
COMMENTARY

American Society of Hematology 2020 Podcast
Collection: MDS and AML

António Almeida

Received: February 25, 2021 / Accepted: February 26, 2021
� The Author(s) 2021

PODCAST TRANSCRIPT

Victoria Glasson (VG): Managing Editor of
Advances in Therapy

António Almeida (AA): Head of Department,
Hospital da Luz, Lisbon, Portugal

VG: Hello, and welcome to the Adis Rapid?
series. We’re bringing you a selection of pod-
casts covering the American Society of Hema-
tology (ASH) 2020 Conference, discussing the
highlights of the data released.

Today’s podcast will be focusing on MDS
(myelodysplastic syndrome) and AML (acute
myeloid leukemia), and speaking to us today is
Professor António Almeida, Head of Depart-
ment at Hospital da Luz in Lisbon, Portugal, and
also head of the Hemato-oncology Diagnostic
Lab in the Portuguese Institute of Oncology in
Lisbon. Thank you so much for joining us
today, António.

AA: Not at all. Hi, Victoria, good afternoon.
VG: So you’re going to take us through your

top highlights of the MDS and AML data that
was released at the ASH conference, the impli-
cations of this data on future developments. A

lot of important data was released at the con-
ference, so what are your main take-home
messages from the conference? And can you tell
us what, in your opinion, are the most exciting
breakthrough data at the conference?

AA: Well, I think this is a really exciting time
for both MDS and AML. And if I could have one
take-home message, it is that the future, the
very near future, will bring us a lot of exciting
new treatments. Really what has happened in
these fields is that we have gone from having
what I would call the machine gun approach in
which we tried to kill all the leukemic chemicals
and hope that the normal bone marrow regen-
erates, to having a much more targeted
approach in identifying new molecular lesions,
identifying new targets that are far more effi-
cacious, and which treatment is far less toxic
than traditional approaches.

So perhaps if I could start along these
molecular lines of how much they’ve con-
tributed first of all, to diagnosis. And looking at
MDS, the diagnosis is not always very obvious. I
mean, we’re normally investigating patients
with cytopenias, but there are multiple causes
for cytopenias and we do not always have an
immediate answer.

And the diagnosis of MDS relies heavily on
morphology, which sadly, in many countries, is
becoming a dying art. So we need sort of
stronger indicators. And the Cleveland group
did a very elegant study in collaboration with
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two Italian groups, looking at different markers
that could predict MDS [1]. These markers
include simple factors such as white cell count,
neutrophil count, eosinophil count. And also
more sophisticated markers such as which genes
are mutated, which somatic mutations are
identified. And based on this, they were able to
design an algorithm that highly increases the
likelihood and the probability of accurately
diagnosing MDS.

So I think this is really where the future is
going. I do not think morphology is going to go
out altogether, but I think we’re going to have
more precise diagnostic tools that will help us
distinguish MDS from other causes of cytope-
nias, and give a more precise diagnosis to our
patients.

Following along from this, in the low-risk
MDS group, we had some very exciting data
looking at new treatment options. The first
study that was presented, which I find very
interesting, is a study of lenalidomide in
patients with deletion 5q MDS who are not yet
transfusion dependent [2].

Now classically, we wait for these patients to
be transfusion dependent before we start
lenalidomide treatment. But the Sintra-Rev
study looked at patients who had deletion 5q
MDS, who were not transfusion dependent, but
had anemia. So they had some symptoms—they
weren’t altogether asymptomatic, but they did
not need transfusions—and started them on
low-dose lenalidomide, 5 mg, and compared
another similar cohort treated with placebo.
What they showed is that the patients [who]
were starting on the lenalidomide had a much
longer time to transfusion dependence and a
much longer time with normal hemoglobins
than those who were treated with placebo. So
this does indicate that there is an advantage in
pre-emptive treatment of these patients.

Another exciting development was the oral
azacitidine presentation. This trial had many
problems, especially with the population that
they chose. The population was a very, if I may
call it, high-risk end of low-risk MDS [3]. There
were patients who had transfusion dependent,
low-risk patients who have thrombocytopenia.
Indeed, this was a particularly poor risk group,
so much so that there was an increased

mortality during the screening period, so even
before we started treatment. But even so, this
trial showed that these patients had an
increased transfusion independence rate which
lasted for about 1 year when they were treated
with the oral azacitidine. So this could be a
promising new step in the future.

And again, the imetelstat data, which is a
telomerase inhibitor, also showed very promis-
ing results with a high rate of transfusion
independence in non-deletion 5q patients who
were transfusion dependent, and some of these
patients really went into complete remission
[4]. So in the low-risk group, I think we have
exciting new treatments. And all sorts of excit-
ing new ways of treating our patients, treating
them earlier and having pre-emptive responses.

The other side—and this sort of crosses over
also into the AML population—are the high-risk
patients. Now traditionally, these patients were
either candidates for transplant or not. And
those who were not candidates for transplant
generally were treated with a hypomethylating
agent. And for a long time, very little progress
was made in improving the prognosis of these
patients.

I think what was really exciting at this year’s
conference is that at least three new develop-
ments have come along which hold real pro-
mise for these patients. The first development is
venetoclax. Venetoclax has been tested both in
MDS and AML, so it’s transversal [applicable] to
both groups [5]. And in combination with
azacitidine, it has produced very impressive
response rates of up to 90% overall response
rates, which are durable, and which actually
overtake [increase] the survival of patients to
about 1 year. So this is a very exciting
development.

This is obviously an inhibition of apoptosis
and with a high transfusion independence rate.
So again, I think this will be very much there in
the future. And I think many people like us, in
Portugal, are starting to use this routinely for
high-risk MDS and for AML.

But the exciting new treatment options were
monoclonal antibodies. Magrolimab, which is
an anti-CD47 antibody which basically inhibits
that self-signal that leukemic cells have [6]. So
by using magrolimab, leukemic cells are not
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recognised to self, and therefore are attacked by
the immune system.

And this antibody was used in combination
with azacitidine, with a hypomethylating
agent, and this had very impressive response
rates; overall response rates of over 90%; 42%
complete remission rates; and an overall sur-
vival in the small group—this is a phase 1B, 33
patients—but even so, an overall survival which
was not reached in median. So this is very
promising after median follow-up with more
than a year.

Another very promising agent is pevonedis-
tat. This inhibits NEDD8. Again, NEDD8 is an
anti-apoptopic signal. So basically, we are again
increasing apoptosis and autophagy by using
pevonedistat. And again, we’ve got very
impressive response rates, over 80% overall
response rate, and very impressive overall sur-
vivals, with the combination of pevonedistat
and azacitidine having almost 2 years’ overall
survival compared to 1 year with azacitidine
alone [7]. And so these are two different agents
which really have improved the results on
azacitidine.

And finally, I’d like to highlight the results
with MBG-453. Again, used in both high-risk
MDS and AML. So these two areas really com-
plement each other. And so sabatolimab, which
is an anti-TIM-3 antibody, produced overall
response rate of 64%. But the attractive part is
that it inhibits TIM-3, and by inhibiting TIM-3,
it certainly stimulates apoptosis, but it also
stimulates activation of the immune system
against these cells [8].

So with all these new targets and all these
new agents, I think we’re really moving forward
to a much more targeted therapy era. And I
think this is what is really exciting in MDS and
in AML. We’re identifying molecular targets.
We’re identifying subgroups that respond better
to different treatments. And we’re having non-
chemotherapeutic options, which really favour
the population that we’re treating, which is
mainly elderly patients.

So I really hope that in the future, we’ll be
able to have some sort of algorithm by which
we identify specific characteristics of patients,
and they will have a much more personalized

treatment, much more efficacious and less toxic
than we can offer nowadays.

VG: You’ve mentioned about modelling, and
possibly algorithms, and it does point to the
potential for us to have sort of artificial intelli-
gence and the use of these algorithms really
overtaking morphology, which is currently the
gold standard for diagnosis. But taking over,
and possibly having AI and computer modelling
as the gold standard for diagnostics, but also
predicting treatment options for patients. Do
you think that’s an option?

AA: Absolutely. And along those lines, there
was an interesting paper presented at the con-
gress in which, using the same computer algo-
rithms, the Cleveland group looked at the
probability of response with different charac-
teristics. In this sense, they used several char-
acteristics of the disease to see whether patients
responded to azacitidine or not [9]. And I’m
sure the same strategy can be used to see whe-
ther patients will respond to these new agents.

I think artificial intelligence is very impor-
tant. We collect an enormous amount of data in
these trials. Not only molecular data, but clini-
cal data, side-effect data, and it’s very difficult to
manually be able to identify co-existing factors
that predict responses. So I think artificial
intelligence will go a long way to developing
algorithms that predict response, that identify
best treatments for which patients based on the
series, the multitude of data, that we can collect
easily from patients.

VG: That’s really interesting. And something
else as well, that I noticed from the conference,
was the US study group that showed that there
could arguably be no age cut-off for transplants
in older patients with MDS because they’ve
been shown to benefit from stem cell trans-
plantation [10]. And this can open up an addi-
tional treatment option for a group of patients
that are not frequently offered stem cell trans-
plants. Are you able to talk about that at all?

AA: Yeah, absolutely. And I think, again, that
is a very exciting development. You know, I
think, par and par with what we’ve had in terms
of developing novel treatment options with
more efficacy and with fewer serious side effects,
is the fact that we can improve the aggressive
treatment options as we’ve had with transplant.
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The current transplant is a reduced intensity, of
being able to use hyperidentical donors with
reasonable toxicity. And being able to use
transplant techniques with less toxicity of the
older population, combined with the fact that
we are able to induce responses in a much larger
proportion of population that we transplant, I
think will open up the door to a lot more
treatments. Because despite my inevitable ex-
citement at the new treatments, it is undeniable
that the survivals are still around 2 years. And
that, if you are a patient with 70, 75 years of
age, is not very long at all.

So if we are able to use these novel treat-
ments to induce deeper remissions and then to
use transplant to be able to effectively cure the
disease, I think we’ll be doing a huge service to
this population.

VG: Excellent. And then just speaking to that
as well, you mentioned before about the more
personalizing, the treatments that are really
looking at the specific mutations and treating
them, rather than the chemotherapies which
are the more traditional treatment options, but
they have very limited specificity for the dif-
ferent mutations when you stratify patients.
That’s going to definitely impact upon patient
quality of life, as well as overall survival. Would
you agree?

AA: Yes. I think the novel therapies have
huge advantage of being less toxic than inten-
sive chemotherapy. Now, I think we also must
be realistic and realize that intensive
chemotherapy will still have a place, and there
is a population, proportion of population, that
will benefit.

So despite our understandable excitement at
new therapies, and new targets, and new ways
of doing things, I also think that we need to
have a sober mind and realize that a lot of our
older treatments are still there, they’re still
available, and the patients will still benefit. The
important thing is to identify which patients
benefit the most from which treatments.

VG: Thank you so much, António, for
speaking with us today, and for taking us
through your round-up of the AML and MDS
highlights in the conference. I hope this will
have been really helpful for all of our listeners,
giving a great summary of the ASH conference.

Please look out for the other podcasts in this
ASH 2020 coverage collection.

You can listen to more podcasts by sub-
scribing to Adis Rapid? podcast with your pre-
ferred podcast provider. A full list of
declarations, including funding and all the dis-
closure statements, can also be found on the
journal website.

DIGITAL FEATURES

This article is published with digital features,
including a podcast video and audio file, to
facilitate understanding of the article. To view
digital features for this article go to https://doi.
org/10.6084/m9.figshare.14113457.
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