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Acute Leukemia

Objectives

* A new era: the therapeutic renaissance in Acute Leukemias
* Review the evolution of Acute Myeloid Leukemia management
- A new PARADIGM?

— Less intensive strategies
- Oral combinations
- Triplet combinations

- Novel therapeutic targets
* Chemo-free approaches to Acute Lymphoblastic Leukemia
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Goals of Treatment

B  Getrid of the leukemia.

v Keep the leukemia away.

*Palliation or cure?
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FDA Approved Therapies for AML
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Clinical Practice Considerations in AML

Newly diagnosed
AML
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chemotherapy

Ineligible for intensive
chemotherapy
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Procced with alloHSCT if eligible

If unable to complete intensive
curative therapy (i.e. alloHSCT), start
maintenance CC-486

Consider alloHSCT if eligible and
high risk of relapse (i.e. intermediate-
or adverse-risk genetics)

Procced with alloHSCT if eligible

If unable to complete intensive
curative therapy (i.e. alloHSCT),
continue low intensity therapy until
progression

Consider alloHSCT if eligible and
high risk of relapse (i.e. intermediate-
or adverse-risk genetics)

If CR 212 months after VEN-based
induction, consider treatment
cessation in patients with NPM1 or
IDH2 mutations and MRD negativity
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Relapsed/Refractory

IDH1mut Ivosidenib
Olutasidenib
IDH2mut Enasidenib
FLT3mut Gilteritinib
Quizartinib
KMT2Ar Revumenib
NPM1mut Revumenib
Ziftomenib
CD33+ Gemtuzumab
Other Clinical Trial
Chemo
HMA/LDAC
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Acute Leukemia

Long-Term Follow-Up of VIALE-A

All Patients
100 No. of events/ Survival estimate (%) Median OS, mo.
No. of patients  at 24 mo. (95% CI) (95% CI) HR (95% CI)
Ven + Aza 222/286 (78%) 37.5(31.8-43.3) 14.7 (12.1-18.7)  0.58 (0.465-0.723),
80- Pbo + Aza 138/145 (95%) 16.9 (11.2-23.5) 9.6 (7.4-12.7) p<.001*
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Acute Leukemia

Survival by Measurable Residual Disease Status

No. of events/ Median OS, mo.
No. of patients (95% ClI)

1005 Ven + Aza MRD <10°  43/69 (62%)  34.2 (27.7-44.0)
Ven + Aza MRD 210 76/96 (79%)  18.7 (12.9-23.5)
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PARADIGM Trial
Phase 2 Trial of AZA/VEN vs Conventional IC
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PARADIGM Trial: Baseline Characteristics
S Tota AzaVen €

(N =172) (N = 86) (N = 86)
Median, range 64 (23-79) 65 (23 -79) 64 (28 -79)
Less than 65 87 (50.6) 43 (50.0) 44 (51.2)

SeCREI vale

115 (66.9) 55 (64.0) 60 (69.8)

Caucasian 134 (77.9) 65 (75.6) 69 (80.2)
African American 10 (5.8) 5 (5.8) 5 (5.8)
Hispanic 13 (7.6) 6 (7.0) 7(8.1)
Asian 15 (8.7) 10 (11.6) 5 (5.8)
0/1 161 (93.6) 79 (91.9) 82 (95.4)

2 10 (5.8) 3(3.9)

Favorable 22 (12.8) 13 (15.1) 9 (10.5)
Intermediate 26 (15.1) 15 (17.4) 11 (12.8)
Adverse 124 (72.1) 58 (67.4) 66 (76.7)

NPM1 16 (9.3) 11 (12.8) 5 (5.8)

IDH1 15 (8.7) 8 (9.3) 7 (8.1)

IDH2 8 (16.3) 19 (22.1) 9 (10.5)
TP53 5(14.5) 9 (10.5) 16 (18.6)
RUNX1 32 (18.6) 14 (16.3) 18 (20.9)
KRAS/NRAS 2 (18.6) 17 (19.8) 15 (17.5)
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Acute Leukemia

PARADIGM Trial: Event-Free Survival

100%1
1yr EFS Median EFS HR* (95% ClI)
Aza-Ven 53.4% 14.6 mo 0.66, P=0.0231
7o%1 IC 36.0% 6.15 mo
% 50% 1 —————- -
u :
25% 1 i i
D% I: L) : ) L] L] L) ]
] 5] 12 18 24 30 36 42
months
IC 86 43 24 15 11 7 2 0
Aza-Ven 86 62 38 23 17 8 3 1
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Acute Leukemia

PARADIGM Trial: Overall Survival

100%
Median OS: Aza-Ven vs. IC
21.5 movs. 18.6 mo, P=0.1873
75%
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ag 50%f ——=——=-----—-—-—----
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PARADIGM Trial: Key Takeaways

Feature Intensive Chemo Aza-Ven
Event free survival Shorter Longer
Overall response rate _ower Higher
Early mortality Higher Lower
Hospitalization _onger Shorter
Infections More Fewer
Hematologic toxicity High Lower
Quality of life (2 wk) Worse Better
Transplant bridges Fewer More
MRD TBD TBD

LEAD 2026: Leadership, Empowerment, and Development
Fathi, A et al. Blood. 2025;146 (Supplement 1):6.
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Risk Classifications Accounting for Less Intensive Therapies
ELN 2024 Refined Risk Stratification?

ELN 2024 Risk Stratification

Risk category

Genetic abnormality

Favorable

neg

 NRAS", KRAS"™, TP53"
 NRAS", KRAS"™, TP53"

Mutated NPM1 (FLT3-ITD
Mutated IDH2 (FLT3-ITD"*
Mutated IDH1 (TP53")
Mutated DDX41

Other cytogenetic and/or molecular abnormalities (FLT3-
ITD"*®, NRAS"", KRAS™, TP53"")

Intermediate

Other cytogenetic and molecular abnormalities (FLT3-
ITD™* and/or NRAS™" and/or KRAS™"; TP53™)

Adverse

Mutated TP53

LEAD 2026: Leadership, Empowerment, and Development

1. Dohner, H et al. Blood. 2024;144(21):2169-2173. 2. Lachowiez, C et al. Blood. 2024;144(26):2788-2792.

Current hierarchal ELN24 stratification

Mutated TP53

No

Adverse
Risk

Yes

Mutated NRAS, KRAS,
FLT3-ITD

No

Intermediate
Risk

Yes

v

Mutated NPM1, IDHT',
IDH2, DDX41**, other
cytogenetics/mutations not
classified

lYes

Favorable
Risk

Revised hierarchal ELN24 stratification

Mutated TP53, KRAS,

PTPN11
Yes Adverse
No Risk
v
Mutated NRAS,
FLT3-ITD
Yes Intermediate
No Risk
L J
Mutated NPM1, IDHT,
IDH2, DDX41
Yes Favorable
No Risk
Other cytogenetics/

mutations not classified

l‘r’es

Intermediate
Risk
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Acute Leukemia

Menin Inhibition: Targeted Therapy for Two Distinct AML Subsets

KMT2A-r (MLL-r) NPM1 Mutant AML

" g " D e
(o) KMT2/ (@) KM A
Coe MLL) Coe
| Menin gy [ Menin ey

HOXA9/ : HOXA/ :
mes; — Leukemia l wess  — Leukemia

L L
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-
y 4 % y ’ T2A Al A
R

i 8 HOXA9/ . A m = | HOXA9/ . e
m LI ves: ~ — Differentiation ! woe/ —> Differentiation

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

1. Kihn MW, et al. Cancer Discov. 2016;6(10):1166-1181. 2. Thorsteinsdottir U, et al. Mol Cell Biol. 2001;21(1):224-234. 3. Patel SS, et al. Curr Hematol.Malig Rep.
2020;15(4):350-359. 4. Brunetti L, et al. Cancer Cell. 2018;34(3):499-512; 5. Erba, Blood [ASH Abstract] 2022 Bio Ascend ﬂni\'ffs:té'of Nebraska
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Acute Leukemia

AUGMENT-101: Revumenib for KMT2A-Rearranged and NPM1-mutated R/R AML

KMT2A-Rearranged NPM1-Mutated

100 =i 100 4
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Acute Leukemia

Intensive Chemotherapy + Menin Inhibitor Combinations
in Newly Diagnosed Fit AML

7+3 + Revumenib IC + Revumenib 7+3 + Ziftomenib 7+3 + Bleximenib
N=9 N=35 N=99 N=24

Trial ETCTN 10596 SNDX-5613-07082 KOMET-0073 ALE10024
Population Newly Dx AML Newly Dx AML Newly Dx AML Newly Dx AML
NPM1m, KMT2Ar, NUP98r NPM1m, KMT2Ar, NUP98r NPM1m, KMT2Ar NPM1m, KMT2Ar
Therapeutic 220 mg BID; 270 mg BID 220 mg BID; 270 mg BID
Dosz(s) Dose-a%justed with gzoles Dose-agdjusted with gzoles S g GIL 100 g (EH1E
== 97% 95% 96%
CR/CRh — 97% 93% 75%
CR 89% 77% 88% —
Gr. >3 QTC 0 9% 0 0
DS (any) 0 5% 4% 0
LEAD 2026: Leadership, Empowerment, and Development %IO;&SLCEPF] d ﬂg‘\j’%::%l:’:t[:fbras‘ka

1. Mims, Blood [ASH] 2025; 2. Aldoss, HemaSphere [EHA] 2026; 3. Zeidan, HemaSphere [EHA] 2026; 4 Dohner, Blood [ASH] 2025.



Acute Leukemia

Azacitidine/Venetoclax + Menin Inhibitor Combinations
in Newly Diagnosed Older/Unfit AML

AZA/VEN + ASTX727/VEN + AZA/VEN + AZA/VEN +
Revumenib (D1-28) Revumenib (D1-28) Ziftomenib (D8-28) Bleximenib (D4-28)
Trial Beat AML! SAVE? KOMET-0073 ALE10024
Population Newly Dx AML Newly Dx AML or MPAL Newly Dx AML Newly Dx AML
>60 years >18 years unfit >18 years unfit >18 years unfit
NPM1m, KMT2Ar NPM1m, KMT2Ar, NUP98r NPM1m NPM1m, KMT2Ar
Therapeuti 220 mg BID; 270 mg BID 220 mg BID; 270 mg BID 600 mg daily 100 mg BID
o1 Dose-adjusted with azoles Dose-adjusted with azoles
Subtype KMT2Ar NPM1m KMT2Ar NPM1m NPM1m KMT2Ar NPM1m
n=9 n=34 n=7 n=14 n=34 n=4 n=16
100% 85% 86% 86% 89% 75% 94%
CR/CRh 78% 68% 86% 79% 78% 75% 75%
CR 78% 65% 86% 71% 73% NR NR
Gr. >3 QTC 12% 0 3% NR
19% 19% 3% NR
Bio Ascend” N iiversty of ebrasie

AVaniam Group Company
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Slide courtesy of Josh Zeidner. 1. Zeidner, J Clin Oncol 2025; 2. Jen, Blood [ASH] 2025; 3. Roboz, Blood [ASH] 2025; 4. Wei, HemaSphere [EHA] 2025.



Practical
Considerations
for Triplet
Combinations

Clinical exam and comorbidity assessment
Bone marrow evaluation

Cytogenetic analysis (karyotype, FISH, +/-OGM)
Targeted next-generation sequencing

!

Genomic Stratification

l

Targeted therapy selection

I
( DHI2mt ]

IDH1: Ivosidenib, Olutasidenib
IDH2: Enasidenib

I
( ALT3mDMKDmut. )

ITD: Quizartinib, Gilteritinib, Midostaurin
TKD: Gilteritinib, Midostaurin

I

[ NPM1 mut./ KMT2Ar |

Revumenib, Bleximenib,
Ziftomenib, Enzomenib

LEAD 2026: Leadership, Empowerment, and Development

Jen WY et al. Blood Cancer Journal. 2025;16(6).
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4 + -
Incorporate HMA+venetoclax based backbone therapy with suggested drug interruptions as noted below
L o o ™
IDHi triplets FLT3i triplets Menin-| triplets
? C1D14 marrow assessment ? C1D14 marrow assessment
HMA ISEEEE HMA ISiEsE HMA ISEEEE
: VEN 14 days VEN 14 days ---------‘;--------E VEN Tddays | -meennaas kS i
- *
> IDHi 28 days FLT3i - - == i Menin-| VDB - - LI |
Cycle length S Cycle length e Cycle length e
I T T T 1 I T T T 1 I T T T 1
0 7 14 21 28 354 0 7 14 21 28 354 0 7 14 21 28 35+
Days Days Days
(*Interrupt for count recovery if blasts < 5%; **Cycles frequently extend beyond 28 days. Proceed with therapy when ANC = 500 cells/pL and platelets = 50,000 cells/uL; *Optimal duration of menin-l in induction under investigation) S
If CR, CRh, CRi, or MLFS following cycle 1 proceed with continuation of triplet therapy in cycle 2 onward
L o o A
IDHi triplets FLT3i triplets Menin-| triplets
Marrow assessment every 3-4 cycles ? Marrow assessment every 3-4 cycles ? Marrow assessment every 3-4 cycles ?
HMA [ISi7EEE HMA [S5EEE HMA [SiEEs
+
N VEN ' 7days wee-lenny VEN 7days oeeerleong VEN = 7days ...ty
T;;L IDHi 28 days/continuous FLT3i 28 days/continuous Menin-I 14-28days  eeeeeeseseeeeeees 1
e Cycle length —ep w Cycle length . h Cycle length -
T T T T I | T T T T 1 M T T T T 1 "
0 7 14 21 28 35+ 0 7 14 21 28 35+ 0 7 14 21 28 35+
Days Days Days
('Consider 7-14 days of venetoclax in remission dependent upon myelosuppression; **Cycles frequently extend beyond 28 days. Proceed with therapy when ANC = 500 cells/ul and platelets = 50,000 cells/ul)  /
1 University of Nebraska
Bio Ascend Y



Acute Leukemia

AZA+VEN+Ivosidenib: Key Results — ASCO 2026

o o ive: a a . a ) a - , a o
Primary Objective: Overall Response Rate Secondary Objectives: Overall Survival, Duration of Remission, Cumulative Incidence of Relapse
Best Response ; .
ORR =95% NR Overall Survival (OS) Duration of Remission (DOR) Cumulative Incidence of
100% n=2. 5% 4 Relapse (CIR)
MLFS g 100 100 5 100
n=1, 2.5% z . .
@ % 3 v ." =z 75 %“ 75 ° 75
75% 1 n=6, 15% N 2 3
G ¢ 2 § 50 % * é "
. CRh . 3 v g 7 £ | 3-year CIR: 9% (95% CI: 0 - 20%)
?q-:; n—T, 18% ‘%‘ 3 - & 5 % 25
= ) L gy | mOS: NR (95% CI: 52.8 — NR) mDOR: NR (95% Cl: 43.4 — NR) E '__,__._,_q
o 50%1 CRc= e ,| 3-year 0S: 79% (95% Cl: 64 — 96%) .| 3-year DOR: 83% (95% CI: 64 — 100%) ©
- o 0 12 24 36 48 60
=} 93% c ) 12 24 % 48 60 0 12 24 36 48 60 Months
X -_— Months Months .
n=24! 60% 0 Number at risk (number censored) Number at risk (number censored) Number at risk (number censored)
Best Response Time to Best Response = |40 (0) 27 (9) 18 (17) 15 (19) 6 (28) 5 (28) - \33 ™) 24 (10) 18 (16) 13 (20) 5(27) 5 (27) -{35 M 24(13) 18(19) 13(23) 5(30) 5(30)
25% 1 0 12 24 36 48 60 0 12 24 36 48 60 0 12 24 36 48 60
NR Months Months Months
MLFS
CRi Median follow up: 35 months (95% CI: 19.3 — 40.5)
CRh Censored at last known follow up
0%
ND AML CR
N=40

University of Nebraska

Bio Ascend Medical Center

AVaniam Group Company

LEAD 2026: Leadership, Empowerment, and Development
Marvin-Peek, J Clin Oncol [ASCO] 2026.



Acute Leukemia

Quizartinib+Decitabine+VEN: Key Results — ASCO 2026

Primary Objective: Modified Composite Complete Remission

Secondary Objectives: Relapse-Free and Overall Survival in Newly Diagnosed Patients

o £ N (%) Newly Diagnosed Relapse/Refractory
esponse®, N (¥
P ° Cohort (N=42 Cohort (N=46

Hematologic Response
mCRc
CR
CRi
MLFS
No response
Induction death
MRD at the end of cycle 1, N (%)
Flow Cytometry Negative
FLT3-ITD PCR Negative
FLT3-ITD NGS Negative (< 5 x 10°°)
MRD at the end of cycle 22 (best), N (%)
Flow Cytometry Negative
FLT3-ITD PCR negative
FLT3-ITD NGS Negative (<5 x 107)
Bridge to bone marrow transplant

38 (91)

30 (72)
7(17)
1(2)

3(7)
1(2)

19/31 (61)
11/18 (61)
4/23 (17)

22/31(71)

19/22 (86)

23/27 (85)
15 (36)

28 (61)
5(10)
8(18)
15 (33)
17 (37)
1(2)

3/25 (12)
7/25 (28)

7/26 (27)
10/26 (38)

17 (37)

mCRc, modified composite complete remission; CRi, CR with incomplete count recovery; MLFS, morphologic leukemia-free state; MRD, measurable residual disease, PCR,

polymerase chain reaction; NGS, next generation sequencing

Musa Yilmaz, MD

LEAD 2026: Leadership, Empowerment, and Development

Yilmaz, J Clin Oncol [ASCQ] 2026.

Relapse-free Survival

Relapse-free Survival

Median RFS: 25 months
1-yr RFS: 61%, 2-yr RFS: 44%

Time (month)

Overall Survival

08

Overall Survival

Median OS: 36 months
1-yr OS: 73%, 2-yr OS: 53%

0 6 12 18 24 30 36 42 48 54 60 66
Time (month)
i University of Nebraska
B 10 AS cen d Medical Center

AVaniam Group Company



Acute Leukemia

Practice Change Consideration:
Chemo-Free Induction for Philadelphia chromosome-positive
(Ph+) B-cell Acute Lymphoblastic Leukemia

Median Age Complete Complete Molecular | DFS Rate OS Rate
Study Regimen (Years) Response Response (Year) (Year)

Dasatinib +

CALGB 10701 dexamethasone 60 95.4% 39.5% 37% (D) 48% (D)
Ponatinib +

LAL1811 prednisone 66.5 95.0% 61.4% - 88% (1)
Dasatinib +

D-ALBA blinatumomab 54 98.0% 55.0% 76% (4) 81% (4)
Dasatinib +

SWOG S1318 blinatumomab 73 92.0% 55.0% 7% (3) 5% (3)

Ponatinib + Ponatinib + 80% (2)

Blinatumomab blinatumomab 56 93.0% 87.0% EFS 90% (2)

Bio Ascend“ University of Nebraska

LEAD 2026: Leadership, Empowerment, and Development

Burkart M, Wieduwilt MJ. Targeted Oncology. 2024;13(13)

Medical Center

AVaniam Group Company



Acute Leukemia

Conclusions

* Gladly welcoming the therapeutic renaissance in Acute Leukemia
- Increased opportunities to “de-intensify” treatments
- More oral options

— Moving from doublets to triplets
* Treatment is shifting from age-based to biology-based

* Anticipate future treatment algorithm based on disease biology and
patient preference
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