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Intensification des doses de chimiothérapie

Nouvelles approches de greffe allogénique et
d'immunothérapie

Promesses de traitements ciblés...



Réservée aux patients capable de le tolerer

e traitement doit étre considéré dans son
ensemble (induction + consolidations)

L’intensification des doses pourrait ne béenéficier
gu'aux groupes de risque suffisamment favorables
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0 HD-DNR en induction
« ECOG-1900 (Fernandez et al. NEJM 2009)

o HD-AraC en consolidation
« CALGB (Mayer et al. NEJM 1994)

0 ATRA
« AMLSG 07-04 (Schlenk et al. ASH 2011 # 80)
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High dose (90 mg/m?/day) 178 71 107 343 mo



|
o IH*
1 100 .
All patients . ™ S
3 ” = = = 400 mg (n=208) Py +
= 80F - - - =100 mg (n=203) ) y
k= L P=0.003
&
£ 60
(] -
o .S
£ 40 R
0 L . K-
§ 20l P
& L °
o
’5 12 24 36 P 80 .
A Months after Randomization
°
100
Age £ 60y < :\\- —— 39 (n=156) °
2 N - — - 400 mg (n=156)
P 8oF -. --- 100 mg (n=155)
ke L P=0.002
8 e
2 L
[} L
€ 0  Prolonged DFS and OS
£ teel, *,
12} o ta- =HH -1-tiH1s _ _ H -
e e Coming from patients aged 60y
5 1
0 1 I 1 1 ]
0 12 24 36 48 60
B Months after Randomization
Age > 60y —_ ——3g (n=31)
2 - - —400 mg (n=50)
= - - --100 mg (n=48)
g P=0.19
a
E
5]
o
£
9]
I e - b - -
o L
%% 12 24 36 28 80
° RJ. Mayer et al., NEJM 1994
C Months after Randomization



[ ]
A Deaths/Patients Statistics OR & 95% CI
Ara-C MACE/MidAC (O-E) Var. (Ara-C MACE/MidAC)
Cytogenetic group
Favorable 32/153 40/153 -5.0 18.0 0.76 (0.48 to 1.20)
Intermediate 204/428  232/452 -125 108.9 0.89 (0.74 to 1.08)
Adverse 29/31 13/23 11.0 9.6 —as—— 3.17 (1.68 t0 5.97)
B ota 265/612  285/628  -6.4 1365 .I 0.95 (0.81 to 1.13)
T g AR |
Test for heterogeneity (3 groups): x?, = 15.2; P < .001 0.1 1.0 10.0
Overall test for trend: x? =9.0; P=.003 Ara-C better MACE/MidAC
Effect 2P = 0.6; NS
B Deaths/Patients Statistics OR & 95% CI
Ara-C3g Ara-C1.5g (O-E) Var. (Ara-C 3g Ara-C 1.5g)
Cytogenetic group
Favorable 13/64 18/66 -3.0 7.7 —_—— 0.68 (0.34 to 1.38)
Intermediate 104/195 89/197 10.3 48.1 il 1.24 (0.93 to 1.64)
Adverse 13/13 1414 =3.7 5.8 —_— 0.52 (0.23 to0 1.19)
B Total 130/272  121/277 3.6 61.6 | 1.06 (0.83 to 1.36)
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Test for heterogeneity (3 groups): ¥?, =5.5; P= .06 0.1 1.0 10.0

Overall test for trend: y%, = 0.0; P=.9; NS
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Effect 2P = 0.6; NS
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Willemze et al. JCO 2014
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45mg/m 2 from day 6 to 8,
15mg/m 2 from day 9 to 21
15mg/m 2 from day 6 to 28 during HiDAC cycles .
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Schlenk et al. ASH 20111



Burnett et al. Blood 2010
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 Double induction (Day 1, Day 22)

0 seconde course may start earlier if blast >25% or blast percent age reduction <50% at day 15.

« Three HD-AraC consolidation cycles (CALGB-like)
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« Five German cooperative groups

1 Blichner et al., JCO 2012
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HD-AraC 3000 mg x 6 (1/3/5)
ID-AraC 1500 mg x 6 (1/3/5)
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ID-AraC
1500 mg x 6 (1/3/5)
1000 mg x 6 (1/3/5) if age 70y+




0 GO en induction
« NCRI AML16 (Burnett et al. JCO 2012)

o0 GO en induction/consolidation
« ALFA-0701 (Castaigne et al. Lancet 2012)

o ATRA
« AMLSG 07-04 (Schilenk et al. Leukemia 2004)
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« N=1,115 patients
 Median age, 67 years (60+)

Burnett et al. JCO 2012
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« N= 278 patients
 Median age, 62 years (50-70)

Castaigne et al. Lancet 2012
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o N= 3,325 patients

1 Hills et al. Lancet Oncol (revision)
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Toxicités :
o Hépatique
o Plaquettaire

Sous-groupes cytogenetiques et moléculaires

o Effet important dans les LAM-CBF
o Effet important dans les LAM NPM1+ et FLT3ITD+
o Pas d'effet dans les LAM a caryotype défavorable

Niveau d’expression de I'antigene CD33

o Pas établi
o Effet important si > 70% blastes positifs ?
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o LD-AraC
« NCRI AML16 (Burnett et al. Cancer 2007)

o Decitabine
 ALFA-0701 (Kantarjian et al. JCO 2012)

o Azacitidine ?
« AZA AMLOO1 (Dombret et al. EHA 2014)
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e Essai DACO-016




 65y+, >30% blasts
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« Polo-like kinase inhibitor (PIk-1/5) a2

entry into mitosis regulation
centrosome maturation
assembly of the bipolar spindle
sister chromatid separation
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0 Immunomodulation
e Cytokines
o Anticorps
0 Anticorps monoclonaux
e Conjuges
» Bispéecifiques
o Immunothérapie adoptive
0 Vaccination
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e |L-2 maintenance: two negative studies

o ALFA-9801
o CALGB-9720

ALFA 9801 CALGB-9720
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« Ceplene ®



Mellman, Nature 2011
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Phase 3 ongoing

Vey, Blood 2012
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e Against CD33, CD123... CD47, CD67, CD66, CD45

o BITE, using CD3
o BIKE, using CD16
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 N= 30 pts received mistached G-PBSC from related donors
(4 or 5/10 HLA loci) during induction and consolidat lon

e Role of donors with HLA-C Lys80?

1 Guo, Blood 2011 1
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* Des progres ont eté accomplis du fait de
'augmentation des doses, rendue possible par
de meilleurs soins de support (anti-infectieux).

« La limite semble atteinte, rendant necessaire de
nouvelles approches ciblées:

o Ciblage thérapeutique
o Ciblage immunologique



