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sAML as a synonym for heterogeneity and poor prognosis

* High-risk disease
* Poor-risk cytogenetics
* Poor-risk mutations
» Higher expression of MDR phenotype

« High-risk patient characteristics
¢ Altered bone marrow reserves

» Sequelae from previous cytotoxic therapy (heart, lung,
Gl, immune system)

* Sequelae from previous cancer (surgery, iron overload,
thrombosis, depression)

 Exclusion from RCT

» Scarcity of prospective data (subgroups)

MDS-AML
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RA: refractory anemia; RARS: refractory anemia with ringed sideroblasts;
RCMD: refractory cytopenia with multilineage dysplasia; RCEB:
refractory cytopenia with excess blasts; MDS 5g-: myelodysplastic
syndrome associated with isolated del(5g) chromosome abnormality.
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CML: philadelphia negative chronic myelogenous leukemia;
CNL: chronic neutrophilic leukemia; PV: polycytemia vera; MF;
chronic idiopathic myelofibrosis; ET: essential thrombocytemia.
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NHL: Non-Hodgkin lymphoma; HD: Hodgkin disease; CLPS: Chronic
lymphoproliferative syndrome; MM: multiple myeloma; AL: acute leukemia.

MDS/MPN-AML

2500

H cmML
M U-MDS/MPN

75%
CMML: chronic myelomonocytic leukemia;

U-MDS/MPN: myelodysplastic/myeloproliferative
diseases, unclassificable.

D

t+-AML
5%
490, M CHT
ERT
33% B CHT +RT
T

20%

CHT: chemotherapy; RT: radiotherapy;
IT: immunosuppressive agent.

F
Neo-AML

B Gastrointestinal

M Frostate

M Skin

M Urinary
Hematologic

M Breast

M Renal

M Lung

M Gynecologic

M Laryngeal
Others

1.00 A

0.75

0.50

08 Prabability

0.25 4

0.00 4

T T T I
0 6 12 18 24 30 36 42 48 54 860
Manths after diagnosis

De novo 6211 3305 2298 1736 1378 1166 1034 0809 823 733 B850
Secondary 2310 968 578 360 268 208 158 138 im 96 80

Martinez-Cuadron D, Blood Advances 2022



Precision diagnostic and timeline of information required for decision making

Patient
characteristics

Diagnosis

Disease
characteristics

Age Previous solid tumor Previous lymphoid Previous MDS-MDS/MPN-MPN
PS Cancer type malignancy HMA-sAML

Comorbidities Stage (M-/M+) Nb of Tx lines Nb of HMA cycles

Sequelae from Nb of Tx lines Latency Bone marrow reserve

previous Tx Latency Cumulative doses of Iron overload

Cumulative doses of
anthracyclines

RTx

Surgery
PARPi/checkpoint i

Cytoreduction
Pretreatment workup
Geriatric assessment

wLEAB M ke Muttinesgedysplaia
RN AT e NoMimution MRAML

Morphology

(APL, CBF, NPM1, MR-AML)
Flow cytometry

(stage of leukemia arrest, MRD)
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anthracyclines Alloimmunizations

RTx Previous infections
ASCT Splenomegaly
Immunotherapy EMD

CART-cells

Lenalidomide

Patient’s choice
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Cytogenetics
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Complex/monosomal karyotype W now o

Mutations

Actionable therapeutic targets ———
NPM1 F M
FLT3-ITD, FLT3-TKD |
IDH1, IDH2
KMT2A::R

Time from diagnosis to intensive chemotherapy initiation does not
adversely impact the outcome of patients with acute myeloid leukemia
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Bertoli S, Blood 2013
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Myeloid gene panel
CEBPA, DDX41, TP53,
ASXL1, BCOR, EZH?2,
RUNX1, SF3B1, SRSF2,
STAG2, U2AF1, ZRSR2



Intensive chemotherapy remains an option in fit patients with sAML

A few patients remain favorable
« CBF-AML, AML with NPM1 mutations

May induce complete remission (> 50%)

Bridge to transplant as a major goal (look for a donor as soon as Dx is made)

Recent progress:
 Induction
« CPX-351
* Third cytotoxic drug added to « 7+3 »
* Intensified purine analogue-based regimen
« Maintenance
» Oral azacitidine
« Transplantation strategies



CPX-351, a new standard for sAML
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& Daunorubicin
« Cytarabine

Dual-drug liposomal encapsulation of cytarabine and daunorubicin

Maximally synergistic and minimally antagonistic 5:1 molar ratio of
cytarabine to daunorubicin

Enhanced stability, circulating half-life, and tumor accumulation
Prolonged drug exposure
Accumulates in BM with preferential uptake by leukemia cells

Improved drug therapeutic index by reducing toxicities and/or
increasing efficacy.

Lim, W. S., Leuk Res, 2010
Mayer L, International Journal of Nanomedicine 2019

Phase 3 Study of CPX-351 vs Standard Induction
in Older Patients with Newly Diagnosed High-Risk AML

Consolidation 1 J§ Consolidation 2
CPX-351 CPX-351
65 units/m? 65 units/m?
Days 1and 3 Days 1and 3

Induction 1 Induction 2**

CPX-351* CPX-351
100 units/m?
Days 1,3 and 5

100 units/m?

Days 1and 3

Key Eligibility

s-AML

Previously untreated .
Ages 60-75 yrs CR/CRi
Fit for chemo

PS 0-2

Consolidation 1 | Consolidation 2

Induction 2**
Dauno 60 mg/m?x2
Ara-C 100 mg/m?x5

Induction 1
Stratifications: Dauno 60 mg/m?x3
*t-AML Ara-C 100 mg/m?x7
*History of MDS w/ and w/out
prior HMA Rx
*History of CMML
*de novo AML with MDS n=156
karyotype
*60-69 yrs
*70-75 yrs

Dauno 60 mg/m?x2
Ara-C 100 mg/m?x5

Dauno 60 mg/m?x2
Ara-C 100 mg/m?x5

*1 unit = 1 mg cytarabine + 0.44 mg daunorubicin
**if residual BM blasts at d14
Allogeneic-HCT was performed at the discretion of the treating physician.

Lancet JE, JCO 2018
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CPX-351 improves response rate and OS
in sAML patients selected for intensive chemotherapy

47.7%
33.3%

m CPX-351
3+7

CR
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Lancet JE, JCO 2018
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—/+3 group 5-95 (4-99-7-75)

121% (15-28)

0-70(0-55-0-91)

' 18% (12-25)

' 9% (5-14)

1 8% (4-13)
B b

o

Number at risk
(number censored)
CPX-351group 153
(0)
7+3 group 156
(0)

92
(0)
77
(0)

12

62
(1)
43
(0)

18

49
)
28
(0)

| | | | T |
24 30 36 42 48 54

Time from randomisation (months)

40 33 30 29 29 28

@ @ 6 6 6 06
200 17 14 13 12 12

© © © @© © (9

Lancet JE, Lancet Haematol 2021

60 66 72
2 2 0
7 (@7) (29)
5 0 0



Safety of CPX-351: a more favorable toxicity profile

Febrile neutropenia | | CPX-351
Fatigue | ——
Pneumonia H | ANC> 0.5 35 29
. Median (days)
Hypoxia [ | ||
Hypertension [ ] ]
Bacteremia | Platelets>50 36.5 29
Sepsis | I Median (days)

Respiratory failure
B Grades 1 and 2

Ejection fraction [ I Grades 2to 5
decreased _ o Day-30 death 5.9% 10.6%
75 50 25 0 25 50 75
Patients (%)
CPX_351 7.3 tDay—GO death 13.7% 21.2% J
\l/ \ 4
Lower rate of adverse events per patient-year with CPX-351 Also seen in phase |l trials (1L and relapse)

Lancet JE Blood 2014; Cortes J, Cancer 2015

Lancet JE, JCO 2018



Impact of CPX-351 in allografted patients

OS landmarked from the alloHCT date

Events/N  Median OS (95% Cl)  HR (85% Cl)

CPX-351 25/53 NR 051 (028,00
7+3 30/ 10.25(621,1669)
100 4 3-year KM-estimated
survival rate (95% CI)
_ 804 CPX-351  56% (42%, 68%)
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Real-world experience with CPX-351

RW studies Phase 3
(n=21) (Lancet JE, JCO 2018)
Prognostic value of negative MRD
CR/CRIi 44-80% 48%
CR/CRi without MRD o .
(MFC, WT1, NGS) 38-64% No data )
Early deaths § 40
Day-30 0-14% 6% o
Day-60 1-17% 14%
Allo-HSCT 28-80% o 10 z‘oD mf'?mmf"’
Median OS (months) 5.2-NR 9.3 A Poire - Posim ot
HMA-sAML 5.2-7.1 5.7
Allo-HSCT 23-NR NR

Lemoli R, Critical Reviews in Oncology / Hematology 2023; Cluzeau T, Blood Adv 2024



MRDneg
CR

MRDpos
R/R

<60 years

260 years

Real-world experience with CPX-351
Post-transplantation outcome

Overall Survival
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Can we extrapolate CPX-351 results to de novo AML
with secondary type mutations?

Vyxeos label
Newly diagnosed (ND) therapy-related AML
or

ND AML with myelodysplasia related changes
(AML-MRC, WHO 2016):

* Multilineage dysplasia : = 50% dysplastic cells in at
least 2 cell lines (unless NPM1 or CEBPAY™ mutations)
* Previous history of MDS or MDS/MPN

* MDS-related cytogenetic abnormalities (unless del9q)

210% myeloid blasts or blast equivalents in the bone marrow or blood®

AML-defining

recurrent genetic ———# VAF >10%

abnormalities”

v
AML with

recurrent genetic

abnormality®

MDS/AML with
mutated TP53

Mutated ASXLI,
No  Mutated TP53 __No !
SF3B1, SRSF2, STAGZ,
U2AF1, and/or ZRSR2

10-19% | =20% 10-19%
blasts | blasts

MDS/AML with
myelodysplasia-related
gene mutation

AML with AML with

mutated TP53 gene mutation

BCOR, EZH2, RUNX1, = No

Complex karyotype and/or
del(5q)/t(5q)/add(5q),
—7/del(7q), +8, del(12p)/ No . AML not otherwise

MDS/AML with
myelodysplasia-related
cytogenetic abnormality

myelodysplasia-related

t{12p)/add(12p), i(17q), specified
=17/add(17p)/del(17p),
del(20q), or idic(X)(g13)

10-19% | =20% 10-19% | =20%

blasts | blasts

blasts | blasts

—

MDS/AML not

otherwise specified

AML with
myelodysplasia- AML not
related cytogenetic otherwise specified
abnormality

Diagnostic qualifiers appended to any of the above diagnoses*®

v

Prior MDS or
MDS/MPN

Therapy-related

v

Germline
predisposition®



CRI/CRi (cycle 1)

CPX-351 vs FLAG-Ida in adverse karyotype AML
and high-risk MDS (UK NCRI AML19 trial)

FLAG-IDA
65%

CPX-351
51%

P
15

Impact of CPX-351 in MR gene mutations
(ASXL1, BCOR, EZH2, RUNX1, SF3B1, SRSF2, STAG2, U2AF1, ZRSR2)

CRI/CRIi (cycle 2)

Early mortality
Day 30
Day 60

77%

7%
1%

Overall survival
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AMLSG 30-18: CPX-351 vs “3+7” for patients
with intermediate-/high-risk AML (ELN 2017)

Induction| Inductionli Consolidation
Dauno Dauno

. Age 218 yrs Cytarabine || IDAC? 101 e i
* Untreated AML,

inter-/ high-risk

(ELN 2017) n=768
» Eligible for

intensive

treatment CPX-351b CPX-351b CPX-351¢ CPX-351¢ CPX-351¢

K / d1,3,5 d1,3 d1,3 d1,3 d1,3

t t t

Sensitive response assessment?

Assignment to allogeneic hematopoietic cell transplantation (HCT) according to the local institutional or cooperative group prognostic algorithm; HCT can be
performed at any time point following one induction cycle

IDAC, intermediate-dose cytarabine; age-adapted dosing
Patients 18-60 yrs: CPX-351 55/125 mg/m? (125 U/m2); >60 yrs: CPX-351 44/100 mg/m2 (100 U/m?2)

; STUDY
CPX-351 29/65 mg/m? (65 U/m?2) % AML
Assessment by multi-parameter flow cytometry; and next-generation sequencing based analysis.

GROUP

o o o jo)



ALFA-2101 — CPX-351 vs intensive CTx

PH
I: ﬁl@ A randomized Phase 2 study of CPX-351 vs intensive chemotherapy in adults (250y) with de novo intermediate-risk AML

Induction 1 (2) Conso 1 Conso 2 Conso 3
Key eligibility criteria only in patients aged <60y
S A IDAC IDAC IDAC
« Age =50 years IDA 12 mg/m2x3 1500 mg/m2/12h* 1500 mg/m2/12h* 1500 mg/m2/12h*
a d1,3,5 di,3,5 di1,3,5
+ Newly diagnosed de novo (= IDAC N= 210 patients needed

AML

*: reduced to 1000 mg/m2 in patients 270 years of age To demonstrate a 20% increase in the rate of

* No MDS-related cytogenetics R LAIP/DfN MRD <1073 after induction
 APL and CBF-AML excluded (from 48 to 68%)
T andier NFMT-mutated CPX351 CPX351 CPX351 CPX351 On February 17th, 2025:
exciude D 44 mg/m2 D 29 mg/m2 D 29 mg/m2 D 29 mg/m2 71 patients included
* No CNS involvement A 100 mg/m2 A 65 mg/m2 A 65 mg/m2 A 65 mg/m2
« ECOG-PS <2 d1/3/5 di1/3 d1/3 di1/3
e |Informed consent Li CPX351 d1/3
Allogeneic HSCT
Challenges:
- Randomization stratified by genomics: * Primary endpoint: rate of flow LAIP/DfN-based MRD <107 after the first induction course
secondary AML-like gene mutations, Y/N (9 genes) . Sefc?nté)arly_( endpoints: subsequent MRD response, Flow LSC-MRD, NGS-MRD, OS, RFS,
safety, Qo
* Flow MRD response as primary endpoint - Exploratory endpoint:

- interaction with the sAML-like mutational status
- interaction with the PgP activity



Multicenter phase Il non-randomized study assessing
CPX-351 in post-MPN AML (FILO)

* Age = 18 years

. 68y (45-78
- Newly diagnosed post MPN-AML (ET, PV y (45-78) CRICRI 44%
PMF or post-ET/PV MF) Prior MPN
« Eligible for intensive chemotherapy ET 39% CR/CRIi without 279%
PV 10% MRD (MFC) °
PMF 29%
s Post-ET/PV MF 22%
CPX 351: 100U/m?/D Sﬂi&;:ssu/rv\’/:nhms ::"&E‘; ECOG PS Day-30 death 12%
D1, D3, D5 D1,.D8 b2iropas 0—1 80%
'"grg‘;" 1 Consolidation 1 Consolidation 2 2 2 0 %
::t:l:i 7 | \ ELN 2022 AIIO'HSCT 10
' Favorable 2
: - ’IAr:;ermediate 980 mOS 6 months (4.5-12)
= < > | 1;'3(;'?;‘521/" M '::‘:::; Allogeneic :g:::ss:f‘::; verse
3';:':;‘2‘::“ : tra:splantation ttttttttt M u ta ti o n s
' | JAK? 49% mEFS 5.5 months (3.3-6.5)
C St ey 3 montns TP53 39%
- S ASXL 1 37% Median follow-up of 11.5 months (range 8.0-13.6)
discontimyation EZH2 27%
TET2 27%
CALR 17% Molecular factors impacting OS
MPL 2% TET2-mut (OS, 3.6 months vs 8.2, TET2-WT)
FRENCH INNOVATIVE TP53-mut (OS, 4.6 months vs 9.7, TP53-WT)

Garciaz S, ASH 2023



Adding a third drug to 7+3 may improve response rate and outcome
Lomustine (CCNU) in older AML (>60y)

LAM-SA 2007 trial: IDA-ARAC-CCNU DEXAML-02 trial (>60y)
IDA-ARAC-CCNU + DEXAMETHASONE

RUNX1: 23 (21%), ASXL1: 23 (21%), BCOR 6: (5%), EZH2: 5 (5%)

Non adverse karyotype

o253 SF3B1: 3 (3%), SRSF2: 27 (24%), STAG2: 18 (16%), U2AF1: 7 (6%),
e ZRSR2: 3 (3%) TP53: 2 (2%) (with intermediate-risk cytogenetics)
i Srar(ia6
g Ron A 100 5,
i) B
g s IDH7 (11.3%) L L'L\_H_‘lr
CEBPA (9%) . L
TP53(2%) B 0.75 — T

© 5 T A e > 1 A AR DDA 0T VSO P VAt S GV A D T

S T T S S R A e A P R T N T S S A TS o s e

DO R SR S S S S R (R SRR S S
Genes

Survival probability
3

0.254 p=0.0980
=g ELN adverse 8 ELN adverse ’ —— Favorable
- - —— Intermediate
" - 0S - )
2 EFS 2. 0.00 Adverse
0 3 6 9 12 15 18 21 24 27 30 33 36

g =5 CCNU , Time (months

M at risk ( }
@ | 9 No CCNU Favorable 33 30 30 28 27 27 27 26 24 22 18 & 4
& S Intermediate 31 20 28 26 22 20 19 18 17 16 & & 2

Adverse 44 39 37 33 31 20 27 26 25 21 15 9 7
s | No CCNU ~
© 6 2|0 4I0 GIO BIO °© 6 ZIO 4|0 6'0 BIO

analysis time analysis time

Median OS in adverse AML: 27-5 (9-NR)

I i |© FRENCH INNOVATIVE
X i LEUKEMIA ORGANIZATION
Pigneux A, JCO 2018; Largeaud L, Leukemia 2020

Bertoli S, Haematologica 2025



Overall Survival (probability) >

Adding a third drug to 7+3 may improve response rate and outcome
Cladribine in younger HR-AML (18-60y)

0.3 1
0.2 1
0.1+

=== DAC, (n =222)
DAF (n=219)
= DA, (n=211)

1 2 3 4 5
Time From Diagnosis (years)

DAC vDA

Favorable

Intermediate

Unfavorable

Undetermined

DAF v DA

Favorable

Intermediate

Unfavorable

Undetermined

Reduced mortality Increased mortality

. i

Lad

L 2
T
1]

~
-

4
b
2

0.0

02 04 06 08 10 12 14 16 18 20 22

Hazard Ratio (95% Cl)

Holowiecki J, JCO 2012



Intensified purine analogue-based induction may improve response rate

FLAG-Ida vs DA/ADE
Long-term follow up of the MRC AML15 trial (16-59y)

and outcome

FLAG-Ida, % DAJADE, %  Unadjusted OR/HR (95% CI)  Stratified OR/HR (95% CI)
CR/CRi 81 79 091 (0-35-2:34); P=0-8 0-54 (0-19-1-55); =03
5-year cumulative incidence of relapse 3 64 056 (0-32-1:00); P = 0-05 047 (0-24-0-93); P = 0-03
5-year cumulative incidence of death in remission 24 14 1:32 (0-50-3-50); P = 0-6 079 (0-26-2-34); P= (.7
5-year relapse-free survival 4] b)) 070 (0-43-1-15); P= 016 0-54 (0-31-0-96); P = 0-04
2-year survival from relapse 8 19 143 (0-71-2-89); =03 067 (0-29-1-55); P =03
5-year overall survival 37 27 081 (0:52-1:26); P = 0-4 0-45 (0-33-0:90); P = 002
5-year survival censored at SCT 54 39 077 (0-45-1:33); P= 03 0-49 (0-26-0-90); P = 0-02
Median survival 20.6 months  20.2 months

% alive

100 -

75 9

50 <

25 -

ADE/DA
FLAG-Ida

Years from entry

22 20 20 18 12
15 15 14 13 "

-]
(-1
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Oral azacitidine maintenance in MRC-AML

Oral-AZA maintenance in AML: QUAZAR AML-001 study design

and eligibility criteria (Wei A, NEJM 2020)

International, multicenter, placebo-controlled, double-blind, randomized, phase 3 trial

PRE-RANDOMIZATION RANDOMIZATION RANDOMIZED TREATMENT PHASE EXTENSION PHASE

Key eligibility criteria:
« First CR/CRi with IC

+ consolidation
+ 255 years of age

+ De novo or secondary
AML

+ ECOG PS score 0-3

* Int- or poor-risk
cytogenetics

* Not candidate for HSCT

+ ANC20.5 x10°/L

* Platelets > 20 x10°/L

Randomization (1:1)

Within 4 months
(£ 7 days) from CR/CRi

Stratified by:
* Age:
55-64/= 65 years
* Prior MDS/CMML:
Yes/No
« Cytogenetic riska:
Int/poor

+ Consolidation:
Yes/No

Oral-AZA

300mg —»

QD x 14 days

z 28-day cycles
\

\l

PBO
QD x 14 days

v

4891242 9 10 ¢ Miana
juawissasse asuodsay

v CRIGRi ————————>
i

\  BMblasts

\

5%-15%

> 15%
BM blasts

Oral-

—> AZA/PBO —>

—>

x 21 days©

Stop Tx —»

X1 anunuo)

c
5
g
s
=]
5
@
>

Patients randomized to
Oral-AZA could continue
to receive Txin an

f optional extension phase
/

Patients randomized to

PBO had Tx discontinued
and were followed for OS

SURVIVAL
FOLLOW-UP

A post-hoc analysis of outcomes of patients with AML with

myelodysplasia-related changes who received oral azacitidine
maintenance therapy in the QUAZAR AML-001 study

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

Probability of RFS

No. at risk

Oral-AZA
events: 39/56
Placebo
events: 42/45

RFS

Oral-AZA, median 7.5 months (95% Cl, 3.8-14.3)

—&— Placebo, median 3.7 months (95% Cl, 1.9-6.3)

Oral-AZA vs placebo: HR, 0.57 (95% Cl, 0.36-0.88)

Unstratified log-rank test: P = 0.0111

36 42 48 54 60 66

12 18 24 30
RFS from randomization (Months)

72

0OS when censored for HSCT2

1.0 Oral-AZA, median 19.9 months (95% Cl, 14.6-32.0)
0.9 —&— Placebo, median 14.8 months (95% Cl, 10.1-19.7)
0.8 Oral-AZA vs placebo: HR, 0.59 (95% CI, 0.36-0.94)
“ Unstratified log-rank test: P = 0.0261
8 07
ot
° 0.6
2
3 0.5
2
g 0.4
& 03
0.2
0.1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk 0S from randomization (Months)
Oral-AZA
ot 3g/5 56 46 34 26 22 19 14 9 7 5 4 4 4 1 0
Placebo 45 35 23 14 7 4 2 2 2 2 0 0 0 0 O

events: 34/45

Voso MT, ASCO 2024
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Recent progress in sAML

Newly diagnosed s-AML

2000-2023

Intensive chemotherapy

N=772

Median age: 63y
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Frequency %

How to improve intensive chemoth

Adding venetoclax ?

. CAVEAT study (DA, 2+5 + VEN) : mOS, 8 months (4.6-13.2) in SAML
- Chua CC, Blood Adv 2025
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Targeted agents despite lower frequency in sAML?
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related AML (A) patients and in 389 therapy-related AML patients (B). Query on the Genie
15.0 dataset of 7,156 leukemia patients

Marconi G, Frontiers Oncol 2024



V-FAST (Vyxeos - First Phase Assessment with Targeted Agents)

Open-label, multicenter, multi-arm, nonrandomized, phase 1b master trial (NCT04075747) to evaluate the safety and
preliminary efficacy of CPX-351 combined with targeted agents (midostaurin, venetoclax, enasidenib).

CPX-351 (Daunorubicin 44 mg/m2 + cytarabine 100 mg/m2) on Days 1, 3, and 5 + MIDOSTAURIN 50 mg twice daily on
Days 8 to 21.

Table. Baseline Characteristics of Patients Who Received CPX-351 + MID by FLT3
Mutation Status ! £ F .
T FTETECT Figure. Achievement of CR and MRD Megativity After Induction
{n=18) (n=0)
Age
Median (range), years 68 (40, 74) 62 (40, 71) 100 =
18 to 59 vears, n (%) 4(22) 2(33)
60 to 75 years, n (%) 14 (78) 4(67)
Sex, n (%) B0 4
Female 10 (56) 2(33)
Male g (44) 4(67) —y
Disease risk classification, n (%) E‘ 60 -
Favorable ] 1(17) &
Intermediate 12 (67) 4(67) £ P 83%
Poor 6(33) L{ET) £ ' in=5)
AML subtype, n (%)
de novo AML 14 (78) 6 (100)
AML-AHD 3(17) 0 201 B
Therapy-related AML 1(6) 0 n=1)
Prior HMA for MDS, n (%) 2(11) 0 -
ECOG PS, n (%) FLT3ITD FLT3TKD FLTZMD FLT3TED
0 4(22) 3(50) iN=17) N=g =10 N=3
1 12 (67) 3 (50
2 2011 0 Achieved CR* Patients with CR who achieved
Mkcti; AMLEAHD, acul gl oo ool o s aniccod i esobiolige Gorint; MRD negativity*
HMA, hypomethylating agent: MDS, myelodysplastic syndrome; ECOG PS, Eastern Cooperative Oncology
Group performance stans.
o = number of patients who received =1 dose of study drug and had sufficient data to be included in the analysis.

McCloskey J, ASH 2022



Former classification

“Secondary” AML
t-AML / MRC-AML

New classification

MR-AML
\Therapy—re]ated / prior MDS or MDS / MPN (diagnosis qualiﬁers)j

Future Se— ;

Evaluate fitness for intensive therapy including HCT

| Early identification of a suitable donor
challenge — |

Yes
v
( TP53 mutation / monosomal karyotype ? \l
'
. : 1 :
Improve response rate to CPX-351 (and CR without MRD No Yes
before alloHSCT) : | Y
_ _ _ o _ NPM1 mutation ? Clinical trial ? |
Schedule transplantation as soon as induction decision is N o e
made No Yes No Yes
v v y v
Post-alloHSCT intervention Shxeal Trea a Prest Fovor
€ novo clinica
i i i 3+7 3+7 .
Improve maintenance in non transplanted patients 4 tageted et AML o igetedsaet trial
Deal with new comers: post-immune intervention, post-PARPI E- {cm = cr’j,fcm cR [cR NoCF},fCRi
Specific prospective clinical trials [ Conso (" AlloHCT isnes T
{_; ......................... -l ASAP ‘_/ ....................... : ASAP
AIIOLJ—' AlloHCT
i Maintéhance ' Mainfgf-\ance
Oral azacitidine Oral azacitidine
Targeted agent _\ Targeted agent
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