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Meeting Snapshot

DATE: 
September 21 and 
26, 2022

PANEL: Key experts in 
leukemia
> 6 from US
> 2 from Europe

DISEASE-STATE AND 
DATA PRESENTATIONS 
by key experts

LEUKEMIA-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making
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analyses and actionable 
recommendations



Panel Consisting of 6 US and 2 European Leukemia Experts
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Elias Jabbour, MD
MD Anderson Cancer Center
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FRCP (UK), FRCPath, DPhil  
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Meeting Agenda Day 1: September 21
Time (CST) Topic Speaker/Moderator

12.00 PM – 12.10 PM Welcome and Introductions Elias Jabbour, MD

12.10 PM – 12.20 PM MDS: Low-Risk Disease Rami Komrokji, MD

12.20 PM – 12.40 PM Key Questions and Topics for Discussion Moderator: Elias Jabbour, MD

12.40 PM – 12.45 PM Key Takeaways Rami Komrokji, MD

12.45 PM – 12.55 PM MDS: High-Risk Disease Guillermo Garcia-Manero, MD

12.55 PM – 1.20 PM Key Questions and Topics for Discussion Moderator: Elias Jabbour, MD

1.20 PM – 1.25 PM Key Takeaways Guillermo Garcia-Manero, MD

1.25 PM – 1.35 PM Break

1.35 PM – 1.45 PM ALL: Genetic Subsets Charles Mullighan, MBBS (Hons), MSc, MD

1.45 PM – 2.05 PM Key Questions and Topics for Discussion Moderator: Elias Jabbour, MD

2.05 PM – 2.10 PM Key Takeaways Charles Mullighan, MBBS (Hons), MSc, MD

2.10 PM – 2.20 PM ALL: Role of Monoclonal and Bispecific Antibodies Aaron Logan, MD, PhD

2.20 PM – 2.45 PM Key Questions and Topics for Discussion Moderator: Elias Jabbour, MD

2.45 PM – 2.50 PM Key Takeaways Aaron Logan, MD, PhD

2.50 PM – 3.00 PM Wrap-up and Overview Elias Jabbour, MD



Meeting Agenda Day 2: September 26
Time (CST) Topic Speaker/Moderator

12.00 PM – 12.10 PM Agenda Review Elias Jabbour, MD

12.10 PM – 12.20 PM
AML: Newly Diagnosed Patients (including FLT3- and IDH1/2-
mutated disease) Naval Daver, MD

12.20 PM – 12.50 PM Key Questions and Topics for Discussion Moderator: Elias Jabbour, MD

12.50 PM – 12.55 PM Key Takeaways Naval Daver, MD

12.55 PM – 1.05 PM
AML: Relapsed/Refractory Patients (including FLT3- and IDH1/2-
mutated disease) Charles Craddock, CBE, FRCP (UK), FRCPath, DPhil

1.05 PM – 1.35 PM Key Questions and Topics for Discussion Moderator: Elias Jabbour, MD

1.35 PM – 1.40 PM Key Takeaways Charles Craddock, CBE, FRCP (UK), FRCPath, DPhil

1.40 PM – 1.50 PM The Current and Future Roles of Transplantation in Leukemias Mohamad Mohty, MD, PhD

1.50 PM – 2.20 PM Key Questions and Topics for Discussion Moderator: Elias Jabbour, MD

2.20 PM – 2.25 PM Key Takeaways Mohamad Mohty, MD, PhD

2.25 PM – 2.30 PM Wrap-up and Overview Elias Jabbour, MD



MDS: Low-Risk Disease



Treatment goals and classification of low-risk MDS

Therapeutic objectives for patients with low-risk MDS
> The main treatment goals for LR-MDS therapy are as follows

− Preventing MDS and/or AML transformation 
− Alleviating symptomatic cytopenia
− Identifying the best choice of therapy and best sequence
− Improving QOL and overall survival 
− Achieving red blood cell transfusion independence (RBC-TI)
− Extending benefit of current therapies to larger groups of patients

Natural history of low-risk MDS (LR-MDS) and the major mutations found in each cohort
> Approximately 70% of patients identified as lower-risk MDS will stay low-risk with no disease 

progression (Jain AG, et al. ASH 2021. Abstract 2600)
> Low-risk MDS can be roughly divided into 4 subgroups (shown on the right) and by looking at 

some of the clinical features/mutations, one may be able to predict those subgroups
− For example, 9% of low-risk patients progressed to AML directly from the beginning and 

those were a group of patients enriched with mutations such as IDH1, IDH2, etc (Jain AG, 
et al. ASH 2021. Abstract 2600)

Pre-MDS conditions, eg, CCUS and CHIP
> WHO and the ICC now recognize precursor states to MDS, such as clonal hematopoiesis of 

indeterminate potential (CHIP) and clonal cytopenia of undetermined significance (CCUS)
> These conditions may allow earlier diagnosis, modify surveillance for MDS, and guide additional 

therapies
> The concern of evolution to MDS in pre-MDS patients dictates that proper monitoring should be 

pursued. In order to get a true prognosis of pre-MDS conditions, mutational screening is the key 
– the number of mutations, variant allele frequency of the mutations, and the pattern of mutations 
are critical factors (CCUS treatment, Mayo Clinic: Xie Z, et al. Blood Cancer J. 2021;11:43)

MDS: Low-Risk Disease (1/4)
Presented by Rami Komrokji, MD 



Ongoing evolution of low-risk MDS therapies

> Low-dose lenalidomide: In the Sintra-Rev phase III trial, early treatment with low-dose lenalidomide (5 mg for 2 years) in transfusion-independent 
anemia del(5q) low-risk MDS patients led to an increase in the transfusion-free period from 25.9 months to 75.7 months: “If we have an effective 
therapy and subgroup, is there a benefit of earlier treatment? Could we look for transfusion-free survival as an endpoint in the lower-risk MDS?” 

> Luspatercept: In the MEDALIST phase III trial, luspatercept showed an improvement in transfusion dependency in patients with ring 
sideroblastic (RS) anemia, with a very favorable safety profile that led to its approval

– Patients receiving luspatercept had longer median times to HR-MDS/AML progression compared with those receiving placebo (57.23 vs 
32.69 months, respectively): “I think the best predictor of response with luspatercept is the magnitude of transfusion burden at baseline. 
Those patients that are heavily transfusion dependent are less likely to achieve complete transfusion independency. They may have some 
benefit from transfusion reduction” 

– The phase III COMMANDS trial of luspatercept (NCT03682536) to treat anemia in MDS patients who are transfusion dependent randomizing 
between ESA and luspatercept will determine the clinical activity of luspatercept in patients with other MDS subtypes without RS

Sintra-Rev trial, early treatment in anemic non-TD patients MEDALIST trial, treatment in RS anemic TD patients

MDS: Low-Risk Disease (2/4)
Presented by Rami Komrokji, MD 



Ongoing evolution of low-risk MDS therapies (cont.)

> Hypomethylating agents (HMAs): Azacitidine and decitabine are approved in lower-risk MDS patients in the United States but not in Europe. Newer 
ways of using these HMAs are under investigation

– Low-dose decitabine vs azacitidine in a phase II study (NCT01720225) showed ORR of 70% achieved with decitabine vs 49% (P = .03); 32% of 
low- to intermediate-risk patients treated with decitabine became transfusion independent, compared with 16% of patients treated with 
azacitidine (P = .2). Cytogenetic response rates were 61% and 25% (P = .02), respectively (Jabbour E, et al. Blood. 2017;130:1514-1522): 
“There is promising activity with 3-day regimen of either azacitidine or decitabine”

– Oral HMA ASTX727: Even though oral decitabine has been approved for intermediate- and high-risk MDS patients, there could be a role for an 
oral HMA in patients with lower-risk disease

– Oral HMA CC-486, in the phase III AZA-MDS-003 trial: Oral azacitidine was tested in the low-risk MDS (NCT01566695). Although there were 
some responses, the dosing was probably excessive and there was increased risk of febrile neutropenia and early mortality. There are planned 
studies with lower dosing in lower-risk MDS (Garcia-Manero G, et al. J Clin Oncol. 2021;39:1426-1436)

> Imetelstat: A telomerase inhibitor in the phase II IMerge study that evaluated high-transfusion-burden patients with lower-risk MDS, where around 40% 
of the patients achieved transfusion independence for 8 weeks, but interestingly, around 30% maintained that for more than a year and a very small 
subset of patients who have SF3B1 mutation (9 out of 11) had some reduction in allele burden (Steensma DP, et al. J Clin Oncol. 2021;39:48-56)

– Phase III just concluded, and the final data will be available soon: “We hope to get the results of the 
phase III soon to see if we're going to get another drug hopefully approved for patients with lower-
risk MDS”

> Eltrombopag: As a single agent, eltrombopag, a thrombopoietin receptor agonist, is well-tolerated in 
patients with lower-risk MDS and severe thrombocytopenia (EQoL-MDS)

– Eltrombopag is clinically effective in raising platelet counts and reducing bleeding events, with no 
signal of increased risk of transformation to higher risk or fibrosis (Oliva EN, et al. Lancet Haematol. 
2017;4:e127-e136)

> IDH mutations are enriched in MDS patients with severe neutropenia – a potential for targeted therapy. 
Ongoing studies are looking at IDH inhibitors across all categories of MDS, including lower-risk: “I think this 
is an area where we could explore more . . . and develop IDH inhibitors [in] patients with severe neutropenia 
that need treatment”

MDS: Low-Risk Disease (3/4)
Presented by Rami Komrokji, MD 



Possible treatment map for low-risk MDS 

Managing low-risk MDS patients for anemia – the most commonly presented indication requiring treatment
> Starting with ESA – if patients have deletion 5q after ESA failure, treat with lenalidomide
> In patients with ring sideroblasts, treat with luspatercept
> In non-del 5q patients, if they are young or hypoplastic, immunosuppressive therapy might be used. If they have isolated anemia, treat with 

LEN ± Epo, on the basis of the US intergroup study that showed the combination had higher responses. In patients who have concomitant 
cytopenia, abbreviated dosing of HMAs could be considered 

> In patients with isolated thrombocytopenia, TPO stimulants could be an option and the role of IDH inhibitors in patients with isolated 
thrombocytopenia could be explored further

MDS: Low-Risk Disease (4/4)
Presented by Rami Komrokji, MD 



Key Insights



MDS: Low-Risk Disease (1/2) 
Unmet need for treating cytopenias and low-risk MDS
> The primary goals for patients with low-risk MDS are to control symptoms, improve quality of life, and reduce or eliminate transfusion needs while minimizing treatment-

related toxicity
> Current treatment options available for low-risk MDS patients (ESA, HMA) have a low response range, ie, around 30% with a duration of 1–2 years
> There is an unmet need to develop better treatment options and drugs for low-risk MDS
> One expert pointed out that it is very critical to think of the endpoint when designing any clinical trial. For example, transfusion-free survival is a meaningful clinical 

endpoint in patients with low-risk MDS

Early molecular screening 
> There is not enough evidence to suggest that early intervention in low-risk MDS patients with mutations (like PHF6, SRSF2, IDH1/2, etc) will prevent progression from low-

risk to high-risk or to AML

Transplant decisions in low-risk MDS patients
> The decision to transplant is multifactorial and should be approached on a case-by-case basis. It is important to consider the age of the patient, type of donor and risk of 

transplantation, mutation profile, transfusion status (dependent or independent), presence of cytopenia, and comorbidities 
“We know that the number of mutations, the VAF, the type of the mutation can predict the risk.”
“Small cohort [data] showing that if you could bring the VAF below the 20% or 10%, that patient outcomes were better.”

> Experts advised having a discussion with low-risk MDS patients, and if they are young, an earlier transplant may be an option
> Patients with low-risk MDS for whom HMA therapy fails should also be considered for transplant, as the survival in these patients is <2 years
“Patients do benefit from transplant, but I think there is a benefit also of trying to clear or decrease the allele burden prior to transplant, which is not easy to achieve in every 
patient, but I think we attempt.”

Iron chelation in low-risk transfusion-dependent MDS patients
> Iron chelation in this patient subset is controversial; it has detractors and advocates
> The NCCN guidelines say to consider iron chelators if serum ferritin is >2500 µg/L, whereas the MDS foundation recommends it at ~1000 µg/L 
“I do offer patient iron chelation maybe somewhere in between when they get to the threshold of 1500 ferritin or more.” 
“I don't try to introduce 2 variables. If I'm starting patients on lenalidomide or hypomethylating agents, I don't introduce the iron chelation at the same time because I worry about 
overlapping toxicity.”

> Oral iron chelators do come with their own adverse events, particularly renal insufficiency, increasing the creatinine in almost one-third of patients, and some GI toxicity



MDS: Low-Risk Disease (2/2) 
Luspatercept as an emerging agent 
> Luspatercept is a relatively recent drug that works by inhibiting SMAD2 and SMAD3 signaling via binding to TGF-β ligands. It is the new treatment standard after 

ESA failure in RS-positive LR-MDS patients with TD anemia 
“It is not curative but brings added value to patients by reducing the need for transfusions.”

> One of the experts mentioned that about 40% of their patients have shown response to luspatercept. The cumulative duration of response for some of those 
patients can extend anywhere between 1–2 years

“[Luspatercept] is not like lenalidomide with deletion 5q. You will not see that 5-gram hemoglobin increase. Many of those patients will go by 1 gram, 1.5 grams, stopping 
the transfusions, hover around the 9. Sometimes they will dip down and then they will get it. . . . It's not the expectation that the hemoglobin will go back to normal.”

> There is a need to identify patterns of failure for this drug – a primary failure in patients who do not respond, and a secondary failure in those who can be salvaged 
by combination therapy (eg, combining luspatercept and erythropoiesis-stimulating agents [ESAs])

> The experts are interested to see the results from the COMMANDS study that just completed accrual (comparing luspatercept to ESA up front in patients who are 
transfusion dependent)

> Another upcoming study will compare luspatercept vs ESA in patients who are not transfusion dependent but anemic. One of the experts mentioned that this study 
makes more sense compared with COMMANDS, as most patients use ESA before they become transfusion dependent

Emerging agent imetelstat (telomerase inhibitor)
> Data from the phase II/III study (MDS3001) are very promising. Imetelstat treatment results in a meaningful, durable TI rate across a broad range of heavily 

transfused patients with LR-MDS who are ineligible for or relapsed/refractory to ESAs
> Data suggested potential disease-modifying activity with imetelstat treatment by reducing the malignant clones driving the disease. A phase III placebo-controlled 

trial will provide more definitive insight into the efficacy and safety of imetelstat

IDH inhibitors as a potential targeted therapy
> As IDH mutations are enriched in MDS patients with severe neutropenia, there are ongoing studies looking at IDH inhibitors across all categories of MDS, including 

lower-risk
“I think this is an area where we could explore more . . . and develop IDH inhibitors [in] patients with severe neutropenia that need treatment.”



MDS: High-Risk Disease



> MDS classification: The understanding regarding the classification of MDS 
disease is shifting from blast percentages to cytopenias, to cytogenetics, and 
now incorporating molecular testing 

– Traditionally, the revised International Prognostic Scoring System (IPSS-
R) was used to classify MDS patients, but just recently a new molecular 
scoring scheme (IPSS-M) was published in the New England Journal of 
Medicine

– “. . . we now have what I think is actually a really powerful new system 
and this is what I'm using right now in my clinic. It's free, . . . [and] this 
probably allows you to really compute outcomes much better than with 
traditional tools such as IPSS-R”

– “. . . there are a lot of patients we label as lower-risk that we should 
reconsider thinking of as a higher-risk”

> Single-agent HMA is still the standard of care. However, only about half 
of the patients respond to treatment. The duration of response is 
variable, and treatment is ultimately not curative  

> Upfront allogeneic stem cell transplantation (alloSCT) is the only curative 
option in high-risk patients. Important considerations to achieve best responses 
include timing of transplant, treatment before transplant, and maintenance 
post-transplant

> Other important considerations for treating MDS patients
– Who is a candidate for induction chemotherapy?  
– Who is a candidate for traditional HMA-based therapy? 
– In whom do we do transplant? “I send everybody for a transplant consult 

and I let them figure out whether the 79-year-old marathon runner is fit 
for transplant or not. . . . [It is] becoming important in our practice in 
terms of integrating transplantation”

MDS: High-Risk Disease (1/7)
Presented by Guillermo Garcia-Manero, MD 

Upfront HMA Combinations



Hypomethylating Agents (HMAs)

> Oral decitabine: New advances with the development of oral HMAs. ASCERTAIN phase III study –
oral decitabine + cedazuridine (ASTX727) is now approved in the United States (not in Europe) for 
MDS patients with an indication for regular IV decitabine 

– The ASCERTAIN trial demonstrated 99% bioequivalence of oral decitabine-cedazuridine to IV 
decitabine, ORR 61.7% (CR 22%), and median OS NR (median follow-up 24.7 mo)

> Oral azacitidine: “There's a compound known as ASTX030 . . . azacitidine plus cedazuridine. I 
think that in the future we’re soon going to have this oral type of compound. . . . In my opinion, that 
could be transformative”

> HMA in TP53-mutated patients: Patients treated with HMA who cleared the TP53 mutation prior to 
transplant had better outcomes vs those with TP53 persistence. Median overall survival (OS) of 
32.5 months in TP53-wt compared to 11.1 months in TP53-mut population

> Azacitidine + pevonedistat:  PANTHER (P-3001) trial (NCT03268954) has nice phase I/phase II 
data but “. . . [in this trial], they mixed CML, MDS, and oligoblastic AML patients [and they all have] a 
little bit different natural histories and there is no molecular stratification,” and “they did it because 
that is the indication for azacitidine. . . . When you run a registration trial, you are putting FDA labels 
as opposed to biological molecular entities” 

– In patients with higher-risk MDS, the response rate, particularly with CR, is actually higher
with single-agent azacitidine (around 32%) than with the combination, pevonedistat + 
azacitidine, but this begs the question: “Is CR really an endpoint for doublet or triplet 
development in this disease? I don't think so. I think we need to improve survival” (Sekeres 
MA, et al. Blood. 2021;138(suppl. 1): abstract 242)

> Exciting new approaches/combinations
– HMA + venetoclax (BCL2 inhibitor)
– HMA + sabatolimab (TIM 3 inhibitor)
– HMA+ magrolimab (anti-CD47)
– Other: role for chemotherapy, CPX-351 (cytarabine and daunorubicin)

MDS: High-Risk Disease (2/7)
Presented by Guillermo Garcia-Manero, MD 



Venetoclax + Azacitidine

Venetoclax + azacitidine in treatment-naïve high-risk MDS patients
> Combination of venetoclax and azacitidine approved by the FDA for the treatment of adult 

patients with previously untreated intermediate-, high- and very-high-risk MDS (phase Ib, 
Clinical trial identifier: NCT02942290)

> Molecular responses were observed across mutational spectrum in treatment-naive, higher-
risk MDS patients treated with venetoclax + azacitidine (ASH Annual Meeting, December 11–
14, 2021, Atlanta, Georgia)

− Ven + Aza was associated with an acceptable safety profile for patients with HR-MDS
− Patients with HR-MDS treated with Ven (400 mg D1–14) + Aza (75 mg/m2) had rapid, 

durable responses and high remission rates
− It is extremely important to administer venetoclax for 14 days instead of 28: “I cannot 

emphasize how important that is. We see this disaster in our clinic every day, where 
people are using very high doses, longer exposures with significant cytopenias in MDS. 
I think that's really a problem”

Venetoclax + azacitidine in treatment-naive and relapsed/refractory high-risk MDS or CMML
> A phase I/II study of venetoclax in combination with 5-azacitidine in treatment-naive and 

relapsed/refractory high-risk MDS or CMML (Lancet Haematol. 2022; Clinical trial identifier: 
NCT04550442)

− Very high rate of responses. Responses lasted for a median duration of 14.8 months
− “Now interestingly, we don't see as high CR rate because there is myelosuppression 

with these compounds” 
− “These data together really show that we are probably surpassing what will be the 

expectation with single-agent azacitidine” 
> Now this combination is being tested in the VERONA trial that just reached accrual. “This is 

going to be really important study for us with a potential new doublet for our patients” 

MDS: High-Risk Disease (3/7)
Presented by Guillermo Garcia-Manero, MD 



Venetoclax + ASTX727

Venetoclax in combination with oral ASTX727 (cedazuridine-decitabine)
> A phase I/II study of venetoclax in combination with oral ASTX727 (cedazuridine-decitabine) in treatment‐naive, high‐risk MDS or CMML 

patients (Clinical trial identifier: NCT04655755)
> The overall response rate is quite active, similar to the azacitidine-venetoclax data. Ven + ASTX727 combination appears safe and 

demonstrates preliminary efficacy in patients with higher-risk MDS or CMML with excess blasts 
• “There's this concept of total oral therapy. This is oral decitabine + venetoclax, so 2 pills, basically”
• “I think this could in the future be a very nice total combination that is just oral”

MDS: High-Risk Disease (4/7)
Presented by Guillermo Garcia-Manero, MD 



Sabatolimab + HMA 

Phase Ib study of sabatolimab + HMA in MDS and AML 
> Sabatolimab: an immune checkpoint inhibitor targeting TIM3
> Rates of response are not very high. The durations of response seem to be longer, as with the immunotherapeutics
> There are a number of clinical trials in MDS and AML, doublets, triplets
> “I think we're going to start seeing some of these data coming out in the next few months. We'll see if this really turns to be something 

positive in terms of changing the natural history of our patients”

MDS: High-Risk Disease (5/7)
Presented by Guillermo Garcia-Manero, MD 



Magrolimab + Azacitidine

Magrolimab + AZA in previously untreated HR-MDS
> Magrolimab, an anti-CD47 monoclonal antibody, being tested in combination with Aza in the ENHANCE trial (phase III;  NCT04313881)
> 5F9005 study results: Overall response rate was around 90% and it is starting to drop, but overall great data; 74% ORR and 32% CR rates 
> Similar response rates seen in the TP53-mutated context
> Survival data for P53-mutated patients is quite inferior (blue line): “If I was going to design this trial, I would probably have done 2 trials, one 

for P53-positive, one for P53-negative, and I hope we don't have to do that in the future” 

MDS: High-Risk Disease (6/7)
Presented by Guillermo Garcia-Manero, MD 



Targeted options in MDS

IDH inhibitors
> IDH mutations are less common than in MDS than in AML; IDH2 mutations occur in approximately 3% to 5% of patients, and IDH1 

mutations are found in approximately 3%
– The presence of an IDH mutation is not only prognostic, but also predictive of response to certain kinds of therapy 

> Enasidenib, an IDH2 inhibitor, has also been studied in patients with relapsed/refractory MDS who harbor the IDH2 mutation
– Data being published from ongoing studies (NCT01915498) with single-agent enasidenib, frontline in combination with azacitidine in 

patients with prior HMA failure
– Impressive overall survival data with a median survival of close to 22 months in HMA failure second line “that we've never seen with 

any therapy before”
– “An example of the power of targeting this particular agent [enasidenib]” 

MDS: High-Risk Disease (7/7)
Presented by Guillermo Garcia-Manero, MD 



Key Insights



MDS: High-Risk Disease (1/2)
Single-agent HMA is still the standard of care
> There is no clear understanding on how to obtain an optimal response in patients for whom HMA therapy has failed; one expert stated, “In 

the HMA failure setting, we're still struggling”; “There are some data with venetoclax . . . that show only marginal improvement with 
venetoclax added to HMA failure patients” 

> Soon after the diagnosis of high- or very-high-risk MDS is established, the patient should be referred to transplantation specialists to 
evaluate eligibility for allogeneic hematopoietic cell transplantation (HCT)

> There are multiple very exciting combinations for targeted therapy: azacitidine-venetoclax, azacitidine-magrolimab, azacitidine-sabatolimab, 
venetoclax in combination with oral HMA ASTX727 (cedazuridine-decitabine)

New therapies and study design
> New therapies should increase ORR and, most importantly, OS
> Given the greater emphasis on molecular data/cytogenetic classifications today, there is a need to design better studies with well-defined 

groups of patients. The disease itself is very heterogeneous, and if patient populations with different mutational burden are mixed, 
interpretation of results becomes very difficult 

“I think we need to be a little bit smarter in terms of how we put the studies . . . if you start mixing P53-mutated patients, if you start putting AML 
patients with CML patients, this creates noise”
> Clinical trials should be designed to separate molecular entities or stratify for molecular high-risk features, eg, TP53 mutation, or there will be 

a dichotomy between response rates and outcomes, particularly in the context of TP53-mutated disease
> An important mutation to also consider in clinical trial design is ASXL1, as patients harboring this mutation have inferior responses to HMAs



MDS: High-Risk Disease (2/2)
Molecular signatures
> The new IPSS-M system serves as a powerful tool to stratify MDS risk categories 
> Differentiation between monoallelic vs biallelic P53 mutations is not straightforward. Using FISH or cytogenetics might be relevant in this 

context
> For patients with mutant IDH1 or IDH2, ivosidenib or enasidenib might be given, respectively, rather than allogeneic HCT, intensive 

remission induction therapy, or an HMA
> Wider use of genetic testing may enable more-targeted and individualized therapy of MDS patients



AML: Newly Diagnosed 
Patients (including FLT3- and 
IDH1/2-mutated disease)



Treatment of core-binding factor (CBF) AML

> The outcomes for CBF patients are very favorable if identified early and treated with 
appropriate intensive therapy including 7+3 + gemtuzumab ozogamicin (GO)-based 
regimen

– In the frontline setting, 7+3 + GO is mostly used only in favorable cytogenetic risk 
patients where the survival benefit was observed to be more profound than in 
intermediate-risk patients

“In the frontline setting, the benefit seems to be most profound with gemtuzumab in the 
favorable [risk patients], and, honestly, that’s the only place where we really use this drug 
at MD Anderson. . . . There is some benefit in the intermediate [risk patients] on this meta-
analysis. . . . However, I think that’s where we have chosen to move more with 
venetoclax, and the addition of a FLT3 or IDH inhibitor for targeted therapies, hoping the 
dose will give us more benefit.”

> New data (Borthakur G, et al. Am J Hematol. 2022;97:1427-1434) show that frontline 
therapy with the FLAG-GO regimen results in better long-term survival in newly 
diagnosed patients with CBF-AML compared with FLAG-IDA both in patients <60 
years old and ≥60 years old

AML: Newly Diagnosed Patients (including FLT3- and IDH1/2-
mutated disease) (1/6)
Presented by Naval Daver, MD



Improving cytotoxic therapy, nontargeted approaches

> In the frontline setting, 2-year OS was ~75% in patients treated with FLAG-IDA + 
venetoclax 

– Good OS was demonstrated in most subsets except in patients with TP53
mutation. Although the mOS was ~18 months for TP53-mutated patients treated 
with FLAG-IDA + VEN, all patients relapsed and died within 2 years

• TP53-mutated patients are now being moved from FLAG-IDA + VEN to 
HMA + VEN + magrolimab or other CD47-targeted approaches

> The survival data for CLIA + VEN are still maturing but look very promising at >70% at 
24 months

“These [FLAG-IDA + venetoclax and CLIA + venetoclax] are more intensive and should 
not be done in community . . . even in academia, these should be done with experienced 
leukemia transplant people who know how to use growth factors, prophylactic antifungal, 
antiviral, treat infections that may arise, and [engage] transplant team early on. But, with 
all of that, I think this could be an improvement to the traditional intensive 3+7 or FLAG-
IDA approaches.”

DiNardo et al. Am J Hematol. 2022;97(8):1035-1043.

Kadia et al. Lancet Haematol. 2021;8(8):e552-e561.

AML: Newly Diagnosed Patients (including FLT3- and IDH1/2-
mutated disease) (2/6)
Presented by Naval Daver, MD



Treatment of frontline FIT FLT3-mutated AML and maintenance with FLT3 inhibitor posttransplant

> Midostaurin is the SOC; however, quizartinib and gilteritinib seem to be more potent, 
both as single agents and preclinically, compared with midostaurin and sorafenib

> The QuANTUM-First trial showed improved survival benefit by adding quizartinib to 
standard chemotherapy in newly diagnosed FLT3-ITD–positive AML patients

− There are 2 large differences between the RATIFY and QuANTUM-First trials
• QuANTUM-First included patients from 18−75 years of age (nearly half were 

>60 years old), whereas RATIFY only allowed patients 18−60 years of age
• QuANTUM-First included only FLT3-ITD patients, whereas RATIFY included 

75% FLT3-ITD and 25% FLT3-TKD patients

“I think it’s going to be very important to look at the data from this study [QuANTUM-First], 
look at <60 years old vs >60 years old, and compare that to the RATIFY patients 18–60 
who have ITD, and that data I expect will be in the final publication to help us get a better 
idea of what the differences are, if any, between quizartinib vs midostaurin in the frontline 
setting.”

> Maintenance with FLT3 inhibitors after transplant is now very well established
− Sorafenib shows improved RFS and OS in FLT3-positive AML patients in CR 

after HCT
− Data are expected early next year from an ongoing trial (NCT02997202) using 

gilteritinib as maintenance therapy post-transplant

“Today we do this [FLT3 inhibitor] maintenance for at least 2 years, but continue 
indefinitely in patients who are willing and tolerating it.”

AML: Newly Diagnosed Patients (including FLT3- and IDH1/2-
mutated disease) (3/6) 
Presented by Naval Daver, MD



Management of older/unfit FLT3 AML patients

> HMA + VEN is already an established, frontline SOC for older/unfit FLT3-mutated AML 
patients; however, it is not universally active in all molecular cytogenetic subsets to the 
same extent

− FLT3-, RAS-, KIT-, or TP53-mutated AML patients treated with HMA + VEN do 
get a response, but these are short-lived with relapse, and a high proportion of 
these patients become primary refractory

> First- and second-generation FLT3i-based doublet and triplet regimens in older/unfit 
adults with newly diagnosed FLT3-mutated AML are being explored. Triplet regimens 
have shown better survival data than doublet regimens

− Doublets (FLT3i + low-intensity chemotherapy): CRc 70%; survival of 9−16 mo
− HMA-VEN-FLT3i combination significantly improved CR/CRi rates, CR rates 

(67% vs 32%), FLT3-PCR and MFC MRD rates, as well as OS, without 
increasing 60-day mortality (7% vs 10%)

AML: Newly Diagnosed Patients (including FLT3- and IDH1/2-
mutated disease) (4/6) 
Presented by Naval Daver, MD



Targeting IDH1 and IDH2 mutations

> Currently there are 2 IDH inhibitors: ivosidenib and enasidenib
> AGILE data on azacitidine ± ivosidenib in untreated IDH1-mutated AML patients are very encouraging, with frontline median OS with a 

doublet of 24 months
− The central debate is whether to use AZA + IVO or AZA + VEN if the molecular data are available. The logistics (turnaround time to 

receive results of genomic/mutational test) may sometimes still favor AZA + VEN
> Triplets (IVO + VEN ± AZA) are being explored in the frontline setting and the responses are very promising (Lachowiez CA, et al. J Clin 

Oncol. 2022;40(16 suppl): abstract 7018)

AML: Newly Diagnosed Patients (including FLT3- and IDH1/2-
mutated disease) (5/6) 
Presented by Naval Daver, MD



TP53 mutation-directed therapies and immune therapies in AML

> Poor outcomes are seen in TP53-mutated AML, even with venetoclax-
based treatment

> Magrolimab + AZA demonstrated encouraging response rates in TP53-
mutant AML patients, with ORR 48.6%, CR 33.3%, and DOR 8.7 mo

> Results from frontline use of AZA + VEN + magrolimab (Daver N, et al. 
ASH 2021. Abstract 371) look promising, especially the CR rate (64%), 
and without much cumulative myelosuppression (median count recovery 
~28 days)

AZA + VEN vs chemotherapy in all AML patients

> In an ongoing study (NCT04801797), AZA + VEN is 
being compared with induction chemotherapy for 
newly diagnosed AML in all patients 18–65 years of 
age

> Even if the data are neutral or positive for AZA + VEN, 
there will be a shift from intensive chemotherapy to 
HMA + VEN in the frontline setting 

AML: Newly Diagnosed Patients (including FLT3- and IDH1/2-
mutated disease) (6/6) 
Presented by Naval Daver, MD



Key Takeaways



AML: Newly Diagnosed Patients (including FLT3- and 
IDH1/2-mutated disease) (1/4) 

Patients eligible for intensive chemotherapy

FLT3-mutant AML subset
> Midostaurin is the SOC for FLT3-mutant AML, but patients find it difficult to tolerate, whereas quizartinib has a better tolerability profile
“A lot of patients complain about the smell and the taste and just don't like it [midostaurin] as much. So, the quizartinib has a better tolerability 
profile, from our experience. The QT issue is not a big deal if you monitor and adjust the antifungals to not be cumulative.”

> In the QuANTUM trial, >40% of the patients are >60 years old (unlike the RATIFY study); data showing the differences in the outcomes 
between <60 vs ≥60-year-olds would help to make better comparative decisions in the future when quizartinib is approved

“. . . we really need to see the data [QuANTUM trial] . . . because I think there is a big difference in a below-60 and an above-60 population.”

Young patients
> If the ongoing trial (NCT04801797) shows HMA + VEN to have similar or superior outcomes compared with induction chemotherapy (3+7), 

there will be a shift in using HMA + VEN as a backbone for new combination therapies, at least in the US 
− While discussing FLAG-IDA + VEN in frontline for young patients, physicians indicated that compared with HMA + VEN, except in 

some subsets (MLL and NPM1), it will be hard to pitch FLAG-IDA + VEN in this scenario
“I think the future is looking clear; 2 words: VEN and AZA, and then are you going to marry it with an anti-IDH1, anti-IDH2, anti-CD47, anti-FLT3 
ITD? That's going to be the future.”



AML: Newly Diagnosed Patients (including FLT3- and 
IDH1/2-mutated disease) (2/4) 

Patients ineligible for intensive chemotherapy

Generally, HMA + VEN is the SOC for patients (with no TP53 mutation) who are not a candidate for intensive chemotherapy

FLT3-mutant AML subset
> On the basis of the HMA-VEN-FLT3i combination data presented, incorporating FLT3 inhibitor in frontline with HMA + VEN seems to provide 

benefit in this patient group, but this will eventually require larger multicenter randomized studies
− Physicians expect a well-designed triplet regimen (HMA + VEN + FLT3 inhibitor) to be superior to HMA + VEN’s 11.5-month survival

and believe it would be the future SOC
“The standard of care is HMA-VEN [for older FLT3-ITD] . . . but median survival less than 12 months is not very appealing.”

> It was also mentioned that transplant eligibility should be factored in when treating these older FLT3-ITD AML patients
− In those who are transplant eligible and are not going to be treated with chemotherapy, AZA + VEN could sometimes be used as a 

bridge to transplant 
− In patients who are not transplant eligible, triplet may provide better durable response compared with AZA + VEN. Sometimes much

older, very frail patients should be started with doublet and later FLT3 inhibitor can be added

Young patients with adverse risks
> For younger patients with poor/adverse genetic abnormalities (eg, mutated TP53), frontline HMA + VEN or sometimes HMA alone is 

preferred, not for better survival benefit, but for better QOL, with the intent to get them to transplant
“I think the most obvious would be people with TP53. . . . I mean, there I would avoid intensive chemo, not just  because HMA-VEN is going to 
give me a better survival, but quality of life, more time outside the hospital, with probably the equivalent survival.”



AML: Newly Diagnosed Patients (including FLT3- and 
IDH1/2-mutated disease) (3/4) 

IDH1/2-mutated AML patients
> Typically, frontline IDH1-mutated patients are never treated with single-agent ivosidenib
US KOL: “I definitely never give the single-agent IVO in the frontline setting. Yes, there is a label, but the response rate was 35, 40%, survival 
was less than 11 months.” 
French KOL: “Our experience with anti-IDH1 has been relatively limited, because . . . the drug was available as single agent and in a 
compassionate use, and then suddenly it vanished for approval issues. . . . But the few times we have used it, unfortunately it was single agent.”

> In patients with IDH1 mutation, AZA + IVO is generally preferred in frontline due to the compelling survival data (24-month median OS)
“If I had the molecular data in front of me, which as you know, at many of our big centers we get within 4, 5 days . . . I would go for AZA + IVO . . 
. I really feel that the 24-month survival is quite compelling.”

> When treated with AZA + VEN, patients with IDH2 mutation have better survival outcomes than IDH1 mutation (25-month vs 15-month 
median OS)

AML-MRC and t-AML subsets
> Overall agreement is that if patients can be transplanted, CPX-351 is preferred, but if not, HMA + VEN is the choice
“If you have somebody who is fit and young and you're really going for transplant, you could consider it [CPX-351].”
“If transplant is not really an option, I'm not sure I would go through the CPX. I would go with a doublet with venetoclax.”

KOLs consider patients treated with HMA for MDS and who progressed to AML as hard to treat, and they are typically enrolled in a
clinical trial 
> If there are no targetable mutations, physicians would consider FLAG-IDA + VEN in younger patients (50 or 60 years old) and in older 

patients they might consider cladribine + low-dose cytarabine



AML: Newly Diagnosed Patients (including FLT3- and 
IDH1/2-mutated disease) (4/4) 

MRD
> Currently, there are not enough data available to use MRD as an endpoint in all AML patients. Hence, it is important to include MRD 

assessment in every frontline AML study, as it predicts response and enables decisions on when to transplant a patient
“I think at this point we don’t have sufficient data to use it [MRD] as an endpoint, except for maybe certain very specific subsets. . . . In some 
studies, they're using them in the frontline of randomized studies. . . . I don’t see how we’re going to be doing flow within 24 hours across large 
multicenter studies.”

Oral azacitidine as maintenance therapy
> Every patient who cannot go for transplant needs to receive maintenance therapy with oral AZA
“I think everybody is a candidate for maintenance. The CC-486 data now suggests everybody who did not go to transplant benefited from 
maintenance.”
“Outside of trials, would I do maintenance posttransplant in a non-FLT3? I don't know. I mean, we are hoping HMA-VEN at low doses will be 
good, but . . . there's no data at this point.”

> In older, frail patients, the key difficulty is finding the ideal balance between giving a break from treatment to recover vs continuous control of 
the disease

“I think the problem is that if we are talking about elderly frail population, in an ideal world you would love to keep them on treatment because 
this is your . . . only option, because once they relapse, I don’t believe we’re going to be able to salvage them. The problem is that this is a 
population who will suffer the side effects and adverse events, so you end up trying to find the right balance between giving them some 
treatment-free interval to recover vs controlling the disease all the time.”



AML: Relapsed/Refractory 
Patients (including FLT3- and 
IDH1/2-mutated disease)



Impact of pretransplant MRD on patient outcomes

> A prospective, randomized study (Craddock C, et al. J Clin 
Oncol. 2021;39:768-778) with a reduced-intensity conditioning 
regimen investigating flow MRD and its impact on 
posttransplant outcomes in patients allografted in CR1 showed

− Although there is an increased risk of relapse in MRD-
positive patients compared with MRD-negative patients, it 
is quite modest

− Patients who have pretransplant positive MRD, although 
their outcome is not as good as if they were MRD 
negative, can still achieve long-term survival

> Allo-SCT reduces relapse risk in AML independent of karyotype
> Emerging data identify maintenance after IC or allo-SCT as a 

promising strategy to prevent relapse

AML: Relapsed/Refractory Patients (including FLT3- and IDH1/2-
mutated disease) (1/4)
Presented by Charles Craddock, CBE, FRCP (UK), FRCPath, DPhil



FLT3-mutated R/R AML

> In the ADMIRAL trial, compared with intensive chemotherapy, R/R FLT3-mutated AML patients treated with gilteritinib achieved higher CR 
rates (21% vs 11%) with improved survival (9.3 vs 5.6 mo), making gilteritinib the SOC for R/R FLT3-positive AML

> VEN + gilteritinib is a very exciting combination (Daver N, et al. ASH 2020. Abstract 333) for FLT3-positive R/R AML patients. It achieved a 
high overall rate of marrow and blood blast elimination and mCRc rate (>80%) in the heavily pretreated FLT3-positive patients, with most 
having prior FLT3 TKI exposure

“If we had the chance in the UK, we'd like to use this [VEN + gilteritinib].”

AML: Relapsed/Refractory Patients (including FLT3- and IDH1/2-
mutated disease) (2/4)
Presented by Charles Craddock, CBE, FRCP (UK), FRCPath, DPhil



IDH1/2-mutated R/R AML

> IDH inhibitors are FDA approved in R/R AML: ivosidenib (IDH1 inhibitor) and enasidenib (IDH2 inhibitor)
> Triplet data with HMA + VEN + IDH1 or IDH2 are being studied. The data published on ENA + AZA + VEN are encouraging (Venugopal S, et 

al. Blood Cancer J. 2022;12:10) and triplet could be a very promising approach for these patients

AML: Relapsed/Refractory Patients (including FLT3- and IDH1/2-
mutated disease) (3/4)
Presented by Charles Craddock, CBE, FRCP (UK), FRCPath, DPhil



R/R AML without actionable mutations

> Treatment with VEN + FLAG-IDA in R/R patients after intensive chemotherapy shows high response rates and deep CRs, with ~70% 
achieving MRD negativity (DiNardo CD, et al. J Clin Oncol. 2021;39:2768-2778); experts are very impressed

− VEN + FLAG-IDA is a toxic regimen and the challenge going forward will be to find a deliverable combination in centers outside major 
academic hospitals

“It [VEN + FLAG-IDA] appears to be a very good bridge to transplant. Again, randomized study is required. But this is, potentially, completely 
game-changing data, and I think, the first real advance in intensive chemotherapy treatment of relapse disease.”

AML: Relapsed/Refractory Patients (including FLT3- and IDH1/2-
mutated disease) (4/4)
Presented by Charles Craddock, CBE, FRCP (UK), FRCPath, DPhil
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AML: Relapsed/Refractory Patients (including FLT3- and 
IDH1/2-mutated disease) (1/2)

It was strongly emphasized that sequentially testing at every relapse to identify actionable mutations is very important

FLT3-mutant AML subset
> As per a US KOL, for chemo-ineligible patients, VEN + gilteritinib is highly effective in FLT3-mutant, R/R AML, with ~80% achieving marrow 

remission within 2 cycles of therapy and then transplanted
− After transplant, these patients are started on gilteritinib maintenance (typically recommend for 2 years), usually within 45–60 days. 

With this approach, there are currently many patients at 1.5–2 years of ongoing remission 
− Tolerance issues are only seen early in the maintenance treatment and improve over time
− The NCCN guidelines are considering this approach as well for the next step in FLT3-positive patients

> For a younger patient, the duration of remission posttransplant may dictate treatment in the relapse setting
“If they’ve [younger patients] had intensive chemo . . . within a year, I probably would go for the VEN-GILT, or HMA-VEN-GILT. The responses 
are similar, and transplant is the goal; they are probably going to be less beat up than doing a FLAG-IDA-GILT. Now, if they had it [intensive 
chemo] 3 years ago, 4 years ago . . . late relapses posttransplant, I think we are still a little bit inclined toward intensive chemo with GILT.”

> A KOL from the UK noted that gilteritinib is used as a single agent in relapsed FLT3-positive AML patients and they do not have access to 
FLT3 inhibitor + VEN or VEN + HMA combination therapy 

“In the UK, which is still part of Europe, we have to provide randomized data to persuade our authorities to fund drugs in relapse, or in any 
setting . . . so it is the ADMIRAL data that is taken. What we do see is if we can apply gilteritinib really early in relapse, even in patients with 
molecular evidence of relapse, it is very much effective . . . but we have been totally impressed by the data generated by colleagues on this call 
of GILT-VEN, or GILT-VEN-AZA combos, but at the moment we don’t have access to them in the UK.”



AML: Relapsed/Refractory Patients (including FLT3- and 
IDH1/2-mutated disease) (2/2)

IDH1/2-mutant AML subset
> It was noted that combination therapy (doublets and triplets) is preferred for IDH1/2-mutated patients. Data on HMA + VEN + IDH inhibitors 

look promising for these patients
− However, European KOLs use monotherapy as per available data, but acknowledged that combination therapy is the future in this setting 

TP53 mutation
> AZA + VEN + magrolimab has low response rates in the relapse setting and currently there are no good solutions for this R/R patient group 
“Relapsed TP53 is just very hard, and a very horrible disease today. I mean, I don’t have any great trial or solution that I can say for that 
population.”

Patients without actionable mutations
> In patients who relapsed after intensive chemotherapy, data show VEN + FLAG-IDA can achieve high response rates, deep CR, and a high 

rate of transition to allo-transplant. This could potentially become a game-changer, but requires a randomized study

Toxicity using triplets, especially myelosuppression with VEN, is very concerning and will be accentuated in community practice
> The key to managing patients on triplet therapy is the duration of treatment with VEN

− More data have shown that 21- to 28-day treatment of VEN is not really necessary, even with the doublet of HMA-VEN. KOLs are 
moving to 14 days of VEN with targeted therapy, which seems to reduce myelosuppression, provide better count recovery around day
35, and demonstrate continued maintenance of response rates. However, these patients need to be managed by experts in the 
academic centers, not in the community setting

For salvage strategies with novel therapies, achieving a morphologic CR is important, but CR with MRD negativity followed by 
curative transplant is critical



AML: The Current and Future 
Roles of Transplantation in 
Leukemias



Indications for allogeneic HCT

> Allo-HCT is so far the most powerful antileukemia treatment through conditioning 
and graft-vs-leukemia (GVL)

> Pretransplant MRD status has an impact on relapse after the procedure
> Allo-HCT is generally not recommended for favorable-risk patients in CR1 except 

in situations where patients have inadequate clearance of MRD. However, allo-
HCT is recommended in adverse-risk and most intermediate-risk patients in CR1 
(Döhner H, et al. Blood. 2022;140:1345-1377)

− Although few treatment centers rely on MRD status to guide their decision 
on the basis of the predicted risk of relapse, it will play an increasingly 
important role, as evidence suggests that MRD negativity is associated with 
superior OS and DFS in patients with AML (Short NJ, et al. JAMA Oncol.
2020;6:1890-1899) 

> Allo-HCT should be considered in AML patients with refractory disease, patients in 
CR2, or in patients who have major cytoreduction but have active disease 
following salvage therapy (Döhner H, et al. Blood. 2022;140:1345-1377)

“My understanding of major cytoreduction . . . in my interpretation, for the success of a 
transplant, you need to have a slowly proliferating disease. If you have a disease 
where your blast count is doubling every 3, 4 days, these are not good candidates 
even if you have the best donor on earth and you are the best transplanter on earth.”

AML: The Current and Future Roles of Transplantation in 
Leukemias
Presented by Mohamad Mohty, MD, PhD



Maintenance after allogeneic HCT

> Many patients (especially those with adverse genetics and/or 
MRD positive) have a high relapse incidence after transplantation, 
so additional antileukemic and maintenance strategies are very 
important in this setting

> Maintenance therapy after transplant is increasingly being used 
with the aim of improving survival outcomes and has become 
SOC, although no drugs are approved (eg, FLT3 inhibitors in 
FLT3-ITD AML [Bazarbachi A, et al. Haematologica.
2020;105:1507-1516])

“Clearly, I believe that transplant will continue to be practiced. It's 
going to be more and more difficult because . . . the patients which 
are referred to transplant are becoming the harder-and-harder-to-treat 
patients. One needs to be prepared to have sometimes disappointing 
results with transplant.”

Bazarbachi A, et al. Haematologica. 2020;105(6):1507-1516.

AML: The Current and Future Roles of Transplantation in 
Leukemias
Presented by Mohamad Mohty, MD, PhD



Key Insights



AML: The Current and Future Roles of Transplantation in 
Leukemias (1/2) 

Allo-SCT, applied as consolidation in first complete remission, is associated with a significant reduction of relapse risk and 
improvement of survival in AML patients independent of karyotype
> There is a 60%–70% reduction in relapse risk in CR1 patients if they are transplanted

MRD-positive result in pretransplant patients increases the risk of relapse
> In a prospective study (FIGARO trial) investigating the impact of posttransplant outcomes in patients allografted in CR1, the cumulative 

incidence of relapse was ~20% in MRD-negative vs 41% in MRD-positive patients
> The presence of pretransplant MRD in patients with relapsed disease who achieved a second remission indicates an increased risk of relapse
> The challenging part is not only to get these patients to achieve CR, but also to push for deeper response, and there is a risk of losing 

patients because of toxicity
− With myeloablative regimens or posttransplant maintenance approaches, it is possible to elicit good transplant outcomes in MRD-

positive patients 
“Our data certainly suggests that even if you are pretransplant MRD positive, if you do something posttransplant or are thoughtful about giving a 
myeloablative regimen when you can, you still can have quite a good transplant outcome.”



AML: The Current and Future Roles of Transplantation in 
Leukemias (2/2)

In the future, the expectation is that more AML patients who are harder to treat, in advanced, refractory disease, will undergo allo-SCT
> KOLs are seeing more relapsed AML patients go into remission and then for transplant without intensive chemotherapy by using VEN + 

FLT3 inhibitors, VEN + HMA + IDH inhibitors, etc
> Some challenges exist for oncologists/hematologists working with transplant physicians, as transplanters sometimes delay allo-SCT, 

expecting to have an ideal patient (MRD negative, patient in perfect shape, etc). However, there are posttransplant strategies (maintenance 
approaches) to improve transplant outcomes

“And I think . . . with the posttransplant maintenance approaches, they’re [transplant physicians] becoming more and more confident . . . more 
lenient to take people with MRD-positive or low-burden disease to transplant.”

> Physicians noted that the transplant age is going up. Ten years ago, anyone above age 75 was not transplanted. Now, with triplets, patients  
at 72–74 years old are transplanted

“It’s going to be very fascinating to see the combination of the increased transplant access, plus the use of these [combination] drugs with higher 
remission.”

− KOLs agreed that nuance is needed regarding how older patients are transplanted, as they poorly tolerate steroid treatment for GVHD 
prophylaxis. So, the advent of new drugs given posttransplant means increasing consideration of having a minimally toxic transplant 
platform with a low risk of GVHD, and then deploying these targeted therapies afterward

“We're almost going to be developing transplant regimens with posttransplant interventions that are tailored for older and frail patients.”

CAR T and CAR NK therapy in AML
> Unlike in ALL where CD19 is widely expressed, AML is missing the optimal ideal antigen. Some early data suggest there may potentially be 

CAR NK cell therapy before CAR T for AML patients in the future
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