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> Gain perspectives on treatment practices in Italy, Germany, and Spain for adult patients with AML

> Gain insight into the influence of recent data and approvals on treatment practices

STUDY OBJECTIVES

REPORT OBJECTIVES
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REPORT SNAPSHOT: SESSION OVERVIEW
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A moderated roundtable 
discussion with 
hematologists from 
Spain, Italy, and 
Germany was held 
virtually on May 21, 
2021*

Disease state and data 
presentations were led by 
Prof Adriano Venditti 
from Italy and Prof 
Richard Schlenk from 
Germany, and 
discussions were 
moderated by Prof 
Venditti

Insights were obtained on 
current and emerging 
treatment practices for 
adult patients with AML

Data collection was 
accomplished through 
use of audience 
response system (ARS) 
questioning and in-depth 
moderated discussion 

*For the ARS questions, because the number of votes per country was not numerically high, country-
to-country analysis of the data has not been done for this report. 



ATTENDEE OVERVIEW* AND DEMOGRAPHICS

> The group of advisors comprised 15 hematologists with experience treating adult patients with AML 
from Spain (6), Italy (6), and Germany (3)
− The group included

• 1 chair and 2 speakers from Italy
• 1 speaker from Spain
• 1 speaker from Germany
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Most advisors have 
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patients 
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What percentage of your AML patients fall 
into the favorable-risk category? N = 12**
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Most advisors have 
31%-40% 

intermediate-risk 
patients 

What percentage of your AML patients fall 
into the intermediate-risk category? N = 11^

What percentage of your AML patients fall 
into the unfavorable-risk category? N = 11^
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Most advisors have 
31%-50% 

unfavorable-risk 
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9% 18%

Advisors have more intermediate- and unfavorable-risk patients than favorable-risk patients

*All the participants could vote throughout the ARS questions, except the chair, therefore N=14.
**Two advisors did not respond; ^Three advisors did not respond.



AGENDA
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Time (PR/EST) Topic

15.00  – 15.10 Introduction

15.10 – 15.25 First-Line Treatment of AML 

15.25 – 17.00 Patient Case Presentations: First-Line Treatment of AML 

17.00 – 17.15 Break

17.15 – 17.30 Management of Relapsed/Refractory (R/R) AML and Promising Strategies

17.30 – 18.05 Patient Case Presentations: R/R AML

18.05 – 18.25 Key Takeaways and Meeting Evaluation

18.25 – 18.30 Meeting Close 



Topline Takeaways and 
Strategic Recommendations



MEETING OBJECTIVES WERE ACHIEVED: TOPLINE 
TAKEAWAYS

˃ Provide an overview of the 
treatment landscape in adult 
patients with AML

˃ Understand the need to risk-
stratify AML patients to 
optimize treatment selection 
on the basis of currently 
approved agents

˃ Through case-based 
discussions, understand the 
appropriate sequencing of 
available agents to maximize 
the clinical outcomes of AML 
patients

> Through ARS questions and 
moderated discussions, 
community oncologists 
described their testing 
practices and challenges 
experienced

> For this group of advisors, more than one-fifth of 
their patients are 75 years or older. Most patients 
who are under 75 years old can be treated with 
intensive chemo. Molecular testing, including 
mutational status and MRD, are paramount in 
making treatment decisions in both the frontline and 
R/R settings

> All the advisors will risk-stratify their patients, and 
place equal value in all the methods for risk-
stratification. Overall, advisors have more 
intermediate- and high-risk patients than favorable-
risk

> Advisors will determine if a patient is fit or unfit in 
order to evaluate optimal treatment strategies. 
Advisors rely on approved agents as their treatment 
choices, or alternatively, consider clinical trials, for 
patients with no other available therapeutic options. 
Patients’ eligibility for transplant is factored in when 
CR is achieved, independent of MRD positivity

OBJECTIVES PROCESS INSIGHTS
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Key Insights and 
Discussion Summary 



Patient Case 1:
FLT3 mutation, 
eligible for intensive chemo

DISCUSSION: TREATMENT OF AML
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[R/R AML] “I think it is mandatory to re-evaluate the molecular status, even if it is only after 1 cycle, 
and we have experienced patients that were FLT3-ITD positive with a high ratio, and then 
refractory to first cycle, and then negative [to FLT3], so the contrary situation may happen not only 
to gain FLT3, but to lose FLT3.” 

“I would love for a gilteritinib-based treatment with combinations, for sure. At the moment in Italy, 
we have the opportunity to use gilteritinib as a single agent, not in combination.”

[For a patient FLT3 wildtype, who had long remission and has now relapsed and has FLT3
mutation] “I would definitely consider gilteritinib, but I'm not sure that every single case, particularly 
those who have responded well to chemotherapy, should get gilteritinib.”

INSIGHTS



Patient Case 2:
Intermediate risk, CD33 positive, 
eligible for intensive chemo

DISCUSSION: TREATMENT OF AML
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“For nearly 30 years we have said if a patient is fit for intensive chemotherapy, we should use 
intensive induction therapy and then move to allogeneic transplantation. Now with the advent of 
the combination therapy azacitidine + venetoclax, I think this will change rapidly, at least in older 
patients, although the label will say only patients not fit for intensive chemotherapy should receive 
azacitidine + venetoclax. But I'm sure that in the next years, more and more patients above the 
age of 60 years will receive this combination.”

[R/R AML] “. . . so 80% recommend the combination of venetoclax-azacitidine, so we see not only 
in first-line therapy, but also in relapsed patients, this will be the combination of the future.”

INSIGHTS



Patient Case 3:
Unfavorable risk, 
eligible for intensive chemo

DISCUSSION: TREATMENT OF AML
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“We know that MRD is a negative prognostic factor for the outcome of an allogeneic bone marrow 
transplant and probably . . . a negative prognostic factor more broadly. But at the same time, we 
still don't know whether giving more chemo actually translates into a higher rate of MRD 
negativity.”

“I would like to emphasize that we are managing new agents, CPX, that we know concentrate in 
the bone marrow, that we know concentrate specifically in the leukemic cell. So, we are walking 
this way in the attempt to eradicate MRD using a new agent that is able to concentrate in the 
leukemic cell.”

“In my center when we are considering a stem cell transplant, when we are having unfavorable 
risk factors or we are having MRD positive, we may consider a sequential conditioning  
chemotherapy. The conditioning that we are using at our center is based on TBF [thiotepa-
busulfan-fludarabine] . . . to try reduce the risks of having a posttransplant relapse.”

“[Regarding Patient Case 3] “I think that this is a reflection of the new drugs that have been 
incorporated in a chaotic manner in our clinical practice . . . And I think that this clinical case is 
clearly showing that we really don't, are not incorporating in a protocolized manner these new 
agents.”

INSIGHTS



Patient Case 4:
No actionable mutation, 
not eligible for intensive chemo

DISCUSSION: TREATMENT OF AML
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“This kind of patient is not a good candidate for standard chemo because a transplant is not an 
option as 75 years old, and the same regarding CPX, so I chose 5-aza + ven, and then as a 
second option, a clinical trial if available.”

“In clinical trials, many times clinical trials for first-line AML, exclusion criteria are patients pre-
exposed to hypomethylating agents because of MDS . . . So even if we have 4 trials for relapsed 
AML and 4 trials for first-line AML, the patient doesn't fit with inclusion/exclusion criteria in any one 
of them. So finally, even if I choose clinical trials, it's not easy to find a clinical trials for this 
situation.”

“To repeat the mutation, this could be useful because we could have some mutation instability with 
acquisition of some druggable mutations, for example FLT3. And we can have a clinical trial for 
FLT3 with another medication that could be possible for these kind of patients.”

[In the context of a clinical trial] “My opinion is that if you're giving a triplet . . . give it fully 
hospitalized. And it is possible to give in certain patients on an outpatient basis, a full cycle of 
venetoclax-azacitidine combination.”

INSIGHTS



Advisor Key Takeaways



ADVISOR KEY TAKEAWAYS*
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ADVISOR ADVISOR

1

> New agents are improving the outcome and the 
opportunities for being a long survivor for AML patients, but 
on the other hand, it is a challenge to bring to day-to-day 
practice these new agents, based only in the data we have 
from the phase III and the control, prospective trials. There 
are a lot of situations that are not included in a clinical trial, 
and we have to face this every day

5

> I think one key message would be that we got a lot of novel 
therapeutics for the treatment of AML, and it's sometimes not 
entirely clear which would be the best option for certain 
patients based on the data that's available, and I think there 
are a lot of open questions that still need to be addressed in 
clinical trials

2

> Fitness evaluation is important to evaluate the most 
adequate treatment for our patients, and we need to 
improve our instruments to evaluate fitness in our clinical 
practice, because it's very important  

> And the other one is that there are many drugs available 
today, but we need to balance toxicity and efficacy, 
especially in elderly populations, because some adverse 
events may be relevant

6
> This meeting brought up a huge number of questions that are 

still unanswered, and we really need more clinical studies 
with these new drugs

3

> One important thing is to test for molecular markers at 
different situations and diagnosis, and relapse, to use 
targeted therapy. If this is not possible, then I think there's 
a big role for the combination of venetoclax + Vidaza

> I think it's maybe also interesting to see in the future, the 
combinations for the targeted therapies

7

> It is very important to repeat all the genetics, when we have 
our relapse in younger and older patients

> The challenge will be, what are we going to give to those 
patients with azacitidine that relapsed in other patient 
settings?

4 > I think it is crucial to collect and share also the real-life data 
about all these new drugs 8

> I would like to underline the importance of MRD assessment, 
and obviously, again, the importance of a mandatory 
evaluation at refractory has to be performed

*Two advisors did not respond. Chair and speakers did not provide key takeaways.



ARS Data –
Management of AML



ADVISORS VALUE EQUALLY ALL METHODS TO RISK-
STRATIFY THEIR NEWLY DIAGNOSED AML PATIENTS
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If you risk-stratify your newly diagnosed AML patients, what method do 
you use? (Select all that apply.) (n = 10*)
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*Four advisors did not respond.



FOR MOST OF THE ADVISORS, >21% OF THEIR AML 
PATIENTS ARE 75 YEARS OR OLDER
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What percentage of your AML patients are 75 years or older? (n = 11*)

0%

9%

18%

36%

18%

9% 9%

0%

10%

20%

30%

40%

0 1%-10% 11%-20% 21%-30% 31%-40% 41%-50% ≥51%

Pe
rc

en
ta

ge

*Three advisors did not respond.



FOR MOST OF THE ADVISORS, <20% OF THEIR AML PATIENTS 
ARE UNDER 75 YEARS WITH COMORBIDITIES THAT PREVENT 
USE OF INTENSIVE INDUCTION CHEMOTHERAPY
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What percentage of your AML patients are under 75 years old, but have 
comorbidities that prevent use of intensive induction chemotherapy? (n = 11*)
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*Three advisors did not respond.



ADVISORS PLACE EQUAL VALUE ON ALL THE MOLECULAR 
MARKERS ROUTINELY TESTED FOR THEIR NEWLY 
DIAGNOSED AML PATIENTS
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In addition to cytogenetics, which of the following molecular markers are you routinely 
testing for in your newly diagnosed AML patients? (Select all that apply.) (n = 12*)

18% 18%

14%
15%

17% 17%

0%

5%

10%

15%

20%

NPM1 mutation FLT3 mutation (ITD
or TKD)

CEBPA mutation TP53 mutation IDH1 mutation IDH2 mutation

Pe
rc

en
ta

ge

*Two advisors did not respond.



MOST OF THE ADVISORS TEST THE SAMPLE IN THEIR 
LOCAL HOSPITAL
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When it comes to molecular/genomic testing: (n = 14)
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FOR THE MAJORITY OF ADVISORS, THE TURNAROUND TIME 
OF GENOMIC/MUTATIONAL TESTING IS <7 DAYS
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When it comes to genomic/mutational testing, the turnaround time to get the 
final results is: (n = 14)
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MORE THAN HALF OF THE ADVISORS SOMETIMES START 
AML FRONTLINE THERAPY BEFORE THE 
GENOMIC/MUTATIONAL TEST RESULTS ARE AVAILABLE

24

In general, the following statement describes me best: (n = 14)
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ALL THE ADVISORS USE MRD TO GUIDE THEIR TREATMENT 
DECISIONS IN AML
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Do you use MRD to guide your treatment decisions in AML? (n = 14)
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ARS Data –
Management of R/R AML



THE MAJORITY OF ADVISORS ROUTINELY REPEAT 
BIOMARKER TESTING IN THEIR AML PATIENTS AT THE TIME 
OF RELAPSE
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Do you routinely repeat biomarker testing in your AML patients at the 
time of relapse? (n = 12*)
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*Two advisors did not respond.



ALL OF THE ADVISORS THINK IDH1/2 AND FLT3 ARE THE 
MOST IMPORTANT MUTATIONS TO CHECK IN PATIENTS WITH 
RELAPSED AML, FOR THERAPEUTIC DECISION-MAKING

28

Which of the following mutations are most important to be checked in all 
patients with relapsed AML for therapeutic decision-making? (n = 13*)
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*One advisor did not respond.



Patient Cases
PATIENT CASE 1: FLT3 MUTATION, ELIGIBLE 
FOR INTENSIVE CHEMO
NEWLY DIAGNOSED AND R/R AML



PATIENT CASE 1: FLT3 MUTATION, ELIGIBLE FOR INTENSIVE 
CHEMO
> Patient characteristics

− 51-year-old man 
− Dyspnea and flu-like symptoms that have lasted for more than 10–14 days
− Hypertension in treatment, ECOG 0

> Initial presentation
− White blood cell count: 71,000 × 109/L (88% blasts); platelets: 85 × 109/L; absolute neutrophil 

count: 1.1/mm3; liver and cardiac functions within normal limits
− 68% blasts in BM 
− NPM1 mutation and FLT3-ITD positive (low allelic ratio) (wildtype for TP53, ASXL1, and RUNX1)

> Diagnosis of AML, ELN favorable risk
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THE MAJORITY OF ADVISORS WOULD CHOOSE 7 + 3 + 
MIDOSTAURIN AS FRONTLINE TREATMENT FOR THIS PATIENT

31

Which frontline treatment should be performed? (n = 13*)

*One advisor did not respond.
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FOR THE MAJORITY OF ADVISORS, OVERALL SURVIVAL IS 
THE ENDPOINT FOR THIS PATIENT

32

Which is the endpoint in this patient? (n = 14)
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PATIENT CASE 1: FLT3 MUTATION, ELIGIBLE FOR INTENSIVE 
CHEMO, CONT.
> Frontline therapy

− 7+3 + midostaurin 
− Good tolerability, but slow hematologic recovery
− Recovery at day 35 
− On day 36

• Approximately 45% peripheral blasts 
• Bone marrow (BM) biopsy showed 73% blasts in BM

> Response
− Patient has R/R AML

> Molecular retesting: patient has persistent FLT3-ITD mutations
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THE MAJORITY OF ADVISORS WOULD CHOOSE GILTERITINIB  
FOR THIS PATIENT, IN THE RELAPSED SETTING

34

What would be the best option now? (n = 13*)
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*One advisor did not respond.
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PATIENT CASE 1: FLT3 MUTATION, ELIGIBLE FOR INTENSIVE 
CHEMO, CONT.
> R/R therapy

− Patient received gilteritinib 40 mg × 3/day as a potential bridge to transplant (with strict cardiac 
monitoring)

> Response after 3 months
− Complete response, and waiting for allogeneic stem cell transplantation (donor: sister)
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Patient Cases
PATIENT CASE 2: INTERMEDIATE RISK, CD33 
POSITIVE, ELIGIBLE FOR INTENSIVE 
CHEMOTHERAPY
NEWLY DIAGNOSED AND R/R AML



PATIENT CASE 2: INTERMEDIATE RISK, CD33 POSITIVE, 
ELIGIBLE FOR INTENSIVE CHEMOTHERAPY
> Patient characteristics

− 72-year-old male patient 
− No relevant comorbidities, except work accident with multiple fractures 18 years ago

> Initial presentation
− Within 6 weeks before presentation: fatigue, exercise dyspnea, weight loss of 10 kg
− Hgb 12.7g/dL (7.88 mmol/L), leukocytes 53/nL, platelets 47/nL, 60% blasts
− BM biopsy: 80% blasts
− Immunophenotype: LAIP CD45 low-intermediate, CD34+/-, CD117+, HLA-DR+, CD38+, 

CD13+/-, CD33+, MPO-/+, CD15-/+, nuTdt-/+, CD123-/+, CD7+
− Karyotype: 46,XY,del(16)(p13.1),1~19dmin[13]/46,XY,del(16)(p13.1)[3]/ 

46,XY,2~15dmin[3]/46,XY[1]
− Molecular genetics: MYC amplification, NPM1-WT, CEBPA-WT, IDH1/2 WT, FLT3 WT

> Diagnosis of AML, CD33 positive, ELN intermediate risk
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OVER HALF OF ADVISORS WOULD CHOOSE AZACITIDINE, 
ALONE OR WITH VENETOCLAX OR VENETOCLAX + 
POSACONAZOLE AS INDUCTION FOR THIS PATIENT

38

Which treatment options should be discussed with the patient? (n = 13*)
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*One advisor did not respond.
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PATIENT CASE 2: INTERMEDIATE RISK, CD33 POSITIVE, 
ELIGIBLE FOR INTENSIVE CHEMOTHERAPY, CONT.
> Frontline therapy

− 7+3 + gemtuzumab ozogamicin (GO) 3 mg/m² days 1, 4, and 7
− Complications

• Neutropenic fever (E. coli)
• Hard-to-resolve thrombocytopenia
• Pulmonary infiltrates – need for non-interventional ventilation (HSV-1 infection)

− Day 15, BM puncture: <5 blasts
− Day 36 

• Neutrophil recovery
• Platelets >20/nL day 28, >50/nL day 36 
• 12% blasts in BM

> Response 
− Partial remission

39



HALF OF ADVISORS WOULD CHOOSE AZACITIDINE WITH 
VENETOCLAX OR VENETOCLAX + POSACONAZOLE, AS 
SECOND INDUCTION FOR THIS PATIENT

40

Which further therapy would you recommend? (n = 12*)
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*Two advisors did not respond.
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PATIENT CASE 2: INTERMEDIATE RISK, CD33 POSITIVE, 
ELIGIBLE FOR INTENSIVE CHEMOTHERAPY, CONT.
> Second induction

− After partial remission with 7+3 + GO, patient received azacitidine (75 mg/m², days 1–7) + 
venetoclax (400 mg/day)

− Well tolerated
− Day 28: 3% blasts in BM

> Response 
− Complete response
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THE MAJORITY OF ADVISORS WOULD CHOOSE AZACITIDINE 
WITH VENETOCLAX OR VENETOCLAX + POSACONAZOLE AS 
CONSOLIDATION FOR THIS PATIENT

42

Which consolidation therapy would you recommend? (n = 13*)
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*One advisor did not respond.
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PATIENT CASE 2: INTERMEDIATE RISK, CD33 POSITIVE, 
ELIGIBLE FOR INTENSIVE CHEMOTHERAPY, CONT.
> Consolidation therapy

− Patient received consolidation therapy with cytarabine 1 g/m² bid days 1–3 for 3 cycles
− After 8 months with 70% blasts, thrombocytopenia 32/nL, leukocytosis 54/nL, anemia 9.7g/dL  –

Diagnosis of relapse AML
− Karyotype: 46,XY,del(16)(p13.1),1~19dmin[13]/46,XY,del(16)(p13.1)[3]/ 

46,XY,2~15dmin[3]/46,XY[1]
− MYC amplification
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ALL OF THE ADVISORS WOULD CHOOSE AZACITIDINE 
ALONE OR IN COMBINATION WITH VENETOCLAX FOR THIS 
PATIENT, IN THE RELAPSED SETTING

44

Which treatment options should be discussed with the patient? (n = 5*)
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*Nine advisors did not respond.
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PATIENT CASE 2: INTERMEDIATE RISK, CD33 POSITIVE, 
ELIGIBLE FOR INTENSIVE CHEMOTHERAPY, CONT.
> Patient currently receiving azacitidine (75 mg/m², days 1–7) + venetoclax (400 mg/day)
> Response

− CRh, MRD positive

> Haploidentical donor is available (son)
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THE MAJORITY OF ADVISORS WOULD THEN OPT FOR 
ALLOGENEIC STEM CELL TRANSPLANT, REGARDLESS OF 
MRD POSITIVITY

46

Would you move to allo-HCT, and when? (n = 3*)
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*Eleven advisors did not respond.
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Patient Cases
PATIENT CASE 3: UNFAVORABLE RISK, 
ELIGIBLE FOR INTENSIVE CHEMO
NEWLY DIAGNOSED AML



PATIENT CASE 3: UNFAVORABLE RISK, ELIGIBLE FOR 
INTENSIVE CHEMO
> Patient characteristics

− Male, 54 years old
− Serving in the army
− No smoking, no drinking habits

> Medical history
− Ulcerative rectocolitis in 1992; no treatment needed
− Diagnosis of Crohn’s disease in 2000; treated with sulfasalazine and 6-mercaptopurine from 

2008 to 2017
− Diagnosis of ankylosing spondylitis; treated with hydroxychloroquine since 2016 
− Recent medical history

• December 2020: herpes zoster infection; treated with systemic and local antiviral therapy
• January 2021: bilateral great saphenous vein thrombosis; treated with edoxaban 60 mg/day
• February 2021: routine blood count showed severe neutropenia (500/µg) and mild anemia (10 g/dL); 

hydroxychloroquine discontinued. Bone marrow collected
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PATIENT CASE 3: UNFAVORABLE RISK, ELIGIBLE FOR 
INTENSIVE CHEMO, CONT.
> Bone marrow assessment

− Morphology: blast count 21%, severe mono lineage dysplasia (granuloblast series)
− Immunophenotype: CD45+, CD34+, CD117+, CD13+, HLA-DR+, CD4+. Diagnosis of AML
− Molecular biology: BCR/ABL negative, RUNX1/RUNX1T1 negative, DEK/NUP214 negative, 

CBFbeta/MYH11 negative, FLT3-ITD and -TKD negative, NPM1 negative, IDH1/2 negative
− Cytogenetic analysis: complex karyotype with del(2p), trisomy of chromosome 2, del(5q). 

Chromosome 8 monosomy, trisomy of chromosome 11, chromosome 12 monosomy. By ELN 
2017 risk assessment

> Diagnosis of AML, ELN high risk
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OVER HALF OF THE ADVISORS WOULD CHOOSE CPX-351 AS 
FRONTLINE THERAPY FOR THIS PATIENT

50

Which first-line treatment would you choose? (n = 13*)
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PATIENT CASE 3: UNFAVORABLE RISK, ELIGIBLE FOR 
INTENSIVE CHEMO, CONT.
> Frontline therapy

− Patient received CPX-351 (liposomal daunorubicin and cytarabine 44/100 mg/m2), G+1, G+3, 
G+5

− Primary prophylaxis with G-CSF from day 10 to ANC ≥0.5 × 109/L
− Antifungal prophylaxis with posaconazole 
− Complications

• Day +6: febrile neutropenia
• Start of broad-spectrum antibiotic therapy with piperacillin/tazobactam
• No culture isolation, negative swabs
• Day +9: because of fever persistence, shift to meropenem
• Serum GM negative, nasal SARS-CoV-2 swabs negative, urinoculture negative
• Chest CT scan: negative
• Alveolar bronchoalveolar lavage: negative
• Day +15: still 1/2 fever peaks per day
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ALMOST HALF OF THE ADVISORS WOULD CONSIDER 
CHANGING ANTIFUNGAL TREATMENT (SERUM 
POSACONAZOLE BELOW THE THRESHOLD) FOR THIS PATIENT

52

What further steps can be taken to manage the persisting febrile neutropenia? (n = 11*)
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*Three advisors did not respond.
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PATIENT CASE 3: UNFAVORABLE RISK, ELIGIBLE FOR 
INTENSIVE CHEMO, CONT.
> Frontline therapy

− Shift of antifungal treatment to isavuconazole
− Recovery from neutropenia
− Fever resolved

> BM assessment
− Morphology: hypocellular marrow with hyperplasia of granuloblastic series, undifferentiated cell 

count <5%
− Immunophenotype: undifferentiated myeloid elements 2.7%

> Response
− Complete remission, MRD positive
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THE MAJORITY OF ADVISORS WOULD CONSIDER A SECOND 
COURSE OF THERAPY WITH CPX-351 AND THEN SEND THE 
PATIENT FOR ALLOGENEIC STEM CELL TRANSPLANT

54

What are the treatment options for this patient? (n = 13*)
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*One advisor did not respond.
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PATIENT CASE 3: UNFAVORABLE RISK, ELIGIBLE FOR 
INTENSIVE CHEMO, CONT.
> Response

− Complete remission, MRD positive

> Patient will receive second course of CPX-351 and is currently waiting for allogeneic stem 
cell transplant (in search of donor through an international registry)
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Patient Cases
PATIENT CASE 4: NO ACTIONABLE MUTATION, 
NOT ELIGIBLE FOR INTENSIVE CHEMO

NEWLY DIAGNOSED AML



PATIENT CASE 4: NO ACTIONABLE MUTATION, NOT ELIGIBLE 
FOR INTENSIVE CHEMO
> Patient characteristics

− Age: 75 years old
− Sex: male

> Medical history
− Diabetes type 2, hypertension
− Spondyloarthropathy HLA-B27 in 2007 

(adalimumab)
− January 2015: patient diagnosed with 

intermediate- to high-risk MDS
• 8% blasts in BM, bilineal dysplasia
• 47 XY, del(5q31), trisomy 21
• 8 cycles of azacitidine (HI), but patient 

progressed
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> January 2016
− Hemoglobin: 7.6 g/dL
− WBC: 2.83 × 109/L (neutropenia 0.6 × 109/L )
− Blast cells in PB: 16%
− Platelet count: 23 × 109/L
− Blast cells in BM: 68%

AML M5 (FAB), AML-MRC (WHO)
− Cytogenetics: 47XY, del(5q31), +21[17]

> MDS progression to AML



MOST OF THE ADVISORS WOULD REQUEST PCR FOR 
DRUGGABLE MUTATIONS

58

What is the best additional diagnostic workup in such patients? (n = 12*)
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*Two advisors did not respond.
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PATIENT CASE 4: NO ACTIONABLE MUTATION, NOT ELIGIBLE 
FOR INTENSIVE CHEMO, CONT.

59

> Diagnostic workup
− NPM1: negative
− FLT3-ITD: negative
− DNMT3A: negative

> Clinical assessment
− Symptomatic (anemia, pharyngeal lesions, febricula)
− LVEF 61%
− Normal liver and renal function
− Slight hepatosplenomegaly
− Long-term transfusion dependence
− ECOG PS 1
− Appropriate family support/care



MOST OF THE ADVISORS WOULD CHOOSE EITHER AZACITIDINE + 
VENETOCLAX (ALSO AFTER PROGRESSION ON AZACITIDINE) OR 
A CLINICAL TRIAL AS INDUCTION REGIMEN FOR THIS PATIENT

60

What is your preferred induction regimen in such patients? (n = 13*)
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*One advisor did not respond.
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PATIENT CASE 4: NO ACTIONABLE MUTATION, NOT ELIGIBLE 
FOR INTENSIVE CHEMO, CONT.

61

> Induction treatment
− Screening for randomized glasdegib + LDAC phase II trial (BRIGHT AML 1003)
− Baseline QTcF 440 msec
− Normal chest X-ray
− Prophylaxis with ciprofloxacin and fluconazole

> First 28-day cycle
− Patient received LDAC 20 mg/m2 twice daily × 10 days (self-administered at home)
− Patient received glasdegib 100 mg/day
− Complications

• Asthenia, febrile neutropenia on day +14 treated with IV tazocel (7 days in hospital)



PATIENT CASE 4: NO ACTIONABLE MUTATION, NOT ELIGIBLE 
FOR INTENSIVE CHEMO, CONT.

62

> Further outpatient management
− Cycle 2

• Well tolerated, ECOG improvement
• BM assessment after cycle 2 showed 5% 

blasts
− Cycle 3

• Cramps grade 1
• Dysgeusia, slight anorexia
• GOT/GPT increase to grade 1 (fluconazole 

suspended)
− Cycle 4

• Full hematologic recovery
• Transfusion independence 
• ECOG 0

− Cycle 5
• BM assessment after cycle 4 showed 1% blasts
• Response: full CR

− Cycle 6
• ECOG 0
• Weight loss
• Alopecia

− Cycles 7–12
• Transfusion independence 
• ECOG 0
• Cumulative weight loss 10 kg



PATIENT CASE 4: NO ACTIONABLE MUTATION, NOT ELIGIBLE 
FOR INTENSIVE CHEMO, CONT.

63

> February 2017: hematologic relapse 
− Increasing asthenia
− Pancytopenia (WBC 1.2, plt 23, Hgb 8)
− Hospitalized due to febrile neutropenia
− Upper respiratory tract infection
− Discharged after 9 days



MOST OF THE ADVISORS THINK IT IS IMPORTANT TO REPEAT 
THE MUTATION STATUS FOR THIS PATIENT

64

What is false? (n = 7*)

0%

71%

29%

0%
0%

10%

20%

30%

40%

50%

60%

70%

80%

Supportive care
only could be an
acceptable option

for this patient

No sense to
repeat mutation

status

A clinical trial
could be a good

option for this
patient

There is no
standard of care in

this situation

Pe
rc

en
ta

ge

*Seven advisors did not respond.
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PATIENT CASE 4: NO ACTIONABLE MUTATION, NOT ELIGIBLE 
FOR INTENSIVE CHEMO, CONT.

65

> What next?
− Patient was screened for second-line clinical trial
− BM aspirate: 78% blasts
− SOPRA (selinexor 40 mg/day twice a week vs SOC)
− Started therapy March 2017 (experimental arm)
− 5 cycles administered, with somnolence and intense fatigue
− Best response: stable disease (<50% blasts reduction)
− Progression and patient died 1 month later
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