEIFEFRRRZRHALFET
V. fEEROME

V. FEEREEARBRSEDISAER
O RyEkx O BiERE O TothoaR

R4 ’58/8: B’EAE:
H|4: ®’EE/8: ’EHE:
H|4: ®’EE/8: ’EHE:
Z Dtk

VI. FRka—/LREREORARBRICOVNTOHEE OFHE
K R RBE{ZEDFEE (definite ~ possible [FHY EH RTEDEHE

#7)

O definite BAS MM HARBEFEAHLIEBONIFEER:

O probable HTH<HY

O possible HHAIhBLLNLEL

O unlikely BEGL LELUSNDETEDIGE DR GER)

O not related ElEYA B OFEGIBE O2% O%FH& OB8% OF/A OFH

VI. fEERRLERORD
Jobo—uas OffsE Ot
) (200 & HB H¥E#A OFE OFZE O B O%E
MR AR ER B
AR REEERREEEZTRYEL. BEERESEUTORYTT,
THURICZRBESEBREOL-LET,
Ph+ALL213 (AR EREEE
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B
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20.10. FESERBRHREE

JALSG Ph+ALL213 FEERMESE

(JALSG Ry 7—4t>5— I ~ 0) *— )\ OB ERELTEMTEHIE)

B/ENE OFZRFET HUR) OLEEHESO5 ALA) EDHRE (LDER)
HEA: 200 % R =] MR FRE:
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I. sEflICBIT 2168
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I HEEREEKER
AEERELER: 200 % R =] RLEELH-ZA 200 # A =]
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LREBZAEMFKA 200 & A H
RE DG ARE OxEME O£( ) HEOHAZELE OF OF( )
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O &=EABHELY 31 BLEDORET ( ASHLZRKREERS )
O #4Ef& 29 LI T day100 FTORLE ( BHSHRRBEERS )
O FHlEn grade 4 DIEMFEFRIEE
O FRITEGL grade 3DHEEEBR
ZTOMERGEFHER
O kiEMFEISHEELES HEF: ( BETRHRENGL)
O Z&xHhA
O Z0fth JALSG TEMADELER
N. BESERLTOba—LEAREORARBER
CTCAE EREFRMNE | BREBEFRD .
BEER grade F A phagnE | BE6-GF LI RimiEEE
O &hd O EiE
O TEHL O x@EE o % A__H
O &hsd O EiE
O TEHL O XkEE m % __A__H
FRBERDIEE: Bdefinite (BASMIZHY), @ probable (BFSL{HY), @ possible (BHMELANLLY)
V. EFEE~ORG
SAEOARLL-FiE O %L O ®Y Rik-epikH 201 % A =
BAEBEEF)DEE O7%4L O &Y EERNE:
AEBERA 201 &% A H
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