
Esther Schorr: Hi there, this is Esther Schorr and welcome to the ASH 2020 MPN Ask Me 
Anything program. This year, unlike years past, ASH is totally virtual, instead of 30,000 or 
40,000 hematologists and oncologists and researchers getting together all in one place, they're 
all gathering virtually. And so our coverage of all of the information that's relevant to patients is 
coming to you in this format. 

The goal of this particular live event is to be able to have an esteemed MPN doctor answer as 
many of your questions, some that have already been sent in and some that you may be able 
to... That you may send in during the course of this program and try to get a little bit of advice.  

This program is sponsored by Bristol Myers Squibb, and we very much appreciate their support. 
But as with all Patient Power programs, our sponsor has no editorial control over the content. 
What I'd like to do is introduce our wonderful expert today, Dr. Ruben Mesa, who has done 
many, many programs with us. Hello, Dr. Mesa, good to see you again. Thank you for being 
here. 

Dr. Mesa: Wonderful to be here, thank you. 

Esther Schorr: And so that everybody knows, Dr. Mesa is the Executive Director, the Mays 
Cancer Center, the UT Texas Health, San Antonio, MD Anderson Cancer Center. That is a 
mouthful, doctor, right? 

Dr. Mesa: A mouthful indeed. 

Esther Schorr: Yes. And, Dr. Mesa, you all should know, has more than 20 years of experience 
in MPN research. He is on the board of the MPN Education Foundation and he has run or has 
been involved in more than 70 clinical trials. Do you ever sleep, Dr. Mesa? 

Dr. Mesa: Well, I'm getting more sleep this ASH than usual, although it's sad for us not to be all 
present, in person, I do get the extra advantage of a bit more sleep than usual at ASH. And then 
I get a rare chance to actually see my son on his birthday, my son's birthday is today. 

Esther Schorr: Oh, happy birthday. 

Dr. Mesa: Thank you. And when you have an ASH baby, as a hematologist, you end up 
spending most of their birthdays away from them, so it's a rare treat. 

Esther Schorr: Well, I guess the pandemic is glad to oblige but that's a high price to pay for 
being there, but it's great you were there. Before we get started, just two quick things, if you're 
watching live, you can use the Q&A button at the bottom of your screen and our producer will do 
his best to get the questions to me. But I will tell you, right off the bat, many of you have already 
sent us questions and we're going to try to get to many of them.  

We got a lot, so we may not get to all of the live questions but certainly, as a follow-up to ASH, 
we'll have more opportunities to ask Dr. Mesa and other experts, to try to get all the questions 
answered. Let's get to it, here's the big question, Dr. Mesa, ASH is happening, what's the 
headline for MPN patients coming out of ASH this year? And are there some main themes 
around treatments, new treatments, new protocols? What can you tell us? 

Dr. Mesa: Well, what I can share with folks is that, a tremendous reason to be excited about the 
MPN data coming out of ASH. Although the pandemic has clearly had a huge impact on all of 
us, the efforts in science, scientific discovery and clinical trials continues to move forward at a 
rapid rate. This era has impacted us in many ways, one way is that I think it's also increased 
amongst many, MPN patients, many of you are well familiar with your disease, you have a very 
high degree of health literacy and data, even watching programs like Patient Power, you're 
incredibly well-informed. But it's an era where I think there's a much greater awareness about 
the value of clinical trials, in the general population. Because people are watching in real time, 
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learning about the clinical trials of the COVID vaccine or COVID therapies, or how new tests for 
COVID got approved, they're watching it in real time. 

This year, I can share, now I approach almost 30 years of caring for MPN patients, both in 
training and then as faculty. And increasingly, it's clear that there's really the pre-JAK era and 
the post-JAK era, in terms of scientific discovery, in terms of number of investigators focusing 
on MPNs, and now in terms of new therapies being developed. Truly, probably discussion of 20 
or more drugs that are being studied significantly in MPNs. With that I could say 10, that are 
very serious contenders with significant trials, many of them multiple trials, many of them now in 
phase three clinical trials. 

But that is a dramatic difference from where we were, but as we get into some of the discussion, 
we can help break up some of the different themes. Themes of drugs that might improve 
survival in myelofibrosis, themes in terms of drugs that we might add on to ruxolitinib (Jakafi), 
themes of additional JAK inhibitors, themes of drugs post-ruxolitinib, and themes of new drugs 
for polycythemia vera. These are probably five real treatment-related themes that are very 
relevant. 

Esther Schorr: Okay. I know there may be some people in our audience who might not have 
understood the reference of before JAK and after JAK, can you just clarify that one? 

Dr. Mesa: Of course. In 2005, one of the key genetic mutations involved with the process of 
having an MPN was discovered, the JAK2 V617F. And then multiple additional mutations after 
that, calreticulin and MPL as driver mutations and many other somatic mutations. Prior to that, 
we didn't truly know why MPNs were occurring and did not have anything nearly that concrete, 
to really link them together. I use the analogy, a mutation in JAK2, JAK2 is one of a series of 
control switches in the cells in the bone marrow, that tell cells when to grow and when to divide. 
It's like an on-off switch that's been turned on and somebody put a piece of duct tape over it, so 
that it can't be turned off.  

Because the normal process in health is that there are times that we're making new cells and 
there's times where that switch gets turned off, on-off, on-off. The body controls the number of 
cells we make very precisely, when we speak of mutations, frequently, it's about turning an on-
off signal to always be off. There are some other mutations we have that turn an important on 
signal, off. But in any case, it's about an important level of control that is malfunctioning. 

Esther Schorr: Okay. And that's helpful so I know, as we look at some of the other questions, 
some of the questions that have come in, we'll talk about some of those mutations, right? 

Dr. Mesa: Yeah. 

Esther Schorr: Okay. But before we get to those, let's talk about the elephant in the room, 
we're all in the midst of a pandemic and there is now, we know, overseas in the UK, they've just 
approved the Pfizer vaccine for initial use, and that seems to be the cavalry coming over the hill 
for us, either Pfizer and there are a few others. There was a question from someone in the UK 
who said that, the package leaflet for that vaccine includes a warning to talk to your doctor if you 
take blood clotting inhibiting medicine, and a lot of MPN patients take blood thinners. The crux 
of the question is, is this vaccine safe for people taking some blood thinner? Are there other 
concerns that MPN patients should have, in considering taking the vaccine or not taking the 
vaccines? 

Dr. Mesa: It's an excellent question. First, and we can get into some of the subsequent 
questions, other COVID-related questions of which I think there are many, but specifically as it 
regards to the vaccines. These vaccines are a little bit different than the vaccines we've had in 
the past. Most of the vaccines we've had in the past were either a live virus that we would inject 
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a small amount, not enough for you to get sick from, but enough for you to react to and develop 
an immune response. Obviously, the downside to those is that, if things go wrong, you get 
infected with the virus. 

We've had inactivated vaccines, where they took a virus and they did something to it so 
hopefully it cannot infect people, but they still have the virus as part of the process. The new 
vaccines are completely different, they have genetically engineered pieces of what look like the 
virus, and then inject those pieces as the vaccine so that your body's immune system can 
recognize what the virus looks like and create an immune response. But since it is just pieces, it 
does not have the ability to cause infection, because it's not the whole virus. It's like the trunk of 
a car but it doesn't have the motor, it's just a part. You can recognize the trunk but the motor is 
not there, the car's never going to go anywhere. 

Overall, the vaccines should be safe. I have specifically had these conversations with vaccine 
experts at the National Cancer Institute and others. Overall, particularly given the severity of the 
virus, I suspect that there's going to be almost no individual that we do not recommend get the 
vaccine. Different than other vaccines, given the importance of being protected and the 
relatively low risk of receiving the vaccine. Yes, you should probably talk to your doctor but your 
doctor should tell you that, "Yes, you should get the vaccine." 

In terms of side effects, most likely, like other vaccines, it's designed to develop an immune 
response so you likely will feel a little flu-ish when you get the vaccine, a little bit of soreness in 
the arm. I don't think that there's a major concern as it relates to blood thinners. Obviously, 
when people are on blood thinners and receive an injection, there is always the risk of a bump 
in the arm or bruising or other sorts of things. But overall, that should not be a major limitation. 

Esther Schorr: Okay. Just to follow on from that, we have patients at very different stages in 
their disease. Some people are about to start treatment, are in treatment, have finished 
treatment, is where you are in your treatment journey relevant, as far as during this pandemic 
and with the vaccines coming out? Is there some considerations related to, should you start 
treatment now, get a vaccine versus continuing with treatment and getting the vaccine on top of 
it? What's the thinking about the interaction between treating the disease, the underlying 
disease, and being concerned about building immunity to the virus. 

Dr. Mesa: Very good question. Let me give you a succinct, what do we know about COVID and 
MPNs? And I've been involved with a group with many other experts in the US and in Europe, 
that are put on the American Society of Hematology website. And you're welcome to go to that, 
that's a public website for our MPN-related recommendations that go to other physicians. At a 
high level, we believe that MPN patients, for the most part, are not at greater risk than the 
general population. Now, we don't want anyone getting the virus, as you clearly have heard, a 
healthy 25-year-old can get COVID, develop bad pneumonia and potentially it'd be life-
threatening. We don't want anybody getting the virus but it's not clear that MPN patients are 
getting the virus more frequently, than the general population. 

But there's a couple of important caveats. One, we have learned that one of the reasons that 
COVID makes people ill is that, it creates inflammation but it does increase the risk of 
developing blood clots. And that's something, as science has learned about this, one of the 
reasons, knock on wood, that the death rate with COVID is clearly lower now than it was in 
March, even though there's still way too many people dying from the disease, is they're using 
blood thinners in hospitalized patients. The new antiviral therapies are helping, steroids help, 
there's been a lot of advances in terms of better treating individuals with the disease, still, way 
too many people dying. 



But there is this increased risk of blood clots, so with MPN patients, that's a special area of 
consideration. We don't fully know but we do believe that, because of that risk of blood clots, it's 
not a period to be under-treating your MPN. If you're on Hydrea (hydroxyurea), if you're on 
interferon, if you're on anagrelide (Agrylin) or ruxolitinib or whatever, being on those therapies 
probably is helpful, in that having your counts be uncontrolled or having the disease be 
uncontrolled probably puts you at greater risk. If you have MF and you're not on a JAK inhibitor 
but should be, having the spleen be big, having the disease out of control, probably does you no 
favors as it relates to COVID. Likewise, if you stop your Hydrea and your platelets are a million 
and a half, that probably increases the risk of complications if you develop COVID. So, being on 
therapy, it's probably a good thing. 

A second thing we clearly have learned is that, if you are on a JAK inhibitor, abruptly stopping it 
in the setting of becoming ill with COVID is a bad idea, because the JAK inhibitors impact 
inflammation and by stopping a JAK inhibitor, inflammation can become uncontrolled or spiked. 
It was seen from our colleagues in Italy, who unfortunately had some of the worst experiences 
of the pandemic in the spring, that JAK inhibitors stopped abruptly in patients with myelofibrosis. 
In patients who were sick from COVID, stopping ruxolitinib was a bad idea, they clearly did 
significantly worse. 

Those are some important caveats, it's probably good to be on therapy, good to be staying in 
close contact with your doctor, whether it's through telemedicine or live visits, good control of 
the disease is important. The vaccine, because of the nature of the vaccine, likely does not 
change the decision-making regarding therapy. If you're on therapy, you should still be able to 
receive the vaccine. The question that's come up, if you already have COVID, should you still 
receive the vaccine? The answer to that is probably, yes, it's been felt to be safe and it may 
provide a better protection or incremental protection in your immune response against COVID, 
than even having had the virus earlier. Again, all of this, talk with your doctor but, overall, we are 
pretty much advising to vaccinate every living soul against this virus. 

Esther Schorr: Okay. Stay on your course of treatment and get your vaccine. 

Dr. Mesa: Get your vaccine, this is not the time to quibble, this is a fatal disease in way too 
many individuals and a vaccine that truly probably the greatest risk is a bit of a sore arm, it really 
should be a very simple decision. 

Esther Schorr: Okay. Let's move on from COVID for now, there were a whole range of 
questions from people so I'm going to start with one from Barry Goldman. And he said, "A 
couple of months ago, I was diagnosed with essential thrombocythemia, ET, and this week I 
found out that I have not one but two gene mutations." You had mentioned these two, JAK2 and 
CALR genes. And Barry knows that ET is rare and to have two gene mutations is even rarer, 
but his question is, having two mutations, is that going to change the course of his prognosis? 
Should it change the medication? I think in this context, how different is the treatment having 
just one of these mutations but now you have two? 

Dr. Mesa: Sure. One, MPN patients should view these diseases as not common diseases but 
not crazy rare. In aggregate, there's probably nearly half a million individuals in the United 
States with an MPN, with P vera and essential thrombocythemia being by far the largest two 
groups in there, with myelofibrosis being less common. This is in contrast with diseases that 
have 500 cases in the United States or a thousand cases, those are the ultra-rare diseases. But 
they're not common, it's not like the common cold by any means, but there are clearly many 
individuals out there and many people focusing on it without question. 

Now, at this point, we usually feel that individuals have the vast majority, one of the three driver 
mutations. A mutation in either JAK2 or calreticulin or MPL. There are some individuals, but very 
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uncommon, in which both have been found. Now, when both are found, the most likely situation 
is that some of the cells have the JAK2 and some of the cells have the calreticulin. If you think 
there's a hundred cells as opposed to... We look at a hundred cells, it's not that the hundred 
cells each have a mutation in JAK2 and CALR, it's possible that 40 of the cells have one and 60 
of the cells have the other. Or maybe 90 of them have one mutation and just one has one of the 
others, and it's more of a stray. Now, what does that mean in terms of treatment? Likely, we still 
end up treating it the same way. 

There's some subtle differences between CALR and JAK2-mutated patients but, in general, we 
have typically found if individuals in other diseases have more than one mutation, we typically 
take our advice regarding therapy based on the mutation that is more problematic. Likely would 
treat it more like JAK2-mutated ET, in terms of choosing therapy and things of that nature. But it 
does not mean that the disease is worse, it does not mean that the disease is more problematic, 
having those two does not necessarily mean that it's really that different than what other 
patients are experiencing. And again, it is possible that one is really the main mutation and the 
other one might be more of a red herring. 

Esther Schorr: Okay. Let me go down this rabbit hole just a little further, because we just got a 
very interesting question that goes the next step, which is, there is a patient who says that he 
has been diagnosed with both ET and PV. That's different than two mutations but two 
diagnoses? Is that rare? Is that possible? And what does that mean? 

Dr. Mesa: Well, ET, PV and MF do have features of overlap. I think if you have... In that setting, 
that individual really likely has P vera because the difference between ET and PV is very similar. 
You could think that there is a spectrum, but I sometimes use the geography analogy. If you live 
in North Dakota, let's say that that's PV, if you live in South Dakota, that's ET. There's 
differences as to how far North or South of that line you live, it may depend on your iron levels, it 
may depend if you have the JAK2 mutation, it may depend on gender, other things that can 
influence how much erythrocytosis or increase in the red blood cells that you have. And there 
are some people that are somewhere in the middle. 

But if they think you have both, what you likely really have, in all honesty, is P vera. Because the 
diagnosis of ET really only occurs by excluding PV. The moment that you have PV, it's not really 
a dramatically different disease. Again, think of this as a spectrum of really the same disease 
than a dramatically different disease. Some of my colleagues have really called away with these 
somewhat arbitrary silos, and said that, "If you have a JAK2-mutated MPN, it doesn't really 
matter which of those two labels we give you." 

It's really a question of, is it an earlier disease like ET and PV where the issues are high blood 
counts, risk of blood clots, symptoms but absence of scarring in the bone marrow, absence of 
enlargement of the spleen? Or is it a more advanced disease with features of myelofibrosis with 
big spleen, scarring in the bone marrow, weight loss, et cetera? I know it can cause great 
distress for individuals, "Is it ET versus PV? Is it both? I don't have one rare disease, I have two 
rare diseases." It's unfortunately more of just a terminology and explanation issue, than 
meaning that the disease is any different. One, you probably only have one disease and two, 
that disease is probably polycythemia vera. 

Esther Schorr: Okay. All right. Let's switch gears just a little bit. You talked about that one of 
the themes at ASH was that, there were new treatments for these different categories of MPNs. 
And one person wrote in and said, "What is the difference in the effectiveness of Pegasys 
versus," now this is one I'm not familiar with, "Ropeginterferon for PV patients? And do you 
expect ropeg to be approved for use for PV patients in the US? And if so, when?" You'll have to 
educate me, is ropeg a new one that is about to be approved? 
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Dr. Mesa: Interferons are a biological molecule that the body can make that does a range of 
different things. And the genetically engineered interferons can be used as a range of different 
therapies. PEGylation is adding a carbohydrate molecule onto interferon so, when they're 
injected, they last in the body longer because they sit and they only slowly leak into circulation. 
Pegasys is PEGylated interferon alpha-2a and it is produced by Roche and Genentech, its 
subsidiary Genentech. It's approved for hepatitis C but it's the main one that we have used, 
because it was commercially available, and that's the main one that's been used in many trials 
and many US patients. If they receive interferon, that's likely the one that they receive, but it's 
not approved for P vera. 

It's not to say it's not helpful for P vera, the companies who own the drug have never pursued 
the path to do the trials or do the work with the FDA, to get it formally approved. There are many 
things that we do that are helpful, that are not approved, approved is a very specific set of 
regulatory steps to go through. Ropegylated interferon is a different PEGylation, it's a slightly 
different molecule but with the same intent. It's produced by two companies, AOP, in Europe, 
and PharmaEssentia in Taiwan. And in the US, it's PharmaEssentia that has the rights to the 
drug in the US. 

There are studies and they were presented at ASH, showing the longer-term outcomes with 
ropegylated interferon in P vera, compared to hydroxyurea. And the data do look very favorable, 
in terms of ability to control the blood counts, improve the risk of blood clots or bleeding. In other 
studies, in low-risk PV, helped to improve symptoms. There is no trials yet that have directly 
compared or randomized people between Pegasys and ropegylated interferon. 

One very practical thing is that, if ropegylated interferon becomes approved, it would be 
approved for an MPN. One of the biggest differences is that the company sponsor is trying to go 
through these regulatory steps, to get it approved in P vera or in ET. Dr. Srdan Verstovsek and I 
are leading the global phase three study, looking at that agent in patients with ET, who have 
failed hydroxyurea and they're being randomized between that drug and anagrelide, and they 
can cross over to interferon after a period of time. 

It's a good drug, it is probably as good as Pegasys. Is it better? It's again, comparing two things 
that have not been compared directly, it's a bit like you're hearing about there are two vaccines, 
the Moderna vaccine and the Pfizer vaccine, and they both say they have 95% effectiveness. 
Can I say which one is better? I cannot, because until... If we randomize people. Now, in that 
circumstance, it may not make any sense to bother randomizing people between two very 
effective vaccines anyway. And likewise, there may not end up making sense to do a 
comparison trial between Pegasys and ropeg. Because with ropeg, you have a company who 
went through the steps and then there is an FDA-approved drug, it'll immediately become 
preferred because it's approved. Insurance companies much prefer to cover an approved drug, 
physicians would much rather prescribe an approved drug, if there's a good one. 

I think there likely would be studies in people who are on Pegasys, to see how well people 
transition from one drug to the other. It's not that we would switch people willy-nilly, but it likely 
would become the dominant interferon. But it's a very good takeaway because, again, the data 
looks very positive, they are working with both existing trial data and plan trials with the FDA, to 
try to obtain an approval. I don't know when that likely will be available in the United States, but 
certainly every effort is being made to try to do it so. 

Esther Schorr: Okay. Thank you. While you were talking, we're getting a lot of questions about 
PMF, primary myelofibrosis, would that be right? PMF? 

Dr. Mesa: Uh-huh. 



Esther Schorr: Okay. And the questions are really about, what are you seeing as the most 
favorable clinical trials that are happening for that particular stage of this disease? 

Dr. Mesa: First, as it relates to trials for myelofibrosis, largely we have found that the agents 
both in terms of being able to enroll in the studies and the outcomes, are basically equivalent for 
people with either primary, and primary is where myelofibrosis was the first disease you were 
diagnosed with. Or individuals who previously had ET or P vera, typically for many years, and 
then progressed into myelofibrosis. But almost without exception, anything we say about one 
drug is as valid in post-PV myelofibrosis as it is in primary myelofibrosis. 

There is a lot of research in the therapies for myelofibrosis and, overall, we see that we evaluate 
therapies in myelofibrosis because it's the most problematic, the need for our patients is the 
most significant and urgent. And then if they're favorable, then we then look at it in PV and ET. 
Let me break them into several category for folks. 

Esther Schorr: Right. 

Dr. Mesa: First, and as we as physicians think about trials, we think about the situation. It's not 
a trial for myelofibrosis, it's usually a specific situation within the disease based on timing, based 
on what you've had before, based on the severity of the disease. At a high level, ruxolitinib has 
been approved almost for 10 years, improving spleen symptoms and potentially survival, 
improving survival in patients with myelofibrosis. There was a nice abstract at this year's ASH 
from Dr. Verstovsek's Group at MD Anderson, showing that indeed the survival over the last 10 
years in MF, clearly better because of the drugs that we've had. It doesn't cure the disease but, 
clearly, people are living longer and I would not dispute that for one moment. 

Then in September of 2019, we got the second approved drug which is fedratinib (Inrebic), a 
very good drug, very good drug both in the front line and the second line. Second line meaning 
the second drug, the frontline is the first drug you get, second line is if the first drug is no longer 
working, if you have side effects from it, if the disease is progressive, you can consider to use a 
second. And that now approved with the trade name of Inrebic, but also can improve 
splenomegaly symptoms. It has slightly different side effects than ruxolitinib, maybe some 
diarrhea, one needs to monitor vitamin B1 but a very good drug. Both of those are approved 
and there is data but those are approved. And so if someone's not able to participate in a trial 
and has failed ruxolitinib, definitely, they should discuss fedratinib with their physicians. 

Now, in terms of trials, one, there's additional JAK inhibitors. There is pacritinib, which is 
particularly effective in individuals with very low blood counts, for what we're calling the myelo-
depleted phenotype, people with very low blood counts. It's safe to use if the platelets are low, 
improves spleen symptoms. They are actively working, in May, we'll have an FDA approval in 
2021. 

There was momelotinib, in addition to inhibiting JAK2, also inhibits another protein called 
ACVR1, that may help to improve anemia. That drug has helped improve spleen symptoms and 
anemia, and in data we presented at this year's ASH, may also help to improve survival. Also, 
very favorable and that is now in a study that Dr. Verstovsek and I are leading, called the 
MOMENTUM study. People with symptoms, have failed ruxolitinib and are anemic should 
definitely consider that trial, for those two other JAK inhibitors. 

Then, there were trials with an interesting agent called CPI-0610. It's from Constellation 
Pharmaceuticals that inhibits another one of these on-off switches called BET. There were three 
different scenarios where that drug is being looked at but that's a drug causing a fair amount of 
interest. One, adding it to ruxolitinib in patients who have not received ruxolitinib before. And 
that showed a greater level of response for spleen and symptoms than we've seen before. 
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That's very favorable, maybe as a new therapy, and that'll be opening up in my center as well as 
many others in a phase three. 

Second, adding it onto people that, they've been on ruxolitinb but the spleen is still a little big, 
they still have symptoms. We don't want to take them completely off ruxolitinb but we want to 
add another drug. Add the other drug, get another third of people to respond. Third, using it 
alone after ruxolitinb, some activity but probably better in the other two settings. Another parallel 
drug from AbbVie called navitoclax, similar, add onto ruxolitinb, a third of people, spleen and 
symptoms improve, very favorable. 

Some other drugs and another add-on drug is a drug called the luspatercept (Reblozyl), to help 
them improve anemia. Here you take people, MF, they have anemia, maybe they're on 
ruxolitinb, maybe they're not on ruxolitinb, it helps to improve anemia. Luspatercept is approved 
in hemoglobinopathies, it's approved in MDS. This may obtain a third approval, to help to 
improve anemia. Then there are some drugs for people who have failed ruxolitinib and are 
going on a different drug altogether. And in that category, there is a drug from a company called 
Imago Pharmaceuticals, with an LSD1 inhibitor, where they give them that drug. 

That trial is also open at my center and others and that's a helpful drug, in MF. And Dr. Kristen 
Pettit, a wonderful investigator from University of Michigan, presented that at ASH. Showing 
nice responses in spleen and symptoms as well as some improvements in some of the genetics 
of the disease. And then there's a drug from Geron called imetelstat, that we've discussed in MF 
before, that can improve spleen and symptoms but probably most interestingly, might help to 
improve survival in people who have come off of ruxolitinib and have more advanced disease. 

Esther Schorr: I need to ask you then, I know that one of the other things that happens with 
myelofibrosis is scarring of the bone marrow, which you mentioned earlier. Do any of these 
myriad of new potential drugs, do any of them, are they addressing that issue? Because you're 
talking about survival, and scarring and bone marrow is pretty serious, I mean, it can become 
very serious. Where does that fit? 

Dr. Mesa: When we try to judge how effective a drug is, you could think that there's three 
measuring sticks that we’re fairly comfortable with; improvement of spleen, improvement of 
symptoms, improvement of anemia, we monitor them, we know how to measure those. Then 
there are a couple that are investigational, we don't fully know how to best do it, we don't fully 
know how to interpret the data, but we think improving it is likely beneficial. And that includes 
both improvement in scarring and improvement in some of the genetic features of the disease. 
The JAK inhibitors can do that, some, the CPI-0610 can improve fibrosis, some. The navitoclax 
can do it as well, as well as the imetelstat and even the drug from Imago. 

Too early to know which of these impacts at the most, a little early to know whether changing 
the scarring is really one of the main goals, but something for us to track. I say that because 
there are individuals who sometimes are stable and have two plus fibrosis for a decade. And 
there are other individuals that have fatal disease, but it doesn't seem to be overly tied to the 
degree of scarring. I think there's more science ongoing in terms of, how do we better measure 
these things? And most importantly, what are the best ways of judging a drug's effectiveness, to 
predict those things that matter the most to patients? 

And I'd have to say, having spoken with so many of you over the years, the two key things are 
really, do you live longer? Do you live better? Ideally people would like both things to be 
addressed and is scarring or the allele burden a good way to predict either of those things? 
Maybe, but we'll learn more, I think, as these large trials continue to move forward. 

Esther Schorr: Well, it sounds like there are going to be a lot of treatment paths to choose 
from, which wasn't so true, not so many years ago. That's very encouraging, I would think. 
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Dr. Mesa: I think if you're a patient, what you want are options because all of you are not the 
same and the more options we have, the better off the situation will be for yourselves. There are 
many questions we've not answered yet, in terms of mix and matching many of these options or 
using them in sequence, or finding that there are certain groups of individuals, maybe we'll find 
that rare individual that has both CALR and JAK2, benefits from one of these drugs more than 
others. I think there's many more details we will learn. 

Our goal is to improve the concept of personalized medicine. And I think personalized medicine 
starts with seeing if there are clues from the genetics of your disease, to choose therapy. But it 
also means that a therapy matches your situation, the therapy that you understand and are 
comfortable taking, the therapy that agrees with you, in that we all have different ways that we 
tolerate or are able to take medications. All of you are clearly not the same, who are watching 
this webinar, whether now or in an archive form. The more options we have, really, the better off 
we are. 

Esther Schorr: Yes. It certainly sounds that way. There's no way that we could possibly get to 
all of the questions. I think in the course of your talking, over the last bit, you've probably 
answered a lot of them. But as we close, Dr. Mesa, is there anything else that you would like to 
share with the over a hundred MPN patients and their loved ones, that are on with us today? A 
message of hope, maybe? 

Dr. Mesa: I would be incredibly hopeful. One, I am very hopeful that, soon, the worst of the 
pandemic, hopefully, will be behind us and that we'll be, hopefully, protected and safe and all 
the tremendous impact this has had for so many in our society will be behind us. I know that it's 
been challenging for all of us and if you have a chronic disease like an MPN, even that much 
more stressful, particularly given all the uncertainty that has occurred. Clearly, all of that said, 
continued vigilance with the current recommendations and obtaining the vaccine, are crucial 
things. 

Second, know that there is an entire community of scientists, physicians, individuals in the 
pharmaceutical industry, folks like yourself, Esther and Andrew, whether working on the same 
mission, whether it's through education and communication, whether it's developing new 
therapies, whether it's individuals like myself who try to conduct clinical trials, to do better 
evaluate those medicines or trying to communicate with the physician world, in terms of how to 
use them, we all play a role but I'd be incredibly hopeful. 

Anyone who's on a medicine now and thinks, "Oh, I'm worried about what being on the same 
medicine, 20 years from now, is going to look like." If you take anything away from what I've 
shared with you, think it highly unlikely. The therapies that you'll be getting will continue to get 
better and they may be in combination, maybe there'll be able to be discontinued, who knows? 
But the future is bright but it's also very fluid. 

Esther Schorr: Thank you so much. I mean, if nothing else comes out of ASH, it is this 
message of hope that you're giving to patients and family. I want to thank you so very much, Dr. 
Ruben Mesa, for your always continued, not only optimism, but your dogged enthusiasm to 
bring all kinds of new treatments to the MPN community. I'd also like to thank all of you who 
have logged in today and asked questions, and we're just going to have to do at least five more 
programs with Dr. Mesa, in the next few months, to answer the rest of them. And I'd like to 
encourage those of you listening, to discuss with your doctor what you've learned today, and 
don't be shy about it. We'll have a transcript and a replay coming soon, to our website, so you 
can review it and talk to your medical team about it. 

Also, subscribe to our E-newsletter so you're always up to date on what programs we're doing, 
and you can follow Patient Power on Facebook, on Twitter, on Instagram. I think we're all over 



the place. And one other favor, please don't disconnect just yet, we have a very quick survey 
that follows when we end and what you tell us about how this program was, helps us to help you 
even better in the future. And my parting words other than, again, to thank Dr. Mesa is, to 
remember that knowledge can be the very best medicine of all. 

 


