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Acute Myeloid Leukemia (AML)

Disease of older adults (median 67-70 years)
Biologically diverse (karyotype, mutations, antigens)
Clinically aggressive disease with survival in weeks-months
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Genomic Abnormalities identified in adult AML
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Ideal diagnostic workup of AML (2026)

CO45 V421

- > Conventional cytogenetics, FISH (per request), marrow IHC .

> Morphology (BM, PB), Flow cytometry (CD33) 5\ :

> Mutation results (diagnostic, actionable therapeutic target)

- FLT3, IDH1, IDH2, NPM 1 - ANKRDZ26, BCOR1, BRAF, CBL,
- CEBPA, DDX41, TP53, ASXL1, CSF3R, DNMT3A
BCOR, EZH2, RUNX1, SF3B1, ETV6, GATA2, JAK2, KIT, KRAS,
SRSF2, STAG2, U2AF1, ZRSR2 NRAS, NF1, PHF6, PPM1D, PTPN11
RAD21, SETBP1, TET2, WT1
REQUIRED (3-5 days)

RECOMMENDED (1t cycle)
NCCN guidelines 2025
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Outcomes with IC vary significantly based on the underlying

Favorable

Intermediate

Adverse

cytogenetic and molecular features
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* This population of patients had been treated with standard intensive chemotherapy. ELN, European LeukemiaNet. 1.
DohnerH etal. Blood. 2022;144(12):1345-1377. 2. Adapted from Haferlach C et al. Blood. 2016;128:286.



AML: Chemotherapy and Targeted Therapy

Mutation-agnostic
chemotherapy

Mutation-specific therapy

¥

7+3 +/- GO

CPX-351

IC

CLAG-M/ FLAG-Ida

Non-IC | Ven+HMA/LDAC

CLAG-LDAC

5-10%/ 5-15% ' 27-30% ' 30% YO%

GO HMA LDAC

P53 mut IDH1/2 mut FLT3 mut NPM-1 mut
and KMT2A-r
Clinicaltrials lvosidenib (IDH1) Midostaurin/7+3 Revumenib
HMA +/- Ven Olutasidenib (IDH1) Quizartinib/7+3 Ziftomenib
Enasidenib Gilteritinib Bleximenib*
(IDH2)

Enzomenib*

Clinical trials




New and Emerging Therapies for AML

* Triplet regimens for upfront AML therapy
* Novel menin inhibitor
* Novel antibody drug conjugate

* Immunotherapeutic approaches

* T cell engager (wildtype FLT3)
 CAR-NK therapy (CD33 and FLT3)



iLeukemia _ t From Harry Potter
Doc ' ) . “Fluffy’,
. 3-headed dog



Current therapy for Newly Diagnosed
Acute Myeloid Leukemia Patients based on Fitness

PATIENT CHEMO INTENSITY

DIAGNOSIS Intensive Chemotherapy:
Fit patient 7+3 (cytarabine + anthracycline)
(ECOG, age) CPX-351 (liposomal 7+3)

Acute Myeloid CLAG-M, FLAG-Ida

Leukemia

‘ A S L Less intensive chemotherapy:

::z;s gztzaetry DA Venetoclax + Azacitidine
LDAC + Venetoclax, LDAC + cladribine
Karyotype
Mutational analysis
(NGS, qPCR)

*TRIPLET: Add a 3" targeted agent to frontline chemo




Gilteritinib/Ven/aza in ND FLT3™ut AML pts ineligible for intensive
chemotherapy: interim results of phase 1/2 VICEROY

Patient meeting the discontinuation criteria

TRIPLET TREATMENT PERIOD
— LTI Lon-TeRM

age with ND FLT3™ut*
AML ineligible for c2-12t TREATH::EIHIT‘PERIDD
intensive induction » o
chemotherapy AZA (75 mg/m* qd, D1-7) AZA (75 mg/m? qd, D1-7)
GILT (80 mg qd, D1-28) and/or

(275 years of age or
ynungeyr' with pr’n?'libillve VEN (200/400 mg qd for GILT (120 mg qd, D1-28)
comorbidities) dose level 1/2, D1-28)

C1*
AZA (75 mg/m* qd, D1-7)
GILT (80 mg qd, D1-28)

VEN (200/400 mg qd for
dose level 1/2, D1-28)

Survival follow-up
(every 3 months for

Primary: Randomized 1:1 Patients could proceed to  Patients could proceed to the long-term treatment up to 3 years)
DLTs to 2 dose levels C2D1 if ANC 21000/pL and  period if they continued to benefit, as determined by:
Safety events (VEN200 and VEN400) platelets =50x10° pL 1. Response to treatment (CRc)
CR rate 2. Toleration of regimen without the occurrence aof
PK hypocellular BM or severe prolonged prohibitive
Secondary: CRe, OS, MRD myelosuppression (ANC 500/pL)

Response assessment and dose adjustments

« BM testing required on C1D14: If <5% blasts or hypocellular (<5% cellularity) BM, VEN and GILT were interrupted after D14
+ BM testing was repeated on C1D28

« Additional BM testing on C2D28

« AZA/VEN/GILT duration adjusted in subsequent cycles based on tolerability

Altman JK et al. ASH 2025



Gilt/Ven/Aza: Safety, tolerability, and dose reduction

* No DLTs were observed with VEN200 (n=20), and 2 patients experienced DLTs with VEN400 (n=24)

« Safety events® occurred in 5 patients in each arm in the first 3 cycles
« All DLTs and safety events were resolved and did not lead to study discontinuation or mortality

VEN200 VEN400
(n=20) (n=24)
DLTs,' n/N (%) 0 2/20 (10)
Prolonged grade 4 neutropenia® 0 1/20 (5)
Prolonged grade 4 thrombocytopenia* 0 1/20 (5)
Tumor lysis syndrome?® 0 1/20 (5)
Safety events in the first 3 cycles, n (%) 5(25) 5(21)
Common safety events (22 patients), n (%)
Febrile neutropenia 3(15) 0
Increased AST 1(5) 2(8)

Increased ALT

VEN treatment duration was shorter
than the planned 28-day protocaol,
declining from a median of 16 days in
C1 to a median of 10 days in C3.
Despite variabilities in exposure, patients
still achieved robust responses and
survival (12-month OS of 60% and 78%
with VEN200 and VEN400,
respectively)

Altman JK et al. ASH 2025



Gilt/Ven/Aza: Response rates and Overall Survival

1.0
|
- Median (95% CI) f/u for OS:
| Sp—
L oS - VEN200: 19 (15-24) mo
——-- mMOS=22 months :
Median (range) Median (95% CI) 0.8 4 I VEN400: 16 (14-19) mo
Response time to response, duration of i A
months response, months :
|
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CR 101-8) 13 (4-NE) o mOS=23 months !
|
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e Deaths, n (%) 9 (45) 7(30) VEN200
CRc 1(0.4-6) 15 (8-NE) Censored, n (%) 11 (55) 16 (70) 12-month OS rates (95% CI):
Median (95% CI) OS, months 23 (7-NE) 22 (17-NE) ¥ VEN200: 60% (36-78)
0.2 94 | OSrate, % (95 Cl) VEN400: 78% (55-90)
Best overall response: Month 6 85 (60-95) 82 (60-93) Median (95% Cl) OS:
Month 12 60 (36-78 78 (55-90 : —
CR rates 70% for both cohorts ve— - E% 78; = 232 85; NS g?NE)E)m"”“‘;
A — — V)| : — months
CRc 90% ven 200 and 91% Ven 400 0.0 . . . . . . . : . . . . .
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Duration of OS (months)
No. of patients
atrisk
CRc includes patients who achieved a bestresponse of CR, CRp, or CRi. VEN200 20 20 20 17 14 13 12 12 10 8 5 4 1 0
Cl, confidence interval; CR, complete remission;
CRc, composite complete remission; CRi, CR with incomplete VEN400 23 22 20 18 18 17 16 14 9 5 4 2 1 1

hematologic recovery; CRp, CR with incomplete platelet recovery;
NE, not estimable; VEN, venetoclax.

In a subsetanalysis from VIALE-A in frontline FLT3-mutated patients treated with VEN/AZA the median OS was 12.5 months, and the 12-month survival was 53.7%’

1. Konopleva M, etal. Clin Cancer Res. 2022;28(13):2744-2752.
AZA, azacitidine; Cl, confidence interval; FLT3, FMS-like tyrosine kinase 3; GILT, gilteritinib; NE, not estimable; OS, overall survival; VEN, venetoclax. Altma N J K et a I AS H 2025



Menin Inhibitor: Active in KMT2Ar and NPM1m AML

KMT2A-r (MLL-r) NPM1 Mutant AML
0‘\ N 3 e O‘; N & _;1,"1';.: A '\‘\,\ Q -
@ l HOXA9/ _, Leukemia ! HOXAY/ _ Leukemia

MEIS1 MEIS1

) )
73 Y
il Differentiation MEST Differentiation
NV 'V T y y
Targeting the menin-KMT2A(MLL) A central role for menin-KMT2A(MLL)
interaction to reverse epigenetic interaction in epigenetic dysregulation in
dysregulation in MLL-rearranged AML NPM1-mutant AML

Kuhn MW, et al. Cancer Discov. 2016;6(10):1166-1181 | Thorsteinsdottir U, et al. Mol Cell Biol.
2001;21(1):224-234 Patel SS, et al. Curr Hematol Malig Rep. 2020;15(4):350-359 | Brunettil, et al.
Cancer Cell. 2018;34(3):499-512



Beat AML Study Design- Phase 1b Study of Aza/Ven +
Revumenib in Newly Dx AML

Phase 1b
Azacitidine + Venetoclax + Revumenib
Induction Continue
: Revumenib treatment
Patients 2 60 yr = 2 .
gl o, f¥>r (DL1 or DL2) > indefinitely; until
e h = progression,
in e_nswe chemo Axacitidine _transplant.
with NPM-1m (75 mglmz QD i Marrow | intolerance
(cﬁgltqrg ‘t‘es(tlmg)lor D1-D7) remission
r (loca - .
. Morphologic .
maimg) Venetoclax evidence of AML induction

Morphologic
evidence of AML

(cycle 2 +/- 3)

per label
D1-28

* Patients dosed in combination with strong CYP3A4i; Ven dose adjusted for CYP3A4

after cycle 1

A 4

Off Protocol

after 3 cycles of
induction

Revumenib* doses tested: Expansion Cohorts
DL1: 113 mg q12h D1-28 randomized between Primary endpoint

DL2: 163 mg q12h D1-28

DL1 and DL2 RP2D of combination

LEUKEMIA &
‘ LYMPHOMA
SOCIETY




Revumenib plus Ven/Aza for KMT2Ar or NPM1m ND AML
o1 | D2 | Al

Clinical Outcomes KMT2Ar NPM1m All

el o (n=9) (n=34) (n=43)
13 (61.9) 16 (72.7) 7(77.8) 22 (64.7)
0(0.0) 1(4.5) 0(0.0) 1(2.9) 1(23)
4(19.0) 1(4.5) 1(11.1) 4(11.8) 5(11.6)
2(9.5) 1(4.5) 1(11.1) 2(5.9) 3(7.0)
Not Evaluable' 2(9.5) 3(13.6) 0(0.0) 5(14.7) 5(11.6)
ORR (CR/CRN/CRI/MLFS) 19(90.5%) 19 (86.4%) 9 (100%) 29(85.3%) 38 (88.4%)
CRc (CRICRhICRI) 17(81.0%)  18(81.8%)  8(88.9%)  27(79.4%)  35(814%)

* No patient had refractory disease after 1-2 cycles

« 84% of evaluable patients achieved remission within 15t cycle of therapy

+ 100% of evaluable pts achieved flow MRD-negative remission (sensitivity 0.02%)
« 76% after cycle 1; 89% after cycle 2

* 31% achieved NPM1m NGS-negative remission (sensitivity 0.005%)
+ 39% (5/13 pts tested) were NPM1m MRD-negative after cycle 2

>

1 Not Evaluable = 5 pts had either early death (n=3) or withdrew from study (n=2) prior to end of cycle 1 BM Bx

Zeidner J et al. EHA 2025;Abstract S138.



Ziftomenib/Ven/Aza: Clinical Outcomes in ND NPM1m AML

 CR/CRh rates by co-mutated status were
n (%) (N=37) consistent with overall CR/CRh response
rates: 77% (10/13) for FLT3 and 89% (8/9)

NPM1-m, 600 mg

CRc 32 (86)
Median time to first 3.4 (2.4-9.6) for IDH1/2
CRec, weeks (range)

ORR 33 (89) « Median follow-up = 26.1 weeks (1.6-54.1):
CR 27 (73) . _
CRh 2 (5) « Median duration of CR was not reached?
Eﬂzs ?Egg  Median OS was not reached?
PR 0(0) « 5 NPM1-m patients underwent HSCT, and

NR 1(3) 3 went onto ziftomenib maintenance

NE® 3(8) | « 68% (27/40) of patients remained alive

and continued on-study®

aAmong response-evaluable patients; PPatients on-treatment or in long-term follow-up

Data cutoff: Sep 24, 2025

CR/ CRh / CRIi, complete remission with full / partial / incomplete hematologic recovery; CRc, composite complete remission;
MLFS, morphologic leukemia-free state; HSCT, hematopoietic stem cell transplant; OS, overall survival; PR, partial response

Highlights of ASH®

Roboz G et al ASH 2025



Triplet Menin Inhibitor + Ven/HMA for New Dx AML

Agent Bleximenib + Revumenib + Ziftomenib +
(# pts) Ven/Aza Ven/Aza (SAVE) Ven/Aza (KOMET-007)

Trial Phase 1 Phase 1 Phase 1
Number Pts N=125 N =21 N=40
Start Menin Inhib C1 D4 C1 D1 C1 D8
DS 6% (5 Gr3) 19% (10% Gr 3) 3% (no Gr3)
QTc prolongation 4% 43% (No =Gr3) 3% (1 Gr 3)
CR Not reported 76% 73%
CR/CRh 65% 81% 78%
CRc (CR/CRh/CRI) 75% 86% 86%
ORR 90% 86% 89%

Wei A et al EHA 2025; Jen W et al ASH 2025; Roboz G et al ASH 2025



Ziftomenib plus 7+3 in ND NPM1m and KMT2Ar ND AML

CRc

ORR
CR
CRh
CRi
MLFS

PR

NR

NE

CR MRD-negativity, n/N
(%)°

CRc MRD-negativity, n/N
(O/O)b

Median time to CR MRD-
negativity, weeks (range)

Median time to CRc MRD-
negativity, weeks (range)

NPM1-m

600 mg

41 (93)

43 (98)
37 (84)

24/34 (71)
26/38 (68)

4.7 (2-17)
4.7 (2-17)

KMT2A-r
600 mg

24 (89)

24 (89)
20 (74)

14/16 (88)
15/18 (83)

4.4 (3-12)
4.1 (3-12)

All Patients

600 mg
(N=71)
65 (92)
67 (94)
57 (80)
1(1)
7 (10)
2 (3)

38/50 (76)
41/56 (73)

NPM1m: Median follow-up = 24.9 wks
- Median DOR = not reached
—Median OS = not reached
—2 NPM1-m patients received HSCT
-96% (47/49) of pts alive on-study

KMT2Ar: Median follow-up = 15.7 wks
—Median DOR = 25.6 wks
—Median OS = not reached
-6 KMT2A-r pts received HSCT.
—-88% (29/33) of pts alive on-study®

Erba H et al. EHA 2025;Abstract S136



Bleximenib in KMT2Ar and NPM1m R/R AML
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Most Common TEAEs Occurring in >15% Pts

(All-dosed; N=146)

TEAE, n (%) All grade

cCR, n(%)

4 (44%) 4 (33%)

CR/CRh, n(%)

3 (33%) 4 (33%)

Thrombocytopenia 53 (36.3) 46 (31.5)
Anemia 47 (32.2) 39 (26.7)
Nausea 44 (30.1) 1(0.7)
Neutropenia 41 (28.1) 37 (25.3)
Constipation 32 (21.9) 1(0.7)
Febrile neutropenia 28 (19.2) 27 (18.5)
Vomiting 28 (19.2) 2(1.4)
Peripheral edema 26 (17.8) 0 (0)
ALT increased 25 (17.1) 4(2.7)
Diarrhea 25 (17.1) 0(0)

Key Observations

* Bleximenib associated with a tolerable
safety profile

* Most common all grade TEAEs included:
cytopenias and Gl disturbances

* >Grade 3 most common TEAEs
were cytopenias

* No QTc prolongation signal observed
to date

* Differentiation syndrome (DS) observed in
14% of participants across dose levels

Kwon M et al Blood 144 (11): 1206, 2024; Searle E et al ASH oral 2024



Bleximenib/Ven/Aza in KMT2Ar and NPM1m AML

Relapsed/refractory AML Newly diagnosed AML
100 - ORR: 100
125 100 1 ORR: 90.0
ORR: 81.8 cCR: ORR: 76.9 |
< 80 1 ORR: 73.1 m 37.5 = 801 . s CR/CRh
& mT _
2 60 cCR: 40.9 2 & = CRi
& 60 308 [ | ccR: & 60 - 9Ok MLFS
5 59.1 ® cCR: 75.0
g 401 S 40 1 [ 9.2 PR
% 20 %5 ] © 20 154 100}
22.7
AN . —g 15.0
50 mg BID (n=26) 100 mg BID (n=22) 150 mg BID (n=8) 50 mg BID (n=13) 100 mg BID (n=20)

cCR is a composite score of CRIFCRh/CR. ORR is =zPR.

Key observations
* Ewvaluation of the data shows optimized responses with bleximenib 100 mg BID in combination with VEN/AZA

* Response data maturing, with 6 ND pts active on treatment with the potential to deepen response
* In pts receiving 100 mg BID, the median (range) time to first response was 23 days (18-50) in R/R and 22 days (18-57)in ND

Wei AH et al. EHA 2025:Abstract S137



Pivotal Trials are investigating Menin Inhibitors for Newly
Diagnosed AML in Combination with Standard Chemo

Two independently
powered, registration-
enabling, randomized
phase 3 studies in fit
and unfit newly
diagnosed AML
(N=1300)

KOMET-017-NIC: Non-intensive therapy? —

Patients

* NPM1-m AML
* Age 275yrs, or 18 to <75

yrs with comorbidities

KOMET-017-IC: Intensive therapy? —

Patients

* NPM1-m or KMT2A-r AML®
* FLT3 wildtype or ITD ratio

of <0.05¢

* Age 218 yrs
* ECOG PS 0-2

Ziftomenib + venetoclax/azacitidine combo

SLLW  zifomenb Primary ondpoints

Venetoclax + Azacitidine

Placebo

Arm B Venetoclax + Azacitidine

Ziftomenib and 7+3 combo

Ziftomenib - .
amA_ TR 475 Primary endpoints

7+3 Induction(s) * CR MRD-negativity
(NPM1-m only)

Placebo
R _ame, [ETEET e . ers

7+3 Induction(s)

Consolidation

1:1:1

Consolidation

Placebo

Arm C Placebo maintenance

———

7+3 Induction(s) Consolidation

Currently enrolling as of September 2025 (NCT07007312)



https://clinicaltrials.gov/study/NCT07007312

| PVEK: Anti-CD123 antibody drug conjugate for R/R AML

» CD123 expression is low on normal hematopoietic stem cells and PVEK structure and MoA
overexpressed in multiple hematologic malignancies including AML co123

— CD123 is overexpressed in up to 93%-97% of AML cases?3

 Pivekimab sunirine (PVEK) is a first-in-class ADC composed of a high-
affinity anti-CD123 antibody, cleavable linker, IGN pseudodimer payload
that alkylates DNA and causes single-strand DNA breaks without Prug to

) IGN: (indolino-
! / benzodiazepine

: pseudodimer)

kylates antibody %.~&.  DNAalkylatfion
crosslinking |

ratio: 2 without cross-

linking
— IGNs are designed to have high potency against cancer cells, while
demonstrating less toxicity to normal marrow progenitors compared soCHindng— ©
with other DNA-targeting payloads e 1& o
* |n a prior interim analysis of a Phase 1b/2 study (NCT04086264) in Internal-zat-on—e ¢
patients with CD123-positive AML, PVEK combined with VEN+AZA (\)
demonstrated robust response rates with a manageable safety profile®
We report on the Phase 1b/2 study with a focus on a preliminary Lysosomal r Q \
subgroup analysis from a cohort of unfit patients with newly degradation . ”d A

Release
of payload

diagnosed AML treated with VEN+AZA+PVEK

1El Achi H, et al. Cancers (Basel). 2020;12(11):3087. 2Jordan CT, et al. Leukemia. 2000;14(10):1777-84. 3Mufioz L, et al. Haematologica. 2001;86(12):1261-9. “Kovtun Y, et al. Blood Adv.
2018;2(8):848-858. 5Daver N, et al. Blood. 2023; 142 (Supplement 1): 2906.
ADC, antibody-drug conjugate; AML, acute myeloid leukemia; AZA, azacitidine; IGN, indolinobenzodiazepine; MoA, mechanism of action; PVEK, pivekimab sunirine; VEN,venetoclax.



Efficacy and Safety of Pivekimab Sunirine in Combination With
Venetoclax Plus Azacitidine in Unfit Patients With Newly
Diagnosed Acute Myeloid Leukemia

Key Inclusion Criteria:
=18 years of age
Confirmed diagnosis of
CD123 positive AML (as
confirmed by local flow
cytometry or IHC)

ECOG PS score of <1

For the expansion phase,
unfit pts were defined as
aged =75 years, or aged
<75 years with ECOG PS
score 2-3, or 21 defined
comorbidity

Primary endpoint: response rate Escalation and Expansion Cohorts

Secondary: MRD (flow), TEAEs Expansion phase

Cohort 1: AZA+14 Days of VEN+PVEK
(untreated AML)

RP2D Cohort 2: AZA+28 Days of VEN+PVEK
(untreated AML)

Subgroup analysis of
unfit patients with
newly diagnosed AML

Escalation phase”

VEN+AZA+PVEK

 Patients received PVEK (0.045 mg/kg, IV) on Day 7 plus VEN (400 mg
equivalent, oral) daily in a 28-Day cycle (cohort 1 received 214 days of VEN;
cohort 2 received 28 days of VEN) plus AZA (up to 75 mg/m2, SC or IV) on Days
1-7

» Atotal of 76 untreated patients with AML were enrolled in 1L; of those, 49
patients met strict criteria to be considered unfit

Highlights of ASH®

Daver N et al. ASH 2025



| Response Rates to PVEK/Ven/Aza by TP53 Mutation Status

RN
o
o

60

40

20

Proportion of patients (%)

Responses in Unfit Patients with AML by TP53 mut status

ECR mCR/CRi mCR/CRh 94 88
78

TP53 mut TP53 WT

1L Unfit Patients

TP53 mut TP53WT

(n=17) (n=32)
Duration of CR, 7.8 20.7
months, median (95% CI) (4.1-NR) (9.4-NR)
Duration of CR/CRI, 7.8 20.7

months, median (95% Cl) | (1.7-9.2) = (9.4-NR)

with AML
MRD in evaluable patients (n=49)
OS, months, median (95% CI) 12.4 (9.4-NR)
12-month rate, % (95% Cl) 51 (36-64)
Duration of follow-up, months, median (range) 16.2 (1.2-31.4)

Responses were determined using the modified European LeukemiaNet 2017 criteria.

1L Unfit Pts with 1L Unfit Patients
TP53 mut AML with TP53 WT AML
(n=32) (n=32)
8.5 (4.7-10.1) NR (19.4-NR)
6 (0-24) 75 (56-87)
17.6 (1.2-17.6) 16.1 (1.9-31.4)

Highlights of ASH®

Daver N et al. ASH 2025



Proportion of leukemic cells
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Emerging Role of Minimal Residual Disease in AML

"'-.,. (Currently) no disease detection

Tt

Decide when to test

Multiparameter Flow Cytometry

MRD= 0.05%

& ] T

Come-APC-ALCD33

10%.104.10° 10% 107

i 1 i1 as
1 18 224 262 297 335 365 4() Detection
PCR cycle o
PCR vs Next Gen Seq

Patients with Relapse (%)

No. at Risk

NGS+, MFC+
NGS-, MFC+
NGS+, MFC-
NGS-, MEC-

Relapse Free Survival

100+
P<0.001

NGS+, MFC+

NGS+, MFC-

—

NGS-, MFC+

NGS-, MFC-

] 1
48 60
30 8 7 5 4 4
41 22 18 14 11 7
64 39 30 22 15 11
205 153 130 101 69 42

Buckley SA et al. BMT 48: 630-641, 2013; Grimwade and Freeman Blood 124: 3345, 2014; Araki D et al JCO 34(4):329, 2016



T-cell directed therapy: TCEs and Cellular therapy

ALL Antigens
- CD19
- CD22

AML Antigens
- CD123
- CD33
- NKG2D

T cell engager antibody CAR T/NK cells

Clinical scenarios
- Low burden disease
- Primary refractory

- Fewer prior Rx
- CRS common
- MRD eraser?



CLN-049: Novel T-cell engager targeting FLT3 in AML

* Development of T-cell-redirecting therapy in AML is limited by a lack of leukemia-associated
target antigens

* FLT3 is a compelling cell surface target for immunotherapy that is expressed on >80% of AML
blasts and only a limited number of normal hematopoietic precursors and dendritic cells

* CLN-049 is a novel T-cell engager targeting FLT3 that demonstrates AML blast killing
preclinically®?

MOLM13 AML mouse model
FLT3-binding FAB arms

Bind WT or mutant FLT3 100
L @ No Treatment

T; e PBMCs + IgL Control

§ PBMCs + CLN-049 (0.001 mg/kg)
«x 50 — e PBMCs + CLN-049 (0.003 mg/kg)

Fc-silent § PBMCs + CLN-049 (0.01 mg/kg)
£
/ \ CD3-binding scFv domains 0 | T | |
0 10 20 30 40

Days
, Abdul-Hay M et al ASH 2025
1. Mehta NK, et al. / Immunother Cancer. 2022;10:e003882; 2. Abdul-Hay M, et al. EHA Library. 2023,386972;abstr PB1847.

AML, acute myeloid leukemia; FAB, antigen-binding fragment; Fc, crystallizable fragment; FLT3, FMS-ike tyrosine kinase 3; IgL, immunoglobulin lambda; scFv, single-chain variable fragment;
PMBC, peripheral blood mononudlear cell; WT, wild-type.



CLN-049-001: Phase 1 trial with multiple ascending dose
dose-escalation design and IV dosing schema

f ) ( )

. 35612 pg/kg
Single SUD Cohort n=4
|
=6
Double SUD Cohort i

1.5-9 pg/kg
n=7

1-56—12 pg/kg

n=6
v v v
1—>12_ug/kg D1 D8 C1D15 C1D22+
Premedication:

n=4
1-6 pg/kg |
n=9 Antihistamine + Antipyretic + Antihistamine + Antipyretic
H2 Blocker + Corticosteroids + H2 Blocker
1-3 pg/kg
=4
f Target doses administered Q1W until patients meet protocok-defined treatment withdrawal
criteria. *SUD2 only if necessary.
1-1.5 pg/kg
n=5

Highlights of ASH®

Abdul-Hay M et al ASH 2025



CLN-049: Cytokine release syndrome and toxicities

« CRS in 16/45 (35.6%) patients . CRS
3 None Ea Grade 2
BEl Grade 1 = Grade 3

* Onset usually after a SUD or the first TD

* Nearly all CRS events limited to grade 1 or 2

* Only one grade 3 CRS; no grade 3 events
observed in regimens utilizing 2 SUDs

Number of patients
3
1

* CRS events were not dose limiting % ) ©

Dose cohort (pg/kg)

Additional toxicities associated with CRS

« ICANS: 2 patients with grade 1 events that occurred at SUD2 or TD1, each preceded by grade 2 CRS

* Both events were transient and reversible, and were not dose limiting

« Transaminitis: 3 patients with grade 4 events that occurred after TD1 or TD2 in association with grade 1-3
CRS

* All events were asymptomatic, transient and reversible, and were mitigated by use of a second SUD

CRS, gytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome.

Highlights of ASH® Abdul-Hay M et al ASH 2025



CLN-049: Anti-leukemic activity including MRD-neg responses

Single step-up cohorts Double step-up cohorts’
Response
rate
(best response),

n (%)
CR 0 0 3(33) 0 1(25) 0 1(17) 5(12) 5(16) 2(13)
CR/CRh 0 0 3(33) 0 2 (50) 2(33) 1(17) 8 (20) 8 (25) 5(31)
CRc 0 1(25) 3(33) 1(14) 2(50) 2(33) 1(17) 10 (24) 9 (28) 5(31)
ORR 0 1(25) 4((44) 1(14) 3(75) 4(67) 3 (50) 16 (39) 15 (47) 10 (63)

« 8/32 patients treated at a TD of 26 ug/kg achieved CR or CRh
mmm) 3 were MRD negative by flow cytometry (central laboratory testing)

High |ight5 of ASH® "Enrollment into 3—6—12 pg/kg cohort ongoing at time of data cutoff; efficacy data not available for this cohort

MRD, measurable residual disease; PD, progressive disease. ' AbduI-Hay M et al ASH 2025



CLN-049: Some durable responses in TP53-m AML

Duration of response in 12 pg/kg cohorts

TP53-mutated AML

response rate All cohorts o - 16.weeks& ‘
(best response), TS _h )
n (%) .= N ¢ X |
cé;: ¢ X “> O CR [{ Relapse
CR 2 (1 5) 1 (1 3) . \\\\W o ¢ CR.h [> Still on study
CR/CRh 5 (38) 4 (50) Eg_‘“ = 0 - % —0 D : MLII:S :oatn:::;ble
ég : ® NR i MRD Negative
CRC 5 (38) 4(50) ———————
0 4 8 12 16 20 24 28
ORR 6 (46) 5 (63) Weeks on study

 4/8 patients with TP53-mutated AML treated at the highest TD of 12 ug/kg achieved CR or CRh
* CR/CRh responses were durable beyond 16 weeks in 3 of these patients

Highlights of ASH® AbduI-Hay M et al ASH 2025



SENTI-202: Off the shelf allogeneic CAR-NK cells for AML
expressing CD33 and FLT3

Isolate from

selected donors
3 A
IJ. j‘;_’.ﬂ'l' K:}-' "-L."
. __,»“!: ..,2‘ J},_)“,\J
1 r\.)"’”_) 'j.:"'.-
’ NK
Cells
Selected
Donor

NK cells isolated from

peripheral blood of
selected donors

Scalable Process

Engineer Expand Cryopreserve
Gene Circuit B and Store
Engineered ‘D
CAR-NK_ cells | v}
Gene Circuit *:} 4
delivered Final product
through single harvested and
transduction cryopreserved
step

NK cells efficiently
engineered with
Gene Circuits

High post-
thaw potency

Thaw and Infuse
Off-the-Shelf

w

]
S

Patient

Outpatient use
potential

Easy to

thaw vials




SENTI-202 is a First-in-Class Off the Shelf Selective CAR-NK
cell therapy for Hematological Malignancies (CD33/FLT3)

Bivalent CD33 and/or FLT3 activating CAR

!Iut |
Cancer call
CD33 killing
: LsSC
y —an
aCAR

Endomucin inhibitory CAR to protect healthy cells

E Healthy l:ﬁll E :
CDa33

‘q,' F'Erblblﬂl‘ll.'.-ﬂ activation of CAR-NK and i Il1'II'I'II.II'IEI calls
Healthy NK cells
from selected Il'rll.'nnmi
adult donors
cell

—— SENTI-202 Gene Circuit Design

= OR Logic Gate “Kills” leukemia blasts and LSCs via CD33
OR FLT3 activating CAR (aCAR)

« CD33 andfor FLT3 expressed in ~85% of AML patients with CD33 being
predominantly expressed on bulk blasts and FLT3 on L5Cs

= NOT Logic Gate “Protects” healthy HSC/HSPCs from ‘off-
tumor, on-target’ effects

+  Protection of HSC/HSPCs via NOT Endomucin (EMCN) inhibitory CAR (iCAR) even
when they express CD33 and/or FLT3

«  EMCN found predominantly on healthy HSC/HSPC surface, rarely on AML blasts

= Calibrated release IL-15 “Enhances” SENTI-202 and host
immune cell activity and persistence

SENTI-202 is designed to selectively kill both AML blasts and LSCs while protecting healthy HSC/HSPCs using its

novel CD33 OR FLT3 NOT EMCN logic gated gene circuit

Strickland S et al AACR 2025



Dose
Level

2

SENTI-202: Phase 1 trial of CAR-NK for R/R AML

Lymphodepletion

Fludarabine/ Cyfarabine (Ara-C)

CAR+ NK SCHEDULE |
Cells/Dose
Day -7 to -3
1x 10
SCHEDULE I
1.5 x 10° Day -7 to -3

.

¥
0

¥
0

¥

3

Dose Schedule
\ 4
7
\ AN
7 10

Efficacy Assessment \

Muiltiple cycles allowed to
' achieve optimal response
14 28
14 28

Opening Dose Cohort was Anticipated to be Biologically Active
Schedule | Dose Level 1, N=3

Schedule | Dose Level 2, N=3
No DLTs
Identified as preliminary RP2D
based on totality of clinical data

No DLTs

v

Schedule Il Dose Level 1, N=3
No DLTs

Strickland S et al AACR 2025



SENTI-202 related adverse events in Phase 1 trial

Patient # Event Term Onset from SENTI-202 Duration
(Dose Cohort) (Grade) Dose (days) (days)

Chills, G1 0 1
001-0004, (1)

Pyrexia, G1 0 .

xia, G1 0 5

008-005, (1) e

Hypotension, G1 3 1
102-007, (prelim. Pyrexia, G1 1 1
RP2D) Hypoxia, G2 1 E

-

-
= 3 pts experienced G1 pyrexia with either hypotension or hypoxia in 1 each, typically within 1 day of SENTI-202
dosing that were reported as Cytokine Release Syndrome (CRS)

«  Events resolved rapidly with standard of care; None were serious
= Likely represent delayed infusion reactions described with NK cell therapies

= No other AEls or DLTs reported on study

L >

Strickland S et al AACR 2025



SENTI-202: Responses noted across dose cohorts

Dose Level 1

Dose Level 2

F

Best Overall Response on All Patients AML Response

Study, n (%) Schedule | Schedule Il Schedule | N=7* po
N=3 N=1* N=3 = 5 of 7 patients overall
achieved ORR
ﬁ;;:;:l i parodliz 2 (67) 1(100) 2 (67) 5 (71)
= 2/3 and 4/7 patients
composite CR Rate (cCR)* 2 (B7) 0 2 (67) 4 (57) achieved cCR
Negative MRD Status in respectively in
. 2/2 (1 N/A 1 4/4 (1 .

cCR Patients (100) 22 (100) (100) preliminary RP2D cohort
Response Category, n (%) and across all patients

CR 2(100) 0 1(33) 343) = 4/4 cCR patients were

CRh 0 0 1(33) 1(14) MRD-

MLFS 0 1 (100) 0 1(14)

SD 0 0 1(33) 1(14) = All c(?R respc;n;sm?[: ars:

ongoing as of data-cu

PD 1(33) 0 0 1(14) ) - -
*Two patients continuing into second Cycle after achieving SD with blast with median duration of
reduction from 31% to 13% and 5% to 3% respectively are excluded from response not reached
best overall response assessment;, “"CR + CRh + CRi L

preliminary
RP2D

Strickland S et al AACR 2025



Questions??

Thanks to the Leukemia Research
Foundation and all of you who have
supported advances in AML therapy!

- Patients and their caretakers
- Clinicians (MDs, APPs, RNs, other)
- Clinical trial researchers

- Patient advocacy groups

- Pharmaceutical sponsors

- Foundations/organizations

- Government support (NCI, other)
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