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STUDY OBJECTIVES

To gain advisors’ perspectives on the following

> Management of newly diagnosed and relapsed/refractory acute myeloid 

leukemia (AML)
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REPORT SNAPSHOT 

> A moderated roundtable discussion focusing on treatment of AML was held on 

August 17, 2019, in Chicago, IL

> Disease state and data presentations were developed in conjunction with a 

medical expert from the University of Colorado 

> The group of advisors comprised 8 community oncologists 

> Insights on the following AML therapies were obtained: azacitidine, clofarabine, 

cytarabine and daunorubicin (ie, 7+3), decitabine, enasidenib, gemtuzumab 

ozogamicin, gilteritinib, glasdegib, liposomal daunorubicin and cytarabine, 

midostaurin, sorafenib, and venetoclax 

> Data collection was accomplished through use of audience response system 

questioning and in-depth moderated discussion 
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Participant Demographics



PARTICIPANT DEMOGRAPHICS 
How many new patients with AML do you 

see per year? (N = 8)

How many unique patients with AML are 

you currently following? (N = 8)

What percentage of your AML patients fall 

into the poor-risk category? (N = 8)

About half of the advisors see 6 or more new AML patients per year. Half of the advisors are currently following 

between 6 and 15 unique AML patients, with less than half of patients being categorized as poor-risk.
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Key Insights



TOPLINE TAKEAWAYS – AML

9

The 7+3 regimen was noted to be the standard induction therapy for most fit AML patients. However, all 

advisors order molecular marker tests for their newly diagnosed patients and will wait for test results to 

determine the right targeted therapy for fit AML patients with good PS. Advisors perceive venetoclax as a well-

tolerated and efficacious drug to treat unfit AML patients who are ineligible for intensive induction therapy, 

regardless of their age, risk, and IDH mutation status.

First-Line Therapy

No true standard of care exists within the relapsed/refractory setting. Advisors definitely feel the dire need for 

additional therapies for patients who lack targetable mutations. The majority of the advisors consider 

reinduction therapy for patients who respond to initial therapy for at least 12 months. While venetoclax was 

perceived as a well-tolerated and efficacious drug in the frontline setting, it is considered a drug with moderate 

responses in the relapsed setting. 

Relapsed Therapy



FIRST-LINE THERAPY (1/3)
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Topic Insights and Data

Impact of 

cytogenetics and 

molecular 

markers

Some advisors treat all their newly diagnosed (both fit and unfit) AML patients in-house, while others refer 

their newly diagnosed fit AML patients to an academic setting for intensive induction therapy, and treat unfit 

AML patients in-house with less-intensive therapy options 

• The majority of advisors stated that they are routinely testing for multiple molecular markers, including 

FLT3, NPM1, CEBPA, TP53, and IDH1/2 mutations, in their newly diagnosed patients

– In discussion, advisors stated that they do order tests but do not necessarily wait for test results to 

determine choice of therapy for all of their newly diagnosed AML patients. Elderly frail patients are 

treated immediately on the basis of physician's clinical judgment, whereas fit AML patients with 

good PS are treated on the basis of molecular test results to determine selection of appropriate 

targeted therapy (eg, midostaurin for a FLT3 mutation)  

• Most advisors would choose the standard 7+3 regimen alone (63%) for a 50-year-old patient (PS 0); 

however, some would use it in combination with gemtuzumab ozogamicin (38%)

• If the patient was 77 years old (PS 1), some advisors (38%) would prefer venetoclax (± HMA or low-

dose cytarabine), 2 advisors would give liposomal daunorubicin and cytarabine, and 1 advisor each 

would give either standard 7+3, gemtuzumab ozogamicin, or standard 7+3 plus gemtuzumab

• Most advisors (75%) who have treated a patient with a FLT3 mutation indicated they would add 

midostaurin regardless of other risk factors

For treatment-related AML following ASCT for mantle cell lymphoma, most advisors (63%) would treat with 

liposomal daunorubicin and cytarabine, 2 advisors prefer standard 7+3, and 

1 advisor prefers venetoclax (± HMA or low-dose cytarabine)



FIRST-LINE THERAPY (2/3)
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Topic Insights and Data

Transplant eligibility Some advisors determine eligibility for transplant at the time of diagnosis, while others get a consult for transplant after 

induction therapy  

• Age and patient characteristics are used to determine whether a patient is eligible for transplant

• Patients who do not receive transplant are most often kept in-house and treated with HMA (plus venetoclax)

Perception of 

venetoclax 

Most advisors have experience with prescribing venetoclax in at least 1 AML patient, and would prefer venetoclax plus 

HMA over targeted therapy in patients who are ineligible for intensive therapy

• In discussion, advisors noted that venetoclax is a well-tolerated drug that works well irrespective of age, risk, and IDH

mutation status, thus serving as an effective therapeutic option for unfit AML patients who are ineligible for intensive 

chemotherapy

• Advisors believe that venetoclax dramatically improves quality of life, as patients become transfusion independent, and 

advisors noted that they have seen no instance of tumor lysis and are comfortable escalating venetoclax dose from 100 

→ 200 → 400 mg

• Advisors prefer combining azacitidine with venetoclax vs decitabine, because azacitidine offers longer survival benefit 

than decitabine 

– Advisors also believe that the combination of venetoclax plus azacitidine is more efficacious than the IDH inhibitor 

ivosidenib  

• By show of hands, most of the advisors indicated that they have used venetoclax in CLL

– While advisors perceived venetoclax as a well-tolerated drug in AML, the risk of myelosuppression and tumor 

lysis syndrome were noted as concerns with venetoclax in CLL

• Given the recent approval of venetoclax for newly diagnosed adult AML patients who are 75 years or older, all of the 

advisors said that they plan on increasing their use of venetoclax in newly diagnosed AML patients 

– Advisors noted that access to venetoclax has not been an issue so far; prescriptions are filled at the in-house 

pharmacy as outpatient  



FIRST-LINE THERAPY (3/3)
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Topic Insights and Data

Perception of 

midostaurin 

All advisors except 1 have used midostaurin in at least 1 AML patient 

• In discussion, advisors indicated that they have treated some of their patients with midostaurin as 

maintenance therapy, and expressed their concern regarding pneumonitis and GI toxicities arising in 

some patients

• Advisors also said as of today, midostaurin is the best maintenance therapy for elderly unfit patients 

Experience with 

gemtuzumab 

ozogamicin and 

liposomal 

daunorubicin 

and cytarabine

Advisors have very little experience with gemtuzumab in the first-line setting

• Half of the advisors (50%) have used gemtuzumab in 1–3 patients

Advisors have very little experience with liposomal daunorubicin and cytarabine in the first-line setting

• In discussion, advisors said prolonged myelosuppression, hematologic toxicity, and reimbursement are 

some of the issues seen with liposomal daunorubicin and cytarabine



QUOTES – FIRST-LINE THERAPY (1/2)
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“Really depends on patient presentation.  I must say 

that patients are getting sicker very fast. You can't 

wait, right [for test results]? But I strongly feel that 

nowadays, because of all this data, we really have to 

wait for the complete test. [For a relatively stable 

patient], wait for test result, to determine FLT3

mutation status.”

“When we diagnose an AML patient, I do get 

consultation from a transplanter.” 

“I've treated several patients with venetoclax 

regimen, but they are really sick the first couple of 

weeks. But after that, when they go to the remission, 

their quality of living is just dramatically improved.”

“We treat the elderly ones that are not fit for 

standard induction.”

“We induce everybody, so basically we do induction 

regardless of age. We treat everyone.”

“I wait for the final outcome [to get opinion for 

transplant] of remission status and cytogenetics after 

we finish induction, if that's an induction case.” 

“I preferred Vidaza mainly because Vidaza data is 

better with venetoclax. Overall survival is actually 

longer with the Vidaza arm.”



QUOTES – FIRST-LINE THERAPY (2/2)
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“I've seen it [venetoclax] tolerated very well and very 

impressive responses.”

“Hospital does not carry venetoclax. So I give a 

prescription to my patient’s family and then have 

them bring to my pharmacy. So my pharmacy will do 

paperwork as outpatient and keep it as outpatient.” 

“We had some experience with midostaurin in all 

patient populations. We saw a lot of side effects, so 

we had a few patients who just couldn't tolerate.”  

“We are using maintenance [midostaurin] especially 

for older patients – it’s the best option as of today.”

“I feel venetoclax and Vidaza is a lot more effective 

than an IDH inhibitor.”

“There has been no case of tumor lysis [with 

venetoclax in AML], so you can go right away from 

100 to 200, 400.” “We used it [liposomal daunorubicin and cytarabine] 

in secondary AML, and we saw a lot of hematologic 

toxicity and initially had trouble with insurance and so 

on.”

“Main problem [with liposomal daunorubicin and 

cytarabine] is prolonged myelosuppression.”



MANAGEMENT OF RELAPSED/REFRACTORY DISEASE
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Topic Insights and Data

Reinduction 

vs targeted 

therapy 

approach

Most of the advisors value the importance of repeat biomarker testing using a full biomarker profile at the time of relapse, as its 

aids in identification of targetable mutations 

• 63% of advisors routinely repeat biomarker testing using a full biomarker profile, while 1 advisor said that they repeat tests for 

specific biomarkers only, and 2 advisors said that they do not repeat   

The majority of advisors (75%) will consider reinduction in their relapsed patients who achieve a CR1 of at least 12 months, while 

25% prefer a CR1 of at least 6 months

• When presented a patient case in a polling question, 38% of advisors would choose to repeat 7+3 induction therapy in a 

patient who relapsed 1.5 years following consolidation therapy, while 25% would use MEC

– The remainder each would choose FLAG-idarubicin, decitabine – 10 days, and HMA plus venetoclax 

Advisors were spread across multiple therapy options for a patient with persistent disease following treatment with liposomal

daunorubicin-cytarabine, reflecting the lack of standard approach in patients without actionable molecular markers 

• When queried in a poll, 38% of advisors stated that they would continue liposomal daunorubicin-cytarabine on days 1 and 3, 

while 2 advisors each said they would prefer standard 7+3 and FLAG-idarubicin, and 1 advisor preferred HMA plus 

venetoclax 

• In discussion, advisors expressed disappointment with the lack of effective treatment options for relapsed disease. They 

emphasized that the selection of the right treatment in the frontline setting impacts treatment options for the relapsed setting

• In a patient shown to have an IDH2 mutation following failure of 7+3 induction who is not fit for reinduction, more than half of 

the advisors (58%) indicated they would give an IDH2 inhibitor, while 43% preferred HMA plus venetoclax

– 29% of the advisors each preferred ivosidenib and enasidenib

For a patient with MDS secondary to prostate cancer who is progressing on a HMA, a majority of the advisors (75%) would continue

giving HMA and add venetoclax, while 1 advisor each would choose low-dose cytarabine and gemtuzumab ozogamicin

• Some advisors indicated that they have used venetoclax in the relapsed setting; however, they noted that responses seen in 

the relapsed setting are not that effective compared with the treatment responses seen in frontline setting 



QUOTES – MANAGEMENT OF RELAPSED/REFRACTORY 
DISEASE
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“There is importance of getting next-generation 

sequencing at the time of relapse, because you 

might identify a mutation that confers sensitivity 

to an HMA or anything else that you can target.” 

“AML is a disease that evolves from diagnosis to 

relapse. And I think the relapse setting is very 

much shaped by the treatment you give 

upfront.” 

“We have used venetoclax for relapsed disease. 

It offers humble response. It didn’t work on a lot 

of patients.”



STRATEGIC CONSIDERATIONS FOR VENETOCLAX  

> Most of the advisors have used venetoclax to treat newly diagnosed AML patients, and given its approval, all 

of the advisors plan on increasing its use. It is perceived as a well-tolerated and efficacious therapy for unfit 

AML patients who are ineligible for intensive chemotherapy, regardless of mutation status

− Continue peer-to-peer communication focused on increasing awareness of the data supporting approval of venetoclax 

plus HMAs, focusing on the following
▪ High response rates associated with venetoclax plus HMA therapy

▪ Minimal effect of baseline genetic mutations or cytogenetic risk on response rates

▪ Durability of response seen with this combination 

▪ Survival advantage obtained from venetoclax plus HMAs compared with historical controls

> Although tumor lysis syndrome and escalating the dose of venetoclax are concerns in CLL, advisors are 

comfortable escalating the dose of venetoclax in AML, and believe that it dramatically improves quality of life 

once the patient achieves remission status 

− Continue educational efforts that focus on increasing awareness of alternative dosing strategies, including dose 

escalation and treatment breaks, and other strategies to reduce the risk of treatment-related AEs

> Although venetoclax is perceived as a well-tolerated and efficacious drug in the frontline setting, advisors 

believe that it offers moderate treatment response in the relapsed setting 

− Conduct real-world studies that shed light on identification of the ideal patient population that will benefit from venetoclax 

treatment in both the frontline and relapsed settings 
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Advisor Key Takeaways



KEY TAKEAWAYS

Dr 1

• New approach for fit and unfit patients 

• Management of toxicity of venetoclax/HMA. Good tip 

• Re-test molecular profile on relapse 

Dr 5

• Many good options for unfit patients

• Survival and response rates are improving 

• Many more targeted agents in R/R disease, but responses still poor 

Dr 2

• Obtain NGS data at the time of relapse 

• Venetoclax dosing for AML 

• Discuss MRD management 

Dr 6

• Emerging targeted therapies are dramatically changing the landscape of 

treatment of AML 

• There is wide variability in the use of venetoclax. Consensus is needed 

• FLT3 as a target – newer therapies emerging which may affect ability to 

use this pathway more reliably as a target

Dr 3

• Venetoclax + HMA for unfit patients 

• Gilteritinib for AML relapse FLT3 

• Repeat NGS upon relapse 

Dr 7

• Ven-HMA drug of choice for poor prognosis (non-transplant) AML 

patients and possibly for good prognosis due to low toxicity

• Mutation analysis must be done for all patients who are going to be 

treated for their disease

• No clinical purpose to identify M0 patients, but necessary for clinical trials

Dr 4

• Venetoclax/azacitidine RR across all molecular subgroups and 

ages; increase use for patients

• Venetoclax/azacitidine toxicity management; 2 weeks break 

between cycles, can use GCSF if morphology remission 

• Potential importance of starting venetoclax/azacitidine together  

Dr 8

• Obtain NGS data at time of relapse 

• Ven + HMA activity across AML subgroups and management of side 

effects 

• Sequencing of drug remains unknown 

• MRD monitoring, how and when? 

19



ARS Data – AML: Management 
of Newly Diagnosed Disease



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)
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IN HOW MANY UNIQUE AML PATIENTS HAVE YOU USED THE 
DRUG LIPOSOMAL DAUNORUBICIN AND CYTARABINE 
(VYXEOS)? (N = 8) 
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IN HOW MANY UNIQUE AML PATIENTS HAVE YOU USED THE 
DRUG GEMTUZUMAB OZOGAMICIN (MYLOTARG)? (N = 8)
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IN HOW MANY UNIQUE AML PATIENTS HAVE YOU USED THE 
DRUG MIDOSTAURIN (RYDAPT)? (N = 8)
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IN HOW MANY UNIQUE AML PATIENTS HAVE YOU USED THE 
DRUG GILTERITINIB (XOSPATA)? (N = 8)
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IN HOW MANY UNIQUE AML PATIENTS HAVE YOU USED THE 
DRUG ENASIDENIB (IDHIFA)? (N = 8)
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IN HOW MANY UNIQUE AML PATIENTS HAVE YOU USED THE 
DRUG IVOSIDENIB (TIBSOVO)? (N = 8)
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IN HOW MANY UNIQUE AML PATIENTS HAVE YOU USED THE 
DRUG GLASDEGIB (DAURISMO)? (N = 7)
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IN HOW MANY UNIQUE AML PATIENTS HAVE YOU USED THE 
DRUG VENETOCLAX TABLETS (VENCLEXTA)? (N = 8)
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WHAT INDUCTION REGIMEN DO YOU ROUTINELY RECOMMEND FOR A 
50-YEAR-OLD PS 0 PATIENT WITH INTERMEDIATE-RISK AML (CD33+ 
AND WITHOUT FLT3 MUTATION)? (N = 8)
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WHAT INDUCTION REGIMEN DO YOU ROUTINELY RECOMMEND FOR A 
77-YEAR-OLD PS 1 PATIENT WITH INTERMEDIATE-RISK AML (CD33+ 
AND WITHOUT FLT3 MUTATION)? (N = 8)
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WHAT INDUCTION REGIMEN DO YOU ROUTINELY RECOMMEND FOR A 70-YEAR-
OLD PS 1 PATIENT WITH THERAPY-RELATED AML FOLLOWING TREATMENT FOR 
MANTLE CELL LYMPHOMA (INCLUDING AUTOLOGOUS STEM CELL TRANSPLANT)? 
GENOMIC PROFILING IS UNKNOWN. (N = 8)
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I AM CURRENTLY TREATING ALL FLT3 MUTATION-POSITIVE AML PATIENTS WITH 
STANDARD INDUCTION CHEMOTHERAPY PLUS MIDOSTAURIN, WHENEVER 
FEASIBLE, REGARDLESS OF OTHER RISK FACTORS. (N = 8)
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VENETOCLAX HAS RECENTLY BEEN APPROVED FOR NEWLY DIAGNOSED ADULT 
AML PATIENTS WHO ARE 75 YEARS OR OLDER. DO YOU PLAN TO INCREASE YOUR 
USE OF THIS THERAPY OPTION IN NEWLY DIAGNOSED AML PATIENTS? (N = 8)
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ARS Data – AML: Management 
of Relapsed/Refractory Disease



DO YOU ROUTINELY REPEAT BIOMARKER TESTING IN YOUR 
AML PATIENTS AT THE TIME OF RELAPSE? (N = 8)
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I GENERALLY REQUIRE A CR1 OF AT LEAST __ MONTHS 
BEFORE RECOMMENDING REINDUCTION IN MY RELAPSED 
AML PATIENTS (N = 8)
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A 52-YEAR-OLD FEMALE WHO HAS INVERSION 16 COMPLETES STANDARD 
INDUCTION WITH 7+3, AND 4 CYCLES OF CONSOLIDATION; 1.5 YEARS FOLLOWING 
COMPLETION OF CONSOLIDATION, SHE RELAPSES WITH AML AND INVERSION 16. 
WHAT DO YOU TREAT HER WITH? (N = 8)
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A PATIENT WHO WAS INITIALLY TREATED WITH INDUCTION LIPOSOMAL 
DAUNORUBICIN-CYTARABINE HAS A DAY 14 MARROW THAT SHOWS REDUCTION
IN DISEASE, BUT STILL 20% CELLULAR WITH 35% BLASTS. WHAT WOULD YOU 
CONSIDER NEXT? (N = 8)
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A 77-YEAR-OLD MALE COMES IN WITH AML, NORMAL CYTOGENETICS, NO FLT3
ITD/NPM1/CEBP-ALPHA MUTATION. HE RECEIVES 7+3 AND HAS A POSITIVE DAY 14 
MARROW. HE DEVELOPS A SIGNIFICANT FUNGAL INFECTION DURING INDUCTION, 
AND IS NOT FIT FOR REINDUCTION. NGS SHOWS IDH2 AND DNMT3 MUTATION. 
WHAT DO YOU CONSIDER NEXT? (N = 7)
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A 75-YEAR-OLD MAN WITH HIGH-RISK MDS HAS A HISTORY OF PROSTATE 
CANCER TREATED WITH RADIATION THERAPY 3 YEARS AGO. DURING FOLLOW-
UP, HE WAS FOUND TO HAVE PANCYTOPENIA. BM EVALUATION REVEALED 11% 
BLASTS. CG REVEALED +8 AND –7. PATIENT RECEIVED HMA THERAPY AND 
ACHIEVED A RESPONSE FOR 9 MONTHS. EVALUATION REVEALED 25% BLASTS
WITH PROGRESSIVE DISEASE. WHAT WOULD YOU CONSIDER NEXT? (N = 8) 
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