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Estimate (CI)
AtRisk Deaths  At5 Years
Favorable 121 53 55% (45-64%)
--------- Intermediate 278 168 38% (32-44%)
-------- Unfavorable 184 162 11% (7-16%)
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Survival estimates, according to genotype
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AMLIZX T HEMREARE
DNR/AraC vs. IDR/AraC

DNR (150zz2) +Ara-C [« < |IDR+Ara-C

Ara-C 100mg/m? d.1-7 Ara-C 100mg/p? d.1-7

_____________________________________

. : i DRIZ1 2,d1-3 |
| MSKCCODNRI%50mg/m2, d/1-3 1 AlbertgnsteinCCAIDRIE13mg/m2, d.1-3

: V| - -1- :
' MSKCCDAra-Cl£200mg/m2, d-1-5 ! FCDAra-ClF200mg/m2, d-1-5
| HOVON®Ara-Cl£200mg/m2, d.1-7 ! A

DNR 45mg/m? d.1-3 ? IDR 12mg/m?d.1-3

ECOG 1900 i .
(£4E) (NEJM 2009) ¢ DNR, #/JLEL >
HOVON-AMLSG S e

(= #5) (NEJM 2009) IDR, /3 ILEL Y

AraC, V3T E Y

DNR (270) +Ara-C B A CIZDNR 1 mg/kgE TAMRIEERS

DNR 50mg/m? d.1-5

DNR 90mg/m2 d.1-3
Ara-C 100mg/m? d.1-7

______________________

i HOVONOAra-C[£200mg/m2, d.1-7 | MSKCC: Memorial Sloan-Kettering Cancer Center (US)
________________________________ Albert Einstein Cancer Center (US)

HOVON : Dutch-Belgian Cooperative Trial Group for Hemato-Oncology
AMLSG: German AML Study Group



B f#ZE A X% High-dose DNR

Phase lll, n =657, age 17 — 60 yrs
DNR 45 mg/sam x 3d + AraC 100 mg/sgm x 7d

vs. DNR 90 mg/sgm x 3d + AraC 100mg/sgm x 7d

BfEE A 3£(70.6% vs. 57.3%; p<0.001), &
A Al Patients 4 7% (median, 23.7 vs. 15.74 A; p=0.003)

1.0 — X | — S
3 0s) EH(ZHEITDNR 90 mg/m2E$AY, DNR
.E . - N > —
$ 0 45mg/m?BFZEER, RIFTHoT=.
g 0.6-
O 0.5-
K ] High dose
> 0.4
= 03-
T 024
'§ 0.1 P=0.003 Standard dose
& .
0.0
0 1|0 2IO 3|0 4I0 SIO 6IO 7IO
Months
Median
Induction Treatment Total Deaths Censored Survival
Standard dose (45 mg/m?/day) 330 199 131 15.7 mo
High dose (90 mg/m?/day) 327 168 159 23.7 mo

Fernandez HF. New Engl J Med 2009



B f#ZE A X% High-dose DNR

Phase lll, n =657, age 17 — 60 yrs
DNR 45 mg/sam x 3d + AraC 100 mg/sgm x 7d
vs. DNR 90 mg/sgm x 3d + AraC 100mg/sgm x 7d

<RBERESHE>

B Favorable or Intermediate Cytogenetic Profile

} & %, Fik RITE C#LCBFEm_‘u
: g 5 (24 JEE R HE TR 5 91% v,
55%: P=0.0033) H KU e

S LN N "C(j:?ﬁ,_\'f&)’.)

Median
Induction Treatment Total Deaths Censore d Survival T
Standard dose (45 mg/m?/day) 180 95 85 20.7 mo - \ 1 i [
High dose (90 mg/m?/day) 178 7 107 343 mo "—"

5 B*L’CL\EL\.

C Unfavorable Cytogenetic Profile
1.0+
0.94
0.8+
0.7+
0.6
0.5+
0.4+
0.34
0.2
014 "7
0.0

val

Probability of Overall Surv

T T T T T T 1
0 10 20 30 40 50 60 70

Induction Treatment Total Deaths Censore d Survival

i S . B e Fernandez HF. New Engl J Med 2009

se (90 mg/m?/day)



B f#ZE A X% High-dose DNR

Phase lll, n =657, age 17 — 60 yrs
DNR 45 mg/sgm x 3d + AraC 100 mg/sqm x 7d

vs. DNR 90 mg/sgm x 3d + AraC 100mg/sgm x 7d

<FTEAFBRFLT3-ITDEE>

B 3 - =
1.0 FLT3-ITDZE E[F £ TIX. DNRIE=
® 09- =i = ~ ~
g DNRITBH NGO
g )
N0.74
(1]
S 0.6
3 05- |
et : Negative
S 0.4-
Py
=  0.3-
D
.‘é’ 0.2 50,003 Positive
£ o1 P=Y
0.0 I T I I I T 1
0 10 20 30 40 50 60 70
Months
Median
FLT3-ITD Total Deaths Censored  Survival
Negative 241 116 125 28.6 mo
Positive 64 39 25 15.2 mo

Fernandez HF. New Engl J Med 2009
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AMLIZX 9 HEfREREE (MEOHEE)
BARMBEFE HAFSAY

£ AML HARMEFER &M EZEBZENARS1> 2013 F Webik
http://www.jshem.or.jp/qui-hemali/1_1.html#cq7
i KY5|H
TR Bk
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v v v
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High-dose AraC

de novo AML (n = 1088), DNR 45x3d (< 60y) or 30mgx3d (>60y) + AraC 100mgx7 - CR1
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de novo AML (< 60y) (n =474), DNR 45x3d + AraC 200mgx7 - CR1 (n = 342)
RCT (n =309)
RCT, High-dose AraC 3g x2 x3d, 3 cycles vs. AraC 3g x2 x3d, Etop + CY, diaziquone + Mit
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LR % vs. BRBAE vs. RTEFHE in CR1
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LR % vs. BRBAE vs. RTEFHE in CR1
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AML (n = 81), non-M3, retrospective analysis

Induction therapy, IDR + AraC

Consolidation therapy, Mit + idAraC - Etop + idAraC - PBSC collection
Myeloablative conditioning regimen followed by auto-PBSCT
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AML (n = 81), non-M3, retrospective analysis

Induction therapy, IDR + AraC

Consolidation therapy, Mit + idAraC - Etop + idAraC - PBSC collection
Myeloablative conditioning regimen followed by auto-PBSCT
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FEHERTALE : G-CSFFFABEAXR E L EE

G-CSF-combined AraC B4Ems B

200pg/sqm,  div.
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Induction Cycle 1 Induction Cycle 2

Amsacrin, 120 mg/m?, days 4-6
Cytarabine, 1000 mg/m?Z every 12 hr,
days 1-6

Idarubicin, 12 mg/m?, days 6, 7, 8 .
Cytarabine, 200 mg/m?, days 1-7

Amsacrin, 120 mg/m?, days 4—6

Cytarabine, 1000 mg/m? every 12 hr,
days 1-6

G-CSF, 150 pg/m?, days 0-6

Randomization

Idarubicin, 12 mg/m?, days 6, 7, 8
Cytarabine, 200 mg/m?, days 1-7 [—>
G-CSF, 150 pg/m?, days 0-8

Figure 1. Treatment Regimens.

Patients were randomly assigned to receive two cycles of induction chemo-
therapy alone or with the addition of granulocyte colony-stimulating factor
(G-CSF) beginning one day before the start of chemotherapy (day 0) through
the last day of chemotherapy.

Lowenberg B. New Engl J Med 2003
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AML (n = 630), non-M3, retrospective analysis
RCT, chemotherapy + G-CSF vs. chemotherapy

After 2" cycle of chemotherapy, chemotherapy / auto-SCT / allo-SCT
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AML (n = 630), non-M3, retrospective analysis
RCT, chemotherapy + G-CSF vs. chemotherapy

After 2" cycle of chemotherapy, chemotherapy / auto-SCT / allo-SCT
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FLT-3-ITD (+) AMLIZ%t 9 HHigh-dose DNR

Probability of Overall Survival
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Positive 64 39 25 15.2 mo

Fernandez HF. New Engl J Med 2009
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LR % vs. BRBAE vs. RTEFHE in CR1
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ivBu-based MAC vs. TBl-based MAC

Center for International Blood and Marrow Transplant Research (CIBMTR)

A 100 B 100
~
o PFS
‘\‘ \,
80 - Ny . 80- RN\
2 S > N
~ 70+ S ~ 70 4 Ny
() it S Bu (n=1025) 0 e
o) gl T o Seu
- 60 Senl 60 ~—aa . Bu (n=1017)
- y— -
o 0 T ———— o --‘-"-__‘_
? 50 - -'---\-_-__ -Ef 50 -"l—,.___~ _________
5 40- TBI (n=458) S 40- T
Q 3 TBI (n=458)
©  30- o 307
o o
20 20
109 P=0.019* 104 P=0.063*
O T T T O T T T
0 6 12 18 24 0 6 12 18 24
Months *Pointwise p-value at 2 years Months
*Pointwise p-value at 2 years
C 100 D 100
904 P=0.141" TRM 904 P=0.268" R I /
80 RS 80 - e a pse
70 S 704 o
o S ol progression
S o
- | o i
sz g 50 TBI (n=458)
|_
40~ ? e
o
30 A 304
TBI (n=458) % Bu (n=1017)
20 - 4 20 -
104 s Bu (n=1017) 10
2%
O T T T 0 T T T
0 6 12 18 24 0 6 12 18 24

Months Months

Bredeson C. Blood 2013

*Pointwise p-value at 2 years *Pointwise p-value at 2 years



#2010 or 3% Bu/CY vs. TBI/CY

Center for International Blood and Marrow Transplant Research (CIBMTR)

AML in CR (n =1230)

#20OBuCy vs Cy/TBI
RR (95% Cl)

#:TBuCy vs Cy/TBI
RR (95% Cl)

Oral BuCy vs IV
BuCy
RR (95% CI)

Overall P value

Z#GVHD -V | 0.72 (0.53-0.98) 0.72 (0.51-1.02) 1.00 (0.67-1.49) 0.048
|21 GVHD 1.01 (0.73-1.39) 1.13 (0.87-1.47) 0.89 (0.58-1.37) 0.65
EERETE 0.72 (0.52-1.01) 0.58 (0.39-0.86) 1.24 (0.79-1.95) 0.011
B (14 LIA) 0.81 (0.59-1.11) 1.06 (0.76-1.49) 0.76 (0.52-1.12) 0.31
B3 (1ELE)S | 1.22(0.78-1.90) | 0.24 (0.084-0.66) | 5.19 (1.85-14.57) 0.0074
|EMBE R 0.87 (0.72-1.06) 0.70 (0.55-0.88) 1.25 (0.96-1.62) 0.0096
SHER 0.78 (0.60-1.01) 0.68 (0.52-0.88) 1.15 (0.85-1.56) 0.0084

F5EBUlXTBICHR, 24 HFR BRE BEOMFRAERE, FBRETCES
E(ZHRELEA, #OBUTIEISLE-®RETEONT .

Copelan E. Blood 2013:3863-70
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= H5EMDS/AML-MDS|Z%t 3 Ballo-SCT

ra||O—SCTO)f%;\¥,%‘iGVL9)J%' %6]9 %;%Fl:ﬁ Lim Z. J Clin Oncol 2010
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JSCT-Flu/Bu 13
Flu/ivBu(12.8mg/kg) + G-CSF-combined AraC

55~70&%, PS0~2, AML or high risk MDS

G-CSF-combined AraC % -7 6 =5 -4 =3 -2 -l
G-CSF 200 ¢t g/sqm  div | l | | l l |
AraC 100mg/sgm cont. div | | | l

2g/sqm 2hr div Ll 1l
Fludarabine 30mg/sqm l | | | | |
iv Busulfan  3.2mg/kg l | | |
TBI 0 -4 Gy — COHEEWLT D HIC

e

FEIMEBER: 1FRKEATOEAARINEFE S




sEBuZz FLV=-EE AL iE DR F

F

J1
Gy

g O i 1=

X

TBI(12)/CY(120) < ivBu(12.8)/CY(120)

Flu/ivBu(12.8)/G-AraC
(£TBI 2Gy)

mESIRT 1

Flu/ivBu(12.8)/Mel

Flu/ivBu(12.8)

+
(+tTBI 2Gy) Flu/Mel (+TBI 2Gy)

Flu/ivBu(6.4) (£

Flu/TBI(2)

allo-SCTOEE X EICEBRTE
GVLRIS®HS

mESEMNRD

TBI (ZGy) Strob, et al. Blood 1997 / Int J Radiat Oncol Biol Phys 1993



Flu/MEL/Bu for UCBT D PR

TBI(Z B RSHREES) ZRULVEWEFIMZHE RiilE

Flu
ivBu
MEL

-/ 6 5 4 -3 -2 -1 0
25-30mg/sqm S
3.2mg /kg ¢ L 0D
40mg /sgm ¢ &
Tac + MMF

+
>

= & 553 90.2%

Yamamoto H. ASH 2013. #P-2024
Yamamoto H. Bone Marrow Transplant 2014:607-9





