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Outline
• AML
 - FLT3 mutated AML: Quizartinib
 - Menin inhibitors

• MDS
 - high risk MDS: Ivosidenib
 - low risk MDS: Luspatercept, Imetelsat
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Quizartinib
• Second FLT3 inhibitor approved in front line therapy

• Compared to Midostaurin, the use of Quizartinib is limited 
to FLT3-ITD and to patients with a QTc <450 msec

• Emerging use of FLT3 ITD MRD testing using a PCR test 
followed by next generation sequencing (Invivoscribe)



CITY OF HOPE 13

Menin inhibitors
• Novel agents, blocking the 

interaction between menin 
and mutated KMT2A or 
NPM1

• Several inhibitors are in 
clinical development 

Aldoss et al, ASH 2023 meeting, abstract 2907



Revumenib Monotherapy in Patients with 
Relapsed/Refractory KMT2Ar Acute Leukemia: 

Topline Efficacy and Safety Results from the 
Pivotal AUGMENT-101 Phase 2 Study

Ibrahim Aldoss, Ghayas C. Issa, Michael Thirman, John DiPersio, Martha Arellano, James S. Blachly, Gabriel N. Mannis, 
Alexander Perl, David S. Dickens, Christine M. McMahon, Elie Traer, C. Michel Zwaan, Carolyn Grove, Richard Stone,
Paul J. Shami, Ioannis Mantzaris, Matthew Greenwood, Neerav Shukla, Branko Cuglievan, Yu Gu, Rebecca G. Bagley, 

Kate Madigan, Soujanya Sunkaraneni, Huy Van Nguyen, Nicole McNeer, Eytan M. Stein

Aldoss et al, ASH 2023 meeting, abstract 2907



AUGMENT-101 Phase 2 Study Design

Patients 
aged 

≥30 days 
with R/R 

acute 
leukemia 

KMT2Ar acute leukemia

NPM1m AML
Still enrolling, not included in this analysis

• Primary endpoint
– CR+CRh rate*

• Key secondary 
efficacy endpoints

– CRc 
– ORR

A planned interim analysis 
of patients with 

KMT2Ar acute leukemia 
was conducted

Revumenib RP2D
163 mg (95 mg/m2 if body weight <40 kg) q12h oral 

+ a strong CYP3A4i in 28-day cycles

*CR+CRh rate >10% in adult evaluable population considered lower efficacy bound

15

Aldoss et al, ASH 2023 meeting, abstract 2907
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Baseline Characteristics
Parameter

Efficacy population
                                  (n=57)

Safety population
         (n=94)a

Leukemia type, n (%)
AML 49 (86) 78 (83)
ALL 7 (12) 14 (15)
MPAL/Other 1 (2) 2 (2)

Co-mutationsb, n (%)
FLT3 5 (9) 7 (7)
RAS 9 (16) 12 (13)
p53 4 (7) 5 (5)

Primary refractory, n (%) 14 (25) 18 (19)
Number of prior lines of therapy, median 
(range) 2 (1–11) 2 (1–11)

1, n (%) 17 (30) 25 (27)
2, n (%) 14 (25) 28 (30)
≥3, n (%) 26 (46) 41 (44)

Prior venetoclax, n (%) 41 (72) 61 (65)
Prior HSCT, n (%) 26 (46) 47 (50)
Data cutoff: July 24, 2023. aDefined as patients with KMT2Ar acute leukemia having received at least 1 dose of revumenib. bIn patients that had co-mutation status 
reported. Aldoss et al, ASH 2023 meeting, abstract 2907
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Response
Parameter

Efficacy population
(n=57)

ORR, n (%) 36 (63)

CR+CRh rate, n (%) 13 (23)
95% CI 12.7–35.8
P value, 1-sided 0.0036

CRc 25 (44)
95% CI 30.7–57.6

Negative MRD statusa

CR+CRh 7/10 (70)
CRc 15/22 (68)

Parameter
Efficacy population

(n=57)

Best response, n (%)
CR 10 (18)
CRh 3 (5)
CRi 1 (1.8)
CRp 11 (19)
MLFS 10 (18)
PR 1 (1.8)
PD 4 (7)
No response 14 (25)
Otherb 3 (5)

Data cutoff: July 24, 2023. aMRD done locally; not all patients had MRD status reported. bIncludes patients without postbaseline disease assessment. 

Aldoss et al, ASH 2023 meeting, abstract 2907
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Adult

Adult, underwent HSCT

Pediatric

Pediatric, underwent HSCT

CR/CRh

CRp/CRi

MLFS

Progressive disease

Ongoing at data cutoff

Adverse event

Subject withdrew consent for treatment

HSCT

Noncompliance

Patient did not achieve at least a PR after 4 cycles

Prohibited concomitant medication
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Aldoss et al, ASH 2023 meeting, abstract 2907
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Overall Survival

Median OS (95% CI)
8.0 months (4.1–10.9)

Aldoss et al, ASH 2023 meeting, abstract 2907
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Fathi et al, EHA 2023 meeting, abstract LB2713
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Fathi et al, EHA 2023 meeting, abstract LB2713
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Fathi et al, EHA 2023 meeting, abstract LB2713
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Menin inhibitors
• Novel agents showing activity as single agents in KMT2A- 

and NPM1 mutated AML

• Several agents being tested in clinical trials (Syndax, Kura, 
Sumimoto, Janssen)

• The first approval of a menin inhibitor is expected later this 
year

• Combination therapies are being developed
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MDS
HR MDS
• Disappointing year for HR MDS, with negative anti-CD47 and 

anti-TIM3 antibody (Sabatolimab) trials 
• The results of the Verona trial (Vidaza vs Vidaza/Ven) are still 

pending
• Ivosidenib approval

LR MDS
• Luspaterecept
• Imetelstat
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Ivosidenib in MDS: study design

Servier, unpublished data



CITY OF HOPE 27

Ivosidenib in MDS: patient characteristics

Servier, unpublished data
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Ivosidenib in MDS: study results

Servier, unpublished data



CITY OF HOPE 29Garcia-Manero et al, SOHO 2023 [abstract #MDS-157]
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Imetelstat: IMerge Subgroup Analysis: Study Design
 International, double-blind, randomized phase III trial
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IMerge Subgroup Analysis: Rates of
Durable Transfusion Independence
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IMerge Subgroup Analysis: 
RBC-TI by IPPS-M Risk Category
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MDS
• Two new agents approved in 2023: Luspatercept and 

Ivosidenib

• Imetelstat expected to be approved later this year

• The use of ESAs in low risk MDS will become more 
limited over time

•



CITY OF HOPE 3636

Thank you

Questions?
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