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DATE:
15 June 2024

8

PANEL.: 8 US experts
in leukemia

g==

SELECTED EHA
ABSTRACT
PRESENTATIONS by
key experts

LEUKEMIA-SPECIFIC
DISCUSSIONS on latest
research updates, therapeutic
advances, and their application
in clinical decision-making

EPICS

INSIGHTS REPORT
including postmeeting
analyses and actionable
recommendations



Panel Consisting of 8 US Experts in Leukemia

Eytan Stein, MD
Memorial Sloan
Kettering Cancer Center

Daniel Pollyea, MD, MS
University of Colorado
School of Medicine

Uma Borate, MD, MBBS
The Ohio State University
Comprehensive Cancer Center

Alexander Perl, MD
University of Pennsylvania
Perelman School of Medicine

CHAIR:
Elias Jabbour, MD
University of Texas
MD Anderson Cancer Center
Tapan Kadia, MD
University of Texas
MD Anderson Cancer Center

Courtney DiNardo, MD
University of Texas

MD Anderson Cancer Center Rami Komrokji, MD

Moffitt Cancer Center
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Meeting Agenda

Time (CEST)

Topic

Speaker/Moderator

18.00 — 18.05
18.05-18.15
18.15-18.40
18.40 — 18.45
18.45-19.00
19.00-19.10
19.10 - 19.35
19.35-19.40
19.40 - 19.45
19.45 -19.55
19.55 - 20.15
20.15-20.20
20.20-20.30
20.30-20.50
20.50 - 20.55
20.55-21.00

Welcome and Introductions

Advances in AML: Newly Diagnosed

Discussion: Advances in AML — Newly Diagnosed

Key Takeaways

Advances in AML: R/R Disease — Monotherapies
Advances in AML: R/R Disease — Combination Therapies
Discussion: Advances in AML — R/R Disease

Key Takeaways

BREAK

New Developments in First-Line Treatment of MDS
Discussion: New Developments in First-Line Treatment of MDS
Key Takeaways

New Developments in Treatment of R/R MDS

Discussion: New Developments in Treatment of R/R MDS
Key Takeaways

Summary and Closing Remarks

Elias Jabbour, MD

Alexander Perl, MD

All

Alexander Perl, MD

Courtney DiNardo, MD

Daniel Pollyea, MD

All

Courtney DiNardo, MD, and Daniel Pollyea, MD

Rami Komrokji, MD
All

Rami Komrokji, MD
Eytan Stein, MD
All

Eytan Stein, MD
Elias Jabbour, MD
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Conference Highlights

Advances in AML: Newly Diagnosed




PHASE II: FLAG-IDA + VEN in ND OR R/R AML
Jen W-Y, et al. Abstract S136 EPICS

STUDY POPULATION
> Pts (aged 218 yr) with newly diagnosed (ND) or relapsed/refractory (R/R) AML/MDS-EB2 were eligible if they had no prior VEN exposure

S ————— . ———

55¢ APTITUDE reaurs 1)



PHASE IIl ENHANCE-3 STUDY: MAGROLIMAB + VEN-AZA IN PREVIOUSLY UNTREATED PTS
WITH AML WHO ARE INELIGIBLE FOR INTENSIVE CHEMOTHERAPY EPICS
Daver N, et al. Abstract S138

STUDY POPULATION
> Pts with previously untreated AML who are ineligible for intensive chemotherapy due to age =75 yr or documented comorbidities
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PHASE I/ll: ORAL DECITABINE-CEDAZURIDINE WITH VEN AND GILTERITINIB IN ND AND R/R AML
Bataller A, et al. Abstract S139 EPICS

STUDY POPULATION OUTCOMES
> ND and R/R AML or high-risk > Between Nov 2021 and Feb 2024, 26 pts were enrolled, with 25 evaluable for response (18 R/R, 7 ND)
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PHASE Ill QUANTUM-FIRST: EXPLORATORY ANALYSIS OF QUIZARTINIB MAINTENANCE IN EPICS

FLT3-ITD AML
Sekeres MA, et al. Abstract S142

BACKGROUND OUTCOMES

>  QUANTUM-First established > 3-yr OS: 79.9% for quizartinib vs 71.1% placebo (HR 0.683; 95% CI, 0.395-1.183)
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GENETIC INSIGHTS INTO ACQUIRED RESISTANCE AND CLONAL EVOLUTION IN VEN-BASED EPICS

THERAPY FOR AML
Konopleva M, et al. Abstract S145

BACKGROUND OUTCOMES

> Molecular mechanisms of resistance to VEN-HMA are > 66 VEN-AZA pts gave >1 sample
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PHASE II: INTERIM SAFETY AND EFFICACY OF BP1001 + VEN + DECITABINE IN AML
Cortes J, et al. Abstract P536 EPICS

BACKGROUND STUDY POPULATION
> BP1001 is a liposome-incorporated Grb2 antisense > Unfit, ND AML including secondary AML (cohort 1) or R/R AML (cohort 2)
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Discussion Summary

Advances in AML: Newly Diagnosed




Advances in AML: Newly Diagnosed (1/3)

Promising results with FLAG-IDA + VEN that warrant further investigation in randomized trial

: FLAG-IDA + Nl in ND or R/R AML (Jen W-Y. et al)
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Advances in AML: Newly Diagnosed (2/3)

Preliminary findings of novel triplet studies for ND AML
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Advances in AML: Newly Diagnosed (3/3)

Role of quizartinib maintenance post-HSCT remains unclear
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Advances in R/R AML: Monotherapies




PHASE I/ll: DSP-5336 IN PTS WITH R/R AML — UPDATED RESULTS FROM DOSE ESCALATION
Daver N, et al. Abstract S132 EPICS

STUDY POPULATION OUTCOMES
> Pts with R/R ALL or AML are eligible, with no limit Accrual is ongoing, with 58 pts enrolled as of Jan 31, 2024
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PHASE Il AUGMENT-101: REVUMENIB MONOTHERAPY IN R/R KMT2Ar ACUTE LEUKEMIA
Aldoss |, et al. Abstract S136 EPICS

STUDY POPULATION
> Pts with RIR KMT2Ar ALL/MPAL (cohort A) or R/R KMT2Ar AML (cohort B)
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PHASE Il FINAL 5-YR RESULTS: OLUTASIDENIB FOR m/IDH1 AML
Cortes J, et al. Abstract S144 EPICS

STUDY POPULATION

> Pts with R/R m/IDH1 AML
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PHASE Il SUBGROUP ANALYSIS: OLUTASIDENIB IN m/IDH1 AML SECONDARY TO MPN
De Botton S, et al. Abstract P605 EPICS

STUDY POPULATION OUTCOMES
> Pts with R/R m/DH1 AML
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PHASE Il SUBGROUP ANALYSIS: OLUTASIDENIB IN ELDERLY PTS WITH R/R mIDH1 AML
De Botton S, et al. Abstract P611 EPICS

STUDY POPULATION
> Pts with R/R m/IDH1 AML
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PHASE Il SUBGROUP ANALYSIS: OLUTASIDENIB IN PTS WITH R/R AML FOLLOWING VEN EPICS

FAILURE
Cortes J, et al. Abstract P614

STUDY POPULATION
> Pts with R/R m/IDH1 AML
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PHASE Il SUBGROUP ANALYSIS: OLUTASIDENIB AS BRIDGE TO TRANSPLANT IN PTS WITH EPICS

R/R mIDH1 AML
De Botton S, et al. Abstract P1373

STUDY POPULATION

> Pts with R/R m/IDH1 AML
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Advances in R/R AML: Combination Therapies




PHASE IB: BLEXIMENIB (JNJ-75276617) + VEN-AZA IN R/R AML WITH ALTERATIONS IN KMT2A EPICS

OR NPM1
Wei AH, et al. Abstract S133

STUDY POPULATION + DESIGN OUTCOMES
> Adult pts with R/R AML harboring KMT2A or NPM1 alterations Efficacy population (n=34; 250 mg BID)
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PHASE I/ll SAL RELAX TRIAL: UPDATED RESULTS WITH HIGH-DOSE CYTARABINE AND

MITOXANTRONE (HAM) AND VEN FOR R/R AML
Ruhnke L, et al. Abstract S135

STUDY POPULATION + DESIGN OUTCOMES

EPICS

> Pts with R/R AML, aged 18-75 yr, fit for intensive salvage > mOS: NR
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PHASE I/ll: TUSPETINIB AS MONOTHERAPY AND COMBINED WITH VEN IN R/R AML
Daver N, et al. Abstract P557 EPICS

STUDY POPULATION + DESIGN OUTCOMES

> Dose exploration was done with tuspetinib (93 pts) and tuspetinib Tuspetinib monotherapy
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PHASE II: CLIAIN PTS WITH R/R AML
Kadia T, et al. Abstract P603

STUDY POPULATION + TREATMENT PLAN

OUTCOMES

EPICS

> Pts aged 18-65 yr, fit for intensive chemotherapy, with R/R AML
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> mOS: 8.1 mo

Patient Characteristics and Response
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Discussion Summary

Advances in R/R AML




Advances in R/R AML: Monotherapies (1/2)

More research is needed to validate single-agent efficacy and responsive patient subgroups for menin inhibitors

S131: Revumenib monotheraov in natients with R/R KMT2Ar acute leukemia — tooline efficacv and safetv results form the bivotal
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Advances in R/R AML: Monotherapies (2/2)
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Advances in R/R AML: Combination Therapies

Promising signals but no practice-changing data with combination therapies in R/R AML

S133: A phase |Ib studv of the menin-KMT2A inhibitor JNJ-75276617 in combination with VEN and AZA in R/R AML with alterations in KMT2A or
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New Developments in First-Line Treatment
of MDS




PHASE Ill STIMULUS-MDS2 TRIAL: PRIMARY RESULTS OF SABATOLIMAB + AZA AS

FRONTLINE THERAPY FOR PTS WITH HIGHER-RISK MDS OR CMML-2
Zeidan AM, et al. Abstract S180

STUDY POPULATION

EPICS

> Pts with higher-risk (intermediate, high, and very high risk) MDS or CMML-2
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PHASE Ill ENHANCE TRIAL: FINAL RESULTS OF MAGROLIMAB + AZA IN PTS WITH

UNTREATED HIGHER-RISK MDS
Sallman D, et al. Abstract S181

STUDY POPULATION

EPICS

> Treatment-naive adults with intermediate-, high-, or very high-risk MDS per IPSS
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PHASE II: PRELIMINARY RESULTS OF ELRITERCEPT (KER-050) IN PTS WITH LR-MDS
Campelo MD, et al. Abstract S183 EPICS

BACKGROUND STUDY POPULATION

> Elritercept is designed to inhibit select TGF-beta superfamily ligands, including activin > Pts with very low-, low- or intermediate-risk
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PHASE Ill COMMANDS TRIAL: LUSPATERCEPT IN TRANSFUSION-DEPENDENT, ESA-NAIVE

PTS WITH VERY LOW-, LOW-, OR INTERMEDIATE-RISK MDS
Santini V, et al. Abstract P785

STUDY POPULATION

EPICS

> Transfusion-dependent, ESA-naive pts with LR-MDS (IPSS-R very low, low, or intermediate risk) with or without ring sideroblasts

9 APTITUDE wearw



PROPENSITY SCORE MATCHED ANALYSIS: ORAL DECITABINE-CEDAZURIDINE * VEN IN
HIGH-RISK MDS EPICS

Bataller A, et al. Abstract P770

STUDY POPULATION

> Comparison of pts treated with oral decitabine-cedazuridine in the phase Il/lll (ASCERTAIN) clinical trials with those treated with decitabine-
cedazuridine + VEN in a phase Il study
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REAL-WORLD: LUSPATERCEPT IN LR-MDS WITH TRANSFUSION DEPENDENCY, POSITIVE EPICS

EFFECT OF COMBINATION THERAPY WITH ERYTHROPOIETIN
Jonasova A, et al. Abstract P1886

STUDY POPULATION
> LR-MDS pts (N=54) with median age of 74 yr were treated with luspatercept £ ESA at 2 Charles University hematology centers in Prague and
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New Developments in First-Line Treatment
of MDS




New Developments in First-Line Treatment of MDS (1/2)

Additional data support luspatercept as first-line therapy for transfusion-
dependent anemia in LR-MDS
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New Developments in First-Line Treatment of MDS (2/2)

HR-MDS remains an unmet need
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New Developments in Treatment of R/R MDS




PHASE Il IDIOME TRIAL: FINAL RESULTS OF IVOSIDENIB MONOTHERAPY IN m/DH1 MDS

Sébert M, et al. Abstract S182

STUDY POPULATION

EPICS
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PHASE Ill IMERGE TRIAL: IMETELSTAT IN RBC-TRANSFUSION DEPENDENT LR-MDS
Santini V, et al. Abstract S184

STUDY POPULATION

EPICS
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REAL-WORLD DATA: LUSPATERCEPT FOR LR-MDS
Patel K, et al. Abstract P768

STUDY POPULATION OUTCOMES

EPICS
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PHASE l/ll: SECLIDEMSTAT + AZA FOR PTS WITH MDS AND CMML EPICS

Montalban-Bravo G, et al. Abstract P788

STUDY POPULATION

> Pts with MDS or CMML with intermediate-1 or higher risk by IPSS and progression or no response to 6 prior cycles of HMA

~
-
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Discussion Summary

New Developments in Treatment of R/R MDS




New Developments in Treatment of R/R MDS

Recent data shed further light on the treatment paradigm for R/R MDS
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