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Meeting Agenda 
Time (CEST) Topic Speaker/Moderator
18.00 – 18.05 Welcome and Introductions Elias Jabbour, MD
18.05 – 18.15 Advances in AML: Newly Diagnosed Alexander Perl, MD
18.15 – 18.40 Discussion: Advances in AML – Newly Diagnosed All
18.40 – 18.45 Key Takeaways Alexander Perl, MD
18.45 – 19.00 Advances in AML: R/R Disease – Monotherapies Courtney DiNardo, MD
19.00 – 19.10 Advances in AML: R/R Disease – Combination Therapies Daniel Pollyea, MD
19.10 – 19.35 Discussion: Advances in AML – R/R Disease All
19.35 – 19.40 Key Takeaways Courtney DiNardo, MD, and Daniel Pollyea, MD
19.40 – 19.45 BREAK
19.45 – 19.55 New Developments in First-Line Treatment of MDS Rami Komrokji, MD
19.55 – 20.15 Discussion: New Developments in First-Line Treatment of MDS All
20.15 – 20.20 Key Takeaways Rami Komrokji, MD
20.20 – 20.30 New Developments in Treatment of R/R MDS Eytan Stein, MD
20.30 – 20.50 Discussion: New Developments in Treatment of R/R MDS All
20.50 – 20.55 Key Takeaways Eytan Stein, MD
20.55 – 21.00 Summary and Closing Remarks Elias Jabbour, MD
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PHASE II: FLAG-IDA + VEN in ND OR R/R AML
Jen W-Y, et al. Abstract S136

STUDY POPULATION
> Pts (aged ≥18 yr) with newly diagnosed (ND) or relapsed/refractory (R/R) AML/MDS-EB2 were eligible if they had no prior VEN exposure

– N=127: 68 pts ND and 59 pts R/R
– Median age: 45 yr (range 18–73)

OUTCOMES
> ND cohort at median follow-up: 30 mo

– ORR: 99% (96% had CRc, of whom 89% were MRD negative by flow at <10-4), no difference across ELN risk groups
– mOS, mEFS, and mDOR were not reached
– 2-yr OS, EFS, and DOR were 75% (95% CI, 64–88), 68% (95% CI, 56–81), and 71% (95% CI, 59–85), respectively

> R/R cohort at median follow-up: 27 mo
– mOS, mEFS, and mDOR were 12% (95% CI, 7–33), 7% (95% CI, 4–23), and 21% (95% CI, 8–NE), respectively
– 2-yr OS, EFS, and DOR were 40% (95% CI, 28–55), 34% (95% CI, 23–49), and 49% (95% CI, 35–68), respectively
– Median time to neutrophils >1 × 109/L and platelets >50 × 109/L were 27d and 28d for C1, 39d and 67d for C2, and 35d and 50d for C3, 

respectively
– 57% went to CR1 HSCT, and 58% went to HSCT after salvage
– Significant OS improvement was seen if HSCT was done in CR1 vs not or CR2 vs not from landmark analysis at 3.5 mo

DR PERL’S CONCLUSIONS
> “I think this is really impressive data, but I don’t think we can answer the question of what’s the best way to start induction, and it would be 

really interesting if it turns out you don’t need anywhere near the intensity of this regimen and you can still get the same survival”



PHASE III ENHANCE-3 STUDY: MAGROLIMAB + VEN-AZA IN PREVIOUSLY UNTREATED PTS 
WITH AML WHO ARE INELIGIBLE FOR INTENSIVE CHEMOTHERAPY
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

OVERALL SURVIVAL

DR PERL’S CONCLUSIONS
> “If CD47 is going to emerge as a target in AML, we’ve got to come up with better drugs than this that are less toxic”
> “ENHANCE-3 gives us a new benchmark of the true CR rate [for VEN-AZA], which is actually quite a bit higher than in VIALE-A”

OTHER OUTCOMES
Efficacy
> There were more deaths in the magrolimab arm (n=68) than control arm 

(n=58)
> CRs were similar across the 2 study arms

Safety
> Higher incidence of fatal AEs (18.5% vs 10.9%) and fatal infections (11.1% 

vs 6.0%) in the magrolimab vs placebo arm, respectively 
> Higher incidence of grade ≥3 anemia (39.7% vs 25.0%) and grade ≥3 

infusion-related reactions (3.7% vs 1.6%) for magrolimab vs placebo, 
respectively



OUTCOMES
> Between Nov 2021 and Feb 2024, 26 pts were enrolled, with 25 evaluable for response (18 R/R, 7 ND)
> Median age: 70 yr (range 38–84)

PHASE I/II: ORAL DECITABINE-CEDAZURIDINE WITH VEN AND GILTERITINIB IN ND AND R/R AML
Bataller A, et al. Abstract S139

STUDY POPULATION
> ND and R/R AML or high-risk 

MDS with FLT3 mutation

DR PERL’S CONCLUSIONS
> “This all-oral regimen looks 

very active and quite tolerable, 
albeit with significant 
myelosuppression”

> “The dosing of decitabine-
cedazuridine may complicate 
mitigation strategies, but fewer 
doses than 5 might improve 
tolerability. However, there is 
not enough data to say how 
that impacts efficacy if at all”

R/R Cohort 
(n=18)

ND Cohort 
(n=7)

CR/CRi, n(%) 8 (44%) 6 (86%)

CR 3 (17%) 5 (71%)

CRi 5 (28%) 1 (14%)

MLFS 6 (33%) 0



PHASE III QUANTUM-FIRST: EXPLORATORY ANALYSIS OF QUIZARTINIB MAINTENANCE IN 
FLT3-ITD AML
Sekeres MA, et al. Abstract S142

BACKGROUND
> QuANTUM-First established 

the clinical benefit of adding 
quizartinib to intensive 
chemotherapy for fit pts with 
AML and FLT3-ITD

> Quizartinib was recently 
approved by the FDA for post-
consolidation maintenance 
but not as post-HSCT, as 
there were no prior data to 
show potential benefits of 
maintenance

STUDY POPULATION
> ND AML with FLT3-ITD

DR PERL’S CONCLUSIONS
> “Maintenance therapy with quizartinib should be offered to patients post-consolidation for up to 3 years”
> “These are the strongest data to date to support the use of maintenance therapy in a prospective trial post-chemotherapy”
> “It is notable that the OS of transplanted and non-transplanted patients was similar in the quizartinib arm (unlike placebo)”
> “MRD data would have helped to better identify benefitting patients”

OUTCOMES
> 3-yr OS: 79.9% for quizartinib vs 71.1% placebo (HR 0.683; 95% CI, 0.395–1.183)

– HR compares favorably with HR of the primary OS analysis (0.78; 95% CI, 0.62–0.98)
> 3-yr RFS: 67.1% for quizartinib vs 59.6% for placebo (HR 0.738; 95% CI, 0.442–1.230)

> Most common TEAEs (all grades) in the quizartinib arm: neutropenia (36%), nausea (23%), and 
diarrhea (21%)



GENETIC INSIGHTS INTO ACQUIRED RESISTANCE AND CLONAL EVOLUTION IN VEN-BASED 
THERAPY FOR AML
Konopleva M, et al. Abstract S145

BACKGROUND
> Molecular mechanisms of resistance to VEN-HMA are 

incompletely described from clinical trials
> Purported mechanisms include overexpression of 

alternate BCL2 family proteins, mutations in BAX or 
other apoptosis machinery, BCL2 binding mutations, 
and emergence of genotypes associated with 
chemotherapy resistance (TP53, FLT3, RAS/MAPK 
mutations)

> Serial samples from VIALE-A and phase Ib studies of 
VEN-HMA were sequenced by NGS to describe 
genetic events associated with resistance 

OUTCOMES
> 66 VEN-AZA pts gave >1 sample 
> 43 pts had response to VEN-AZA and then progression; 4 pts were 

refractory; 19 pts were in ongoing reemission

DR PERL’S CONCLUSIONS
> “This is a large cohort with baseline, remission, and 

treatment progression samples that mirror current 
treatment approaches”



PHASE II: INTERIM SAFETY AND EFFICACY OF BP1001 + VEN + DECITABINE IN AML
Cortes J, et al. Abstract P536

BACKGROUND
> BP1001 is a liposome-incorporated Grb2 antisense 

oligonucleotide
OUTCOME
ND cohort
> 30 pts (20 evaluable for response)
> Median age: 75 yr (range 69–84)
> Generally poor-risk pts: ELN adverse risk 2017 (n=12), sAML (n=7), prior 

MDS (n=4), CMML (n=1) or t-AML (n=2)
– 15/20 (75%) CR/CRi/CRh

R/R cohort
> 38 pts (23 evaluable for response)
> Median age: 63 yr (range 24–89)
> 12/23 (55%) CR/CRi/CRh

Safety
> AEs similar to VEN-decitabine with no new findings attributable to BP1001

DR PERL’S CONCLUSIONS
> “BP1001 has a different mechanism from what we typically use. It is early data”

STUDY POPULATION
> Unfit, ND AML including secondary AML (cohort 1) or R/R AML (cohort 2)
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Advances in AML: Newly Diagnosed (1/3)
Promising results with FLAG-IDA + VEN that warrant further investigation in randomized trial

S136: FLAG-IDA + VEN in ND or R/R AML (Jen W-Y, et al)
> VEN + intensive chemotherapy with FLAG-IDA demonstrated high MRD-negative response rates, especially in the ND AML cohort, but also 

significant toxicity, particularly myelosuppression with multiple courses
> Patients with unfavorable prognostic markers still require subsequent HSCT after this high-intensity induction. This has led some experts to 

consider whether this strategy should be tailored to specific patients rather than being applied uniformly as an initial induction approach
– The potential for achieving comparable response rates in fit patients with ND AML using a less intense induction therapy is still uncertain. 

Randomized studies investigating the efficacy of less intensive regimens are warranted 
> While impressed with the results of this phase II trial, experts noted that longer follow-up and larger, randomized multicenter phase III studies are 

needed to confirm the efficacy of this regimen

Magrolimab demonstrated futility in the ENHANCE-3 study

S138: Magrolimab vs placebo in combination with VEN and AZA in previously untreated patients with AML who are ineligible for intensive 
chemotherapy: The ENHANCE-3 study (Daver N, et al)
> Targeting CD47 with magrolimab did not improve survival or response rates when combined with VEN-AZA and led to increased toxicity. Experts 

believe the combination’s efficacy was overstated in early trials, leading to failure of this phase III study and suggesting the need for more 
cautious and prolonged development of novel agents and combinations

– Furthermore, experts noted that the premature branding of magrolimab as a solution for TP53mut AML, driven by early-phase data hype, 
was unjustified, as no discernible difference was observed when compared with the use of VEN-AZA alone. A high unmet need for the 
treatment of TP53mut AML remains

> Enthusiasm for magrolimab is tempered, and experts remain uncertain whether other CD47 antibodies will be more successful. Moving forward, 
careful consideration should be given to the development of any triplet combination, especially when combining VEN-AZA with an agent with 
minimal single-agent activity and increased toxicity such as magrolimab

> The ENHANCE-3 dataset complements the VIALE-A data, as the control arm includes a large number of newly diagnosed, unfit patients treated 
with VEN-AZA. The increased CR rate compared with VIALE-A might provide a truer view of the efficacy of this combination



Advances in AML: Newly Diagnosed (2/3)
Preliminary findings of novel triplet studies for ND AML

S139: Phase I/II study of oral decitabine-cedazuridine with VEN and 
gilteritinib in patients with ND and R/R AML (Bataller A, et al)
> Initial outcomes with this all-oral triplet combination appear promising but 

are too premature for interpretation. The median follow-up duration is 
insufficient for comparison with IV AZA-based triplets, and the limited 
sample size restricts the significance of the responses

P536: Interim safety and efficacy of BP1001 in a phase II AML study 
(Cortes J, et al)
> The triplet regimen of VEN, decitabine, and BP1001, a liposome-

incorporated Grb2 antisense oligonucleotide, appears to be tolerable. 
However, the data are too premature to determine whether its efficacy 
surpasses that of the doublet VEN + decitabine

Triplet vs sequential therapy

During the discussions, experts noted the following on triplet and sequential therapy
> Sequential approaches are considered attractive because they are usually less toxic compared with triplet combinations. However, they 

require accurate and rapid MRD assessments to confirm drug efficacy
> Recent negative phase III triplet studies (eg, from ENHANCE-3) led experts to caution that future triplet studies should be more carefully 

planned, considering toxicity profile, feasibility, and safety of the combinations in larger populations
> Both approaches warrant further investigation

Dr Perl on abstract S139:
Get them as deep a response as you can get from the 
VEN-AZA and then switch to a TKI-based therapy. That 
could be the right way to do it, and that could be just as 
good as doing a triplet that you have to slow down 
because you get so much myelosuppression, you’re 
having to introduce these breaks later on.

“
“



Advances in AML: Newly Diagnosed (3/3)
Role of quizartinib maintenance post-HSCT remains unclear

S142: QuANTUM-First – efficacy in ND patients with FLT3-ITD+ AML who received 
continuation therapy (Sekeres MA, et al)
> This exploratory analysis of the phase III QuANTUM-First trial supports the FDA-approved 

use of quizartinib maintenance therapy in patients with ND FLT3-ITD AML who are not 
receiving HSCT. However, the effectiveness of quizartinib post-HSCT remains unclear due 
to the small sample size and lack of MRD data, which could have provided further insights 
into the patient population that would derive the most benefit from this approach. 
Nevertheless, on the basis of these data, some experts would consider quizartinib 
maintenance therapy for specific patients who are not proceeding with a transplant

Continued exploration of VEN resistance patterns is needed

S145: Genetic insights into acquired resistance and clonal evolution in VEN-based therapy for AML (Konopleva M, et al)
> The appearance of chemotherapy-resistant variants indicates that VEN may modulate a chemotherapy response, rather than solely inducing 

apoptosis, which differs from what is seen in other lymphoid malignancies. However, the identified mutations do not elucidate why patients 
are highly refractory to subsequent therapy lines, or potential strategies to overcome this resistance 

> The frequent emergence of BAX mutations, typically with a low VAF, is disconcerting and corroborates previous reports. The significance of 
low VAF remains uncertain

> Overall, these findings warrant the investigation of treatment breaks or time-limited therapy, and potentially shorter VEN dosing intervals

Dr Stein:
I think there is a proportion of patients, if I 
had NGS MRD 10-6 negative, that I may 
forego transplant and may use gilteritinib.

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

STUDY POPULATION
> Pts with R/R ALL or AML are eligible, with no limit 

on prior therapies (prior menin inhibitors allowed) 
and a focus on pts with KMT2Ar and NPM1c

STUDY DESIGN

DR DINARDO’S CONCLUSIONS
> “From the 58 initial pts, only 21 pts—all KMT2Ar or NPM1c with no prior exposure to menin inhibitors—were evaluated for efficacy. Unsure 

what happened with the other pts”

OUTCOMES
Accrual is ongoing, with 58 pts enrolled as of Jan 31, 2024
> 27 pts in arm A (no azoles) and 31 pts in arm B (with azoles)
> Doses range from 40 mg BID to 300 mg BID
> Median age: 63 yr
> 93.1% had AML
> Pts received a median of 3 (range 1–9) prior treatments; 31% received prior 

SCT, and 77.6% received prior VEN
> 42% were KMT2Ar and 24% were NPM1c



PHASE II AUGMENT-101: REVUMENIB MONOTHERAPY IN R/R KMT2Ar ACUTE LEUKEMIA
Aldoss I, et al. Abstract S136

STUDY POPULATION
> Pts with R/R KMT2Ar ALL/MPAL (cohort A) or R/R KMT2Ar AML (cohort B)
> Cohort C continues to enroll pts with NPM1m and is not included in this analysis

OUTCOMES
> Median age: 37 yr (range 1.3–75); ~25% were <18 yr
> 78 pts with AML, 16 pts with ALL/MPAL
> Median prior LOT: 2 (range 1–11); prior VEN 65% of pts; prior SCT 50% of pts

Efficacy
> Efficacy population (n=57 pts)

– CR+CRh: 23% (n=13)
– Median DOR: 6.4 mo
– ORR: 63%
– mOS: 8 mo

Safety
> 94 pts received ≥1 dose of study drug and were included in the safety analysis
> TRAEs were reported in 82% of the safety population

– Grade ≥3 TRAEs: 54% (n=51), most common being differentiation syndrome (16%), 
febrile neutropenia (14%), and QTc prolongation (14%)

> Overall, 6% of pts discontinued therapy due to TRAEs; no discontinuation were due to 
differentiation syndrome or QTc prolongation

DR DINARDO’S CONCLUSIONS
> “There is again a discrepancy between patients evaluable for safety (n=94) and efficacy (n=57)”
> “Results are like other menin inhibitor studies, which showed CRc rates ~25%–40% with median DOR ~6 months when given as 

monotherapy in R/R setting”



PHASE II FINAL 5-YR RESULTS: OLUTASIDENIB FOR mIDH1 AML
Cortes J, et al. Abstract S144

STUDY POPULATION
> Pts with R/R mIDH1 AML

OUTCOMES
> 147/153 evaluable pts; median age: 71 yr (range 32–89)
> CR: 32%
> CR+CRh: 35%
> Median CR+CRh duration: 25.3 mo
> ORR: 48%
> mOS: 11.6 mo
> Safety profile was consistent with previous reports

– Differentiation syndrome was reported in 14% of pts by yr 
3 and was grade 3/4 in 8% and grade 5 in 1%; there were 
no new events by yr 5

DR DINARDO’S CONCLUSIONS
> “The updated data confirmed previous results from this pivotal cohort of olutasidenib. It’s the same response rate. The survival is the same. 

There are no new additional safety issues”



PHASE II SUBGROUP ANALYSIS: OLUTASIDENIB IN mIDH1 AML SECONDARY TO MPN
De Botton S, et al. Abstract P605

OUTCOMES

DR DINARDO’S CONCLUSIONS
> “MPN patients who have an IDH1 mutation do poorly 

with everything, but they look good with similar 
outcomes to the overall study with olutasidenib”

STUDY POPULATION
> Pts with R/R mIDH1 AML
> Subgroup: AML secondary to MPN (n=15)



PHASE II SUBGROUP ANALYSIS: OLUTASIDENIB IN ELDERLY PTS WITH R/R mIDH1 AML
De Botton S, et al. Abstract P611

STUDY POPULATION
> Pts with R/R mIDH1 AML
> Subgroup: aged >75 yr (n=45)

OUTCOMES
> CR/CRh was achieved by 31% (n=14) elderly pts, with a median duration of CR/CRh of 25.3 mo
> mOS: 10 mo, with a probability of 12-mo survival in 44%

DR DINARDO’S CONCLUSIONS
> “Elderly patients (>75 years) are doing quite well on olutasidenib. This is [a] frail population but no significant difference from younger patients”



PHASE II SUBGROUP ANALYSIS: OLUTASIDENIB IN PTS WITH R/R AML FOLLOWING VEN 
FAILURE
Cortes J, et al. Abstract P614

STUDY POPULATION
> Pts with R/R mIDH1 AML
> Subgroup: post-VEN pts (n=18)

OUTCOMES

DR DINARDO’S CONCLUSIONS
> “Patients following VEN failure show high response rates with olutasidenib monotherapy, and these responses are ongoing like a year later. 

This to me is pretty impressive”



PHASE II SUBGROUP ANALYSIS: OLUTASIDENIB AS BRIDGE TO TRANSPLANT IN PTS WITH 
R/R mIDH1 AML
De Botton S, et al. Abstract P1373

OUTCOMES
> Of 147 efficacy-evaluable pts in the pivotal cohort, 66 (45%) achieved 

CR/CRh/CRi and 15 of 66 (23%) went to transplant, plus 1 pts with SD, for a 
total of 16 pts

> Median survival from start of olutasidenib treatment has not been reached
> OS probability (from start of olutasidenib) was 83% at 12 mo and 50% at 18 mo

DR DINARDO’S CONCLUSIONS
> “Patients, if you can go to transplant, do well on olutasidenib. All 16 patients were alive 3 months post-transplant, with median survival not yet 

reached”

STUDY POPULATION
> Pts with R/R mIDH1 AML
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PHASE IB: BLEXIMENIB (JNJ-75276617) + VEN-AZA IN R/R AML WITH ALTERATIONS IN KMT2A
OR NPM1
Wei AH, et al. Abstract S133

STUDY POPULATION + DESIGN
> Adult pts with R/R AML harboring KMT2A or NPM1 alterations

OUTCOMES
Efficacy population (n=34; ≥50 mg BID)
> ORR: 79%
> CR/CRh/CRi: 29%
> In pts with prior VEN exposure (n=17)

– ORR: 65%
– CR/CRh/CRi: 29%

> Phase I dose escalation ongoing to identify recommended 
phase II dose (RP2D)

Safety population (n=60)
> Differentiation syndrome observed in 3% (2 participants; 

grade 3 and 5)
> No bleximenib-related events of QT prolongation or TLS

DR POLLYEA’S CONCLUSIONS
> “So it’s about what Courtney [DiNardo] told us these menin inhibitors are showing with respect to CR/CRh”



PHASE I/II 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
> Pts with R/R AML, aged 18–75 yr, fit for intensive salvage 

treatment

OUTCOMES
> mOS: NR
> 12-mo OS: 62.4%
> 24-mo OS: 55.5%

> Acceptable safety profile, with infectious complications being most 
common

DR POLLYEA’S CONCLUSIONS
> “I think this looks good enough, but we need more data”



PHASE I/II: TUSPETINIB AS MONOTHERAPY AND COMBINED WITH VEN IN R/R AML
Daver N, et al. Abstract P557

STUDY POPULATION + DESIGN
> Dose exploration was done with tuspetinib (93 pts) and tuspetinib 

+ VEN (79 pts) in highly treatment-experienced pts with AML (prior 
VEN, FLT3i, HMA, chemotherapy, HSCT)

OUTCOMES
Tuspetinib monotherapy 
> CR achieved at 40, 80, 120, and 160 mg with no dose-limiting 

toxicity
> 42% CRc and 50% ORR was observed in VEN-naive and FLT3-

mutation–harboring pts
> No drug-related myelosuppression, differentiation syndrome, QTc 

prolongation, or CPK elevations
> No drug-related discontinuation or deaths

Tuspetinib + VEN 
> 40% ORR was observed at 80-mg tuspetinib + 400-mg VEN in 

pts with FLT3 mutation. Among these, 83% (5/6) had been failed 
by prior VEN treatment and 50% (3/6) had been failed by both 
prior VEN and FLT3i treatment

> No new or unexpected safety signals
> No drug-related deaths

DR POLLYEA’S CONCLUSIONS
> “I don’t see how this distinguished itself from really any other multikinase inhibitors”
> “My problem with this is I haven’t heard a consistent story for what this drug does that other drugs don’t. It’s a jack-of-all-trades. And who’s the 

patient population that should be enriched for this drug? I don’t know, and that’s what makes me a little hesitant”



PHASE II: CLIA IN PTS WITH R/R AML
Kadia T, et al. Abstract P603

STUDY POPULATION + TREATMENT PLAN
> Pts aged 18–65 yr, fit for intensive chemotherapy, with R/R AML
> Could get FLT3i if harboring FLT3 mutation
> Up to 5 cycles of consolidation

OUTCOMES
> mOS: 8.1 mo

– First salvage: 17.5 mo
> mPFS: 5.6 mo
> No difference in response 

or OS based on dose level

DR POLLYEA’S CONCLUSIONS
> “The takeaway is it’s for fit patients. They had high response rates in salvage for FLT3[mut]. The NPM1[mut] did great. There was no 

difference between getting 2 or 1 gram of cytarabine. They did the same”
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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 monotherapy in patients with R/R KMT2Ar acute leukemia – topline efficacy and safety results form the pivotal 
AUGMENT-101 phase II study (Aldoss I, et al)

S132: First-in-human phase I/II study of the menin-MLL inhibitor DSP-5336 in patients with R/R acute leukemia – updated results from
dose escalation (Daver N, et al)
> Small trial size and inconsistent reporting of patient data, such as higher number of patients in the safety compared with the efficacy 

populations, limit the interpretation of the findings from both studies
> In general, the efficacy of single-agent menin inhibitors in KMT2A- and NPM1-mutated R/R AML appears comparable across different 

agents, showing similar response rates and duration. Although effective, response rates are not durable
– When it comes to safety profiles, menin inhibitors show no significant differences in differentiation syndrome toxicity, but they do seem 

to differ in their effects on QT prolongation
– Whether the same level of menin inhibition is required in KTM2A- vs NPM1-mutated R/R AML remains unknown

Dr DiNardo on menin inhibitors:
For really all of them, we are seeing composite remission rates of about 25% to 40%, with a median duration of remission of 
about 6 months when you’re giving it as a monotherapy in the relapse setting. Kind of across the board, that’s what we are 
seeing. Then when you compare that to SOC expectations, there is a clear, clear unmet need. With KTM2A[-mutated AML], you 
have like a 10% or less response rate [with current treatment options]. It’s better for NPM1[-mutated AML], but still not great 
[with current treatment options] – 50% ORR and 24% composite remission rate.

“ “



Advances in R/R AML: Monotherapies (2/2)
Olutasidenib shows compelling data post–VEN-AZA failure

Experts discussed outcomes from the final 5-year follow-up of the phase II pivotal cohort of 
olutasidenib in IDH1-mutated AML (S144; Cortes J, et al), along with several posters 
showcasing subgroup analyses from this study (P605, P611, P614, P1373)
> In IDH1-mutated R/R AML, the updated data with 2 additional years of follow-up confirmed 

previous results from this pivotal cohort of olutasidenib, showing enduring, clinically meaningful 
responses, regardless of subgroup (P605, P611, P614, P1373). Experts were particularly 
impressed by the OS in CR/CRh responders, which was not yet reached

> On olutasidenib’s efficacy post–VEN-AZA failure (P614), experts noted this addresses a 
significant unmet need, and that olutasidenib may potentially outperform ivosidenib in this setting. 
Although more extensive data and larger sample sizes are needed to fully understand 
olutasidenib’s benefits, experts believe that validation of these data in a single-arm study may be 
enough to persuade physicians to choose olutasidenib over ivosidenib in this setting

During this session, several distinctions between olutasidenib and ivosidenib were highlighted
> Ivosidenib, unlike olutasidenib, inhibits wild-type IDH1, which could lead to complications
> Both drugs differ in their binding kinetics. Olutasidenib binds more rapidly and transiently than 

ivosidenib
> Olutasidenib potentially offers superior CNS penetration
> Ivosidenib is administered QD, while olutasidenib is administered BID
> Without head-to-head data, it is impossible to determine which drug is superior. Differences in 

study design and patient population in the 2 pivotal trials may have influenced the results
> The toxicity profile of the 2 drugs may offer some differentiation. Both have similar rates and 

severity of differentiation syndrome. However, ivosidenib has a warning for QTc interval 
prolongation in its label, while olutasidenib has a warning for hepatotoxicity

Dr Borate:
They need more data. The reality is ivo 
has a market share because it’s around 
forever. We’re all comfortable with ivo. If 
olu wants to displace ivo, and this [post–
VEN-AZA failure] is a nice niche, just get 
a few more patients, and I think people 
will move.

“

“
Dr Perl on olutasidenib post–VEN-
AZA failure:
Right now, NCCN [guidelines] is agnostic 
to ivo or olu, there’s no data for ivo, and 
if there was 50 patients for olu, I could 
see the panel being like, yeah, put it in. It 
would have a higher level of evidence 
than no evidence.

“

“



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 study of the menin-KMT2A inhibitor JNJ-75276617 in combination with VEN and AZA in R/R AML with alterations in KMT2A or 
NPM1 (Wei AH, et al)
> Bleximenib can safely be combined with VEN-AZA and shows promising efficacy in patients with R/R AML with KMT2A or NPM1 alterations. 

Randomized studies are needed for validation
> On the basis of current data, most experts consider combining menin inhibitors with VEN-AZA in the R/R setting. Some even consider this approach 

for patients who experienced progression on VEN-AZA

S135: VEN-based salvage treatment for R/R AML using a combination with high-dose cytarabine 
and mitoxantrone (HAM-VEN) – updated results of the phase I/II SAL RELAX trial (Ruhnke L, et al)
> The HAM + VEN regimen presents a potential alternative to other high-intensity salvage options, as 

safety and efficacy compare favorably with published results from the FLAG-IDA + VEN regimen. 
Randomized studies are needed to further define the role of this regimen in R/R AML

> It was speculated that administering very low doses of mitoxantrone could potentially counteract VEN 
resistance. However, additional research is required to substantiate this hypothesis

P557: Safety and efficacy of tuspetinib as monotherapy and combined with VEN in a phase I/II trial 
of patients with R/R AML (Daver N, et al)
> Experts believe the presented data do not compellingly define a clear clinical path for the further 

development of tuspetinib in AML. The specific patient population that could benefit from this drug 
remains unclear. Generally, experts consider the role of multitargeted agents without a defined MOA 
in AML to be obsolete 

P603: Phase II study of CLIA in patients with R/R AML (Kadia T, et al)
> The CLIA regimen shows response rates comparable with FLAG-IDA and other salvage regimens in 

R/R AML independent of the use of 1 g or 2 g of cytarabine as part of the combination. It is effective 
for fit patients undergoing their first salvage therapy and may serve as backbone regimen for 
combination strategies with novel agents, such as menin inhibitors

Dr Perl on menin inhibitors in R/R AML:
The reason this resonates is, like we 
were saying before, realistically, the 
second one of these gets approved, we 
are not just going to use them as single 
agents. But I feel like I’m going to throw it 
in with other things . . . so if I had a 
choice between a drug that had data 
with the backbone that I would want to 
use and one that didn’t, then yeah, I 
would use the one that did.

“

“
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PHASE III 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
> Pts with higher-risk (intermediate, high, and very high risk) MDS or CMML-2

OUTCOMES

DR KOMROKJI’S CONCLUSIONS
> “The study almost meet its endpoint”
> “For me the learning was that, actually, this control arm was as close as [can be] to real-world data”



PHASE III ENHANCE TRIAL: FINAL RESULTS OF MAGROLIMAB + AZA IN PTS WITH 
UNTREATED HIGHER-RISK MDS
Sallman D, et al. Abstract S181

STUDY POPULATION
> Treatment-naive adults with intermediate-, high-, or very high-risk MDS per IPSS

OUTCOMES

> Magrolimab + AZA was associated with higher incidence of fatal TEAEs, grade ≥3 and serious TEAEs, and TEAE-associated study drug 
discontinuation vs control arm

DR KOMROKJI’S CONCLUSIONS
> “Magro was negative”



PHASE II: PRELIMINARY RESULTS OF ELRITERCEPT (KER-050) IN PTS WITH LR-MDS
Campelo MD, et al. Abstract S183

BACKGROUND
> Elritercept is designed to inhibit select TGF-beta superfamily ligands, including activin 

A, which has been associated with ineffective hematopoiesis, inflammation, and 
disease pathogenesis and progression

OUTCOMES
> Data are presented for the RP2D population

DR KOMROKJI’S CONCLUSIONS
> “Well-tolerated drug with activity both in RS-positive and non-RS MDS, particularly when looking at patients with EPO <500 U/L”

STUDY POPULATION
> Pts with very low-, low- or intermediate-risk 

MDS with anemia



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

OUTCOMES

CONCLUSIONS
> Luspatercept provided clinically meaningful outcomes, supporting its use as the preferred treatment for ESA-naive patients with LR-MDS–

associated anemia



PROPENSITY SCORE MATCHED ANALYSIS: ORAL DECITABINE-CEDAZURIDINE ± VEN IN 
HIGH-RISK MDS
Bataller A, et al. Abstract P770

STUDY POPULATION
> Comparison of pts treated with oral decitabine-cedazuridine in the phase II/III (ASCERTAIN) clinical trials with those treated with decitabine-

cedazuridine + VEN in a phase II study

OUTCOMES

DR KOMROKJI’S CONCLUSIONS
> “This looks nice, better than the oral decitabine alone”



REAL-WORLD: LUSPATERCEPT IN LR-MDS WITH TRANSFUSION DEPENDENCY, POSITIVE 
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 

Hradec Králové, Czech Republic

OUTCOMES
> Median follow-up: 17 mo
> 63% of pts reached transfusion independence (TI) during luspatercept treatment lasting 8 wk, 61% lasting 12 wk, 57% lasting 16 wk, and 49% 

lasting 24 wk
> Overall, hematologic improvement (HI) + TI was achieved in 75% of pts
> In 21 pts (41%), concomitant therapy with ESA led to improved response, 16 of whom reached TI
> To achieve optimal response, gradual dose increase of luspatercept to 1.75 mg/kg was required in up to 35 pts with 23 responders (HI+TI)

– Median duration of response: 12 mo

CONCLUSIONS
> Luspatercept is an effective agent in real-life clinical practice
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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 

LR-MDS
S183: Durable clinical benefit with elritercept (KER-050) treatment – findings from an 
ongoing phase II trial in participants with LR-MDS (Diez Campelo M, et al)
> Initial results with elritercept show promise in treating a broad array of patients with LR-MDS
> In March 2024, the FDA granted Fast Track designation for elritercept to treat anemia in adult 

patients with very low-, low- and intermediate-risk MDS

P785: Clinical benefit of luspatercept in transfusion-dependent, erythropoiesis-stimulating 
agent–naive patients with very low-, low-, or intermediate-risk MDS in the COMMANDS trial 
(Santini V, et al)
> Findings support the use of luspatercept as the preferred treatment for ESA-naive patients with 

LR-MDS–associated anemia, particularly in cases with ring sideroblasts

P1886: Clinical experience with luspatercept therapy in low-risk MDS with transfusion 
dependency – positive effect of combination therapy with erythropoietin (Jonasova A, et al)
> These real-world data demonstrate that luspatercept is highly effective in pretreated, 

significantly transfusion-dependent patients. Its efficacy may be influenced by the addition of 
ESA therapy in patients with poor response; ongoing studies are investigating this combination 

Dr Komrokji on elritercept:
They are going for a phase III that is 
going to be similar to the MEDALIST 
design. . . . I think with that study 
design, it’s almost like a slam dunk. 
They will get approved. They will meet 
the endpoint of the study.

“
“



HR-MDS remains an unmet need

HR-MDS
S180: Primary results of the phase III STIMULUS-MDS2 study of sabatolimab + AZA vs 
placebo + AZA as frontline therapy for patients with HR-MDS or CMML-2 (Zeidan AM, et al)
> Despite positive trends in OS, CR rate, PFS, and LFS, the study did not meet its primary 

endpoint of OS and was discontinued prematurely. Experts speculated that restricting the study 
to high- and very high-risk patients and excluding intermediate-risk patients might have yielded 
statistically significant results. However, they also acknowledged that the combination showed a 
positive signal in intermediated-risk patients in a phase II study, contradicting this hypothesis

> Notably, the control arm closely matched real-world data with a CR rate of ~15%, which is lower 
than other randomized studies in HR-MDS

> The study confirmed the prognostic value of the IPSS-M in a large prospective cohort

S181: Magrolimab + AZA vs placebo + AZA in patients with untreated HR-MDS – phase III ENHANCE study final analysis (Sallman D, et al)
> The study did not meet its primary endpoints of CR rate and OS; futility was determined at the prespecified interim analysis of OS. The results 

are seen as disappointing, and experts think they are due to the high enrichment of TP53m patients, which compromised the drug’s efficacy. 
Notably, the study showed that the CR rate was lower in this population when treated with magrolimab and AZA vs AZA alone

P770: Oral decitabine-cedazuridine with VEN vs oral decitabine-cedazuridine in HR-MDS – a propensity score matched analysis (Bataller 
A, et al)
> The combination of oral decitabine-cedazuridine + VEN is seen as promising, but longer follow-up and validation in randomized prospectives 

studies are needed to demonstrate the benefits of this regimen

HR-MDS remains an area of unmet need, but experts are hopeful that the VERONA trial of VEN-AZA will read out positively. Another
promising trial is the phase III SELECT-MDS-1 with tamibarotene in combination with AZA

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

Dr Pollyea on ENHANCE study:
It’s the exact same thing as ENHANCE-
3. The placebo is doing better here by a 
little bit. The exact same.

“ “
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PHASE II IDIOME TRIAL: FINAL RESULTS OF IVOSIDENIB MONOTHERAPY IN mIDH1 MDS
Sébert M, et al. Abstract S182

STUDY POPULATION
> Pts (aged ≥18 yr) with IDH1m MDS, including non-proliferative AML up to 29% of BM blasts 

– Cohort A: R/R HR-MDS that failed AZA; Cohort B: treatment-naive HR-MDS; Cohort C: R/R LR-MDS that failed EPO

OUTCOMES
Cohort A (R/R MDS)
> Median OS: 8.9 mo
> 12-mo OS rate: 15.2%
> 2 pts still on therapy; 14 pts had PD; 20 died

Cohort B (first-line MDS)
> Median OS and DOR were not reached
> 12-mo OS rate: 91.3%
> 5 pts (22%) have been bridged to transplant
> 8 pts still on therapy; 8 pts had PD

Cohort C (R/R LR-MDS)
> 2 of 3 pts had CR, with transfusion independency 
> One pt died 
> No toxicity

DR STEIN’S CONCLUSIONS
> “Very nice response rates with single-agent ivosidenib”



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

STUDY POPULATION
> Pts (aged ≥18 yr) with non-del(5q) LR-MDS (low or intermediate-1 risk per IPSS criteria) 
> RBC-transfusion dependent, R/R to or ineligible for ESA, and naive to lenalidomide or HMA

DR STEIN’S CONCLUSIONS
> “The transfusion independence rate is better with imetelstat. This is interesting”
> “They also looked to see if there was any detriment in terms of OS with treating with imetelstat, and the curves are overlapping, which made 

me think, why do these drugs get approved if the curves are overlapping?”

OUTCOMES 
> Median follow-up: 32 mo (imetelstat) and 28 mo 

(placebo)
> Median OS: 40.4 mo (imetelstat) and NE (placebo)
> Median estimated: NR in either arm
> Low rate of progression to AML
> Rates of ≥8-wk, ≥24-wk, and ≥1-yr RBC transfusion 

independence were significantly higher with 
imetelstat vs placebo



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

STUDY POPULATION
> 350 pts with LR-MDS receiving 

luspatercept; 328 (94%) had 
complete dose information

– 72% had a first dose 
escalation, of whom 54% 
across all LOTs 
continued the same 
escalated dose for ≥8 wk 

– 52% of pts had a second 
dose escalation, of whom 
97% had dose escalation 
from 1.33 to 1.75 mg/kg, 
and 59% continued this 
dose for ≥8 wk 

> Mean age: 74 yr

OUTCOMES

DR STEIN’S CONCLUSIONS
> “I really liked this data, which shows that to take someone off of luspatercept after failing the first dose doesn’t actually make a lot of sense, 

you should actually try to max it out before you declare them a failure”



PHASE I/II: SECLIDEMSTAT + AZA FOR PTS WITH MDS AND CMML
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

OUTCOMES
Efficacy
> As of May 2024, 16 pts have been enrolled

– 3 pts in DL1 (150 mg PO BID D1–28), 3 pts in DL2 
(300 mg PO BID D1–28), 3 pts in DL3 (450 mg PO 
BID D1–28), 3 pts in DL4 (600 mg PO BID D1–28), 
and 4 pts in DL5 (900 mg PO BID D1–28)

> Median follow-up: 18.9 mo (95% CI, 0–48.4 mo)
> Median number of cycles: 3 (range 1–14)
> ORR: 43% (6/14 pts) 

– 21% (n=3) mCR
– 7% (n=1) CR
– 7% (n=1) mCR+HI
– 7% (n=1) HI

> Median OS: 18.5 mo (95% CI, 6.1–30.9 mo)
> Median EFS: 7.2 mo (95% CI, 6.3–8.2 mo)

Safety

DR STEIN’S CONCLUSIONS
> “Forget about the responses, it’s too low, but one of the big issues here is they’ve got like acute kidney injury as a related toxicity”



Discussion Summary
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New Developments in Treatment of R/R MDS
Recent data shed further light on the treatment paradigm for R/R MDS

S182: Ivosidenib monotherapy in mIDH1 MDS – final results of the IDIOME trial, a GFM study (Sébert M, et al)
> Experts are excited about outcomes of this phase II study, which indicate ivosidenib could be effective as 

first-line therapy for R/R HR-MDS if IDH1 is mutated. These results challenge the paradigm that AZA is 
necessary to treat R/R MDS

S184: OS, clinical benefit, and durable transfusion independence with imetelstat in the IMerge phase III 
trial of RBC transfusion-dependent LR-MDS (Santini V, et al)
> Updated data from the IMerge study support the early use of imetelstat, which was recently approved by the 

FDA, in patients whose disease is not responding to ESA or luspatercept. While the drug does not impact 
OS, it provides transfusion independence, which remains a meaningful goal for the treatment of MDS. 
Experts noted that about one-third of patients were lost to follow-up, which may have affected OS results

> One expert noted that they would see imetelstat move into up-front treatment only in cases of high 
transfusion burden

P768: Real-world dose escalation and outcomes among patients with LR-MDS receiving luspatercept in 
clinical practice (Patel K, et al)
> These real-world data emphasize the importance of dose escalation to the highest tolerated dose of 

luspatercept in LR-MDS before considering discontinuation

P788: Phase I/II study of seclidemstat, an LSD1 inhibitor, in combination with AZA for patients with MDS 
and CMML (Montalban-Bravo G, et al)
> Experts noted potential nephrotoxicity with this drug, as indicated by the creatinine increase observed in 

~50% of patients

Dr Borate on the 
IDIOME study:
We’ve had 3 large phase 
III MDS studies in 
combination with AZA 
that have been negative. 
I think we should be 
celebrating this study. 
You’re getting away from 
AZA. You’re doing single 
agent. It’s a pill that your 
80-year-old patient can 
take no matter where 
they live. . . . It’s a small 
population, but I think it’s 
getting away from the 
paradigm to have to 
have AZA.

“
“
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