Hervé Dombret
Hopital Saint-Louis
Institut Universitaire d’'Hématologie
Université Paris Diderot



% e NEW ENGLAND
JOURNAL of MEDICINE

&

TF Fusions

Mutation Type
Co-occurring across l

Exclusive across I
categories

categories category

PML-RARA |||||||||“““|

MYH11-CBFB
RUNXI-RUNXIT1
PICALM-MLLT10
NPM1

Co-occurring within

| 2-Hit mutation

TP53

Cytogenetic Risk

I Unfavorable [I Intermediate [] Favorable 0 Unknown

Dendrix++

TN
III{II

Tumor
Suppres-
sors

wr1 IIIIII

PHF6

DNMT3A
DNMT38
DNMT1

TET1

TET2

IDH1

IDH2

FLT3

Kl

Other Tyr kinases

DNA Methylation

=

Ser—Thr kinases
KRAS/NRAS
PTPs

RUNX1

CEBPA

Other myeloid TFs
MLL-X fusions
MLL-PTD
NUP98-NSD1
ASXL1

EZH2

KDMG6A

Other modifiers
Cohesin

Myeloid  Activated Signaling
TFs

Chromatin Modifiers

Spliceosome

Cytogenetic Risk [T T T T

BITREINIY
1

LR AL O AR

200 AML Samples

NRERIN NET  NNUNURD U6 NN NUOUY OO0 UNUNNUNIRDD OO DD ONO GOR B 0 DNNNRERERRD OO B0

|1
Lo
ST TTEnY

The Cancer Genome Atlas Research Network. N Engl J Med 2013;368:2059-2074







Intensification des doses de chimiothérapie

Nouvelles approches de greffe allogénique et
d'immunothérapie

Promesses de traitements ciblés...



Réservée aux patients capable de le tolérer

Le traitement doit étre considérée dans son
ensemble (induction + consolidations)

L’intensification des doses pourrait ne béenéficier
gu'aux groupes de risque suffisamment favorables



 Doses sub-optimales

 Fond génétique different



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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* Higher CR rate.

* No delayed hematopietic recovery.
* Prolonged OS.

* No benefit in adverse-risk AML.

* No benefit over 50 years of age.
 No benefit in FLT3 or MLL ITD

HF. Fernandez et al. N Engl J Med 2009;361:1249-59.
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All patients '#+
Age £ 60y °
 Prolonged DFS and OS
 Coming from patients aged 60y
Age > 60y

[ RJ. Mayer et al., NEJM 1994



Burnett et al. JCO 2013
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Léwenberg et al. NEJM 2011



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 .

=

Schlenk et al. ASH 20111



Burnett et al. Blood 2010
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M. Pfirrmann et al. Lancet Oncol. 2012
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Schlenk et al. Blood. 2013



&

 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



#$

"$ $ "$ $
% & (

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



8 9! 2 0

5 % ;07 5<) ;07
=1 &% 5-% &-7 &) 5-) &$7
=1 2> *)3) $3, "?'3'&$
=1 "> )*3- *3% "?'3'&-
=1 *$3& ))3. "?'3'%+

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



