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Background

« Understanding of pathobiology of leukemia, has
led to identification of therapeutic targets and
development of novel therapies.

 Highly sensitive monitoring technigues has led
to more precise treatment decisions and
seguencing of therapies.
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Drug approvals since 2017 for AML

Midostaurin Glasdegib in Ivosidenib for
for ND combination RR IDH1m Olutasidenib
FLT3m AML with LDAC for AML & ND for RR IDH1m
e AML intensive AML intensive AML
combination ineligible ineligible
with IC

April 2017 Sept 2017 Nov 2018  July 2018- May 2019 July 2020 Dec 2022

Aug 2017 Aug 2017 Nov 2018 Nov 2018 Sept 2020 July 2023 Nov 2024

CPX-351 for Enasidenib . o Quizartinib
Gilteritinib

ND t-AML, for RR for RR for ND

SAML or IDH2m AML FLT3m AML FLT3-ITDm

AML-MRC AML

@ rLzinnibitors ( apc (@) cPx-3s1 @ Hedgehog inhibitor BCL2 inhibitors (@) IDH inhibitors HMA

Menin inhibitors
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Outcome of AML over the last decades:

on and off clinical trials

Survival Probability

o
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AML by Decade (excludes APL, CBF). On Protocol

Age <60
— 1980-89
— 1990-99
— 2000-09
2010-19
— 2020-23

AML by Decade (excludes APL, CBF). On+Off Protocol
Died Median (mo)

Age <60
— 1980-89
— 1990-99
— 2000-09
2010-19
— 2020-23

Total
342
460
560
531
183

Total

208
426
401
383
140

Died Median (mo)

190
356
282

1.8
13.1
20.3

215 41.2

48

p <0.001

312
387
411

70

p <0.001
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AML by Decade (excludes APL, CBF). On Protocol
Age >60 Total Died Median (mo)

— 1980-89
— 1990-99
— 2000-09

131 131 53
434 425 54
526 8.3

AML by Decade (excludes APL, CBF). On+Off Protocol

Age >60

— 1980-89
— 1990-99
— 2000-09
2010-19

3

Total Died Median (mo)
258 258 4.5

473 463 5.6

754

Kantarjian et

al. BCJ 2024



Risk stratification in AML

Risk category

Bt Favorable

In
Intermediate

P

Adverse
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Genetic lesion

1(8;21)(g22;922); RUNX1::RUNX1T1
inv(16)(p13.1922); CBFB::MYH11
Mutated NPM1 without FLT3-ITD
bZIP in-frame mutated CEBPA

Mutated NPM1 with FLT3-ITD

Wild type NPM1 with FLT3-ITD
t(9;11)(p21.3;923.3); MLLT3::KMT2A
Cytogenetic abnormalities not classified
as favorable or adverse

1(6;9)(p23;934.1); DEK::NUP214
t(v;11923.3); KMT2A-rearranged
t(9;22)(934.1;911.2); BCR::ABL1
inversion(3)(q21.3926.2) or
t(3;3)(g21.3;926.2); MECOM(EVI1)

-5 or del(5q); =7; —17/abnormality (17p)
Complex karyotype (2 3), monosomal
karyotype

Mutated ASXL1, BCOR, EZH2, RUNX1,
SF3B1, SRSF2, STAG2, U2AF1, ZRSF2
Mutated TP53




Big Picture

e

Not eligible

for Intensive

\ induction

TP53m TP53m
IDH or17

S mutated *
del del
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Unmet needs or unsolved issues for
Induction in newly diagnosed AML
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Vinall diyi

n=d]

Median 21.3 months
17213y wuirvival
BN 1A%,

Veneld days

el

Medlan 186 months
1/ 2f341 siarvhval

Vens2 days

fal89

Midian 13.2 months
12 34r survival
A% BN 18N

L

Duration of venetoclax during induction

CR/CRI

All patients

n=270

ELN adverse

Karyotype
n=101

ELN non-
adverse
Karyotype
n=169

Ven 14 days

27/40 (68%)

2/ (22%)

25/31 (81%)

Ven 21 days

27/41 (66%)

9/15 (60%)

18/26 (69%)

Ven 28 days

117/189 (62%)

34/77 (44%)

83/112 (74%)

ST TN/

Pl 5
Ape-adjusteds 56
Karyitype-adjuiteded 51
TPs Fadjuited=0.83

iOH X adjusteds0.90

P-values

Ven 14 ys 21
Ven1dvs 28

010 0 4 ol L

Months

W C Willekens et al. ASH 22 Abstract # 222, O Karrar et al . AJH 2923



Molecular signature predicting outcome
with Azacitidine plus venetoclax

Mayo Genetic Risk Models for Newly Diagnosed Acute Myeloid Leukemia Treated With
Venetoclax + Hypomethylating Agent

Mayo Response predictors: VIALE-A Response predictors:
N =378 N =392
Favorable: NPM 1™, IDH2MVT, DDX4 1T Higher-benefit: TPS3™', K/NRASW', FLT3-ITDW'
Unfavorable: TPS3™VT, FLT3-ITDM", RUNX 1MV Intermediate benefit: FLT3-ITO™" or K/NRAS™T with TPS3%T
Lower-benefit: TP53""
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Dohner et al. Blood 2024

Mayo Genetic Risk Models for Newly Diagnosed Acute Myeloid Leukemia Treated With
Venetoclax + Hypomethylating Agent

Mayo Model
VIALE-A mPRS:
N =392
Low-risk TPSI*T, " FL W
Intermediate-risk: FLT3-ITO™" or
High-risk TPST™"
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Immune signature and outcome with
VEN+HMA

T-Cells Immune Clustering ldentifies Distinct Inmune Phenotype of TP53 mutated AML and responders to
Venetoclax plus hypomethylating agent

i

We performed a Rphenograph clustering on
25 paired BMMC and PBMC samples to
create 35 unique clusters for each.
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We discover immune depleted among
responders (CR/CRh/CRi) and immune
infiltrated phenotype in TP53-m AML.

N

T cell clusters among patients with TP53 mutation T cell clusters among patients with CR

i

Cluster 2* Cluster 17* Cluster 14* Cluster 29*

Cluster 2 Cluster 17

o B ve Clustar 29

Erno B ves otsl Event Median H o @ ves . et Event Macian B o B e p— o B ves "
- Chsteri?s 8 5 38Tmo

== Cluster17. 17 1 183me

Total Evets Median
. - Chstar 2D+ 18 1 1RIme
noster 18+
fmered o Cuser®.7 6 i28Tmo

5
250 30.0 == Cluster 14+ §
200 25.0 30.0

15.0 200 25.0

0.4
$ 0
& 15.0 % 20.0
10.0 - 15.0
. e
60 . H o 10.0
06 218 0 % 42 4 s - IR RN 5.0
0.0 ° . Months

0.0

35.0
[ZLE

3 b — VN
. 5
3
[ -
0OF 1218 34 30 36 42 43 B
Months

Probability of Su;wx\

Probability of Survival
Probabity of Survival

Prbabity of Susdival

B-cell activated . CD4 Memory T-cells | High P =0.005 CD8 T-cells low expression[P = 0.01 B cell activated| low P =0.01
expression expressio expression
n
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Management of FLT3 mutated AML in
Intensive ineligible

Newly diagnosed AML assessed for elig Relapsed/refractory AML assessed for eligibili
(n=32) (n=29)

Excluded Excluded

Did not meet inclusion/exclusion criteria Did not meet inclusion/exclusion criteria (n
Withdrew consent ( Withdrew consent (n [ FLT3ITD < 5x10°®
Elected to receive alternative treatment (n

B FLT3ITD = 5x10°°
Assigned to receive Assigned to receive

Azacitidine + venetoclax + gilteritinib Azacitidine + venetoclax + gilteritinib
(n = 30) (n =22)

NGS MRD for FLT3-ITD
Patients (%)

Discontinued therapy Discontinued therapy Undetected s
Cycle2 Cycle3 o Cycle 1 Cycle 2 Cycle 3 Cycle 4
Death in remission Death from refractory leukemia

Decision to pursue hospice ( Death in remission Timepnim
Financial, insurance, and/or logistical issues ( Death in PR

Physician decision to change treatment Physician decision to change treat

Relapse Refractory or relapse

Stem-cell transplant Stem-cell transplant

Cumulative rate of 19
NGS FLT3-ITD negativity

Remaining on therapy Remaining on therapy
(n=8) (n=0)

(%]
s
oc

Median RFS 6-Month RFS 12-Month RFS 18-Month RFS No. Median OS 6-Month 08 12-Month OS 18-Month 0OS
0 Not reached 0 %o 30 Not reached

12 18 24

Time (months) Time (months)
25(2) 16(7) 9 1200 0(21) 0f21) " : 19(6) 13(10) §(18) 1(22) 0(23) 0(23)
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Management of FLT3 mutated AML in
Intensive ineligible

INTERVENE Overall Survival
Seamless Phlb - Randomized Ph2 study design N ™

CR+CRi Median OS, months 16.6
Newly diagnosed AML, age > 60 years, unfit for intensive chemotherapy (95% CI) (10.1-NA)
Non-adverse cytogenetics by MRC2010

Non-evaluable
Ph 2 Randomized =RD

HR = 0.25 (95% CI: 0.08 t0 0.78)
Ph 1b Safety Run-In MLES
LDAC VENETOCLAX | MIDOSTAURIN Primary PR LDAC-VEN-MIDO
D1-10 D1-28 D11-28 endpoint u CRi

1 | 20mg/misc | a0omgdaily | somgeD | CR+CRi by 2 = CR

2 20mg/m?SC | 600mg daily 50mg BD Eoca

If posaconazole used, VEN 50mg D, Midostaurin 50mg D LDAC-VEN-MIDO LDAC-VEN LDAC-VEN

* Phlb (Chua et al, ASH 2022)
* N=18, CR+CRi 78%, median OS not reached

+ 2 patients with FLT3 mutations 21 sites Posterior probabil

PoC criteria met

Non-hematologic adverse events in Cycle 1

LDAC-VEN-MIDO LDAC-VEN

Febrile neutropenia 26.6'
Sepsis
Localized infection
Fover
Nausea
Constipation
Vomiting
intestinal Diarrhea
Mucositis oral
Tumor lysis syndrome - 5
Headache Present in 210% of patients /
AE of special interest
Grade 1-2

Grade 3+

Gastro-

Atrial fibrillation

Cardiac chest pain

Cardiac Prolonged QTc
Pericardial effusion

Pulmonary edema

Supraventricular tachycardia

MAYO

C%C Chyn Chua et al ASH 2024, Abs # 217



How to treat newly diagnosed TP53m

AML

Cellular

, radiation,

TP53 mutation

G, s @
B i ot S
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Genomic instability Cell cycle dysregulation

ZON
e

Resistance to apoptosis

2

Tumor angiogenesis

g @ Azl

, and oxidative stress

S e

® aq

Immune evasion Chemoresistance

Common TP53 mutated cancers
Ovarian, Esophageal, Colorectal,

Tumor Proliferation

O Induction strategy for TP53 mutated AML has evolved
over time with more use of hypomethylating agent plus
venetoclax based regimens.

O Hypomethylating agent plus venetoclax based regimens
demonstrated relatively better complete remission
rates but did not translate into better EFS or OS.

O Allogeneic hematopoietic stem cell transplant
demonstrated significance for better EFS and OSin
multivariate analysis
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Count (M)

0

Pancreas, Breast, Head and Neck,

Brain, Lung, Leukemia,

=

N I B -
;a7 2018-0une 2018
= Btz

Jury 2020-2021
N=45)

Lymphoma, Multiple Myeloma,
Sarcoma, Testicular, Prostate,
Malignant melanoma, Cervical

Juty 2018 June 2020
o8y

Time Periods

‘Overail Survival Prebablity (%)

Number at risk

M. Shahzad, ...

50

Time from AML @lagnesis (monns)

Cytotoxic Agents
Cytarabine, Daunorubicin
CPX-351

Healthy cell
cpa7 Vengto:lax
& \\ /
N \ /
Myeloid Blast /‘

PD-1 }’(
ylﬂ-d Y *

Anti-PD-1
Pembrolizumab
Nivolumab

Macrophage
Anti-CD47 mAb
Magrolimab

Hypomethylating Agents

Azacitidine, Decitabine .
Anti-CTLA-4

Ipilimumab

Induction regimen

3+7

HMA based

HMA + Ven

CPX-351

HDAC based

Other Low Intensity chemotherapy
Age at diagnosis (70 and over)
Complex CG
Bone marrow fibrosis
Extra-medullary disease
Multiple TP53 mutations
TP53 VAF > 40%

. Badar BCJ 2024, Badar et al. AJH 2022

J
=

Bispecific Antibodies, DART
Flotezumab, APVO436

N,

OR (95% ClI)

Reference
1.43 (0.50, 4.11)
3.06 (1.34, 7.54)
1.73 (0.70, 4.53)
2.22 (0.72, 6.86)
0.89 (0.12, 4.18)
1.36 (0.77, 2.38)
0.93 (0.40, 2.36)
1.20 (0.64, 2.22)
0.87 (0.23, 2.63)
0.79 (0.36, 1.63)
0.86 (0.46, 1.59)

P-value

NA




Impact of allelic burden on outcome
TP53m AML
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Multi-Hit

Badar et al. Haematologica 2024
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ty of Survival
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Duration of response in CR/CRi

N Event Months

== Single-hit 39 26 777

== Multi-Hi 38 12.83
P=0.73

0
0 6 12 18 24 30 36 42 48 54 60
Months

Overall Survival
N Events Months
=~ Single-hit 118 83 8.50
== Multi-hit 230 185 7.53
P=0.13

0 6 12 18 24 30 36 42 48 54 60
Months

Landmark analysis a g responders
100 N Events Months
== SH with allo-HCT 14 NR
SHnoallo-HCT 21 16 9
- MHwithallo-HCT 21 10 243
== MHnoallo-HCT 30 20 9.6
P = 0.0001

12 18 24 30 36 42 48 54 60
Months

Probability of Survival

of Survival

Event Free Survival
N Events Months
- Single-hit 118 97 3.
== Multi-hit 230 204
P=0.22

0
0 6 12 18 24 30 36 42 48 54 60

Months

SH and MH with or without CK
N Events Months
SHnoCK 59 32 997
SHwithCK 81 67 6.2
MHnoCK 16 11  10.07
MHwith CK 226 184 7.13
P=0.008

12 18 24 30 36 42 48 54 60
Months

Landmark analysis among responders
" e N Event Montt
SHCKallo-HCT 9 4 2363
SHno CKallo-HCTS 0 NR
-~ MHCKalloHCT 20 10 20.2
== MHnoCKalloHCT3 0 NR
J P=0.18

0 6 12 18 24 30 36 42 48 54 €0
Months




Should we consider alloHCT for

TPS3m AML

75

50

226/370 (61%)
Non-responders

25

Probability of Survival

0
0 6

1%) received
ge otherapy for
primary refractory or
relapsed disease

Probability of Survival
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== BMT after Induction
== BMT after Salvage

p=0.19

12 18 24 30 36 42 48
Months

0os

== BMT after Induction
—— BMT after Salvage

p=0.01

12 18 24 30 36 42 48
Months




Should we consider alloHCT for
TP53m AML

Predictors of transplant outcome in TP53-m AML

\u Vg
Ny Vg
Ny Vg

Best
Undetermined outcome

Inferior
outcome

. Conditioning intensity, t-AML,
Loss of CR/CRiin <3 TP53-m clearance before

months post allo-HCT, allo-HCT, maintenance
absence of cGVHD

MAYO
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Dec + VEN vs IC in ND AML: Phase 2b trial

pr————————————mmy | C2tMENt Nalve
AML, age 18-59 yrs,
‘ randomized 1:1.
Baseline
E—— characteristics were

n/N [95%CI] n/N %(95% CI) P Value*

o
@
c
o
a
@
@
(4
b
e
©
©

First Induction Cycle 3/94 [68-86] 64- (-9.1to 15.4) 0.095

Second Induction Cycle 84/94 [81-95] 59-87 10.6 (0.2 to 21.3) 0.0021 C O I I l p ar a b I e -

VEN-DEC 1A-12
N=94 n(%) N=94 n(%)
100-day mortality 4(4)

[Adverse Events

Hematologic adverse events (= Grade 3)
Leukopenia ) 92 (98) 1.0
Neutropenia 84 (89) 0.657
Thrombocytopenia 64 (68) 0.097
Anemia ) 26 (28) 0.869
Nonhematologic adverse events
Nausea/vomiting ) 25 (27) 0.269
Diarrhea 19 (20) 0.036
Abdominal pain ( 12 (13) 0.002
Infections (= Grade 3) 63 (67) <0.001

Serious adverse events (2 Grade 3) 39 (42) 0.003

Septic shock

MAYO
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Survival

Deaths in VEN-DEC were mostly from progression (12%), in IA-12 (9%) from treatment-related SAEs.
CEBPAPZIP-nf mytations lead to lower 1-year RFS in VEN-DEC-treated patients, potentially affecting OS.

Survival in CEBPAVPZIP-Inf patients

Relapse-Free Survival Overall Survival
VEN-DEC 1A-12 : : -

(N=84), n (%) (N=94), n (%)

e VE

Total number of patient death 16 (17) 14 (15)

Due to disease progression I 1 (3) 3 g o]
1 | ]

! B ) ol
1 % =

Due to treatment-related SAE

Due to transplantation-related
SAE

VEN-DEC = [A-12

« At a median follow-up of 12.1 months (R, 0.33 to 26.5), the median
survival time was not reached in either group, with no significant
difference in EES (hazard ratio, HR=0.91, p=0.714) or OS (HR=1.15,
p=0.705).

« VEN-DEC group, patients with CEBPADbZIP had a 1-year RFS rate of
52.5% (95% CI 33.2 to 83.0), significantly lower than 85.1% (95% CI
68.0 to 100) in the 1A-12 group (HR for relapse or death, 5.43; 95% CI
MAYO

diNie  1.14 to 25.75; p=0.017).
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Consolidation
Rx for AML

Consolidation
* Cytarabine or
Cytarabine+GO (if given
during induction)

1f MRD —ve by C2, no

benefit of AlloHCT for OS.

« Consider allo-HCT in pts with
MR D+ after C2

*« HMA maintenance if allo-

HCT not planned

Consolidation
Cytarabine + Midostaurin
(FLT3 ITD or TKD)
Cytarabine plus Quizartinib
(FLT3 ITD only)

Allo-HCT

Sorafenib maintenance post
allo-HCT (FLT3 ITD)
Gilteritinib or Quizartinib for
MR D+ve post allo-HCT

TP53m
or17p
del

Consolidation
Allo-HCT recommended
Cytarabine, CPX-351, FLAG
or HMA +Ven as per
induction
No strong evidence to
support maintenance therapy
post AlloHCT.

Ineligible for
Intensive
induction

mutated P
del

Consolidation

+ Continue therapy used during
induction.

* Allo-HCT in eligible pts.

* Oral azacitidine maintenance
if AlloHCT not planned.

e Post AlloHCT FLT 3 inhibitor
maintenance.

MAYO
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Unsettled Issues regarding
consolidation for AML in CR1
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Duration of Venetoclax plus HMA therapy;
ineligible for AlloHCT

Manths

a6

=+ MRDneg
== All patients

Y%survival

W VEN-AZA treatment
ff VEN treatment
B Off VEN-AZA treatment
[ Disease recurrence
X Death
o MRD negativity

All patients 62

MRDneg 24

== < 5 VEN-AZA cycles
=k > 5 VEN-AZA cycles

P value= 0.0128

%Yosurvival

g,

5
2

°
£y
(-]
I
(=]

poo!

25cycles 26
<5cycles 36

36
Manths

Mo, at risk

— s

(E)

= STOP VEN i
== STOP VEN-AZA

STOP VEN
== STOP VEN-AZA

P value= 0.163

Y%survival
Y%survival

Relapse free suryi

24

Time on therapy (months) STOP VEN 34 STOP VEN 34

STOP VEN-AZA 28

Subset of pts had durable TFR after MRBISve Cixaeagr-R 8070, Outcome were

being on VEN+HMA for > 12 mo inf with < 5 cycles. No diff with stopping AZA
or AZA +VEN

Chua et al. Blood Adv 2022, Garciaz et al AJH 2024

STOP VEN-AZA 28



Utility of MRD for AlloHCT decision In
NPM1m AML, co-mutated with adverse
risk mutations

Study design

NCRI NCRI
AMLA17 trial AMLA19 trial

NPM1-mutated AML

\/

In remission after 2
induction courses

¥

NPM1 MRD by RT-
qPCR in blood

737 patients.

Impact of transplant in first
remission assessed by time-
dependent Cox regression

Study design

NPM1-mutated
AML

s

"
1357 patients

NGS GPCR MRD
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Blood MRD+ post induction

Transplant in first remission
associated with improved survival

Blood MRD- post induction

No benefit to transplant in first
remission

CR1 alloSCT

CR1 alloSCT No CR1 alloSCT

No CR1 alloSCT

Consistent findings in all examined subgroups, including FLT3-ITD:
MRD positive MRD negative

« =
—_—
—_
025 0.5 1 2 025 05 1 2

Factors associated with key outcomes on multivariable analysis

No ITD
FLT3ITD

Post C2 blood
MRD negative

Relapse from

MRD negative Overall survival

Age
wcc

Intermediate cytogenetics
Adverse cytogenetics

NPM1 non-ABD
DNMT3A mutation
FLT3-ITD

NRAS mutation
IDH2 mutation
IDH1 mutation
WT1 mutation
Gemtuzumab

FLAG-lda ——— ——

Post course 2 peripheral All MRD negative groups MRD negativity strongly
blood confirmed as the (except adverse cytogenetics)  associated with improved

most prognostic MRD had 3-yr survival >70% survival (HR 0.31) when
measurement and relapse <40% added to regression model

Othman et al. Blood 2024

NPM1-mutated AML achieving MRD
negative after 2nd induction, showed
no survival benefit with transplant in 15t
remission, even if FLT3m

Even in pts with co-existent
adverse risk mutation, MRD
— remains determinant of
OS.



Benefit of maintenance therapy post
AlloHCT in high-risk AML (marker-agnostic)

HMA as a maintenance therapy post Low dose decitabine + G-CSF post allo-
allo-HCT HCT for HR AML MRD-ve

* Initial reports suggest
encouraging results with mod.
doses of HMA."2

* Later PIII study was
conducted, 187 HR MDS/AML
randomized, 87 received AZA
(32 mg/m2) maintenance.3

*RFS:2.07vs 1.28 yrs (p =
43).

- 0S: 2.52 vs 2.56 (p = .85)

* PIl, randomized study in g
204 pts with HR-AML
MRD-ve post allo-HCT.

* G-CSF 100 ug/m2 DO-
5, Dec 5 mg/m2 D1-5.

* PE: RFS

» 2-year CIR; G-Dec gp
15.0% vs 38.3% (HR
0.32 [95% ClI, 0.18-
0:57]:"p= .01).

@)  Pusicetal BBMT 2015', de Lima et al. Cancer 20102 Oran et al Blood Adv 2023° @9 Gao et al. JCOSIT0

Venetoclax (VEN) + AZA maintenance
Eprenetapopt (APR-246) + AZA after post allo-HCT for AML/ALL/mixed
allo-HCT in TP53m MDS/AML. phenotypic leukemia

APR-246 (p53 « PIl study on 30 pts VEN (100 mg
reactivator) + AZA was D1-'7) + AZA (32 mg/m2 D1-5) as
evaluated in a PIl study, maintenance therapy post allo-HCT

enrolling (33/84) for 12 mo.
allografted TP53m - After 11 pts, VEN dose reduced to
MDS/AML pts. 50 mg.

“PE:RES “'PEFRES

* The median fu was 8.67 mo;
estimates of RFS and OS at 1-year
were 69.2% (52.1%-91.8%) and
90.2% (78%-100%), respectively

* RFS:12.5 mo (9.6-NE)
» OS: 20.6 mo (14.2-NE)
N - Most significant G3 AE’s

were cytopenia.
@y Oran et al. ASH abstract 2022

INIC
@ Mishra et al. JCO 2022



Conclusion: HMA maintenance therapy

* |t Is Important to identify, who will benefit most.

* Use homogenous pt population to conduct
trials.

« HMA combination therapies? (HMA+VEN [PlIl];
NCT04161885, NCT04102020)

 Utilize pre-emptive strategy, initiating HMA
based on MRD (RELAZA2).1

MAYO

C%C Platzbecker et al. Lancet Onc 2018*



Maintenance therapy for FLT3 mutated AML

Plll study of sorafenib
maintenance post allo-HCT
in FLT3-ITD mutated AML

* Pts 18-60 yrs, in cCR pre and post g
allo-HCT and had count recovery
at D60.

» Randomized to receive sorafenib
(n=100) for 6 mo or control
(n=102).

* PE: 1-yr cumulative incidence of
relapse was met: HR 0.25 (95%
Cl, 0.11-0.57, p= 0.0010).

MAYO
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Xuan et al. Lancet Oncology 2020

MORPHO trial: Gilteritinib post allo-HCT
in FLT3-ITD mutated AML

* PlII study on 356 FLT3-
ITDm AML pts in CR1
pre allo-HCT, free of
GVHD assigned
gilteritinib (n=178) or
control (n=178) for 24
mo.

* PE; RFS, SE; OS and
impact of MRD pre- &
post allo-HCT on
RFS/OS.

MAY MAYO
CLIN @y Levis et al. JCO 2024
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* Randomized PII study on |

* PE: RFS was not met

RADIUS trial: Midostaurin post allo-HCT
in FLT3-ITD mutated AML

60 FLT3-ITDm AML pts
in CR1 pre allo-HCT,
assigned midostaurin
(n=30) or control (n=30)
for 12 mo.
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Maziarz et al BMT 2020

MORPHO trial: Gilteritinib post allo-HCT
in FLT3-ITD mutated AML

Secondary analysis

* Impact of molecular MRD
(PCR-NGS) at a level of =
1 x10 pre- or post-HCT.

- Gilteritinib showed benefit |8
for RFS in MRD+.

« Significant AEs were
mainly myelosuppression.

Fig A/B; MRD peri-HCT irrespective of Rx arm, Fig
C/D MRD peri-HCT based on Rx.
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Conclusion: FLT3i maintenance post
allo-HCT

« Data Is heterogeneous; (a) assessment of
MRD, (b) use of FLT3i during induction (c)
concurrent mutation analysis/data was not
available on most studies which could impact
benefit with FLT3I.

 Duration of FLT3i post allo-HCT: Sorafenib
showed benefit; whether 6 mo or 24 mo post
allo-HCT?

* More potent FLT3i only showed benefit on
subset of pts with MRD, did the benefit with
Sorafenib driven by multi-kinase activity?




Rx for R/R AML

Ineligible for
Intensive
chemo

TP53m TP53m
or 17p or 17p
del del
SEWECCREIET)Y
Salvage Therapy . Gilteritinib Salvage Therapy Salvage Therapy Salvage Therapy Salvage Therapy
+ Cladribine+ cytarabine + G- « HMA + Sorafenib + Clinical trial + Enasidenib + Clinical trial
CSF +/- Mitoxantrone or - HMA®+ Ven plus FLT3i * Venetoclax based therapy if + Gemtuzumab * lvosidenib. - BSC
idarubicin « Ivosidenib. Olutasidenib. not received prior * LDAC plus * Olutasidenib.
* Fludarabine+ cytarabine +G- . Epasidenib + FLAG +/- Ida, CLAG-M glasdegib * Gilteritinib
CSF +/- or idarubicin ° REVImEDD « CLAD/LDAC/Ven *« HMA + Sorafenib
* Venetoclax based Rx  Clinical trials of
. MEC Menin inhibitors in

NPML/LMT 2Ar

Ciic Consider allo-HCT in eligible pts

e
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Issues needs to be addressed in RR
AML
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How to best manage RR AML post
venetoclax failure

RAS
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Dismal outcome post venetoclax based
therapies

=

Overall survival (%)

o

Overall survival (%)

Pts refractoryto,  pegian 0
or relapsing after 24 th
VEN+HMA (n=41) ol

10 12 14 16 18 20 22
Months

Median OS
Frontline Therapy {months)

~— HMA+VEN (n=88) 15.1
—~ Intensive chemo (n=278) 8.1
HR 0.57,

95% Cl0.44-0.75,
p<0.001

P

48 56 216

Maiti et al. Haematologica 2020

Overall survival (%)

o

Overall survival (%)

Subsequent Therapy  padian 0S
For R/R AML After (oonths}

Frontline HMA+VEN

-+- Yes (n=24) 29
=~ No (n=17) 1.3
HR 0.41, 95% CI 0.19-0.88, p=0.003

0 2 4 6 8 10 12 14 16 18 20 22

Months

Relapsed or Refractory Median OS
After Frontline Therapy (months)

~- HMA+VEN (n=39) 23
- Intensive chemo (n=162) 3.6

HR 1.76,
95% CI 1.10-2.77,

Months




IDH and FLT3 targeted therapy after
venetoclax

Response with FLT3I Response with IDHI

Ciic OS with IDHi: median 3.6 mo OS with FLT3i; median 6.7 mo
Bewersdorf et al. Leuk Res 2022
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Intensive chemotherapy after venetoclax

Total Cohort
=+ No AlloHCT
Y AlloHCT

Percentage Survival

®
=
o) o
w
o
@
Pt
(TN
-
=
@
>
w
@
=]
@
=
=
[
o
Pt
@
o

Time (months) Time (months)

Risk Table Risk Table

22 8 7 R 2 1 17

Median OS 4.8 months, ELN adverse risk or transplant
Ineligible have poorer outcome

Achar et al Leuk Res 2024



Menin inhibitors for acute leukemia

NPM1mt

DOTL1 t
Sec KMT2Ar /
KMT2A =
HOXA9 [ =
LEDGF MEIS1—>FLT3 -

Small molecule menin inhibitors  Zitomenib
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Revumenib for RR Acute Leukemia with
KMT2A-r: AUGMENT 101

Bl Adult
B Pediatric
% CR/CRh
4 CRp/CRi
MLFS
O Progressive disease
> Ongoing at data cutoff
+ Adverse event
A Patient withdrew consent for treatment
>|< HSCT
¢ Noncompliance
[ Patient did not achieve at least
a PR after four cycles
U Prohibited concomitant medication

100 W00 L CILI LI W NI NIRI RIRININININ = 3 33 33 s

@
1%}
c
=}
o
7
s}
o
-
=
@
=
©
o
©
S
=
>
=
=

DOADO B GN =S DD ~IG OGN = O D0 ~I DTN LI = OO0 ~I DU W=

W

6 8
Duration of Treatment (months)
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B @ @
s S S

Remaining in CR + CRh (%)
8

Median, 6.4 months (95% Cl, 3.4 to NR)

Time (months)

Number at risk E: 4

B

A

Median, 8.0 months {85% Cl, 4.1 to 10.9} 4 Censored

9
Time (months)

Number at risk 57 4

Issa et al, JCO 2024



Ziftomenib + Intensive induction in
NPM7Tm or KMT2Ar AML (KOMET-007)

Adult AML with .
NPMI-m or Phase 1a: Dose Escalation

KMT2A-r enroll
independently Dose Selection Endpoints
Ziffomenib + 7+3 (Phase 1a):

Dose level 3: 400 mg Primary

Zifto and 7+3

bris 220 patients

Newly Diagnosed Dose level 2: 400 mg AEs

Adverse-Risk®

(N=51) Secondary

Dose level 1: 200 mg
CRc®
ORR

Dose level ~1: 100 mg e
(o}

Ziftomenib started on Cycle 1 Day 8 and administered continuously thereafter. Cytarabine administered on Cycle 1 Days 1-7; daunorubicin on Cycle 1 Days 1-3;
re-induction cycles allowed based on bone marrow biopsy results

Here, we present data from the dose escalation (Phase 1a) in patients with Adverse-Risk® AML (data cutoff: Oct 1, 2024)

Dose expansion (Phase 1b) is ongoing and includes all newly diagnosed NPM1-m and KMT2A-r AML patients, with or without adverse-risk

isk

MAYO
CLINIC

@y Zeidan et al. ASH 2024, Abs# 214



KOMET-007: Safety and efficacy

Safety and Tolerability of Ziftomenib in Combination with 7+3 in 1L AML (N=51)

TEAEs in 230% of All Patients

KMT2A-r

200 200 mg 400 mg 600 mg Total
TEAEs, n (%) | (n=10) (n=9) (n=8) (n=27)

Any Grade 8 (89) 22(92) 10 (100) 9 (100) 7 (88) 26 (96)

Febrile neurtmpeinia 4 8(89) 17 (71) 8 (80) 4 (44) 5 (63) 17 (63)
Diarrhea 27(53) 4 (44) 12 (50) [ s (60) 7(78) 2(25) 15 (56)
Platelet count decreased 22 (43) 4 (44) 15 (63) [ 3(30) 2(22) 2 (25) 7 (26) ‘
Anemia 19 (37) 4 (44) 10 (42) [ 4 (a0) 3(33) 2(25) 9(33) \
Nausea 19 (37) 3 3(33) 10 (42) | (40) 2(22) 3(38) 9(33) ‘
Neutrophil count decreased 18 (35) 3(33) 12 (50) [ 3 (30) 2(22) 1(13) 6(22)

Constipation 18 (35) 5 (50) 2(22) 2 (25) 9(33) ‘

* Safety profile of ziftomenib in combination with intensive chemotherapy was similar to that reported for newly
diagnosed AML patients treated with 7+3 alone!

* Rate of TEAEs was consistent across escalating doses of ziftomenib

Clinical Activity in All Response-Evaluable? 1L Patients (N=46)

Historically, only 33% of 7+3 treated newly diagnosed Adverse-Risk AML patients achieve CRc, with a median
overall survival of ~¥6 months!?

200 mg
(n=10)

42 (91) 8 (100) 7 (100) 8 (100) 23 (100) 4 (100) 19 (83)
42 (91) 8 (100) 7 (100) 8 (100) 23 (100) 4 (100) 19 (83)

42 (91) 8 (100) 7 (100) 8 (100) 23 (100) 4 (100) 19 (83)
0 0 0 0 0

0
0
0
0

0

4/6 (67) 4/7 (57) 5/8 (63) 5/6 (83) 2/2 (100)
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CLINIC
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Summary

* Progress has been made in improving outcome
of AML, especially in young; eligible for IC.

 Elderly AML, those enriched with adverse risk
mutation continues to have sub-optimal
outcome.

* More sensitive MRD assesment techniques are
evolving end favorably shaping consolidation
strategies in AML.
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Thank you
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