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Clinicians in the Meeting Room

Networked IPads are available.

Review Program Slides: Tap the Program Slides button to review speaker
presentations and other program content.

Answer Survey Questions: Complete the pand postmeetingsurveys.

Ask a Question: Tap Ask a Question to submit a challenging case or question for
discussion. We will aim to address as many questions as possible during the
program.

ol

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.
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Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the pand postmeetingsurveys.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the
conclusion of the program.




About the Enduring Program

AThe live meeting is being video
and audio recorded.

AThe proceedings from today will
be edited and developed into
an enduring wekbased
video/PowerPoint program.

An email will be sent to all attendees when the activity Is
available.

ATo learn more about our education programs, visit our website,
www.ResearchToPractice.com
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Survey of General Medical Oncologists:
November 229 ¢ December %

Results available on IPads and Zoom chat room
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Topics of Interest for Future CME Programs

Available efficacy and safety data with menin inhibitor—
(eg, revumenib, ziftomenib)

Treatment for older patients with newly diagnosed AMLIESSSNGEARIE 2

Role of FLT3 inhibitors in the management of AML (e_
gilteritinib, quizartinib)

Selection of initial therapy for younger patients with AM

and no targetable mutations_

Incorporation of IDH inhibitors in the treatment of AM

L
(eg, ivosidenib, enasidenib, olutasidenib_

Rationale for targeting CD123 in AML; mechanism of acti_

of pivekimab sunirine
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Treatment for Older Patients with Acute Myeloid Leukemia

Andrew Wel

Peter MacCallum Cancer Centre
Royal Melbourne Hospital
Melbourne, Australia
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Favors nonintensive chemo or supportive care Favors intensive chemo

*ch Older = Age P Younger
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Patient choice
AML -composite model

FACT-G Wei, Blood 2021
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59% CR
(Stone 2017)

AML treatment landscape 2024

Fit for intensive chemo Unfit for intensive chemo

Rapid molecular screening and clinical trials consideration

AMLpCT
FLT3TD Prior MDS, CMML Nonadverse AML IDH1 mut Non-IDH1 mut TP53 mut
| AML MR (CG) | | | l
| i
7+3 7+3 AZA AZA LDAC HMA +-
Quiz S GO IVO VEN VEN VEN
72%CRc 48%CRc 81%CRc 53%CRc 66%CRC 54%CRc  (Pollyea2022)
(Erba2023) (Lancet 2018) (Castaigne2012) (Montesinos 2022) (DiNardo2020) (Wei 2020)  (Geissler 2024)
Risk stratification: ELN 202Rghner2022) Risk stratification: ELN 2024 O6hner2024)
| | | |
Quitablefor HCT Not suitable for HCT Quitable for HCT Not suitable for HCT
. Oral AZA :
HCT in CR1 (Wei 2020) HCT Continue therapy

MRD monitoring

MRD directed intervention



Overall survival probability
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Outcome

CRCRh
Median OS
Time to CR
Febneut

Less intensive options folDH1mutant AML

AZAIVO (n=72) AZA (n=74)

47% 15%

53% 18%
29.3mo 7.0mo
2.1mo 3.7mo
27.8% 33.8%

Followup 28.6mo

AZAINVO

IVO+AZA: mOS 29.3 months

AZA

PBO+AZA: mOS 7.9 months
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DeBotton, ASCO 2023

Probability of No Event

Qutcome AZAVEN (n=32) AZA (n=11)
CR 28% 0
CRCRh 59% 9.1%
Median OS 17.5mo 2.2mo
Time to CR 1.2mo 3.4mo
Febneut 29.6% 14.3%

Median (Months)
(95% C1)

Ven+Aza 17.5 (6.3, NE)

Pbot+Aza 2.2(1.1,5.6)

Months
Pollyea et al,Clin Cancer Re2022



Overall Survival
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New risk models for less intensive therapy in elderly AML

7+3
>60 years

ELN 2022

Adverse (n=333

Median OS (f/u 7.6y)

Fav 15.6mo
Int 7.2mo
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Overall Survival, %

Non-Intensive

Median OS (f/u 3.6y)
Fav 39mo

Int 15.2mo
Adv 12.7mo

ELN 2022
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Overall Survival, %

New risk models for less intensive therapy in elderly AML

Non-Intensive

1004 ELN 2022 Median OS (f/u 3.6y)
Fav 39mo
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AZAVEN risk stratification

Median OS (f/u 3.6y)
Higher 26.5mo
Intermed12.1mo
Lower 5.5mo
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ELN 2024Less intensive risk classification

Median
Genetic marker overall survival

(months)

Favorable-risk group

e Mutated NPM1 (FLT3-ITD™9, NRAS", KRAS™, TP53") 39
e Mutated IDH2  (FLT3-ITD"™¢, NRAS", KRAS", TP53") 3
e Mutated IDH1* (TP53™) 29
e Mutated DDX41 >24
e AML with myelodysplasia-related gene mutations 23

(FLT3-ITD™9, NRAS", KRAS", TP53")

Intermediate-risk group
¢ AML with myelodysplasia-related gene mutations
(FLT3-ITDP and/or NRAS™" and/or KRAS™": TP53™) 13
e Other cytogenetic and molecular abnormalities 12
(FLT3-ITD® and/or NRAS™ and/or KRAS™"; TP53™)

Adverse-risk group
e Mutated TP53 5-8

Dohner Blood (2024)



Minimizing risk in elderly AML

Practice points

Preserve HSC integrity
A Avoid XSenetoclax

A Allow CR recovery

A Reduce VEN duration

A Reduce AZA dose

Avoid TRM

Admit until blasts cleared
Espfavorable molecular risk
Interrupt VEN once blasts
cleared

Antimicrobial risk plan
Consider HMA only if likely
benefit of VEN low
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