
Copyright © 2024 Aptitude Health. All Rights Reserved. APTITUDE HEALTH® is a federally registered service mark of Aptitude Health Holdings, LLC

Insights Into the Management of 
Lower-Risk Myelodysplastic 
Syndromes (LR-MDS)

October 12, 2024
Chair: Danko Martincic, MD



How to Navigate This Report 

2

Click to move to topic of interest or 
ARS supporting data

Click to return to previous slide



Contents

3

Topic

Report Objectives 

Report Snapshot
• Session overview 
• Attendee overview
• Agenda 

Topline Takeaways and Strategic Recommendations

Key Insights

Discussion Summary 

Advisor Key Takeaways

ARS Results 



Gain advisors’ perspectives on 
current practices in the 
management of LR-MDS

> Discover advisors’ experience with luspatercept in LR-MDS, including 
patient characteristics, management of cytopenias, and barriers to use

> Gain advisors’ perspectives on the updated efficacy and safety data 
from the phase III COMMANDS trial 

> Understand advisors’ perceptions of the NCCN Guidelines and to what 
degree they influence treatment sequencing decisions in LR-MDS

STUDY OBJECTIVE REPORT OBJECTIVES

Report Objectives
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Report Snapshot: Session Overview
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A moderated 
roundtable discussion 
was held with 11 
healthcare providers 
on October 12, 2024

Disease state and data 
presentations were chaired by 
Danko Martincic, MD, of 
Beacon Clinic, with content 
developed in conjunction with 
the Aptitude Health clinical team

Insights were obtained 
on physicians’ current 
practices in the 
management of LR-MDS Data collection was 

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



Report Snapshot: Attendee Overview

> The group of advisors comprised 11 healthcare providers from across the United States
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Institution City State

Washington University School of Medicine* St Louis MO

Loma Linda University Hospital Loma Linda CA

City of Hope National Cancer Center Duarte CA

Medical College of Wisconsin Milwaukee WI

University of Wisconsin Madison WI

University of California, San Francisco San Francisco CA

Robert H. Lurie Comprehensive Cancer 
Center of Northwestern University Chicago IL

University of Illinois – Chicago Chicago IL

Sarah Cannon Research Institute at TriStar 
Centennial Nashville TN

Tufts Medical Center Boston MA

*Two advisors from this institution attended.



Participant Demographics (1/2) 

7*One physician did not respond.

10%

60%

30%

Approximately how many newly diagnosed 
patients with LR-MDS do you personally treat per 

year? (n = 10*)

1–5 6–10 11–15 16–20 ≥21

Most advisors treat 
6–10 patients with 
newly diagnosed 
LR-MDS per year

9%

27%

64%

What proportion of your newly diagnosed 
patients with LR-MDS do not have del(5q)? 

(N = 11)

0% 1%–25% 26%–50% 51%–75% 76%–100%

Most advisors 
indicated ≥76% of 
their patients with 
newly diagnosed 
LR-MDS do not 

have del(5q)



Participant Demographics (2/2) 
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10%

20%

50%

20%

What percentage of your patients with non-del(5q) 
LR-MDS and symptomatic anemia required 

subsequent therapy in the past year? (n = 10*)

0% 1%–25% 26%–50% 51%–75% 76%–100%

Half the advisors 
indicated that 26%–
50% of their patients 
with non-del(5q) LR-

MDS and anemia 
required 2L+ therapy 

in the past year

10%

10%

20%

40%

20%

What percentage of your patients with non-
del(5q) LR-MDS have you treated for 

symptomatic anemia in the past year? (n = 10*)

0% 1%–25% 26%–50% 51%–75% 76%–100%

Most advisors 
treated over half 
their patients with 

non-del(5q) LR-MDS 
for symptomatic 

anemia in the past 
year

*One physician did not respond.



Report Snapshot: Agenda
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Time (PT) Topic

1.00 PM – 1.15 PM
Introduction

• Program overview
• ARS questions

1.15 PM – 2.25 PM
First-Line Treatment Options in LR-MDS Without Del(5q)

• Overview of current data
• Reaction and discussion

2.25 PM – 2.35 PM Break

2.35 PM – 3.45 PM

Subsequent-Line Therapy in LR-MDS Without Del(5q)
• ARS questions
• Overview of current data
• Reaction and discussion

3.45 PM – 4.00 PM Key Takeaways and Meeting Evaluation



Discussion Summary



INSIGHTS

Discussion (1/6)

Diagnosis, risk 
stratification, and 
NGS testing

“I typically use both scoring systems. I typically choose the higher of the 2.”

“I also think EPO level is important here.” 

“[To] risk-stratify, we look at blasts, molecular profile, cytopenia; that’s your traditional IPS score. But now with all 
these novel drugs, in terms of therapeutics you look at the ring sideroblasts, and any targetable mutation like 
del(5q) and things like that, and the EPO will help you too.” 

“Also, as the hemoglobin level drops or as the cytopenia becomes worse, if you redo the IPSS calculation, the risk 
category will also come up. Like the patient you described, maybe they are low-risk a month ago at the time of 
diagnosis, but now 1 month has passed, all the counts are dropping. Then if you redo the calculation, it will be at 
least intermediate-risk.”

“I check NGS on all my patients. Because you’re in there with the bone marrow, you don’t want to go back twice.  
So, just go in there and get whatever you need.”

“All pathologists actually routinely do the NGS studies. So, to a certain extent, I even feel like I’m overdiagnosing 
MDS. If they have the molecular changes, especially some of the high-risk molecular changes, we diagnose them 
with MDS based on the molecular study results. Then oftentimes, the hemoglobin may still be like 9, 10. They 
don’t really need any. Sometimes even hemoglobin around 10-ish. They don’t even need ESA injection yet.” 

“The biggest concern for me about low-risk MDS is the diagnosis. So, a lot of time when I do a bone marrow, it’s a 
very iffy bone marrow. It’s like patient is symptomatic [anemia], but they have dysplastic megakaryocytes, and 
also, the bone marrow doesn’t really fit. Or if they have a normal bone marrow, they may be like a deletion 20 or 
something like that. Is that MDS or not? That for me is the hardest.”



INSIGHTS

Discussion (2/6)

Factors that 
influence choice of 
first-line therapy for 
anemia

“It’s not transfusion dependence necessarily, but if you see that their hematocrit, their hemoglobin’s dropping, you 
don’t wait for them to become transfusion dependent.” 

“If you’re looking at a CBC, and they’re already at 8 [Hgb], and they were 9 or 10 a couple months ago, that’s 
probably different than the patient that gets referred to you for a 10.5, and a month later they’re 10.5.” 

“Our pathologists are a lot of times noncommittal, and you’re left to make that decision. Patient is transfusion 
dependent and there’s no dysplasia sometimes. You don’t see anything, but you have to pull the trigger, assuming 
you’ve checked everything else.”

“I think you can make an argument, playing devil’s advocate. I don’t think it hurts to start with an ESA, see if it 
works. And even if it gives you like 6 months of transfusion independence and then you lose it, then you have 
luspatercept or others as your second line. Because once you start with luspatercept and it doesn’t work, are you 
going to start at ESA at that point? Is it going to work?”
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INSIGHTS

Discussion (3/6)

Perceptions of 
COMMANDS trial

“If you look at the frontline data, you would pick luspatercept over the comparator EPO. [In] the COMMANDS trial, 
you have increased transfusion independence and duration of response.” 

“So, from COMMANDS trial, we know that patients with ring sideroblasts respond to the luspatercept better.” 

“So, that is interesting. Initially we thought luspatercept was only going to work with ring sideroblasts. It turned out 
it works for everybody.” 

“The COMMANDS trial, where it was compared with the EPO, the superior efficacy, the lasting durability, and the 
dosing was an interesting take-home for me.” 

“Based on the COMMANDS trial, I would consider luspatercept to be the new standard for initial therapy of low-
risk MDS.” 
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INSIGHTS

Discussion (4/6)

Experience with 
imetelstat

“I’m not very familiar with the imetelstat yet because I haven’t used it, but the mechanism of action, what you’re 
doing is you’re trying to speed up [cell death]. Telomere is going down.”

“I think the concern with imetelstat is the grade 3 neutropenia.” 

“Imetelstat, it’s a good second option for patients who’ve progressed on the standard ESA.” 

“In terms of imetelstat compared to luspatercept, it has a lot more side effects, also infusing. It’s almost like—it just 
takes a very long time to infuse. So, it’s going to be probably the last option for me.” 

Experience with 
luspatercept

“We know that patients with SF3B1 will do well with luspatercept.”

“They don’t like ESAs [in Europe]. So again, the luspatercept maybe works better. You do not have to wait until a 
patient becomes transfusion dependent.”

“It’s a good point for luspatercept to use it early. Don’t hesitate to use it early, before you even need to give patient 
transfusion.” 

“I had a similar experience with [luspatercept], I think I studied someone around 9 [Hgb] who does not have a 
transfusion requirement. After 1 injection, went up to 14.5. Erythropoietin, you never see those responses.” 
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INSIGHTS

Discussion (5/6)

Barriers to use of 
luspatercept

“Some insurance companies mandate that you try ESAs first, and then if you can show failure with ESA, only then 
will they approve luspatercept.” 

“I’m still conflicted because luspatercept is almost like $10,000 per injection, 70 injections. So, now the ESA is 
generating rates are really cheap. So, with the ESA, you have at least a 30 to 40% response rate, based on also 
the EPO level, right?  So, some low-EPO-level patient, I might still try ESA, based on cost. But you know, I’m at 
Reno, so interesting thing is I have a lot of patients coming from 2 or 3, almost 4 hours from my office. Those 
patients, regardless of causation, I will use luspatercept.”
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INSIGHTS

Discussion (6/6)

Sequencing 
therapies

“I think it depends on what they got the first line, right? So, things are kind of changing now with the luspatercept 
getting approved in the first line. They get luspatercept first line, then I would use imetelstat for [second line—
unless there’s some new targets. But in the imetelstat study, they didn’t include luspatercept. So, we’re kind of 
[taking] a little leap of faith there.” 

“I think if you’re in a third or fourth line, you’re really not, even though you may have been low-risk, you’re really 
not low-risk any longer.” 

Role of targeted 
therapies in second 
line and beyond

“Not yet [using IDH inhibitors], but if the patient has that mutation, then you could use it in the relapse setting.”

“So, if they had an IDH mutation, then I would use it third or fourth line, maybe.” 

“Third line for ivosidenib.”

16



Advisor Key Takeaways



Advisor Key Takeaways 
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ADVISOR ADVISOR

1

> I learned more about imetelstat, the specialist 
mechanism of action, so that’s number one. 

> Also, the available options for second or later lines of 
therapy, and the mechanism of actions of all those 
different drug options.

4

> The COMMANDS trial and first line versus ESA, and 
how to pick which one.  

> And then the imetelstat, it was good to see the MOA, 
and also the line of treatment where we use it. 

> And the last one is interesting about the history, the 
blood transfusion amount, and the actual likelihood of 
response to luspatercept.

2

> The slide that you showed, the mechanism of action for 
the luspatercept. That was really a good slide for me to 
see how it improves anemia.  

> The COMMANDS trial, where it was compared with the 
EPO, the superior efficacy, the lasting durability, and the 
dosing was also an interesting take home for me.  And 
the IMerge study as well. 

5
> You do not have to wait until a patient becomes 

transfusion dependent to use luspatercept.  So, that’s 
something I learned.  

> And the imetelstat second line. 

3

> Molecular profiling, so do NGS.  We know that patients 
with SF3B1 will do well with luspatercept.  Keep in mind, 
patients who might have the IDH1 mutation, deletion 5q 
because there will be specific treatments for them.  

> Sequencing is important and from what I get we start 
with luspatercept and then go on from there. 

6

> Based on COMMANDS trial, I would consider 
luspatercept to be the new standard for initial therapy of 
the low-risk MDS.  

> Secondly, I didn’t know that with fewer transfusions, they 
respond better to luspatercept.  

> And then third is the imetelstat, it’s a good second option 
for patients who’s progressed on the standard ESA. 



Advisor Key Takeaways* 

19

ADVISOR

7 > The most important thing is sequencing first-line treatments, what to choose, how to choose.  
> Same thing for the second line and how to sequence the various treatments and go from there. 

8

> I didn’t know about imetelstat before today, so good to know about one new effective treatment option out there.  
> It’s interesting to learn some new mechanism of actions of all these drugs and see how they can compensate each 

other
> And it’s a good point for luspatercept to use it early.  Don’t hesitate to use it early before you even need to give 

patient transfusion.  I think that’s something. 

9 > And also the 5q, don’t forget about the 5q, although that’s not sexy anymore.  You still have to look for it. It’s like 
75%, 80% response rate.  That’s really good.  So, you still have to look for that 5q, especially isolated 5q. 

*Two physicians did not respond.



ARS Results



Most Advisors Test for All the Listed Biomarkers in Patients 
With Non-Del(5q) LR-MDS; Only 10% Do Not Perform 
Biomarker Testing in These Patients

21*One physician did not respond.
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80%

0%

10%

0% 20% 40% 60% 80% 100%

SF3B1 mutation

FLT3 mutation (ITD or TKD)

IDH1 mutation

IDH2 mutation

NRAS mutation

TP53 mutation

All of the above

Other(s)

I do not perform biomarker testing in patients with non-del(5q) LR-MDS

Percentage of physicians

In addition to cytogenetics, which of the following biomarkers do you routinely test for in 
your patients with non-del(5q) LR-MDS? (Select all that apply.) (n = 10*)



Level of Transfusion Dependence and RS Status Are the Most 
Influential Patient Factors in Advisors’ Choice of First-Line 
Therapy for Symptomatic Anemia
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45%

18%

0%

27%
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50%

60%

Comorbidities Level of transfusion
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RS status Cytogenetic
abnormalities

SF3B1 mutation Serum erythropoietin
concentration
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Which of the following patient- and disease-related characteristics most significantly 
influence your choice of first-line therapy for symptomatic anemia in patients with non-

del(5q) LR-MDS? (Select 2.) (N = 11)



Transfusion Independence and Durability of Response Have 
the Greatest Influence on Advisors’ Choice of First-Line 
Therapy for Symptomatic Anemia
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Which of the following outcomes and treatment-related factors most significantly influence 
your choice of first-line therapy for symptomatic anemia in patients with non-del(5q) LR-

MDS? (Select 2.) (N = 11)



Inclusion in NCCN Guidelines Is Most Important to Advisors 
When Using New Therapeutic Options, Outside of Clinical Data
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55%

27%

0%

45%

45%

82%

18%

18%

9%

0%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%

Patient preference

Peer or expert influence

Supportive resources from pharmaceutical companies

Route or frequency of administration

Familiarity/level of comfort with agent

Inclusion in NCCN Guidelines

Insurance coverage

Inclusion in institutional formulary

Out-of-pocket (OOP) cost to patient

Other

Percentage of physicians

Outside of clinical data, which factors play the most important role in your utilization of new 
therapeutic options for symptomatic anemia in LR-MDS? (Select all that apply.) (N = 11)



Almost Three-Quarters of Advisors Used Luspatercept in 1–5 
Patients With Non-Del(5q) LR-MDS and Anemia in the Past Year
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In how many patients with non-del(5q) LR-MDS with symptomatic anemia have you used 
luspatercept in the past 12 months? (N = 11)



Most Advisors (82%) Did Not Use Imetelstat in Patients With 
Non-Del(5q) LR-MDS and Anemia in the Past Year
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In how many patients with non-del(5q) LR-MDS with symptomatic anemia have you used 
imetelstat in the past 12 months? (N = 11)



For Most Advisors (90%), One-Fourth or Fewer of Their 
Patients Treated With Luspatercept Developed Cytopenias in 
the Past Year
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What percentage of your patients treated with luspatercept developed cytopenias in the 
past 12 months? (N = 11)



All Advisors Are Moderately to Extremely Comfortable 
Managing Luspatercept-Associated Cytopenias
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On a scale of 1–5, where 1 = Not comfortable at all and 5 = Extremely comfortable, how 
comfortable are you managing luspatercept-associated cytopenias? (N = 11)



29*One physician did not respond.

Most Advisors Were Moderately Familiar With the COMMANDS 
Trial; None Were Extremely Familiar
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On a scale of 1–5, where 1 = Not familiar at all and 5 = Extremely familiar, how familiar are 
you with the updated results of the COMMANDS trial (ie, durability of response and follow-

up safety data)? (n = 10*)



Obtaining Prior Authorizations Is the Barrier Most Commonly 
Encountered by Advisors When Using Luspatercept; 36% of 
Advisors Encounter No Barriers
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What barriers have you encountered when using luspatercept for first-line treatment of 
symptomatic anemia in patients with LR-MDS? (Select all that apply.) (N = 11)



Patient Case 

> A 65-year-old man with newly diagnosed lower-risk MDS has recently become 
transfusion dependent due to MDS-related symptomatic anemia. He has the 
following characteristics
− No del(5q)
− RS ≥15%
− Serum EPO <500 mU/mL
− SF3B1 mutation
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Most Advisors (64%) Recommended Luspatercept as Frontline 
Therapy for the Patient Described in This Case; 18% 
Recommended an ESA
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What frontline therapy do you recommend for this patient? (N = 11)



Patient Case 

> A 65-year-old man with newly diagnosed lower-risk MDS has recently become 
transfusion dependent due to MDS-related symptomatic anemia. He has the 
following characteristics
− No del(5q)
− RS ≥15%
− Serum EPO <200 mU/mL
− SF3B1 mutation
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Over Half the Advisors (60%) Chose Luspatercept as Frontline 
Therapy for This Patient; 20% Recommended an ESA

34*One physician did not respond.
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What frontline therapy do you recommend for this patient? (n = 10*)



Most Advisors (67%) Used Luspatercept in the 2L+ Setting in 
the Past Year in 1–5 Patients With Non-Del(5q) LR-MDS and 
Anemia; 22% Did Not Use Luspatercept in This Setting

35*Two physicians did not respond.

22%

67%

11%

0% 0% 0%
0%

10%

20%

30%

40%

50%

60%

70%

0 1–5 6–10 11–15 16–20 ≥21

Pe
rc

en
ta

ge
 o

f p
hy

si
ci

an
s

In how many patients with non-del(5q) LR-MDS and symptomatic anemia have you used 
luspatercept in the second-line-and-beyond setting in the past year? (n = 9*)



Nearly Three-Fourths of Advisors Had Not Used Imetelstat in 
the 2L+ Setting in the Past Year in Patients With Non-Del(5q) 
LR-MDS and Anemia
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In how many patients with non-del(5q) LR-MDS and symptomatic anemia have you used 
imetelstat in the second-line-and-beyond setting in the past year? (N = 11)



Most Advisors (60%) Encounter No Barriers When Using 
Luspatercept in the Subsequent-Line Setting

37*One physician did not respond.
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What barriers have you encountered when using luspatercept for second-line-and-beyond 
treatment of symptomatic anemia in patients with non-del(5q) LR-MDS? 

(Select all that apply.) (n = 10*)



Prior Therapies Received and Response to Prior Therapy 
Most Significantly Influence Advisors’ Choice of Subsequent 
Therapy
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Which of the following factors most significantly influence your choice of subsequent 
therapy for symptomatic anemia in patients with non-del(5q) LR-MDS? (Select 2.) (N = 11)



Half the Advisors Were Moderately Familiar With the Results 
of the MEDALIST Trial; 20% Were Not Familiar at All

39*One physician did not respond.
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On a scale of 1–5, where 1 = Not familiar at all and 5 = Extremely familiar, how familiar are 
you with the results of the MEDALIST trial? (n = 10*)



Patient Case

> A 62-year-old woman with newly diagnosed lower-risk MDS and transfusion-
dependent anemia has the following characteristics
− No del(5q)
− RS <15%
− Serum EPO <500 mU/mL
− SF3B1 mutation
− IDH1 mutation

> She receives ESAs as frontline treatment and exhibits no response despite 
adequate iron stores
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Most Advisors (60%) Would Recommend Subsequent Therapy 
With Luspatercept for This Patient 

41*One physician did not respond.
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What subsequent-line therapy do you recommend for this patient? (n = 10*)
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