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Meeting Snapshot

DATE: 
11 June 2022

PANEL: Key experts in 
leukemia
> 7 from the US
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Meeting Agenda

Time (CET) Topic Speaker/Moderator
18.00 – 18.05 Welcome and Introductions Elias Jabbour, MD

18.05 – 18.15 Advances in AML: Newly Diagnosed – AML With Mutations Naval Daver, MD

18.15 – 18.20 Advances in AML: Newly Diagnosed – AML in Older and/or Unfit Patients Harry P. Erba, MD, PhD

18.20 – 18.25 Advances in AML: Newly Diagnosed – Other Alexander E. Perl, MD

18.25 – 19.20 Discussion and Key Takeaways All

19.20 – 19.25 Advances in AML: Relapsed/Refractory Eytan M. Stein, MD 

19.25 – 19.55 Discussion and Key Takeaways All

19.55 – 20.00 Break

20.00 – 20.10 New Developments in MDS Guillermo Garcia-Manero, MD

20.10 – 20.55 Discussion and Key Takeaways All

20.55 – 21.00 Summary and Closing Remarks Elias Jabbour, MD



Conference Highlights
Updates on Newly Diagnosed AML



QUIZARTINIB PROLONGED SURVIVAL VS PLACEBO PLUS INTENSIVE INDUCTION AND 
CONSOLIDATION THERAPY FOLLOWED BY SINGLE-AGENT CONTINUATION IN PATIENTS AGED 
18-75 YEARS WITH NEWLY DIAGNOSED FLT3-ITD+ AML
Harry Erba, et al. #S100

STUDY POPULATION

> Pts aged 18–75 yr with newly diagnosed AML screened for FLT3-ITD prior 
to initiation of induction with cytarabine and anthracycline for 3 days. “This 
is not the same population as RATIFY, which is 18–60 years. This was 18–
75 years and 40% of these people are actually above 60”

> Pts at 193 sites in 26 countries who were FLT3-ITD positive were 
randomized to quizartinib (Quiz) or placebo 

OUTCOME

> At data cutoff (August 2021), the median follow-up was 39.2 months and 
58 pts remained on continuation therapy. OS was significantly longer in the 
Quiz arm than the Pbo arm (HR, 0.776; P =.0324). Median OS was 31.9 
mo with Quiz vs 15.1 mo with PBO

> When censored for allo-HCT, OS trended longer with Quiz vs Pbo (HR, 
0.752; P = .055)

EXPERT CONCLUSIONS

> “Duration of CR is pretty impressive . . . 38.6 vs 12.4 months”
> “You add a drug, there’s going to be more toxicity. But there’s survival benefit . . . that’s what we have to look at, at the end of the day”



GEMTUZUMAB-BASED INDUCTION CHEMOTHERAPY COMBINED WITH MIDOSTAURIN FOR 
FLT3 MUTATED AML. RESULTS FROM THE NCRI AML19 'MIDOTARG' PILOT TRIAL 
Nigel Russell, et al. #S126

STUDY POPULATION

> The NCRI AML19 trial randomized pts to receive daunorubicin + AraC (DA) 
+ a single dose of gemtuzumab ozogamicin (GO) or 2 doses + midostaurin 
following completion of chemotherapy

> Eligibility included age 18–60 yr with a FLT3-ITD or -TKD mutation

OUTCOME

> Blood count recovery was not delayed compared with pts receiving DAGO 
without midostaurin

> Bone marrow NPM1 transcript levels after courses 1–4 were compared with 
FLT3-mutated patients receiving DAGO1 and DAGO2 without midostaurin, 
with a higher proportion of patients becoming MRD negative from course 2 
onward and 81% being MRD negative after course 4

EXPERT CONCLUSIONS

> “Regimen is tolerable”
> “The problem with this study is what’s causing what? 
> “My worry with adding GO early on is transplant toxicity”



QUIZARTINIB WITH DECITABINE AND VENETOCLAX (TRIPLET) IS ACTIVE IN PATIENTS WITH 
FLT3-ITD MUTATED ACUTE MYELOID LEUKEMIA - A PHASE I/II STUDY 
Musa Yilmaz, et al. #S127

STUDY POPULATION

> Newly diagnosed or relapsed/refractory FLT3-ITD–mutated AML pts 
received decitabine (DAC) + VEN + QUIZ triplet

> Pts underwent day 14 bone marrow (BM) biopsy, and VEN was put on 
hold in pts with BM blasts ≤5% or with aplasia. Those with day 14 BM 
blasts >5% continued VEN for 21 days during cycle 1. QUIZ was 
administered daily continuously

OUTCOME

> Of 28 pts with R/R AML, 82% achieved composite CR (CRc); 60-day 
mortality rate was 11%. Of 7 pts with newly diagnosed AML, all 
achieved CRc; 60-day mortality in frontline was 0

> In the R/R population “Prior GILT and prior VEN exposed are still 
responding reasonably well . . . these are all transient responses”

> RAS/MAPK mutations appear to drive both primary and secondary 
resistance: “This is a very different picture from what we see with 
quizartinib single agent . . . at high doses you could overcome [resistance]”

EXPERT CONCLUSIONS

> DAC + VEN + QUIZ is active in R/R FLT3-ITD–mutated AML pts, with CRc rates of 78%. The high response rate was maintained in prior 
GILT-exposed pts. Interestingly, RAS/MAPK mutations but not emergent TKD mutations were associated with primary and secondary 
resistance to the triplet 



V-FAST MASTER TRIAL*: PRELIMINARY RESULTS OF TREATMENT WITH CPX-351 PLUS 
MIDOSTAURIN IN ADULTS WITH NEWLY DIAGNOSED FLT3-MUTATED ACUTE MYELOID 
LEUKEMIA 
James McCloskey, et al. #P514

STUDY POPULATION

> Eligible adults in the CPX-351 + midostaurin cohort of the V-FAST trial were 
aged 18–75 years, had newly diagnosed AML with a FLT3-ITD or -TKD
mutation, and were fit for intensive chemotherapy

OUTCOME

> A total of 23 pts received CPX-351 + midostaurin and had sufficient data to 
be included in the analysis

> Complete remission was achieved by 18/22 (82%) pts with an evaluable 
remission assessment after the first induction cycle

> All pts experienced a grade 3/4 TEAE, primarily hematologic events

EXPERT CONCLUSIONS

> “It is a very small study. . . . I don’t think there were any strong conclusions either way. There is tolerability and you can give CPX-351 + 
Mido; however, the patient on CPX would have been a therapy-related AML. It would’ve not been a de novo patient per se”

> “In a patient with secondary AML and FLT3 mutation, who is fit for induction, CPX-351 + midostaurin could be a line” 

*This study is now closed due to lack of accrual.



HEMATOLOGIC IMPROVEMENTS WITH IVOSIDENIB + AZACITIDINE COMPARED WITH PLACEBO 
+ AZACITIDINE IN PATIENTS WITH NEWLY-DIAGNOSED ACUTE MYELOID LEUKEMIA
Hartmut Döhner, et al. #P557

STUDY POPULATION

> This was conducted to report blood count recovery results from the phase III AGILE trial
> Pts were randomized 1:1 to Ivo + Aza (n = 72) or placebo + Aza (n = 74). Red blood cell (RBC)/platelet transfusion history was assessed at 

screening and follow-up. Bone marrow (BM) and peripheral blood samples were obtained at screening, and during weeks 9, 17, 25, 33, 41, 
53, and every 24 weeks thereafter, and at end of treatment and during EFS follow-up

OUTCOME

> Mean platelet count recovered from baseline values in the Ivo + Aza and placebo + Aza arms as early as week 9 of treatment and continued 
to steadily increase thereafter in the treated population. In pts receiving Ivo + Aza, mean neutrophil counts rapidly increased from baseline 
and then generally stabilized to within the normal range to study end 

> The increased blood counts were accompanied by a rapid decrease in the mean BM blast percentage in Ivo + Aza-treated pts and were 
maintained for 149 weeks

> Among pts who were RBC/platelet transfusion dependent at baseline, 46.2% in the Ivo + Aza group achieved RBC/platelet transfusion 
independence compared with 17.5% in the placebo + Aza arm 

> Fewer AEs of febrile neutropenia (28.2% vs 34.2%) and infections (28.2% vs 49.3%) were reported in the Ivo + Aza arm compared with the 
placebo + Aza arm

EXPERT CONCLUSIONS

> Ivo + Aza demonstrated a significant clinical benefit compared with placebo + Aza, and this subanalysis demonstrated rapidly improved 
recovery of blood counts and reduced dependence on RBC/platelet transfusion. Moreover, rates of febrile neutropenia and infections were 
reduced with Ivo + Aza



TOLERABILITY AND EFFICACY OF THE FIRST-IN-CLASS ANTI-CD47 ANTIBODY MAGROLIMAB 
COMBINED WITH AZACITIDINE IN FRONTLINE PATIENTS WITH TP53-MUTATED ACUTE 
MYELOID LEUKEMIA: PHASE 1B RESULTS 
Naval G. Daver, et al. #S132

STUDY POPULATION

> Frontline pts with AML not suitable for intensive chemotherapy received 
magrolimab IV starting with a priming dose (1 mg/kg) followed by ramp-up 
to 30 mg/kg QW or Q2W as the maintenance dose. Aza was given IV or SC

OUTCOME

EXPERT CONCLUSIONS

> “The responses do seem lower than what was originally reported”
> “The good thing is you have randomized phase III gold standard coming, which will answer the question [regarding magrolimab’s activity in 

the TP53-mutated AML patients]. . . . I’m happy that we’re doing the phase III, because otherwise we said we never do the phase III”



FINAL RESULTS OF THE QOLESS AZA-AMLE RANDOMIZED TRIAL TO EVALUATE THE 
EFFICACY OF 5-AZA FOR POST-REMISSION THERAPY OF ACUTE MYELOID LEUKEMIA IN 
ELDERLY PATIENTS 
Esther Natalie Oliva, et al. #P564

STUDY POPULATION

> Pts aged ≥61 years with untreated AML, "de novo" or evolving from MDS, fit for intensive chemotherapy but ineligible for stem cell 
transplantation received induction chemotherapy consisting of 2 courses of 3+7. Cases in CR received cytarabine. Pts in CR were 
randomized to receive postremission BSC or oral 5-Aza

OUTCOME

EXPERT CONCLUSIONS

> “Basically, it was a negative study . . . there was no difference in disease-free survival. And then the rest of those curves are massaging the 
data. . . . I don't know what to take away from this”



LOWER-INTENSITY CPX-351 + VENETOCLAX FOR PATIENTS WITH NEWLY DIAGNOSED ACUTE 
MYELOID LEUKEMIA WHO ARE UNFIT FOR INTENSIVE CHEMOTHERAPY 
Geoffrey L. Uy, et al. #P515

STUDY POPULATION

> Ongoing, open-label, phase Ib study evaluating lower-dose CPX-351 + Ven 
in adults with newly diagnosed AML who are unfit for IC

> Pts who achieve at least partial remission after 1 or 2 cycles of CPX-351 + 
Ven may receive up to 4 cycles in the dose-exploration phase or up to 8 
cycles in the expansion phase. Pts are assessed for response (morphology, 
MRD) and monitored for safety and survival

OUTCOME

> CR or CRi was achieved by 18/31 (58%) pts with an evaluable remission 
assessment. All 16 of these pts achieved remission (CR or CRi) after the 
first treatment cycle. MRD negativity was achieved by 14/18 (78%) pts with 
CR or CRi, primarily after cycle 1

> Survival data are not yet mature

EXPERT CONCLUSIONS

> “Why does the FDA allow you to not provide the standard of care to an unfit, newly diagnosed AML patient? I just don't really get that or how 
that was allowed”



PHASE II STUDY OF LOWER-INTENSITY FRONTLINE THERAPY FOR NEWLY DIAGNOSED 
PATIENTS WITH AML WHO ARE UNFIT OR OTHERWISE NOT ELIGIBLE FOR FRONTLINE 
CLINICAL TRIALS 
Sangeetha Venugopal, et al. #P581

STUDY POPULATION

> Pts >18 years with untreated AML and ineligible for other frontline AML 
clinical trials were enrolled

> Eligibility criteria included either creatinine ≥2 mg/dL; or total bilirubin ≥2 
mg/dL; or ECOG PS 3 or 4; or ineligible for participation in a higher-priority 
protocol 

> Induction was cladribine, low-dose cytarabine (LDAC), followed by 
consolidation with cladribine, LDAC alternating with decitabine (DAC)

OUTCOME

> Among 31 evaluable pts, 18 (58%) achieved a (CRc), including 10 (32%) 
CR and 8 (26%) CRi. Among responders, 6 pts (19%) achieved MRD 
negativity by flow

> At a median follow-up of 12.6 months, median OS and EFS was 8.3 
months each 

EXPERT CONCLUSIONS

> “Even these people who are sick with elevated creatinine, they actually don't die that quickly if you manage them well. So, we should be 
more inclusive in our trials”



OVERALL SURVIVAL WITH INTENSIVE CHEMOTHERAPY (IC) VS NON-IC IN PATIENTS (PTS) 
WITH NEWLY DIAGNOSED (ND) AML FROM THE CONNECT® MYELOID DISEASE REGISTRY 
INELIGIBLE FOR RANDOMIZED CLINICAL TRIALS (RCT) 
Harry Erba, et al. #P584

STUDY POPULATION

> In a broad cohort of real-world pts with AML from the Connect® Myeloid Disease Registry, pts were stratified into 3 groups on the basis of the 
non-IC phase III VIALE-A trial eligibility criteria: 1) “Eligible” pts who would have met all VIALE-A inclusion criteria; 2) “Unfit” pts who would 
have been ineligible for VIALE-A; 3) “Fit” pts who would have been ineligible for a VEN-based regimen in VIALE-A because they would have 
qualified for IC

OUTCOME

EXPERT CONCLUSIONS

> “. . . it just reminds us that there may still be a role for intensive chemotherapy, and this fitness issue is an imperfect way of selecting 
patients. Very important”



PHASE 2 STUDY OF ASTX727 (DECITABINE/CEDAZURIDINE) PLUS VENETOCLAX IN PATIENTS 
WITH RELAPSED/REFRACTORY ACUTE MYELOID LEUKEMIA (AML) OR PREVIOUSLY 
UNTREATED, ELDERLY PATIENTS UNFIT FOR CHEMOTHERAPY 
Tareq Abuasab, et al. #P495

STUDY POPULATION

> Pts aged ≥18 yr with R/R AML or pts with AML aged ≥75 or 18–74 with 
comorbid conditions prohibiting intensive chemotherapy were eligible to 
participate (frontline [FL])

> Pts received a total oral therapy regimen of ASTX727 + Ven

OUTCOME

> The ORR including CR, CRi, and morphologic leukemia-free state (MLFS) 
in the FL cohort was 61%. In the R/R cohort, the ORR rate was 45%

> With a median follow-up of 5 months, median survival for the FL cohort has 
not been reached and is 7.2 months for the R/R cohort

> Grade ≥3 AEs directly attributable to therapy were mainly 
myelosuppression related and included neutropenic infections in 3 (11%) 
and elevation of liver enzymes in 1 (4%) pts

EXPERT CONCLUSIONS

> “I think the importance of this is many of us are starting to do this outside of a clinical trial”



A RANDOMISED COMPARISON OF CPX-351 AND FLAG-IDA IN HIGH-RISK ACUTE MYELOID 
LEUKAEMIA. RESULTS FROM THE NCRI AML19 TRIAL 
Nigel Russell, et al. #S128

STUDY POPULATION

> The AML19 trial randomized CPX-351 vs FLAG-Ida in 635 pts mainly <60 yr 
with HR AML or MDS (>10% blasts). Three groups of HR pts were randomized 
2:1 in favor of CPX with the aim of proceeding to allogeneic transplant 

OUTCOME

> Results for Group 1 are presented. Group 1 was not powered to claim 
statistical significance; therefore, these results are intended to be 
exploratory and hypothesis generating 

EXPERT CONCLUSIONS

> Study is not powered for OS comparison
> Both treatments seem reasonable but neither is optimal
> Despite longer nadirs (by 2–5 d), CPX is probably less toxic
> Overall, less than half of pts were transplanted
> Ven-based comparison needed in future
> “This will be an interesting study, but I think they got the wrong comparator; 

they need a 3-arm study, and they need Ven + Aza in here somewhere, 
because we don't know what to do with these patients. I don't know whether 
a more intensive regimen is any better than a less intensive regimen. And 
I'd be curious to see what this looks like with Ven + Aza in there”



FIRST RESULTS OF A PHASE II STUDY (STIMULUS-AML1) INVESTIGATING SABATOLIMAB + 
AZACITIDINE + VENETOCLAX IN PATIENTS WITH NEWLY DIAGNOSED ACUTE MYELOID 
LEUKEMIA 
Amer M. Zeidan, et al. #P582

STUDY POPULATION

> Adult pts with ND-AML ineligible for IC were enrolled. In dose-escalation 
part 1 (safety run-in), pts received either 400 mg (Cohort 1) or 800 mg 
(Cohort 2) sabatolimab + Ven + 75 Aza

> For the safety run-in part, primary endpoint was assessment of the 
incidence of dose-limiting toxicities (DLTs) between cycle 1 D8 and the end 
of cycle 2

OUTCOME

> AEs appear largely similar to Ven-Aza alone
> Single DLT (cohort 2) = myocarditis; other immune-mediated AEs not 

reported
> Dose interruption of sabatolimab was common (n = 6/13, 46% at 800 mg) 

but no pts discontinued therapy or reduced dose
> 78%/56% of pts had Ven-Aza interruption with 24.5%/11% dose reductions, 

respectively

EXPERT CONCLUSIONS

> “Little to add; this is a very early report but so far, so good”
> “No survival data provided, but 12/18 (67%) CR/CRi, which looks similar to Ven-Aza doublet. Need longer follow-up”

All-grade AEs in >15% of pts



REAL-WORLD COMPARISON OF DIFFERENT TREATMENT MODALITIES FOR FAVORABLE RISK 
ACUTE MYELOID LEUKEMIA: STANDARD DOSE ANTHRACYCLINE VS HIGH DOSE 
ANTHRACYCLINE VS ADDITION OF GEMTUZUMAB OZOGAMICIN
Joseph Mort, et al. #P526 

STUDY POPULATION

> Comparison of outcomes of 3 cohorts of newly diagnosed adult AML pts 
with favorable cytogenetics who received 7+3 induction therapy: 1) 
Standard dose (45 or 60 mg/m2 daunorubicin; SD); 2) Higher dose (90 
mg/m2 daunorubicin or 12 mg/m2 idarubicin; HD) of anthracycline; 3) 7+3 
with fractionated GO

OUTCOME

> 189 pts, median follow-up 2 years
> Similar CR/CRi rates (GO 75%, HD 70%, SD 67%)
> No difference in OS, RFS, DOR
> Similar ICU admissions, EF drops, bleeding, infections
> No VOD seen

EXPERT CONCLUSIONS

> “Study appears very underpowered, and 2-year follow-up is to exclude late relapses, especially in favorable-risk patients”
> “OS looks lower than reported from large trials, particularly for DNR-90 or GO”
> “Why do a retrospective analysis when you have randomized data? Randomized trials have consistently shown advantages for 

DNR90/IDA12 against 45 mg/m2”



Discussion Summary
Updates on Newly Diagnosed AML



Advances in AML (1/4) 
Newly Diagnosed AML
FLT3 inhibitors
> Overall, experts consider data from the QuANTUM phase III study (S100) to indicate a new standard of care for frontline AML

– QTc prolongation with quizartinib needs to be monitored, but tolerability was better compared with midostaurin
– Data from this and the RATIFY study, however, cannot be compared to assess efficacy of the different agents, as 

study populations were different (in QuANTUM, patients are FLT3-ITD positive only, and include patients who are ≥60 
years old)

> Sequencing of FLT3 inhibitors
– If the choice were between midostaurin and quizartinib, advisors’ views were split regarding midostaurin, from “We 

were never that excited; it is difficult to take and it has toxicities” to “I don’t understand why Mido couldn’t be the 
standard of care. . . . Those curves [mOS] look the same [between RATIFY and QuANTUM]”

• Important to note, though, is that the patient populations are very different, with patients in the QuANTUM trial 
being younger and only -ITD positive

• It was also noted that “The cost issue is going to make us defend superiority of one over another,” as after the 
patent for midostaurin expires, “. . . what if midostaurin was generic and it’s much cheaper?”

– Regarding gilteritinib and quizartinib, experts commented they would never go head-to-head; however, if it came to 
choosing one, it would depend on survival in the different subsets (such as high -ITD, NPM1 co-mutation, transplant)

• “I would give HMA + Ven + Gilt. . . . It has more data, has been around longer, and has a great safety signal”
– One sequence proposed in the event of quizartinib’s approval in frontline was “intensive chemo + Quiz then Ven + 

Gilt. . . . You have 2 good regimens that way. . . . Then post-transplant maintenance with whatever you used before”



Advances in AML (2/4) 
FLT3 inhibitors (cont)
> In patients ≥70 years old with FLT3 mutation, experts agreed they would use venetoclax + azacitidine (Ven + Aza), and in 

a trial setting they would consider adding a FLT3 inhibitor to Ven + Aza in MRD-positive patients during Ven + Aza, or as a 
sequencing study of Ven + Aza followed by Ven + gilteritinib

– They agreed it is still early to move HMA + Ven + gilteritinib to a younger patient population
> Other considerations

– Experts concurred that a “3+7” regimen + Ven triplet “will not come into the FLT3 world”
– Experts were very critical of FDA’s definition of event-free survival as an endpoint, which can hugely jeopardize trials’ 

outcomes and turn them into negative trials. Additionally, they noted that with all the different molecular subtypes and 
co-mutations, “It’s getting harder to develop drugs because we don’t have one easy control arm to go against”

– With regard to toxicities, it was noted that contrary to what would have been expected, gilteritinib added to Ven 
contributes to incremental myelosuppression



Advances in AML (3/4) 
Newly Diagnosed AML
IDH inhibitors
> Standard of care for IDH1-mutated AML patients is HMA + ivosidenib or HMA + Ven. However, experts concurred that if 

they start a patient on HMA + Ven and later discover that the patient has the IDH1 mutation, they would not switch therapy 
to ivosidenib. Additionally, a patient may be started on HMA + Ven to avoid delaying start of treatment until results of the 
mutational data come back, “. . . unless you know they’re IDH1 positive, you’re talking about delaying treatment for 90% of 
patients for a benefit of 10%”

– However, it was noted in favor of using HMA + Ivo that when a patient is started on HMA + Ivo, their blood count 
recovery is faster than with HMA + Ven, and patients are discharged from the hospital sooner, which backs the data 
from the poster presentation of the AGILE trial (P557)

> It was remarked that in Europe, “Everybody is doing Ivo + Aza”
CD47 inhibitors
> Experts indicated the data from the phase Ib study (S132) of Aza + magrolimab in patients with TP53 mutations remain 

inconclusive, and the response rates appear lower than what was initially reported 
> The question was raised whether the phase III study of magrolimab would have been initiated if the company (Gilead) 

knew the phase Ib data. Opinions were split between some experts who think the phase III study (ENHANCE-2) will 
provide definitive answers regarding magrolimab’s activity, and others who noted “Gilead needs to distinguish themselves 
from HMA + Ven, so it’s a marketing ploy”

Menin inhibitors
> Standard of care now for an NPM1-mutated AML patient is Ven + Aza (for patients unfit for intensive chemo) or intensive 

chemo, but the hope is that the field can move toward Menin inhibitors 



Advances in AML (4/4) 
Newly Diagnosed AML (cont)
Maintenance
> In transplant-ineligible patients who are fit for intensive chemo, oral Aza is the go-to maintenance therapy
AML in older patients
“We need to be moving away from the concept of fitness and more towards appropriateness of therapies, towards the biologic 
nature of the treatment”
> Standard of care for older unfit patients remains HMA + Ven, regardless of mutations, and experts would use oral HMA (if 

available) + Ven, although there may be potential “reimbursement issues”
> The preliminary data from the phase I study of sabatolimab + Aza + Ven (P582) are regarded as early and are, so far, not 

better than Aza + Ven: “. . . the immune toxicity is not high, but the efficacy is never high”
Clinical trial design for patients unfit for conventional clinical trials
> Experts agreed clinical trials should be more inclusive of patients who are regarded as unfit for treatment (eg, creatinine or 

bilirubin levels), as when managed well, these patients may have longer survival
AML in young patients
> Experts agreed CPX-351 or HMA + Ven are both candidates for high-risk younger patients who are not eligible for transplant
MRD
> MRD is regarded as predictive for relapse, but in AML it is still being evaluated in clinical trials (for FLT3, IDH1, or NPM1

clearance) to decide switching treatment, as clearance of the different mutations does not always correlate to improved 
outcomes: “Each mutation has to be weighed for its prognostic value”



Conference Highlights
Updates on Relapsed/Refractory AML



PHASE 1/2 STUDY OF SEL24/MEN1703, A FIRST-IN-CLASS DUAL PIM/FLT3 KINASE INHIBITOR, 
IN PATIENTS WITH IDH1/2-MUTATED ACUTE MYELOID LEUKEMIA: THE DIAMOND-01 TRIAL 
Giovanni Martinelli, et al. #P520

STUDY POPULATION

> Pts with IDH-mutated R/R AML and no standard therapeutic options were eligible. The 
recommended dose of 125 mg SEL24/MEN1703 was given orally, until disease progression 
or unacceptable toxicity

> The first safety and efficacy results from an additional expansion cohort of the DIAMOND-01 
trial in 20 pts with R/R IDH-mutated AML were reported

OUTCOME

EXPERT CONCLUSIONS

> “The long and short of this is that I'm not super excited about this, and if I were them, I would move on to the next trial”



REAL-LIFE EXPERIENCE OF TREATMENT REFRACTORY/RELAPSED ACUTE MYELOID 
LEUKEMIA PATIENTS WITH VENETOCLAX COMBINATION THERAPY 
Helena Pomares Marin, et al. #P568

STUDY POPULATION

> Retrospective study of pts with R/R AML receiving Ven combinations at the 
Catalan Institute of Oncology in order to determine the efficacy and safety 
of the combination

> Included 60 pts treated with Ven + HMA agents (Aza or decitabine or 
LDAC) from May 2019 until December 2021

OUTCOME

EXPERT CONCLUSIONS

> “. . . they basically are showing the same thing that a lot of people have shown in relapsed and refractory AML, that you can give them 
combination therapy and that it works in a subset of patients”

ORR – 58%
Early Mortality – 15%



GILTERITINIB AND QUIZARTINIB IN RELAPSED/REFRACTORY (R/R) ACUTE MYELOBLASTIC 
LEUKEMIA (AML) WITH FLT3 MUTATIONS: A REAL-LIFE EFFECTIVENESS AND SAFETY STUDY 
David Quintela, et al. #P569

STUDY POPULATION

> Between December 2016 and April 2021, 22 pts were treated 
with gilteritinib and 5 pts with quizartinib in 13 centers of the 
Spanish PETHEMA and CETLAM groups

OUTCOME

> 22 gilteritinib- and 5 quizartinib-treated pts, median age 62 yr; 
78% were FLT3-ITD positive and 13/27 (48%) had prior TKI

> CR/CRi = 42%; median OS 5.8 mo. (95% CI: 3.8-7.9 mo); 6 
patients received HSCT after TKI

> Most common toxicity was FNP (35%), QT prolongation (?grade) 
in 16%

EXPERT CONCLUSIONS

> “We have recently characterized outcomes with prior TKIs [Perl AE, et al. Blood Cancer J. 2022;12:84] as showing somewhat worse survival 
than TKI-naive pts.”



Discussion Summary
Updates on Relapsed/Refractory AML



Advances in AML
Relapsed/Refractory AML
> It was noted that, although survival outcomes are the same if patients receive chemo or gilteritinib (ADMIRAL study), more 

patients make it to transplant after having received gilteritinib than if they do not receive it; one advisor noted, “I think they 
felt better at the time of transplant”

> Outside the targeted mutations, there is a window of opportunity for new treatment options in the relapsed/refractory 
setting 

– Experts agreed there is potential for a Bcl2 inhibitor besides venetoclax in the relapsed/refractory setting, although 
mechanistically it should be different from Ven

> Testing for mutations post-HMA + Ven at the time of relapse is crucial to drive treatment, which would include a FLT3 
inhibitor, or IDH1/2 inhibitor, or Menin inhibitor for NPM1 mutation

> Experts agreed it is challenging in the relapsed/refractory setting to design randomized trials post-HMA + Ven, as there is 
no standard of care in this setting



Conference Highlights
Updates on MDS 



A RANDOMIZED, DOUBLE-BLIND, PHASE 3 STUDY OF TAMIBAROTENE/AZACITIDINE VERSUS 
PLACEBO/AZACITIDINE IN NEWLY DIAGNOSED ADULT PATIENTS SELECTED FOR RARA-
POSITIVE HR-MDS (SELECT-MDS-1) 
Amy DeZern, et al. #PB1921

STUDY POPULATION

> Global phase III, multicenter, randomized, double-blind, placebo-controlled study comparing the activity of tamibarotene + Aza to placebo + 
Aza in RARA-positive pts with ND HR-MDS. The primary objective is to compare the CR rate of tamibarotene + Aza vs placebo + Aza

OUTCOME

> Approximately 190 pts will be randomized 2:1 and stratified by IPSS-R risk group and geographic region, providing 90% power to detect the 
difference in CR rates between the experimental and control arms, respectively, with one-sided alpha of 0.025

EXPERT CONCLUSIONS

> “I rejected being part of the trial. . . . I cannot accommodate another phase III trial”



MAGROLIMAB IN COMBINATION WITH AZACITIDINE FOR PATIENTS WITH UNTREATED HIGHER-
RISK MYELODYSPLASTIC SYNDROMES (HR MDS): 5F9005 PHASE 1B STUDY RESULTS
David A. Sallman, et al. #S166

STUDY POPULATION

> Pts with previously untreated intermediate-, high-, or very-high-risk MDS 
per the IPSS-R received magrolimab IV as a priming dose (1 mg/kg) 
followed by ramp-up to a 30 mg/kg QW or Q2W maintenance dose. Aza 75 
mg/m2 was administered IV or SC on each. Primary endpoints were 
safety/tolerability and CR rate

OUTCOME

> A total of 95 pts were treated. IPSS-R risk was intermediate, high, or very 
high in 27%, 52%, and 21% of pts, respectively 

> CR and objective response (OR) rates were 33% and 75%, respectively 
> Duration of CR, duration of OR, and PFS were 11.1, 9.8, and 11.6 months, 

respectively

EXPERT CONCLUSIONS

> “The data are starting to regress like in PANTHER [pevonedistat + Aza vs single-agent Aza] . . . I think the study is at risk; I hope it makes it, 
as the compound is interesting, but if the data are regressing, it may not make it”



A PHASE I/II STUDY OF VENETOCLAX IN COMBINATION WITH ASTX727 
(DECITABINE/CEDAZURIDINE) IN TREATMENT‐NAÏVE HIGH‐RISK MYELODYSPLASTIC 
SYNDROME (MDS) OR CHRONIC MYELOMONOCYTIC LEUKEMIA (CMML) 
Sangeetha Venugopal, et al. #P784

STUDY POPULATION

> Single-arm phase I/II study of orally administered ASTX727 + Ven with pts 
≥18 yr with treatment‐naive, higher-risk MDS (intermediate-2 or high-risk 
categories) per IPSS or CMML with excess blasts ≥5%. Primary objective is 
to determine safety and tolerability (phase I) and overall response rate 
(ORR, defined as CR + mCR; phase II) of Ven + ASTX727 combination

OUTCOME

> 15 pts have been enrolled to date. These pts had median bone marrow 
blast count 13% and harbored median 4 mutations 

> There were no deaths during the 30-day and 60-day window. No tumor 
lysis syndrome was observed 

EXPERT CONCLUSIONS

> “The follow-up is very short, but it [the data] looks pretty nice”



LONG-TERM UTILIZATION AND BENEFIT OF LUSPATERCEPT IN PATIENTS (PTS) WITH LOWER-
RISK MYELODYSPLASTIC SYNDROMES (LR-MDS) FROM THE MEDALIST TRIAL 
Pierre Fenaux, et al. #P778

STUDY POPULATION

> Eligible pts were ≥18 yr of age, had LR-MDS requiring regular RBC transfusions, and were ineligible/intolerant or refractory to ESAs. Pts 
were randomized 2:1 to SC luspatercept or placebo every 3 wk for 24 wk. The primary endpoint was RBC transfusion independence (RBC-
TI) ≥8 wk during wk 1–24

OUTCOME

EXPERT CONCLUSIONS

> “This is not so interesting. . . . They are looking at historical community type of practice. It is all to position luspatercept upfront”



GUADECITABINE (SGI-110) VS. TREATMENT CHOICE (TC) IN RELAPSED/REFRACTORY(R/R) 
MYELODYSPLASTIC SYNDROME (MDS), RESULTS OF A GLOBAL, RANDOMIZED, PHASE 3 
STUDY 
Guillermo Garcia-Manero, et al. #P768

STUDY POPULATION

> Pts with R/R MDS or chronic myelomonocytic leukemia (CMML) were randomized 2:1 between guadecitabine (60 mg/m2) SC vs a 
preselected treatment choice (BSC, intensive chemo, or LDAC). Primary endpoint was OS

OUTCOME

EXPERT CONCLUSIONS

> “This is a total negative study. . . . There was a problem with the design of the study . . . so they never really decided to push through”



Discussion Summary
Updates on MDS 



New Developments in MDS (1/2) 
High-Risk MDS
> RARA mutations in high-risk MDS occur in 30% of patients, but experts noted that the challenge now is the long 

turnaround times of the detection assays. There were mixed views on trials in RARA-positive MDS patients, from “I 
rejected participating in this study” to “I think the point is, no trial is worth not doing. . . . If you have a marker, you are on 
phase III, we have plenty of patients, let’s do the study”

> There remains a need for a doublet or triplet that improves survival in high-risk MDS. Frontline studies need to be 
designed that account for patient molecular signatures. Phase III studies have not shown the expected outcomes, and for 
now, one advisor is “. . . wondering if Aza + Ven may actually de facto become standard of care in high-risk MDS”

– The final efficacy data (CR rates) from the phase Ib study of magrolimab + Aza (S166) in high-risk MDS were 
“regressing” compared with what had originally been observed, and there is concern that the viability of the phase III 
ENHANCE study of magrolimab + Aza vs Aza may be at risk

• Additionally, it was noted that the ENHANCE study should have been designed to separate TP53 mutation from 
TP53 wild-type patients

> The phase I/II study of Ven + oral ASTX727 (oral decitabine + cedazuridine) is encouraging, and an advisor noted that 
total oral therapy in MDS “will be the future”

– The caveat is that decitabine is not approved in Europe for MDS
> Sabatolimab is regarded as a viable drug only in triplet combination such as Aza + Ven or Ven + oral decitabine: “This is 

the only way to save this drug”



New Developments in MDS (2/2) 
Low-Risk MDS
> Drugs need to be developed that change the course of the disease
> The hope is for luspatercept to move from the relapsed setting to frontline
> Treatment options post-HMA failure remain an unmet need
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