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Meeting Snapshot

DATE: 
December 13, 2024

PANEL: Key experts in 
leukemia
> 4 from US
> 3 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

MDS AND LEUKEMIA-
SPECIFIC DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 4 US and 3 European/UK Leukemia Experts

CHAIR: 
Elias Jabbour, MD
MD Anderson Cancer Center

Naval Daver, MD
MD Anderson Cancer Center

Rami Komrokji, MD
Moffitt Cancer Center

Josep-María Ribera, MD, PhD 
Catalan Institute of Oncology

Valeria Santini, MD
University of Florence

Aaron Logan, MD, PhD
University of California 
San Francisco

Charles Craddock, CBE, 
FRCP (UK), FRCPath, DPhil 

University of Birmingham



Meeting Agenda
Time (CT/CET) Topic Speaker/Moderator
9.00 AM – 9.05 AM/16.00 – 16.05 Welcome, Introductions, and Meeting Objectives Elias Jabbour, MD

9.05 AM – 9.10 AM/16.05 – 16.10 New Developments in Low-Risk MDS Rami Komrokji, MD

9.10 AM – 9.20 AM/16.10 – 16.20 Discussion Elias Jabbour, MD

9.20 AM – 9.25 AM/16.20 – 16.25 New Developments in High-Risk MDS Valeria Santini, MD

9.25 AM – 9.40 AM/16.25 – 16.40 Discussion and Key Takeaways for MDS Elias Jabbour, MD; Rami Komrokji, MD; Valeria Santini, MD

9.40 AM – 9.55 AM/16.40 – 16.55 Advances in Newly Diagnosed AML Naval Daver, MD

9.55 AM – 10.20 AM/16.55 – 17.20 Discussion and Key Takeaways Elias Jabbour, MD; Naval Daver, MD

10.20 AM – 10.35 AM/17.20 – 17.35 Advances in R/R AML Charles Craddock, CBE, FRCP (UK), FRCPath, DPhil

10.35 AM – 10.55 AM/17.35 – 17.55 Discussion and Key Takeaways Elias Jabbour, MD; Charles Craddock, CBE, FRCP (UK), 
FRCPath, DPhil

10.55 AM – 11.00 AM/17.55 – 18.00 Break

11.00 AM – 11.10 AM/18.00 – 18.10 Advances in Newly Diagnosed ALL Aaron Logan, MD, PhD

11.10 AM – 11.30 AM/18.10 – 18.30 Discussion and Key Takeaways Elias Jabbour, MD; Aaron Logan, MD, PhD

11.30 AM – 11.35 AM/18.30 – 18.35 Advances in R/R ALL Josep-María Ribera, MD, PhD

11.35 AM – 11.55 AM/18.35 – 18.55 Discussion and Key Takeaways Elias Jabbour, MD; Josep-María Ribera, MD, PhD

11.55 AM – 12.00 PM/18.55 – 19.00 Summary and Closing Remarks Elias Jabbour, MD



Conference Highlights
New Developments in Low-Risk MDS



Early Versus Late Onset of ESA in Lower Risk Anemic MDS Patients: Results of the GFM 
Randomized Phase III EPO-Pretar Trial
Park S, et al. Abstract 349

EXPERT CONCLUSIONS
> “I really don’t think this [is] conclusive for shift to left strategy to start treatment earlier because it’s very small numbers. Even Hb 8–9 g/dL, I do 

not think is transfusion-dependent threshold. I think the ELEMENT study that is on going now, randomized between luspatercept and ESA 
with symptomatic anemia <9.5, with primary endpoint of transfusion indecency at 6 months, may be a better to answer that”

STUDY POPULATION
> Phase III EPO-PRETAR trial (NCT03223961) prospectively compared early (n=40) vs late (n=23) ESA initiation in non-RBC transfusion-

dependent (non-RBC TD) pts with LR-MDS and anemia
> Pts with LR-MDS (IPSS-R <4, Hb 9–10.5 g/dL) were randomized to EPO alfa 60,000 IU/week either at inclusion (early onset) or upon

reaching an Hb threshold (<9 g/dL) for RBC transfusion (late onset), with ORR defined as percentage of pts with IWG 2018 criteria 
hematologic improvement – erythroid

> The median age was 84 years; 75% had cardiovascular comorbidities, with 46% having sideroblastic and 54% non-sideroblastic LR-MDS

OUTCOME
> No significant difference in median time to RBC 

TD between arms (36.4 vs 36.4 months; P=.3) 
> Higher ORR and longer DOR with early-ESA arm 

vs late-ESA arm
> No significant difference in PFS (progression to 

HR-MDS or AML) or OS between groups



Improvements in Hematological Parameters and Quality of Life (QOL) with Elritercept (KER-050): 
Results from an Ongoing Phase 2 Trial in Participants with LR-MDS (1/2) 
Giagounidis A, et al. Abstract 1825

ANALYSIS POPULATION
> Baseline and safety data include participants with MDS treated at the 

RP2D (3.75 mg/kg Q4W, titrated to 5 mg/kg Q4W; n=95; median age 74 
years [53–89])

> Response and QOL analyses focus on the modified intent-to-treat-24 
(mITT24) population (n=87), comprising those with ≥24 weeks of treatment 
or who discontinued

SAFETY
> TEAEs severity: Majority were mild (grade 1) or moderate (grade 2)
> Discontinuations: Treatment-related TEAEs leading to discontinuation 

included injection site reaction, increased platelet count, and dyspnea
> Treatment-related TESAEs: injection site reaction (grade 2), dyspnea 

(worsening; grade 3), syncope (grade 3), gastric adenocarcinoma (grade 3) 
> 4 fatal TEAEs (all were assessed as not related by both the investigator 

and sponsor)
> Progression: One participant experienced progression to AML as of the 

data cutoff



Improvements in Hematological Parameters and Quality of Life (QOL) with Elritercept (KER-050): 
Results from an Ongoing Phase 2 Trial in Participants with LR-MDS (2/2)
Giagounidis A, et al. Abstract 1825

EXPERT CONCLUSIONS
> “I think the data . . . is 

encouraging, where we see 
responses both in the RS-
positive, RS-negative, and 
particularly in the high transfusion 
burden patients. This is an area 
where luspatercept comes short 
a little bit where the responses of 
transfusion independency are 
only 10%–15%”

> “I think people are excited about 
this. The phase III will start 
enrolling in January for 
registration”

OUTCOME
> Hematologic responses were observed in 55%, and TI ≥8 weeks was achieved in 39% of the mITT24 population, including those with RS-

positive and non-RS disease
> Among mITT24 pts with baseline EPO <500 U/L, 61% had a hematologic response, and 47% attained TI ≥8 weeks
> Durable TI responses were observed in a broad range of LR-MDS cases, including those with high transfusion burden
> Participants with more durable TI responses experienced nearly double the rate of clinically meaningful improvements in FACIT-Fatigue 

scores vs non-responders, which continued to improve over time



Effect of Prior Treatments on the Clinical Activity of Imetelstat in Transfusion-Dependent Patients 
with Erythropoiesis-Stimulating Agent, Relapsed or Refractory/Ineligible Lower-Risk 
Myelodysplastic Syndromes
Platzbecker U, et al. Abstract 352

EXPERT CONCLUSIONS
> “ . . . this is reassuring that in practice after luspa failure, which is now the 

first line [at least in RS-positive disease], that imetelstat would work”

STUDY POPULATION
> This analysis combined data from all 3 parts of the IMerge trial (phase II, 

phase III, and QTc study) to evaluate the impact of prior therapies on 
imetelstat’s clinical activity

> Pts with heavily RBC-TD LR-MDS who were ESA ineligible or had R/R 
disease were enrolled

> A total of 226 imetelstat-treated pts were included in this analysis
> Most pts (90%) in the analysis had prior ESA treatment, approximately 16% 

had prior luspatercept, 12% lenalidomide, and 10% HMA

OUTCOME
> Overall rates of TI for ≥8 weeks were 54%, 42%, and 31% for 1L, 2L, and 

3L and beyond, respectively, but many were not durable, with ≥24 weeks TI 
rates of only 23%, 30%, and 24% for these lines, respectively. Rates 
dropped in later lines

> In 36 pts with prior luspatercept exposure, the response rate was 31% (≥8-
week TI). Imetelstat remains effective after luspatercept failure

> Responses (≥8-week TI) were also observed after lenalidomide treatment 
(23%), but activity dropped significantly after HMA (14%)



Discussion Summary
New Developments in Low-Risk MDS



New Developments in Low-Risk MDS (1/2)
Elritercept vs Luspatercept
> Elritercept appears to perform better in non-RS–positive patients and those with high 

transfusion burdens (Giagounidis A, et al. ASH 2024. Abstract 1825). Dr Komrokji believes 
this distinction could allow elritercept to carve out a specific role in the treatment landscape, 
differentiating it from luspatercept

> The competition for elritercept would likely be with luspatercept rather than imetelstat. 
However, Dr Komrokji noted that direct head-to-head trials with luspatercept in non-RS–
positive patients would be critical to fully establish elritercept's value, though registration 
studies will likely come first

Combining ESA With Luspatercept 
> Dr Komrokji’s recent study (Komrokji RS, et al. Blood Adv. 2023;7:3677-3679), showing that 

combining ESA and luspatercept resulted in an over 30% response rate, primarily in 
patients who had some initial response to luspatercept, was seen as encouraging

− He also pointed out the findings from the COMBOLA study (Ades L, et al. ASH 2024. 
Abstract 351), demonstrating some activity in non-RS–positive patients treated with 
ESA + luspatercept combination therapy

> Dr Komrokji noted that ongoing trials are exploring various combination strategies, such as 
up-front use or as add-back therapy for patients who experience only partial responses or 
relapse after initial treatment. However, he emphasized that initial failure to luspatercept 
remains a key predictor of poor outcomes, as patients with no initial response to 
luspatercept or high EPO levels are unlikely to benefit from the combination approach

Dr Komrokji:
Elritercept seems to be targeting areas 
where luspatercept may be less 
effective, such as in non-RS and high-
transfusion burden patients, but its true 
value will only become clear with head-
to-head comparisons.

What looks to me most important is if 
you had a primary failure to 
luspatercept, if you did not respond to 
luspatercept from the get going, you 
don't respond much adding ESA, or if 
the EPO level was high.

“
“

“
“



New Developments in Low-Risk MDS (2/2)
Frontline Use for Imetelstat
> Imetelstat is not currently considered suitable in frontline due to its associated toxicity, 

including grade 3 and 4 thrombocytopenia and neutropenia. However, experts believe it 
may have a role in select patients, such as those with very high serum EPO levels or a high 
transfusion burden

− Unlike luspatercept and elritercept, which function similarly to ESA growth factors, 
imetelstat was considered more akin to hypomethylating agents. This distinction 
stems from its unique mechanism of action but also highlights its toxicity as a major 
limitation

> Dr Komrokji also noted that alternative regimens or combination strategies need to be 
explored to make imetelstat more feasible for frontline use

− Dr Santini agreed on the treatment sequence, emphasizing imetelstat use after ESA 
failure in patients with high transfusion burdens but normal platelets and neutrophils

Early Treatment Prior to Transfusion Dependence
> Dr Santini emphasized the importance of early treatment in patients with low-risk MDS 

before they become transfusion dependent, as early intervention can help manage the 
disease before more severe complications arise

> Dr Komrokji agreed, highlighting the potential impact of the ELEMENT-MDS trial, which 
compares luspatercept to ESA in ESA-naive, non-transfusion–dependent low-risk MDS. 
Experts agree that a positive trial result could lead to a significant shift in clinical practice

Dr Santini:
I actually think that we have to stress 
the fact that these patients [LR-MDS] 
should receive treatment very early, 
before becoming transfusion dependent, 
for the ESAs for sure, because when 
you give and the patients are TD, you 
don't obtain much.

“

“

Dr Komrokji:
The only potential for up-front, first-line 
use with imetelstat will be in patients 
that have very high serum EPO or high 
transfusion burden.

““



Conference Highlights
New Developments in High-Risk MDS



EXPERT CONCLUSIONS
> “As unfortunately, you see . . . the combination though giving higher overall response rate did not give an advantage in overall survival . . . and 

it was more a progression-free survival that was significantly better in the combination arm”

Decitabine Plus All-Trans Retinoic Acid Versus Decitabine Monotherapy for Myelodysplastic 
Syndromes with Excess Blasts: A Multicentre, Randomized Controlled Trial
Zhou X, et al. Abstract 663

STUDY POPULATION
> This multicenter, open-label, randomized controlled trial enrolled 227 

pts with HR-MDS (median age 62 years), randomized 1:1 to receive 
oral all-trans retinoic acid (ATRA) + decitabine (DEC) (n=113) or 
DEC monotherapy (n=114)

> IPSS-R high/very-high-risk pts comprised 82% of the combination 
arm and 80% of the DEC-alone arm, with TP53 mutations present in 
17% of pts in both groups

OUTCOME
> Pts received a median of 4 cycles in the combination arm and 3 

cycles in the DEC-alone arm
> No cases of differentiation syndrome were observed; AEs with ATRA 

included only dry skin and headache
> The combination therapy demonstrated higher ORR across all 

subgroups compared with decitabine alone (~80% vs 50%), 
including pts with TP53 mutations

> Median follow-up was 30 months and 20% of pts in both arms 
underwent HSCT

> Although the combination showed higher ORR, it did not provide a 
striking OS advantage but significantly improved PFS



Clinical Utilization and Outcomes of Hypomethylating Agents and Venetoclax in Patients with 
Myelodysplastic Syndrome – a Multicenter Retrospective Analysis
Guru Murthy GS, et al. Abstract 3206

EXPERT CONCLUSIONS
> “Now, in the waiting for the VERONA trial outcome, these data are 

quite interesting”
> “What was encouraging was the fact that even if the patient failed HMA 

before, which is our, I must say, unmet need at the present. . . . In this 
case, there was a 10% CR and a marrow CR that was 32%”

> “So, although the event-free survival was so significantly longer in the 
combination arm, there were no advantages for overall survival, no 
differences in adding venetoclax”

STUDY POPULATION
> This multicenter, retrospective study across 13 US academic centers included adults (aged ≥18 years) with MDS treated with up-front HMA + 

VEN, HMA monotherapy, or post-HMA–failure VEN
> The study included 454 pts: 258 received VEN + HMA, and 196 received HMA monotherapy, all with standard VEN doses. Median ages were 

66 (HMA + VEN), 69 (HMA alone), and 71 (2L)
> HR-MDS was prevalent in 1L and 2L treatments, with 49% having TP53 mutations in the combination arm

OUTCOME
> In the up-front setting, HMA + VEN showed significantly higher response rates compared with HMA monotherapy (CR: 33% vs 12%; marrow 

CR: 40% vs 27%, P<.001)
> In the post-HMA–failure setting, VEN also resulted in encouraging response rates (CR: 10%, marrow CR: 32%)
> After adjusting for covariates, pts treated with HMA + VEN in the up-front setting had significantly EFS compared with HMA monotherapy (HR 

0.59, 95% CI 0.44–0.78, P<.01). However, OS did not reach statistical significance (HR 0.77, 95% CI 0.57–1.04, P=.08)



STUDY POPULATION
> Single-institution retrospective study comparing outcomes of HMA + VEN vs HMA alone in HR-MDS using IWG 2023 criteria
> 188 pts (HR- and LR-MDS, first and 2L) treated: 35% received HMA + VEN, 65% received HMA alone; some pts received both HMAs; median 

age was significantly lower in the combination cohort (70 years) vs HMA alone (78 years)
> Baseline bone marrow blast count was 9% in the HMA + VEN group vs 4% in the HMA-only group (P<.001)
> In the HMA + VEN group, 30% of pts had TP53 mut vs 12% in HMA alone

A Retrospective Cohort Study Evaluating Outcomes of Higher Risk MDS Treated with HMA with 
or without Venetoclax Using International Working Group 2023 Response Criteria
Shukla M, et al. Abstract 4602

EXPERT CONCLUSIONS
> “So, again, not a lot of information, but 

what we may get from this study is 
that the overall survival is not really 
better for the combination”

OUTCOME
> HMA + VEN group had significantly higher ORR (61%) vs HMA alone (33%) (P<.001); CR/CRh/CRL rates: 49% vs 18%, respectively
> 1L pts in the HMA + VEN group had higher response rates (ORR 69%) vs 2L or beyond (ORR 33%)
> In IPSS-R >5 pts, median EFS was 14 months for HMA alone vs 27 months for HMA + VEN (P=.04)
> Median OS for IPSS-R >5 pts: 26 months (HMA alone) vs 35 months (HMA + VEN) (P=.16)
> 38% of HMA + VEN cohort underwent allo-ASCT vs 1.6% in the HMA-only cohort (P<.001)

Response



Olutasidenib Alone or in Combination with Azacitidine in Patients with mIDH1 Myelodysplastic 
Syndromes/Neoplasms: Final 5-Year Data
Cortes JE, et al. Abstract 4600

EXPERT CONCLUSIONS
> “So, this is the way I think we should go in targeting specific subgroups of patients with a 

specific drug. Indeed, very interesting results”

OUTCOME
> Pooled phase I/II data (n=22) showed

− ORR was 59% (CR: 27%, marrow CR: 32%): 33% for monotherapy and 69% for 
combination therapy

− Median time to response (TTR) was 2.0 months
− Median DOR was 14.6 months 
− Median duration of CR was 20.5 months
− Median OS was 27.2 months

> In a subanalysis of 19 efficacy-evaluable pts: 11 out of 14 (79%) had a response to 
combination therapy, and 2 out of 5 (40%) had a response to monotherapy

STUDY POPULATION
> 5-year results of olutasidenib from a pivotal cohort of a registrational phase I/II trial 

(NCT02719571)
> Focuses on long-term outcomes in pts with MDS and IDH1 mutations
> 22 pts with INT- and HR-MDS included
> Median age: 77 for olutasidenib monotherapy, 72 for olutasidenib + azacitidine



Enasidenib (ENA) Monotherapy in Patients with IDH2 mutated Myelodysplastic Syndrome (MDS), 
the Ideal Phase 2 Study By the GFM and Emsco Groups
Ades L, et al. Abstract 1839

EXPERT CONCLUSIONS
> “Again, I want to just flag the fact that we saw very nice data for the patients with IDH1 

and IDH2 mutations . . . especially in the target approach, like in the French study, with 
the enasidenib and in the olutasidenib data. This is, in my opinion, the way to go and 
find subgroups to treat like that”

OUTCOME
> ORR was equivalent in pts for whom azacitidine had failed and those with de novo MDS
> Median DOR: Cohort A, 6.9 months; Cohort B, 12.2 months (2 bridged to transplant); 

and Cohort C, none had lost response
> Median OS: Cohort A, 14.9 months; Cohort B: 25.5 months; and Cohort C, NR

STUDY POPULATION
> Phase II trial evaluating the safety and efficacy of ENA in 3 MDS cohorts (n=69)

− Cohort A: HR-MDS having failed HMA (n=28) 
− Cohort B: Untreated HR-MDS without life-threatening cytopenias (n=30)
− Cohort C: LR-MDS having failed ESA (n=11)

> Pts were treated with 28-day cycles of ENA at 100 mg PO QD

Overall Response (ITT)

Overall Survival

Cohort C

Cohort B

Cohort C
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New Developments in High-Risk MDS (1/2)
HMA + Venetoclax – Higher Response Rates vs Overall Survival
> On the potential impact of the upcoming VERONA trial data, Dr Santini acknowledged 

that, while higher response rates have been observed in retrospective studies of HMA 
+ venetoclax (HMA + VEN) combinations (Murthy G, et al. ASH 2024. Abstract 3206; 
Shukla M, et al. ASH 2024. Abstract 4602), these responses have not consistently 
translated into longer OS. Therefore, she is cautious with her optimism

− Dr Santini underscored the need to analyze molecular subsets within the 
VERONA trial, particularly to identify which patient populations may benefit 
most—and which may benefit least—from HMA + VEN combinations

− Dr Daver also expressed concern about the potential for the VERONA trial to 
yield negative overall results but agreed to the importance of analyzing specific 
molecular and cytogenetic subsets, which may derive benefit from HMA + VEN 
combinations

> Dr Komrokji added that the response rates observed in HMA + VEN combinations 
may be particularly relevant as a bridge to transplant, especially in patients with high 
myeloblast counts and in those with ASXL1 mutations, who show higher responses to 
HMA + VEN compared with HMA alone

Dr Daver:
. . . the VERONA study, right, I think a lot of 
us are nervous. But, let's say overall the study 
is not positive, we will look at subsets. I think 
the AML-like subsets, like IDH, DDX, others, 
may benefit.

“

“
Dr Komrokji:
From our data and your data, as a bridge to transplant, HMA + VEN 
appears very appealing, because HMAs don’t seem to achieve deep 
responses to improve transplant outcomes. This approach may be 
particularly effective in patients with 10% or more myeloblasts.

““

Dr Santini:
What I would be really eager to see is 
whether this higher response rate [with HMA 
+ VEN] is translating always in a longer 
overall survival. My impression is that we 
may achieve longer OS in a specific patient 
with no comorbidity, not so frail.

“

“



New Developments in High-Risk MDS (2/2)
Future Study Design and Subgroup Strategies
> Experts highlighted the significance of combining therapies, such as in the HMA + 

tagraxofusp study (Uyanik M, et al. ASH 2024. Abstract 1842)
− However, Dr Jabbour raised concerns about the challenges with tagraxofusp, 

particularly the lack of compelling survival data and the difficulty of administering 
the drug

− Dr Santini acknowledged that none of the studies presented during the meeting 
demonstrated significant improvements in OS. Nonetheless, she maintained 
that valuable insights could still be drawn from studies, even if the overall results 
were negative

> Dr Santini stressed the need to tailor treatments to molecularly defined subgroups, 
noting that such approaches could be practice changing and provide clear guidance 
for future clinical trials

− She highlighted promising outcomes in patients with IDH1 and IDH2 mutations, 
particularly when using targeted therapies such as enasidenib (Ades L, et al. 
ASH 2024. Abstract 1839) or olutasidenib (Cortes J, et al. ASH 2024. Abstract 
4600) in combination therapies

> Expert acknowledged that the success of combination therapies like HMA + VEN in 
high-risk MDS relies on careful patient selection, and this insight should inform the 
design of future clinical trials. Indeed, Dr Santini underscored the importance of 
excluding patients with TP53 mutations to optimize treatment outcomes

Dr Santini:
I always advocate for the fact that we should 
save something in every study. So . . . if the 
study is negative overall in terms of overall 
survival, I can still think that we may select 
patients that can have a real advantage.

The effectiveness of combination therapies 
like HMA + VEN in high-risk MDS depends 
on careful patient selection. We need to focus 
on subgroups most likely to benefit, 
particularly excluding patients with TP53 
mutations to optimize treatment outcomes.

“
“

“
“



Conference Highlights
Advances in AML: Newly Diagnosed



Gemtuzumab Ozogamicin Added to Fludarabine, Cytarabine and G-CSF (FLAG-GO) Leads to 
Superior Molecular Response and Survival Outcomes Than Idarubicin (FLAG-IDA): 200 Patients 
Long-Term Follow up
Senapati J, et al. Abstract 1513

EXPERT CONCLUSIONS
> “FLAG-GO can give you 85% survival across 

the age groups. So, I think that is a very, very 
good option. Basically, you do need to have 
GO in your regimen for core binding factor”

STUDY POPULATION
> Phase II study included 200 pts with core binding factor AML (median age 52 years), treated with FLAG-GO (n=92) or FLAG-IDA (n=108), with 

up to 7 cycles and risk stratification based on MRD by PCR

OUTCOME
> CR/CRi was 99% in both groups
> FLAG-GO achieved significantly superior MRD-negative responses, with an 

optimal PCR response at the end of therapy of 92% vs 61% for FLAG-IDA (P<.01)
> FLAG-GO showed higher effectiveness in young pts, with a 5-year survival of 85% 

in pts aged <60 years compared with 75% with FLAG-IDA
> For pts aged ≥60 years, FLAG-GO had a 5-year survival of 85%, while FLAG-IDA 

showed 48.6%



Gilteritinib Results in Higher Remission and Transplant Rates Than Midostaurin but Does Not 
Increase the Post-Induction Mutational MRD Negative Rate: Results of the Phase 2 Randomized 
Precog 0905 Study in Newly Diagnosed FLT3 Mutated AML
Luger S, et al. Abstract 221

EXPERT CONCLUSIONS
> “This study was set up a few years ago, before the widespread use of FLT3 Invivoscribe molecular PCR, which I think would have been a 

much better endpoint. So, the FLOW MRD was what was chosen, because that's what was available 5 years ago, and the study did not meet 
its primary endpoint of showing FLOW MRD negativity in this population by end of cycle 2. However, in terms of overall remission CR + CRi, 
we do see an improvement in gilteritinib”

STUDY POPULATION
> Phase II, randomized, open-label trial with 177 pts with newly diagnosed FLT3-mutated 

AML (aged 18–70 years)
> Induction therapy: Cytarabine and daunorubicin (7+3) with either gilteritinib (120 mg daily) 

or midostaurin (50 mg twice daily) from days 8–21
> Stratified by FLT3 mutation type (ITD vs TKD), NPM1 mutation, and FLT3-ITD allelic ratio
> Consolidation with high-dose cytarabine (1.5–3 g/m²), followed by the assigned FLT3 inhibitor
> Pts could proceed to HCT at any time

OUTCOME
> Gilteritinib showed higher composite complete remission (CRc) rates compared with midostaurin (85.6% vs 72.4%, P=.042) and increased 

HCT rates
> No significant difference in post-induction FLT3 MRD negativity rates between gilteritinib and midostaurin arms (40% vs 47.1%, P=.366)
> MRD-negative CRc rates post-induction: 64.4% (gilteritinib) vs 59.8% (midostaurin), P=.539
> Subgroup analysis: FLT3-TKD–only pts had better outcomes with gilteritinib vs midostaurin, showing higher CRc (88.9% vs 63.2%) and MRD-

negative CRc rates (72.2% vs 63.2%)
> No significant difference in MRD clearance between gilteritinib and midostaurin for pts with FLT3-ITD



Final Results of Quiwi: A Double Blinded, Randomized Pethema Trial Comparing Standard 
Chemotherapy Plus Quizartinib Versus Placebo in Adult Patients with Newly Diagnosed FLT3-ITD 
Negative AML
Montesinos P, et al. Abstract 1512

EXPERT CONCLUSIONS
> “Though this is looking good, to confirm this there 

is a larger multi-center international QuANTUM-
Wild study that has been initiated. It will be large 
study of 800 patients. Hopefully will conclusively 
answer this question, whether wild-type patients 
could still benefit from a drug like quizartinib, not 
just restricted to the ITD. So, we are excited. 
That study has just started”

STUDY POPULATION
> Multicenter, randomized, double-blind, placebo-controlled phase II trial; pts with FLT3-ITD–negative AML (aged 18–70 years) fit for intensive 

chemotherapy were centrally screened before randomization
> 273 pts enrolled; median age: 57 years
> Randomized 2:1 to 3+7 and quizartinib (n=180) or 3+7 and placebo (n=93)

OUTCOME
> Median EFS was 18.8 months with quizartinib vs 9.9 months with placebo (HR 0.732; 95% CI 0.533–1.005; P=.053)
> Median OS showed a strong HR of 0.62 (P=.009)
> 3-year survival rates improved by 15% (61% with quizartinib vs 46% with placebo)



A Phase II Trial of Venetoclax in Combination with Cladribine, Idarubicin, and Cytarabine in Newly 
Diagnosed Acute Myeloid Leukemia and High-Risk Myelodysplastic Syndrome
Kadia T, et al. Abstract 734

EXPERT CONCLUSIONS
> “I think the first time we are seeing in a prospective, relatively large study a transplant rate that is now touching 70%.”
> “ . . . the median survival . . . in AML . . . very nice 5-year predicted survival of about 70%. This is something we have never really seen with 

intensive chemo in a non-core binding, non-favorable, unselected population of intermediate-adverse AML. So, this is shaping well at this point.”

STUDY POPULATION
> Subgroup analysis of a phase II trial (NCT02115295) that evaluated venetoclax + CLIA 

as 1L induction in 95 pts aged ≤65 years: 85 with AML, 3 with mixed phenotype acute 
leukemia, and 7 with MDS; other trial pts (BP-CML) were not included

> The median age was 49 years (range 18–64) for AML and 46 years (range 36–58) for MDS
> Pts with AML had ELN 2022 risk classifications: 25% favorable, 34% intermediate, and 

41% adverse
> NPM1 mutation was the most common in the subgroup analyzed in 31% of pts

OUTCOME
> ORR: 96% (95% for AML, 100% for MDS)
> Pts with AML: CR rate 82%, CRi rate 12%, 89% MRD negative
> In AML subgroup: ORR by molecular status: 100% for NPM1 mutations, 100% for 

KMT2A rearrangements, 33% for TP53 mutations, and 50% for complex karyotype
> In AML, at a median follow-up of 2.9 years, 2-year OS was 75%, and 5-year OS was 

73% in 89 pts with AML
> In AML, 74% pts underwent allo-SCT in the first remission. Landmark analysis showed 

1- and 2-year OS of 88% and 82%, respectively, with SCT after CLIA-venetoclax, 
compared with 82% and 59% without (log-rank for OS, P=.229)



Phase II Study of Cladribine with Low Dose Cytarabine and Venetoclax Alternating with 
Azacytidine and Venetoclax for Newly Diagnosed Acute Myeloid Leukemia
Bazinet A, et al. Abstract 56

EXPERT CONCLUSIONS
> “CR+CRi rate 85%. MRD-negativity rate is 80%. Definitely much better than VIALE-A, where the CR rate, as you recall, is about 40%, MRD 

negativity 40%. Here it is higher. Two-year survival also 62% with VIALE, as you may recall. This was about 25%–30%”
> “I think for those patients who are able to tolerate a slightly more powerful regimen than HMA + VEN, this looks like a very, very good option”
> “We really are putting most of our patients, except those above 84–85, who may be really frail and can just get HMA with 7 days of VEN, 

everybody else is going on cladribine + low-dose ARA-C + VEN above 65 at MD Anderson if they do not have a FLT3, IDH target”

STUDY POPULATION
> Prospective phase II clinical trial (NCT03586609) for pts with newly diagnosed AML
> Median age: 68 years (range 47–84)
> Induction therapy: CLAD-LDAC-VEN regimen
> Consolidation therapy: Alternating 2 courses of AZA-VEN with 2 courses of CLAD-LDAC-VEN. Doses 

of VEN were modified with concomitant azoles and reduced days (7–14 days) during consolidation

OUTCOME
> The study reported a CR rate of 73%, CR+CRi rate of 85%, and MRD 

negativity in 78% of pts, with an 8-week mortality rate of 3%
> A total of 44% of pts (62/141) underwent allo-SCT
> With a median follow-up of 28 months, the 2-year OS and EFS were 62% 

and 55%, respectively
> Pts with MRD negativity had significantly better 2-year OS (75%) 

compared with those with MRD positivity (32%, P<.001)
> The 2-year OS was 85% for pts who underwent HSCT compared with 

55% for those who did not (P<.001)
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Long-Term Survival Outcomes and Cytogenetic/Molecular Patterns of Relapse in Adults with 
FLT3-Mutated AML Receiving Frontline Triplet Therapy with a Hypomethylating Agent, Venetoclax 
and FLT3 Inhibitor
Short N, et al. Abstract 220

CONCLUSIONS
> “So, to us, this data looks very, very strong, much better than the VIALE-A”
> “RAS pathways, unfortunately, are a big problem, and they continue to be a problem with FLT3 mutated. Even with the triplet, we continue to 

see the median survival dropping there, and I think we need new solutions for RAS”

STUDY POPULATION
> Retrospective study with 88 pts with newly diagnosed FLT3-mutated AML treated with frontline triplet therapy at a single center
> Median age: 70 years, with 30% aged ≥75
> FLT3 mutations: FLT3-ITD (77%), FLT3-TKD (17%), other rare mutations (6%)
> Gilteritinib was the most commonly used FLT3 inhibitor (69%), followed by quizartinib (21%), sorafenib (8%), and midostaurin (2%)

OUTCOME
> The triplet regimen showed high response rates

− CR/CRi achieved in 92% of pts
− 80% of those with response had MRD negativity by flow cytometry

> Median OS: 28.1 months; 3-year OS rate: 46%
> FLT3-ITD mutations: Median OS of 24.5 months
> Non-ITD mutations: Median OS of 39.3 months
> RAS pathway mutations linked to worse survival (3-year OS: 20% vs 56%, P=.09)
> Relapse occurred in 28% of those with response

− 60% of relapsed pts had FLT3 wild-type clones
− Clonal evolution seen in 65%, with new mutations in RAS (20%) and GATA2 (13%)

> Outcomes after relapse: Median OS of 4.5 months



Clinical Outcomes Using Frontline “Triplet” Regimens for Newly Diagnosed IDH-Mutated Acute 
Myeloid Leukemia (AML): A Pooled Analysis of Two Phase Ib/2 Clinical Trials
Marvin-Peek J, et al. Abstract 2883

EXPERT CONCLUSIONS
> “To see a 2-year survival here exceeding 80% is quite nice. This is something that 

also will be tested in a larger randomized study that will be run by the HOVON of 
HMA + VEN + IVO vs HMA + VEN + placebo”

STUDY POPULATION
> Pooled analysis (NCT03471260 and NCT04774393) included 50 pts with newly 

diagnosed IDH-mutant AML not eligible for intensive chemotherapy
> Pts treated with frontline triplet regimens: AZA + VEN + ivosidenib or ASTX727 + 

VEN + ivosidenib or enasidenib
> Median age: 71 years

OUTCOME
> Median follow-up: 18.1 months
> ORR: 96% (48/50)
> CRc (CR/CRh/CRi) rate: 92% (46/50)
> MRD negativity: Achieved in 78% (36/46) of evaluable pts
> Median DOR: 27 months
> 2-Year OS: 82% (95% CI: 70–95%)
> 12 pts with response (24%) proceeded to SCT

Overall Survival
All Patients

IDH1

IDH2



Ziftomenib Combined with Intensive Induction (7+3) in Newly Diagnosed NPM1-m or KMT2A-r 
Acute Myeloid Leukemia: Interim Phase 1a Results from KOMET-007
Zeidan A, et al. Abstract 214

OUTCOME
> CRc (defined as CR or CR with partial or incomplete hematologic recovery): Achieved in 33/34 pts (100% in NPM1-mutated and 90% in 

KMT2A-rearranged AML)
> MRD negativity: 100% in NPM1 mutated; 83% in KMT2A rearranged
> Safety: Ziftomenib with 7+3 combination was well tolerated with no instances of differentiation syndrome or QTc prolongation

EXPERT CONCLUSIONS
> “ . . . this is a tolerable combination, and it seems clinically active”
> “ . . . NPM1 is a population in which you're expecting high CR rates with a lot of MRD negativity. So, then, the question is how would you 

examine this novel combination, if you took it into a phase III setting on the basis that this data is replicated and DA 3+7 is indeed tolerable 
with Zifto, and I think the challenge . . . is the standard of care is pretty impressive, and second is the number of patients you'd have to have to 
do such a study would be very daunting”

STUDY POPULATION
> Ongoing open-label, dose-escalation (phase Ia) study (NCT05735184) of ziftomenib combined with standard chemotherapies for newly 

diagnosed or R/R AML with NPM1 mutations or KMT2A rearrangements
> 34 pts with newly diagnosed AML
> Median age was 58 years (range 28–74)



Discussion Summary
Advances in AML: Newly Diagnosed



Shift in AML Treatment Strategies for Older, Fit and Younger Patients
> The data from Bazinet A, et al (ASH 2024. Abstract 56) were considered potentially practice 

changing, likely driving increased utilization of cladribine + LDAC + VEN in older patients 
with AML

> Dr Craddock was highly impressed by the data, highlighting their potential to significantly 
alter treatment approaches. He suggested that this regimen could become a preferred 
induction strategy for older, fit patients who can tolerate more intensive therapies than HMA 
+ VEN

> Dr Daver agreed and highlighted that a shift in AML treatment strategies is already 
underway
– For patients above 60 years, intensive chemotherapy has largely been replaced by 

cladribine + LDAC + VEN in the 60–80 age group
– For younger patients, below 60 years, intensive chemotherapy remains the standard, 

using FLAG-IDA or CLIA + venetoclax
– However, for patients with TP53 mutations or complex cytogenetics, cladribine + LDAC + 

VEN is preferred to reduce toxic side effects, as intensive chemotherapy may only offer 
limited benefit

Advances in AML: Newly Diagnosed (1/7)

““Dr Daver:
Below 60, pretty much everybody is still 
getting intensive chemo, but the 
intensive chemo we're using is a FLAG-
IDA, CLIA + VEN sort of approach. . . . 

Dr Craddock:
I was very struck, indeed, by the data 
coming from your institution . . . the 141 
patients with cladribine-based 
regimens [abstract 56] . . . I think this is 
a game changer.

“

“



Advances in AML: Newly Diagnosed (2/7)
Potential for Adding Targeted Therapies to Cladribine + LDAC + Venetoclax Regimen
> Dr Jabbour asked about the potential to incorporate FLT3 inhibitors, menin inhibitors, or 

both into the cladribine + LDAC + VEN regimen. Dr Daver affirms the feasibility and 
suggests that combining these targeted therapies with cladribine-based regimens is 
inevitable

> He emphasized that reducing venetoclax dosing (to 7 or 14 days) is key to facilitating the 
addition of such therapies

> Dr Daver supports moving beyond HMA + VEN to explore newer regimens, like cladribine + 
LDAC + VEN, which has shown long-term benefits, and believes these advancements will 
continue in the next few years

Expectations from Dr Amir Fathi’s Ongoing Study Comparing Venetoclax + Azacitidine 
vs Induction Chemotherapy in Induction-Eligible Patients With AML (NCT04801797)
> Dr Daver views this study as a potential landmark trial that could reshape the AML 

treatment landscape. If venetoclax + azacitidine proves to be equivalent (without needing to 
demonstrate superiority over intensive chemotherapy), it could lead to a shift in US practice 
toward venetoclax + azacitidine-based regimens. Dr Daver anticipates results from Dr 
Fathi’s trial could be available by ASH 2025

> Future improvements could be made by adding IDH inhibitors, FLT3 inhibitors, menin 
inhibitors, and ADCs to this combination therapy

> Dr Craddock agreed with Dr Daver and emphasized that regardless of the study's 
outcomes—whether it fails, is equivalent, or demonstrates superiority—there will always be 
a focus on achieving higher CR/CRi rates

Dr Daver:
I think we need to move ahead of HMA 
+ VEN to the newer backbones, such 
as cladribine + low-dose ARA-C + 
VEN, which is clearly now over 5 years 
showing benefit, and build on that, and 
I think this is all happening in the next 
couple of years.

If he [Dr Fathi] can show HMA + VEN is 
equal, I don't think it has to be better, to 
intensive chemo in the broad spectrum 
of AML, of course, we will look at each 
molecular group, but I think that will, in 
the US, change mindset, and people 
will start saying, look, let's use HMA + 
VEN-based treatment.

“

“

“

“



Triplet Therapy: HMA + Venetoclax + FLT3 inhibitor
> There were mixed opinions as to the likely impact of the data from Short N, et al study 

(Abstract 220)
> Dr Jabbour was somewhat disappointed about the HMA + VEN + gilteritinib regimen, noting 

that long-term follow-up results were not as promising as expected
> In contrast, Dr Daver highlighted that the triplet study demonstrated a median OS of 38.5 

months, a fourfold increase in survival compared with that reported for VIALE-A (HMA + 
VEN). Indeed, he expressed strong confidence in the potential of the triplet regimen (HMA + 
VEN + FLT3 inhibitor) for younger patients. He pointed out that in the 72-year-old median 
population, the regimen achieved >90% CR+CRi with durability, but only some of patients 
proceeded to transplant. He believes that in younger, fit patients, this regimen could enable 
70%–80% to proceed to transplant, which could not only match but potentially outperform 
intensive chemotherapy in this group. Dr Daver is planning a randomized study comparing 
HMA + VEN + quizartinib to intensive chemotherapy + quizartinib, which could demonstrate 
superior outcomes with the triplet approach in younger patients

− However, Dr Craddock views HMA + VEN combo regimens as more appropriate for 
high-risk patients who are candidates for transplant, rather than as a standard 
approach for younger, fit patients with good-risk disease, like NPM1 mutations

Triplet Therapy: HMA + VEN + IDH inhibitor
> Experts found the data demonstrating high CRc rates and durable responses with the 

ivosidenib triplet (Marvin-Peek J, et al. ASH 2024. Abstract 2883) to be highly compelling, 
suggesting it as a promising option if further randomized studies confirm these findings

Advances in AML: Newly Diagnosed (3/7)

Dr Daver:
I actually think the data . . . the FLT3-
mutated AML, HMA + VEN, the exact 
survival expectation from this paper is 9.9 
months . . . and we showed a 38.5 
months [triplet data]. To me, that’s 4 times 
higher. It's pretty good.

“

“

Dr Craddock:
I'm increasingly seeing a VEN-based 
regimen as in the patient you want to take 
to transplant, the higher-risk patient. 
That's where it's going to be supplanting 
intensive chemo. . . . I'm a little bit less 
enthusiastic about it as being the go-to 
regimen for a younger, fit patient with 
good-risk disease, like NPM1.

“

“

Dr Jabbour:
Nick Short . . . showed the triplet, HMA + VEN + gilt, as an option . . . with the long-term 
follow-up, it seems to be not as exciting as what was published.

“ “



Advances in AML: Newly Diagnosed (4/7)
Role of Menin Inhibitors in AML Therapy
> Experts expressed optimism regarding the promising preliminary efficacy of menin inhibitors 

when safely combined with standard chemotherapy in newly diagnosed AML (Zeiden A, et 
al. ASH 2024. Abstract 214; Recher C, et al. ASH 2024. Abstract 215). However, they noted 
that extended follow-up is necessary to validate these findings

> Experts agree that established regimens set a high benchmark, making it difficult for newer 
therapies like menin inhibitors to surpass their outcomes in frontline NPM1-mutated AML

− Menin inhibitors might find greater utility in addressing other AML subsets, such as 
KMT2A-rearranged AML, where treatment gaps remain

– Dr Daver acknowledged the challenge of introducing menin inhibitors in patients with 
NPM1-mutated AML, given the impressive long-term survival rates achieved with 
current regimens such as FLAG-GO, CLIA + VEN, and quizartinib + chemotherapy

> Experts agreed that there are 2 primary paths forward for frontline menin inhibitor trials, 
both focused on optimizing treatment in AML subgroups, particularly KMT2A rearranged

− A trial combining HMA + VEN + menin inhibitor vs investigator choice (HMA + VEN or 
intensive chemo) in KMT2A-rearranged AML, aiming to improve response rates, 
efficacy, and achieve high transplant rates

− A maintenance strategy with single-agent menin inhibitor, either post-intensive 
chemotherapy or post-transplant, similar to the MORPHO study design, to enhance 
long-term outcomes

Dr Daver:
I think it's going to be extraordinarily 
difficult [for menin inhibitors] to beat 
current regimens with or without GO in 
the frontline NPM1. KMT2A would be 
the way to go.

. . . if I had to choose a menin study 
today, there are 2. One is HMA + VEN 
+ menin vs investigator choice, HMA + 
VEN or intensive chemo in KMT2 
arranged. . . . The second would 
actually be looking at maintenance, 
either post-intensive chemo or post-
transplant with a single-agent menin. . .

“

“

“

“



Advances in AML: Newly Diagnosed (5/7)
NPM1-Mutated AML: Evaluating Menin Inhibitors in Maintenance and Combination Trials
> While Dr Daver emphasized deprioritizing frontline trials for NPM1-mutated AML, he 

suggested 2 alternative trial concepts
− For patients undergoing intensive chemotherapy with NPM1 mutations, Dr Daver 

proposed focusing on a maintenance strategy following induction and consolidation, 
similar to the approach used with CC-486

− For older or unfit patients, Dr Daver recommended a trial comparing HMA + VEN + a 
menin inhibitor vs HMA + VEN + placebo, stratified by FLT3 status. The goal would be 
to extend OS from approximately 23–24 months to 33–34 months

> Dr Daver also expressed strong reservations about combining menin inhibitors with 
intensive regimens such as FLAG-GO, given the potential for excessive toxicity and severe 
myelosuppression

Dr Daver:
Let's just say—my point is I would 
deprioritize it [menin inhibitor trials for 
NPM1-mutated AML]. There are other 
studies that can secure your approval 
quicker.

. . . even we, at MD Anderson . . . have 
not ventured into a FLAG-GO + menin. 
. . . So, I think that is going to be quite 
myelosuppressive and tricky.

“

“

“ “



Advances in AML: Newly Diagnosed (6/7)
Perspectives on Menin Inhibitors 
> Experts are unclear whether any menin inhibitor will emerge as a best-in-class agent; 

rather, they believe that the different agents will allow for more-tailored therapy approaches 
balancing efficacy and tolerability
– Dr Craddock advocated for enzomenib for its favorable toxicity profile, with fewer 

differentiation syndrome-related issues, making it a potentially preferred option, 
especially post-transplant. However, he admits that distinguishing superiority in terms of 
activity remains challenging due to the complexity of early-phase data

– Dr Jabbour advocated for revumenib, noting it could have the advantage of being the 
first-in-class menin inhibitor to offer efficacy in both NPM1-mutated and KMT2A-
rearranged disease

– Experts noted limitations in other agents: ziftomenib shows less efficacy in KMT2A-
rearranged disease compared with NPM1 mutations; the safety profiles of revumenib 
and ziftomenib include more QT prolongation, and both have long half-lives, which could 
limit their combination with FLT3 inhibitors

> Experts recognized the importance of combination therapies and pharmacokinetics in post-
transplant maintenance strategies. In this context, enzomenib and bleximenib have their 
promising data and potential advantages in these contexts 

> Dr Daver draws a parallel to the CML landscape, suggesting that multiple menin inhibitors 
will likely coexist, much like multiple TKIs in CML. He envisions therapies being tailored to 
individual patient factors, such as comorbidities and performance status. He also highlights 
the emergence of menin-resistant mutations, underscoring the importance of matching 
specific mutations with the most effective menin inhibitor for each patient. Ultimately, he 
views all menin inhibitors as promising and emphasizes that selecting the right drug on the 
basis of mutation profiles will be key to optimizing outcomes

Dr Craddock:
I think the study with enzomenib is 
showing a very impressive toxicity profile. 
. . . There doesn't seem to be problems 
with differentiation syndromes, and if I 
was looking at giving a drug post-
transplant, that would be my choice.

“

“
Dr Jabbour:
What we've seen is in KMT2AR disease, 
ziftomenib is less effective than the others, 
and focused more on NPM1 than KMT2AR 
disease . . . more QT prolongation on 
revumenib. . . . If you're going to combine 
revumenib + FLT3 inhibitors, you're going to 
be limited here, and you may favor other 
compounds to combine with FLT3 inhibitors.

“

“



Advances in AML: Newly Diagnosed (7/7)
Role of CD123 Antibody in AML Therapy: Tagraxofusp and Pivekimab
> Experts recognized that there is a strong rationale for further development of CD123 

antibodies, especially for high-risk AML, but the optimal approach is unclear 
– Dr Daver expressed greater enthusiasm for pivekimab due to its favorable tolerability 

profile, though it is still in earlier stages of development for AML
– The promising activity of tagraxofusp in combination with azacitidine and venetoclax, as 

demonstrated in Dr Andrew Lane’s study (NCT03113643), suggests its potential role in 
frontline AML treatment

– Dr Craddock raised a potential challenge about poor responses in patients with TP53
mutations treated with the cladribine + LDAC + VEN regimen (Bazinet A, et al. ASH 
2024. Abstract 56) from MD Anderson. In light of these outcomes, he emphasized the 
need to explore novel approaches, including CD123-targeting agents like tagraxofusp. A 
study at MD Anderson is set to evaluate adding tagraxofusp to this regimen for high-risk 
patients with TP53-mutated disease, with experts expressing optimism about its potential

> While tagraxofusp faces 2 main challenges—tolerability and clinical activity—experts noted 
that its tolerability is less concerning for younger patients. Significant activity has been 
observed in small cohorts using the tagraxofusp triplet, as evidenced by Dr Lane’s study. 
Experts believe there is a strong rationale to prioritize CD123-targeting therapies in high-risk 
populations, aiming to refine treatment strategies and improve outcomes for these 
challenging patient groups

> Experts agree that CD123 remains one of the most effective therapeutic targets in AML and 
anticipate that both tagraxofusp and pivekimab could be integrated into frontline AML 
therapy within the next 3 to 5 years

Dr Craddock:
I think there is a rationale, exactly as 
Naval said, to introduce these agents . 
. . CD123-targeting, particularly in the 
high-risk population, and that's what 
we're going to be prioritizing.

“ “
Dr Daver:
I do think among all the targets, CD123 
is likely the most effective one today. 
So, I think we will see one of these, 
maybe both, move into frontline AML in 
the next 3 to 5 years.

“

“



Conference Highlights
Advances in AML: R/R



Time to Response and Overall Survival in Patients with mIDH1 Relapsed/Refractory Acute 
Myeloid Leukemia Treated with Olutasidenib
Botton S, et al. Abstract 1514

EXPERT CONCLUSIONS
> “I think the message is patients with this salvage agent should have at least 6 months of therapy before you ascribe whether they're going to be 

responding, and it doesn't seem to have a major impact on the patient benefit”

STUDY POPULATION
> Open-label, multicenter, registrational global phase II trial
> Adult pts (aged ≥18 years) with mIDH1 R/R AML evaluated for the impact of TTR on outcomes, including OS, in pts treated with olutasidenib 
> Pts received 150 mg olutasidenib twice daily

OUTCOME
> Response rates: CR/CRh achieved in 35% of pts
> Median time to first response (TTFR): 1.9 months; median OS: 33 months
> OS by TTFR

− TTFR 0.9–1.0 months (32% of pts): OS NR
− TTFR 1.1–1.9 months (34% of pts): OS 22.9 months
− TTFR 2.1–3.8 months (24% of pts): OS 20 months



Phase I/II Study of Quizartinib, Venetoclax, and Decitabine Triple Combination in FLT3-ITD 
Mutated AML
Yilmaz M, et al. Abstract 4263

EXPERT CONCLUSIONS
> “ . . . this triplet is interesting, because even in patients who'd previously been exposed to FLT3 inhibitors, you seem to be getting very 

significant activity”

STUDY POPULATION
> Phase I/II study (NCT03661307) evaluating quizartinib, venetoclax, and decitabine in pts with FLT3-ITD–positive AML
> A total of 66 pts were enrolled in the study. Results are presented for the 47 with R/R FLT3-ITD–mutated AML

− These 47 pts were heavily pretreated, with a median of 3 prior AML therapies (range: 1–5)
− 85% (40/47) of pts had received at least 1 prior FLT3 inhibitor

OUTCOME
> CRc rate of 60%, with a higher CRc rate of 95% in pts with de novo AML
> No grade 3 QT prolongation or DLTs were observed, establishing quizartinib 30 mg as the RP2D



Updated Results and Longer Follow-up from the AUGMENT-101 Phase 2 Study of Revumenib in 
All Patients with Relapsed or Refractory (R/R) KMT2Ar Acute Leukemia
Aldoss I, et al. Abstract 211

EXPERT CONCLUSIONS
> “ . . . these patients can be bridged to transplant once they achieve CR, and the safety profile isn't very different from what has previously 

been reported, which is significant, but tolerable, cardiac signal”

STUDY POPULATION
> A phase II study assessed revumenib in 116 pts with R/R KMT2A-rearranged acute leukemia
> The median age was 35.5 years (range, 0.6–75.0)
> Pts were heavily pretreated, with a median of 2 prior therapies (range, 1–11); 44% had ≥3 prior lines, 63% had received venetoclax, and 51% 

had undergone HSCT

OUTCOME
> In the efficacy population (n=97), 23% (22 pts) had CR+CRh, with a median DOR of 6.4 months
> The CRc rate was 42%, and the ORR was 64%
> 58% (21/36) of MRD-evaluable CRc responders had MRD negativity
> Among 18 CR+CRh responders with MRD results, 61% (11 pts) had MRD negativity
> Of the 62 pts who had any response, 34% (21 pts) proceeded to HSCT, and 9 resumed revumenib post-HSCT

SAFETY
> In the safety population (N=116), 91% (106 pts) experienced grade ≥3 TEAEs, and 54% (63 pts) experienced grade ≥3 TRAEs
> The most common grade ≥3 TEAEs (≥10%) included febrile neutropenia (39%), anemia (20%), platelet count decreased (16%), differentiation 

syndrome (15%), neutrophil count decreased (15%), white blood cell count decrease (15%), sepsis (14%), and QTc prolongation (13%; all 
grade 3)

> 16 pts (14%) discontinued treatment due to a TEAE, and 6 (5%) due to a TRAE. Nineteen (16%) and 4 (3%) patients experienced a TEAE or 
TRAE leading to death, respectively



Discussion Summary
Advances in AML: R/R



Advances in AML: R/R (1/2)
Olutasidenib in R/R Setting
> Experts highlighted that while olutasidenib demonstrates a median time to response of 2 

months, some patients may experience delayed responses, taking up to 6 months (De 
Botton S, et al. ASH 2024. Abstract 1514). Despite the extended time frame, patients with 
these delayed responses tend to have comparable outcomes, underscoring the importance 
of patience when evaluating treatment efficacy

> Experts strongly agreed that the window of opportunity for olutasidenib in the R/R setting 
may close rapidly due to the promising results of the azacitidine + venetoclax + ivosidenib 
triplet therapy in the frontline setting. According to the Marvin-Peek study (ASH 2024. 
Abstract 2883), this triplet has demonstrated high CR rates and durable responses, 
particularly in older patients with AML, where relapses are significantly reduced

− If these findings are confirmed by the randomized study, Dr Daver predicts it will be 
difficult for olutasidenib to establish a meaningful role unless it shows efficacy in post-
venetoclax or post-ivosidenib settings, or rapidly moves into the frontline space to 
compete head-to-head

− He acknowledges that while olutasidenib may offer some advantages (in terms of 
DOR and CR), the clinical landscape could rapidly shift, favoring the more effective 
triplet therapy in the frontline setting. This highlights the critical importance of timing 
and sequencing in determining the role of these agents in AML treatment

Dr Daver:
. . . I think that olutasidenib, a lot of 
people disagree with me on this, even 
in the US, I think there's something a 
little bit better with olutasidenib when 
you look at DOR, when you look at the 
CR rate, and people could say, oh, 
these are separate studies and 
differences . . . but . . . window will 
close very quickly [for olutasidenib], 
because the AZA + VEN + IVO data is 
just looking fantastic. . . . If that is 
confirmed in the randomized HOVON 
study, I think it's going to be difficult for 
olutasidenib to find a place, unless it 
can work post-venetoclax or post-
ivosidenib, or they have to quickly 
move into that frontline space and 
compete head-to-head.

“
“

Dr Craddock:
I think the data [azacitidine + venetoclax + ivosidenib triplet] that was presented at this 
meeting . . . with very high CR/CRi rates and really encouraging durability of response 
. . . I think that's transformative . . . if it's confirmed in a randomized study. So, that puts 
ivosidenib right at the top of the pecking order for me. 

““



Advances in AML: R/R (2/2)
Menin Inhibitor in R/R Setting
> Experts believe here is promise for menin inhibitors in combination regimens, and that such 

combinations will likely have utility for early AML. In contrast, they did not foresee adoption 
of single-agent revumenib monotherapy in R/R NPM1-mutated AML, even if it were to gain 
regulatory approval therein

> Experts were impressed by revumenib’s sustained efficacy over time, with no new toxicities 
emerging (Aldoss I, et al. ASH 2024. Abstract 211). They also noted that response rates and 
DOR with single-agent menin inhibitors in R/R AML remain modest, comparable to those 
observed with single-agent IDH and FLT3 inhibitors. Given these results, experts 
emphasized the urgent need for combination therapies and a shift toward frontline use

> Dr Jabbour was disappointed with the recent data on revumenib in R/R NPM1-mutated AML 
from the AUGMENT-101 study and sought perspectives on whether the results (CR/CRh of 
23% and a DOR of 4.5 months) were disappointing, in line with expectations, or promising 
compared with other menin inhibitors

− Dr Daver noted that while the CR/CRh rate aligned with findings from other menin 
inhibitors, the shorter DOR of 4.5 months, which was below the 7–8 months observed 
with bleximenib and enzomenib, was disappointing. He acknowledged that while the 
data might still support approval in NPM1-mutated AML, it did not meet the higher 
expectations set by previous studies, emphasizing hopes for a longer DOR in future 
research

Dr Daver:
I think they’re [revumenib data from 
AUGMENT-101 study] in less than 
what I was hoping and expecting, is 
how I would put it. . . . The CR/CRh 
was fine. . . . It’s ~25%. It's kind of the 
number we're seeing, but the DOR . . . 
I was still hoping in the 6- to 8-month 
range. So, I do think that as the other 
menins mature, we saw with 
bleximenib and enzomenib were closer 
to the 7- to 8-month range. Again, is 
that because the numbers are small? I 
don't know. I still think it's a good drug, 
and it secures approval in that 
population and then moves up front.

“
“



Conference Highlights
Advances in ALL: Newly Diagnosed



Blinatumomab and Ponatinib for Adults with Newly Diagnosed Philadelphia Chromosome-
Positive Acute Lymphoblastic Leukemia: Updated Results and Predictors of Relapse
Short N, et al. Abstract 837

CONCLUSIONS
> “This combination continues to hold up well with only 2 out of the 76 patients 

having undergone a transplant in first remission”
> “I think this is identifying a significant subset of the population [WBC ≥70K, 

VPREB1 deletion] who may need additional attention to achieve and maintain 
long-term remission”

STUDY POPULATION
> A phase II trial (NCT03263572) evaluating blinatumomab and ponatinib for pts with 

newly diagnosed Ph-positive ALL
> 76 pts enrolled, median age 50 years (range 18–83); 37% of pts were >60 years old
> BCR::ABL1: 80% p190, 20% p210

OUTCOME
> The median follow-up was 29 months, with a 3-year EFS rate of 78% and a 3-year 

OS rate of 88%
> The cumulative incidence of relapse is over 50% for pts with a high white blood 

cell count (WBC ≥70K) at presentation or with a VPREB1 deletion



Efficacy and Toxicity of Frontline Ponatinib Plus Blinatumomab for Adult Ph+ ALL Patients of All 
Ages. Intermediate Analysis of the Gimema ALL2820
Chiaretti S, et al. Abstract 835 

EXPERT CONCLUSIONS
> “Interestingly, about 12% of patients went to transplant on this study so far. This is 

significantly lower than 40% who went to transplant on D-ALBA, so I think it's an 
additional signal, in addition to the MD Anderson data, that blin and ponatinib really 
is a great way to avoid allo transplant for Ph-positive disease, which used to be 
basically a slam-dunk indication for allo transplant” 

STUDY POPULATION
> Phase III GIMEMA ALL2820 trial
> Newly diagnosed adult pts with Ph-positive ALL (≥18 years, no upper age limit) 

were randomized to the experimental arm, which included a steroid pre-phase, 70-
day induction with ponatinib (45 mg for pts aged >65 years, 30 mg for pts ≤65 
years), followed by 2–5 cycles of blinatumomab

> Median age was 57 years (19–84)

OUTCOME
> 137 pts were evaluable at the end of induction on blinatumomab-ponatinib
> Very high CR rate observed (CRh 96%)
> After 2 cycles of blinatumomab, there was a higher incidence of MRD negativity 

compared with the D-ALBA study (60% vs 29%)
> With a median follow-up of 8.5 months, both OS and DFS rates are at 95% 
> ~12% of pts received allo-SCT



Updated Results from a Phase II Study Hyper-CVAD, with or without Inotuzumab Ozogamicin, and 
Sequential Blinatumomab in Patients with Newly Diagnosed B-Cell Acute Lymphoblastic Leukemia
Nguyen D, et al. Abstract 1439

EXPERT CONCLUSIONS
> “So far, the relapse-free and overall survival look absolutely excellent with hyper-

CVAD-INO-BLIN. But I think that the Anderson group will need to continue accruing 
patients and get some additional patients with high risk to really show that this is truly 
better than hyper-CVAD-BLIN in a nonrandomized study”

STUDY POPULATION
> Phase II study evaluating pts aged 14–59 with newly diagnosed Ph-negative B-ALL, 

including those with ≤1 prior chemotherapy cycle
> The study compared 2 treatment regimens: Cohort 1 received hyper-CVAD + 

blinatumomab, while Cohort 2 received hyper-CVAD, blinatumomab, and inotuzumab 
(INO)

> Median age was 33 years (18–59)
> Overall, 55% of pts in Cohort 1 and 41% in Cohort 2 were high risk (eg, TP53 mutation, 

CRLF2 positive by flow)

OUTCOME
> Cohort 2 (INO arm) demonstrated superior RFS and OS compared with Cohort 1 (non-

INO arm), with 4-year RFS at 92% vs 74%, and 4-year OS at 100% vs 82%



Blinatumomab Added to Chemotherapy Improves Disease-Free Survival in Newly Diagnosed NCI 
Standard Risk Pediatric B-Acute Lymphoblastic Leukemia: Results from the Randomized 
Children’s Oncology Group Study AALL1731
Rau R, et al. Abstract 1

EXPERT CONCLUSIONS
> “ . . . blinatumomab improved disease-free survival and remarkably decreased risk 

of relapse. . . . Effective against marrow relapses, not very effective against CNS-
isolated relapses, and we know blin doesn't have much extramedullary activity”

STUDY POPULATION
> Phase III trial to assess if 2 nonsequential 

cycles of blinatumomab added to 
chemotherapy improve DFS in children with 
newly diagnosed NCI standard-risk B-ALL

> Pts were categorized as standard-risk 
favorable (SR-Fav), average (SR-AVG), or 
high (SR-High) – refer to treatment schema

OUTCOME
> In intent-to-treat analyses, 3-year DFS was 96.0% for pts receiving 

blinatumomab vs 87.9% for controls (HR 0.39, 95% CI 0.24–0.64; P<.0001), 
exceeded interim efficacy stopping criteria, leading to early termination of 
randomization by the COG data safety and monitoring committee

> Among SR-AVG pts, 3-year DFS was 97.5% with blinatumomab vs 90.2% for 
controls (HR 0.33, 95% CI 0.15–0.69). For SR-High pts, 3-year DFS was 94.1% 
with blinatumomab vs 84.8% for controls (HR 0.45, 95% CI 0.24–0.85)

DFS

40%

35% 23%



Discussion Summary
Advances in ALL: Newly Diagnosed



Advances in ALL: Newly Diagnosed (1/5)
Evaluating Inotuzumab’s Frontline Role in ALL
> Experts agree that inotuzumab holds promise for frontline ALL therapy, but its effectiveness 

depends on optimizing dosing and regimen intensity to achieve a balance between efficacy and 
toxicity

> Dr Jabbour remains optimistic about the potential role of inotuzumab in frontline ALL therapy, 
citing the ongoing MD Anderson trial combining inotuzumab with hyper-CVAD and blinatumomab 
(Nguyen D, et al. ASH 2024. Abstract 1439). However, he acknowledged the challenges in 
incorporating inotuzumab into frontline regimens, referencing the Alliance A041501 study 
(DeAngelo D, et al. ASH 2024. Abstract 308), which raised concerns about cumulative exposure 
and its associated toxicity, prompting a pause in its evaluation for frontline use

> Dr Logan stated that the use of inotuzumab up-front is not entirely “shut down,” noting that the 
high cumulative dose in the Alliance study may have been problematic, especially when 
combined with the intensive 10403 regimen. He praised MD Anderson's approach of reducing 
hyper-CVAD cycles and inotuzumab dose to lower infection risks while maintaining efficacy. He 
hopes the ongoing randomized trial (Nguyen D, et al. ASH 2024. Abstract 1439) will provide 
positive data supporting inotuzumab’s role in frontline therapy, emphasizing its potential in 
optimized regimens

Exploring Optimal Dosing of Inotuzumab in Front Line
> Experts agree that further study is necessary to establish the optimal inotuzumab dose in first line
> Dr Ribera questioned whether the standard dose of inotuzumab, typically used in first-line ALL 

therapy, might be excessive. Dr Logan agreed, noting that inotuzumab likely entered the R/R 
setting at a dose that was too high, and this dosing was carried into frontline studies. He 
mentioned that while the Alliance A041501 study slightly reduced cumulative exposure, MD 
Anderson (Nguyen D, et al. ASH 2024. Abstract 1439) has made more significant reductions to 
mitigate risks. Dr Logan stressed the need for further studies to refine lower-intensity inotuzumab 
regimens in combination with other therapies to determine the optimal dose

Dr Logan:
I don't think it’s [role of inotuzumab in 
frontline] shut down. I think that it's 
possible that the cumulative exposure 
to inotuzumab was too high in the 
Alliance study. . . . I like the approach 
that you guys [MD Anderson] have of 
reducing the number of hyper-CVAD 
cycles and incorporating inotuzumab 
at a lower cumulative dose. I hope 
that once you do the randomized 
study, it does show a benefit. . . . 

I definitely think that inotuzumab 
probably came to the market at too 
high a dose in the relapsed/refractory 
setting, and that dose has been 
carried forward to a lot of frontline 
studies. 

“
“

“

“



Advances in ALL: Newly Diagnosed (2/5)
Ponatinib + Blinatumomab
> Experts agreed that the combination of blinatumomab and ponatinib is now well established 

as the preferred first-line therapy for Ph-positive ALL
> They identified high WBC counts (>70K) and VPREB1 deletions as risk factors for 

progression in patients treated with this regimen (Short N, et al. ASH 2024. Abstract 837). 
While strategies to mitigate these risks are still unclear, experts are hopeful that ongoing 
research will determine whether adding chemotherapy can help address these challenges

> Based on the FALCON study, Dr Logan considers ponatinib to be the best TKI for Ph-
positive ALL. The GIMEMA data (Ansuinelli M, et al. ASH 2024. Abstract 838) showing 
better outcomes with blinatumomab + ponatinib compared with blinatumomab + dasatinib 
supports his preference, particularly since fewer patients required a transplant in the 
ponatinib arm

Blinatumomab in Frontline ALL: Optimal Number of Cycles
> Experts highlight that the optimal number of blinatumomab cycles varies between pediatric 

and adult patients and agree that additional studies are needed to determine the ideal 
duration of first-line blinatumomab treatment

− Data from a plenary session (Rau R, et al. ASH 2024. Abstract 1) suggested that 1 or 
2 cycles of blinatumomab may be sufficient in infants, while experts believe that adults 
may require more cycles to achieve benefit

− Dr Logan cited post hoc analyses of ECOG 1910, which indicated that receiving all 4 
cycles of blinatumomab was associated with improved outcomes. On the basis of this 
evidence, he recommended administering 4 cycles of blinatumomab in the adult 
population to maximize its therapeutic benefit

Dr Logan:
[How many cycles should we give at 
least?] I would presently favor giving 4 
cycles of blinatumomab. 

““



Advances in ALL: Newly Diagnosed (3/5)
Optimizing Treatment Protocols for ALL: Balancing Efficacy, Duration, and Toxicity
> Experts emphasize the need for strategic adjustments in ALL treatment protocols to improve 

efficacy while reducing treatment duration and toxicity
− Dr Jabbour identified limitations in current transplant protocols, which add additional 

courses of blinatumomab and inotuzumab without modifying the backbone regimen, 
calling for changes to decrease both treatment time and toxicity

− Dr Logan agreed, noting that the typical 3-year duration of ALL management is 
excessive and recommended reducing the number of chemotherapy cycles, 
particularly those that are intensive, to lower infection risks

Dr Logan:
If we can start reducing the number of 
cycles, particularly of intensive 
chemotherapy, that'll be a real benefit 
to patients and probably have 
dividends in terms of decrease in 
infection risk and all the things that 
have been raised as concerns with the 
Alliance study.

“

“



High-Risk ALL and the Role of Transplantation
> Experts agree that allo-SCT remains a key treatment for high-risk genotypes in ALL, though 

its effectiveness in certain high-risk subgroups requires further exploration
− Dr Jabbour highlighted the limited effectiveness of allo-SCT for high-risk genotypes 

like IKAROS positivity in ALL, noting that, despite its recommendation, data suggest it 
may not significantly improve outcomes

− Dr Logan acknowledges that while patients with high-risk genotypes like IKAROS
positivity often have poor outcomes, they still benefit from transplantation compared 
with those who do not undergo the procedure. However, he emphasized the need for 
further exploration of posttransplant strategies and suggests investigating the 
potential role of blinatumomab maintenance in this setting for high-risk patients with 
ALL

− Dr Logan noted that he favors transplantation for certain high-risk genotype patients 
(eg, KMT2A rearranged, complex cytogenetics, TP53 mutations). For other high-risk 
groups, he relies on NGS MRD results to guide decisions. He acknowledged that as 
more data emerge, the approach may shift toward fewer transplants for subsets 
currently considered high risk, but he emphasized that further evidence is needed 
before making significant changes

Advances in ALL: Newly Diagnosed (4/5)

Dr Logan:
I think for the IKAROS-positive 
patients, I do favor going to transplant. 
But, what to do afterwards, I think 
remains something that we need to 
explore further . . . we could potentially 
look at things like blinatumomab 
maintenance in the post-transplant 
setting for those high-risk genotypes. 

“

“



The Role of NGS MRD in Refining Transplant Decisions for ALL
> Experts agree that MRD assessment using NGS is crucial in guiding transplant decisions 

for ALL
− Dr Jabbour emphasized findings on MRD negativity assessed by NGS vs flow 

cytometry post-blinatumomab treatment. He noted that patients with NGS MRD 
negativity post-blinatumomab rarely experience relapse and may not require 
transplantation. In contrast, those negative by flow but still positive by NGS often have 
relapse and benefit from transplantation

− Dr Logan agreed, underscoring the importance of high-quality MRD assessment. He 
pointed out that accurate bone marrow sampling is critical, preferably with first-pull 
specimens that are not hemodiluted, to confidently base decisions on NGS MRD 
results

− Dr Ribera added that ultrasensitive MRD techniques could identify patients with very 
low levels of leukemia. He suggested that deep and rapid MRD clearance, even in 
poor genetic subtypes, might allow for avoiding transplantation in select cases

Advances in ALL: Newly Diagnosed (5/5)

Dr Jabbour:
We can narrow the group who needs 
the transplant, if you have NGS MRD 
negativity post-blin, transplant doesn't 
help you. If you are MRD negative by 
FLOW, but positive by NGS, transplant 
is indeed needed.

“

“
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Updated Results of the Combination of Mini-Hyper-CVD with Inotuzumab Ozogamicin and 
Blinatumomab in Patients with Relapsed/Refractory B-Cell ALL
Haddad F, et al. Abstract 2811

EXPERT CONCLUSIONS
> “The dose-dense approach achieves a deep and earlier MRD response and 

a promising survival making perhaps better than the sequential, and really 
with more patients and longer follow-up, perhaps will be the combination of 
choice for these patients”

STUDY POPULATION
> Adult pts aged ≥18 years with R/R B-ALL; phase II trial including the “dose-dense” (D-D) 

administration of INO and BLINA in combination with chemotherapy with longer follow-up
> A total of 133 pts were treated, with a median age of 37 years (range: 17–87); 66 (50%) were male
> 41 pts (31%) had HR cytogenetics; 25 pts (19%) had prior ASCT
> Settings: Salvage (S)1, 98 (74%); S2, 19 pts (14%); S≥3, 16 pts (12%)
> In Cohort 1 (n=67), pts received mini-HCVD for 8 cycles with INO, followed by 36 months of POMP 

maintenance. Starting with pt #68, Cohort 2 (n=44) had a fractionated INO dose with 4 cycles of 
BLINA consolidation and 18 months of POMP alternating with BLINA. In the D-D cohort (n=22), 
starting with pt #111, BLINA was introduced earlier with mini-HCVD and INO for up to 6 cycles

OUTCOME
> Among 132 evaluable pts, the ORR was 86% (CR 65%): 76% (CR 60%) in 

Cohort 1, 93% (CR 66%) in Cohort 2, and 100% (CR 81%) in the D-D cohort
> Among pts in S1, the ORR was 63% in Cohort 1, 66% in Cohort 2, and 94% 

in the D-D cohort (P=.08)
> Outcomes were superior with the D-D regimen, with a 1-year OS rate of 51% 

in Cohort 1, 66% in Cohort 2, and 90% in the D-D cohort (P=.006)



Second Infusion of CAR T-Cells in Patients with Relapsed /Refractory B-Cell Acute Lymphoblastic 
Leukemia: Results from a Gocart Coalition Analysis on Behalf of the PDWP, ALWP, and Ctiwp of 
the EBMT
Rives S, et al. Abstract 965

EXPERT CONCLUSIONS
> “I think this needs to be explored further”

STUDY POPULATION
> A multicenter, retrospective study evaluated pediatric and adult pts with R/R B-ALL treated 

initially with autologous CD19-targeted CAR T therapy (CART1, n=345), followed by a second 
administration of CD19 and/or CD22 CAR T therapy (CART2, n=39)

> Cumulative incidence of CART2: 12.4% (95% CI 8.8–16.6)
> Median age at CART2: 19 years (range, 6.9–67.1); 19 pediatric and 20 adult pts; prior HSCT in 

29 pts (25 prior to CART1); median time between CART1 and CART2: 10 months (range, 2–41)
> Reasons for CART2 were overt relapse (n=26; 66.7%), molecular relapse due to measurable 

residual disease (MRD positivity; n=5; 12.8%), and B-cell recovery without relapse (n=8; 20.5%)
> Leukemic burden at CART2 infusion: Overt relapse: 18 (45%), 15 (83%) extramedullary (CNS 

7); CR MRD positive: 12 (30.%); CR MRD negative 10 (25%)

OUTCOME
> Pts who received CART2 for B-cell recovery or were in CR at the time of CART2 

demonstrated better outcomes in OS, LFS, and relapse incidence compared with 
those who received CART2 for overt relapse

> 50% had MRD-negative CR post-CAR T, but limited CR duration
> No grade ≥3 CRS or ICANS. No CAR T-related mortality



Obecabtagene autoleucel (obe-cel) for Adult Relapsed/Refractory B-Cell Acute Lymphoblastic 
Leukemia (R/R B-ALL): Deep Molecular Remission May Predict Better Outcomes
Jabbour E, et al. Abstract 963

EXPERT CONCLUSIONS
> “ . . . it confirms . . . what was seen with other CAR Ts . . . but the most important thing for me is the high frequency of MRD negative by 

ClonoSEQ . . . with obe-cel”

STUDY POPULATION
> An open-label, multi-center, global, single-arm, phase Ib/II clinical study
> To understand the correlation between depth of MRD-negative remission and clinical 

outcomes in pts treated with obe-cel
> Timing of MRD (BM): screening, 1 week before lymphodepletion, and 28 days post 

obe-cel, (optional: at months 3, 6, 12, and then every 6 months)
> Central MRD evaluation: ClonoSEQ® NGS assay, sensitivity to 1×106

> In total, 96/127 (76%) pts infused with obe-cel had samples available to enable 
successful NGS calibration

OUTCOME
> 73/96 (76%) pts had CR/CRi
> 68/73 (93%) pts had post-infusion BM sample for NGS

− MRD positive (>1×10-4): 4/68
− MRD negative (<1×10-4): 64/68
− MRD <10-4 and >10-6: 7/68 (10%)
− MRD ≤10-6: 57/68 (84%) – considered “high rate” by authors

> Deep molecular remission (<10⁻⁶) associated with improved EFS and OS
> Tumor burden at lymphodepletion was found to strongly correlate with lower rates of 

deep MRD-negative response and shorter survival
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Advances in ALL: R/R (1/3)
Evaluating CAR T-Cell Therapy: Finite Treatment or Bridge to Transplant?
> Data from ASH 2024 support the benefit of CAR Ts as a class for ALL but underscore the 

importance of effective debulking prior to administration and the potential of CAR Ts as a 
gateway to effective allogeneic transplantation in addition to being a “destination treatment”

> Dr Ribera believes that obe-cel has the potential to become the preferred CAR T-cell 
therapy for R/R ALL, particularly in patients achieving deep MRD negativity (Jabbour E, et 
al. ASH 2024. Abstract 963), with low toxicity. However, he emphasized the need for longer 
follow-up

> Dr Logan highlighted the potential of CAR T-cell therapy as a destination treatment, 
particularly for patients with low disease burden at the time of infusion. He drew parallels 
with allogeneic SCT: minimizing disease burden is crucial for maximizing their efficacy

> Experts agree there is an urgent need for further research to optimize strategies for high-
risk patients post-CAR T therapy, particularly those with persistent relapse risk. This patient 
population is a critical area for innovation and robust data generation to guide clinical 
decision-making
– For patients without optimal debulking (who have a substantially higher risk of relapse), 

RWE, such as the ROCCA data, suggest a potential advantage to post-CAR T allo-SCT 
– However, clinical trial data have not conclusively demonstrated a benefit of allo-SCT in 

these high-risk cases

Dr Logan:
I think that from both the brexu-cel data and obe-cel data, we now can think of CAR T 
cells as a destination therapy, in particular for those who achieve effective debulking of 
disease prior to administration of the CAR T cells.

“

Dr Logan:
The ROCCA data in the real world 
suggests that there's probably a benefit to 
an allo transplant after the CAR T cells, 
but I think we're not quite sure how to 
optimize the effect of allo transplant after 
CAR T cells in the very-high-risk patients.

“

“

Dr Ribera:
The results of obe-cel are promising and 
enticing. For those patients who achieve 
a deep MRD, the results are very, very 
nice . . . and this together with the low 
toxicity makes obe-cel very attractive for 
selecting this CAR T for first CAR T 
therapy for ALL relapsed/refractory.

“

“

“



Advances in ALL: R/R (2/3)
Post-CAR T-Cell Strategies: Exploring Optimizing Approaches for Improved Outcomes
> Among patients who experience relapse post-CAR T-cell therapy, further research is 

needed to optimize outcomes, and experts debated the optimal research approaches for 
unanswered questions

> Dr Jabbour noted that in the Rives S, et al study (abstract 965), although a second CAR T-
cell infusion was generally beneficial, most responses were short-lived, often requiring SCT. 
This raised the question of whether SCT and such strategies could be used proactively 
without waiting for relapse, potentially generating longer-lasting DFS​

> Dr Logan agreed, as this study only administered a second CAR T-cell infusion reactively, 
following overt relapse, MRD progression, or loss of B-cell aplasia. He suggested exploring 
predefined serial dosing schedules (eg, more CAR T infusions at 2, 4, or 6 months post-
infusion) to sustain CAR T-cell activity and improve long-term outcomes​

> Dr Ribera noted that the strategy for repetition of the same CAR T-cell infusion was not 
extensively explored in the Rives et al study. However, he believes that it could serve as a 
bridge to subsequent therapies, such as allogeneic SCT. Alternately, a change in the CAR T 
product might optimize outcomes against escape mutations

Dr Ribera:
. . . I think that just repeating the same 
infusion could be just a bridge for 
subsequent therapies, such as 
transplantation, in many cases. But really, 
I think that changing the CAR T could be 
a good option to be explored. . . . 

“

“
Dr Jabbour:
. . . the CART2 program, you showed . . . the best outcome in CART2 in patients who 
had B-cell recovery . . . have a survival at 2 years of 67%. So, essentially, second CAR 
T does help. However, in the majority, it's a short duration, and transplant is needed. 

“ “
Dr Logan:
. . . this particular CART2 study only 
administered a second dose of CAR T 
cells if they had overt relapse, MRD 
progression, or loss of B-cell aplasia. I 
think we need to explore serial dosing of 
CAR T cells . . . and see whether we can 
get better long-term disease-free survival.

“

“



Advances in ALL: R/R (3/3)
Subcutaneous Blinatumomab
> Experts see the development of the subcutaneous formulation of blinatumomab as an 

important advance with a lot of potential to improve outcomes in ALL
> Dr Jabbour posed that the new formulation could potentially replace intravenous 

blinatumomab (Jabbour E, et al. ASH 2024. Abstract 1440)
> Dr Logan noted that subcutaneous blinatumomab offers higher drug exposure and can 

salvage patients with progression on intravenous blinatumomab. He expressed optimism 
about its frontline use, suggesting a combination with light chemotherapy to achieve deep 
and durable remissions, potentially reducing the need for additional therapies. He 
anticipates further studies to validate this approach in the near future

Dr Logan:
We want to translate that benefit of 
subcut blin to the frontline setting, so 
that hopefully a light chemo with subcut 
blin approach could achieve a deep 
and durable remission for most 
patients, so that they don't have to go 
on to subsequent therapies. 

“

“
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