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Introduction (00:04): For me, the most important thing is that relationship with the person 
that I'm fortunate to be able to take care of. And if they're telling me about side effects, 
then I first want to understand: Is this new? What's the temporal relationship? What 
medications are they on? Did they have potential side effects from that before? I want to 
understand what's going on in their life. And then, if there is a perceived side effect, then I 
want to end up understanding: Is it tolerable or intolerable? Right? What is the, kind of the, 
risk-benefit ratio that is present to them? And if the potential side effects outweigh that 
benefit, then there's a discussion about coming off the medication. I think it's very important 
that we listen to what people are telling us. 

Wendy Bohmfalk (00:43): In 2018, the first preventive medicine developed in recent years 
to treat migraine was launched in the marketplace and two others quickly followed. Hopes 
were high for calcitonin gene-related peptide inhibitors, or CGRPs, which seemed poised to 
change the migraine landscape. What are the findings after more than a year of using the 
new CGRP inhibitors? What are the real side effects? Does this mark the beginning of a new 
era of headache disorder treatments? To help us answer these questions and more is Dr. 
Brian Grosberg. Dr. Grosberg is the director of the Hartford Healthcare Headache Center and 
a professor of neurology at the University of Connecticut School of Medicine. He is a board-
certified neurologist and headache specialist who has received many awards and 
distinctions. While Dr. Grosberg has extensive experience with clinical trials research, 
another primary academic area of interest is headache-related education. He has either 
authored or coauthored more than 100 peer reviewed publications. Dr. Grosberg, welcome 
back to the Migraine World Summit. 

Dr. Grosberg (01:49): Thank you so much, Wendy. 

Wendy Bohmfalk (01:51): We have looked at the safety and efficacy of these treatments in 
clinical trials. How have the real world results matched up? 

Dr. Grosberg (01:59): It's been transformative. The people like myself who work at academic 
headache centers across the country and around the world ... the ability to be able to first, 
prescribe medications that were originally designed for migraine attack prevention is 
amazing because we can now understand and explain the mechanism by which these 
medications work. In addition, overall they have a very good safety profile on the vast 
majority of patients that are using them. They don't have a lot of drug-drug interactions, 
which makes them even safer to use if people are already on other medications for other 
medical conditions. The other important thing that people don't realize is adherence. Right? 
So we know from studies that only 17 to 20% of people with migraine are still adherent to 
migraine attack prevention at a year's time. So having a monthly injection that they can end 
up using — certainly we see in clinical practice, as well as studies, that helps support the use. 

Dr. Grosberg (02:56): That being said, it's the studies that have been done — the long-term 
studies — show both sustained efficacy and safety. It's going to be important for clinicians 
like myself and other clinicians around the world to listen to patients. Right? Even though 
they've been shown to be safe during studies, we still need to see real world experience, 
and if there are concerns, report that to the companies if there are perceived adverse 
effects. It's important to also know that many patients that we see with migraine, not all of 
them experience the same headache frequency, intensity, response to acute treatments, 
functionality from their headaches, degree of associated symptoms. So many of these 
people that we're seeing may not have used or responded to one or more preventive 
medications until now, or only have partial relief with the addition of these types of 
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medications. They're now noting improvement in frequency, intensity, responsiveness to 
acute treatments, better functionality, and greater way of life. So it's a home run, being able 
to end up adding a new class of medications to our armamentarium. 

Wendy Bohmfalk (04:02): That's great news. And so for those who have been waiting to try, 
I think I know the answer, but what would you say? 

Dr. Grosberg (04:07): So definitely I would end up looking to use one of these medications. I 
think some of the challenges are not the clinicians that want to end up prescribing them, but 
ultimately, what the insurance companies allow. 

Wendy Bohmfalk (04:18): And I'd like to talk about that a little bit more later. What 
percentage are getting relief that you've seen? 

Dr. Grosberg (04:25): That's a very difficult question we end up asking and answering, on my 
part. And the reason for that is, is because there's such a wide spectrum of patients. It's very 
difficult to end up saying what the response rate is because there's such a high degree of 
variability. One of my colleagues has looked at his one year data, particularly for people with 
chronic migraine, who were refractory to a number of treatments. And what he noted was 
50 to 60% of his patients who had chronic migraine that didn't respond, at least 30% or 
more of these people ended up achieving relief — which he defined as a reduction of 
moderate to severe headache attacks — by three months after using a CGRP monoclonal 
antibody. In my own experience, I'm not sure that number is as robust. But once again, 
bearing in mind that many people that wouldn't have these treatments, would be much less 
functional. And so the addition of these treatments has really ended up enhancing the 
benefit that millions of people living with migraine disease can now finally see. 

Wendy Bohmfalk (05:32): So still overall net positive. 

Dr. Grosberg (05:35): A net positive. 

Wendy Bohmfalk (05:35): I have heard the breakdown expressed as like a 30/30/30 
response rate or a 20/20/20 response rate with top responders and not responding. Do you 
see that in your practice? 

Dr. Grosberg (05:48): I'm not sure I can end up giving those percentages and the reason why 
is my view, and the view of other academic headache centers, are seeing patients who were 
very treatment refractory. So these are people who may have high frequency episodic 
migraine — not 15 days of headache per month, but kind of close to it. And those people 
with chronic migraine, who may have already tried and failed two or more preventive 
medications, and they may also have medical comorbidities or psychological comorbidities, 
or may be on a lot of medications. So it's hard to tease apart percentages. 

Wendy Bohmfalk (06:21): I get it. So that the patient population that you deal with is 
already kind of in a different spot. So the overall stats might be a little different than what 
you would show in your patient population. I have heard about, of course, super responders. 
And can you tell us a little bit about what that is? 

Dr. Grosberg (06:37): Sure. To first explain super responders, I want to let everybody know 
that the goal of migraine prevention is always being to provide at least a 50% reduction in 
the frequency of attacks. And so super responders refers to patients who achieve a 75% or 
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higher reduction in their mean monthly migraine attack days. Once again, this colleague that 
I was talking about, when he looked at his own subset of people with chronic migraine that 
didn't respond to preventive medications, that he found up to 15% of his patients who had 
chronic migraine were super responders. From my own experience and speaking with my 
colleagues, I don't think that percentage is as robust. But even if it's not, the idea that it may 
end up offering that type of benefit to some patients is just fantastic. 

Wendy Bohmfalk (07:25): I know. I'm so happy for them. That's wonderful. But you know 
again, like you said, that benefits continue beyond just that percentage, as well. So, have any 
of the therapies proved to be more effective than the other? I know that they work in two 
different ways. 

Dr. Grosberg (07:39): In my own experience, in speaking with colleagues, all of the 
medications in this class provide comparable benefit and efficacy. 

Wendy Bohmfalk (07:49): What would happen, or has anybody who looked at, if you took 
two of the types at the same time: one that blocked the protein and one that blocked out 
the receptor? 

Dr. Grosberg (07:58): So that's a good question. We don't know the answer to that, and I'm 
not sure we're going to find an answer to that. Probably because of cost as well, but I don't 
know the answer to that. 

Wendy Bohmfalk (08:09): OK. And you've touched on this, but what has been the impact in 
the headache space and would you use the word "transformative?" 

Dr. Grosberg (08:17): I think it is transformative and the reason why is, if you think about the 
wide spectrum of people who experience migraine, you have people who may be on one or 
more preventives and are getting partial relief, which is significant to them. You may have 
people who may be on either oral preventives or onabotulinumtoxinA like Botox and are 
seeing significant benefits, but need something else to kind of maximize their benefit; or 
that may not have responded at all, or had been poorly intolerant to medications. With the 
advent of this class of medications, these CGRP monoclonal antibodies, it really has moved 
the bar forward in allowing us, a headache specialist like myself, around the world to be able 
to deliver additional care where otherwise would not have been the case. 

Wendy Bohmfalk (09:08): That's great news for the migraine and headache community. It 
seems that we're moving more in the direction of individualized care. Is there a way that a 
doctor can determine which CGRP is going to be best for a particular patient? 

Dr. Grosberg (09:21): Unfortunately, not yet. It would be ideal if a biomarker could be 
developed to determine responsiveness or unresponsiveness to a CGRP inhibitor. Even more 
ideal would be if we can dissect it further to determine if they would respond to a CGRP 
inhibitor that binds to the receptor versus the CGRP ligand or protein itself. That doesn't 
exist today, but I do see that field burgeoning in the future. 

Wendy Bohmfalk (09:51): We do ask for questions and topics from our viewers, and in kind 
of a related question to that, Rachel asked, "We can run antibody tests for all sorts of things, 
so why not to see if a CGRP medication will be effective?" Is there some type of blood test? 
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Dr. Grosberg (10:06): So not right now. And that's a great question, Rachel. I think to 
Rachel's point, that's the importance of trying to determine biomarkers in the future to see 
if somebody would be at a higher likelihood of responding to a CGRP inhibitor. 

Wendy Bohmfalk (10:25): So maybe to come, hopefully. 

Dr. Grosberg (10:26): So hopefully it'll end up coming. 

Wendy Bohmfalk (10:28): Great. How long do you recommend that patients wait when 
they're trying one medication before potentially switching to another one? 

Dr. Grosberg (10:37): So this is a question I'm answering all day long, every day. And so, 
generally what I recommend is three to six months. In my own experience, I'll see by — if 
there's a response and what the response is — by two to three months. That generally will 
be more predictive of response at six months. However, there are people that I've seen that 
have not responded at two or three months who have gotten partial response and then 
have quote, "turned the corner," if you will, by four or more months. So that's why I usually 
say three to six months. 

Wendy Bohmfalk (11:08): And so for a person who is getting some relief from their 
symptoms but not full relief — you know, maybe just a couple of days are taken off a month 
— would you recommend that they continue to let that medication build or would you 
recommend switching to see if another one is more effective? 

Dr. Grosberg (11:26): So I actually have questions for that, because improvement tends to 
build with time. But the questions that I would want to know is: What symptoms have they 
had relief for? How profound has it been? What has that relief, that impact, been on their 
quality of life and functionality? So you want to kind of quantify that. If they're on a 
medication, how long have they been on it for? We'd also want to know what dose. Right? 
So if they're on erenumab or Aimovig, are they on 70 milligrams? And now they're asking 
about how long have they been on that for and do we escalate it to 140 milligrams? So there 
are multiple questions, that I have in my own mind, in trying to kind of frame the best 
answer. 

Wendy Bohmfalk (12:08): Right. So it sounds like you really just have to talk to the individual 
and understand their circumstances. This next question might be the same answer, but what 
or how much improvement can we reasonably expect? 

Dr. Grosberg (12:19): So I think that's highly variable, once again, depending on the patients 
that are sitting in front of us. For some people they may get no response because it's not 
going to work for every patient; for other people, they'll get a partial response. Whereas on 
the other side, it'll be completely miraculous. And so, even we, as physicians and headache 
specialists, don't sometimes know how to predict that response for that patient. 

Wendy Bohmfalk (12:47): Now, have you seen many cases where the CGRP inhibitor might 
stop working for some patients? 

Dr. Grosberg (12:53): So from the clinical trials, we know that there's sustained efficacy over 
lengthy periods of time. And certainly in clinical practice, we know that as well. There are 
very rare patients that I've seen who've told me that they've had benefit that may have, so 
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to speak, started to wean off or taper after several months of use. This is exceedingly rare. 
It's the exception rather than the norm. Yes. 

Wendy Bohmfalk (13:18): And if you're on one of the therapies where you can increase the 
dose, when would you recommend looking at doing that? Would that be a scenario 
potentially? 

Dr. Grosberg (13:25): Yes, so I think that's, once again, that's a tough question to answer. 
And I'm going to assume that the dose that you're talking about is the dose of erenumab or 
Aimovig, which is at 70 milligrams. One, I'd want to know how they're tolerating it and how 
long they've been on it. I'd also want to end up knowing a baseline of how often they're 
moving their bowels, right? So if thinking about there may be an increased potential for 
constipation, what is their normal bowel movements? What other medications are they on 
that maybe have the potential side effect of constipation? How much water are they 
drinking? Are they exercising regularly? All of these have impacts on bowel movements. So, 
that helps kind of frame the way that I have the discussion with them to try to figure out — 
should we increase the dose or not. 

Wendy Bohmfalk (14:11): So increasing the dose might also increase the side effects. 

Dr. Grosberg (14:13): So increasing the dose may increase the side effects and rarely, 
sometimes, these medications may exacerbate headaches. So it's rare. It's not the norm by 
any means. So that's why the conversation, I think, needs to be had. 

Wendy Bohmfalk (14:27): And I've heard two different answers to this. I'd love your 
thoughts: When do you recommend patients take the dose? Like on the same day each 
month or every 28 days? What's recommended? 

Dr. Grosberg (14:38): So, I think about human nature, right? Every person I'm seeing in front 
of me, I usually will tell them, to take it monthly, but they can take it up to a maximum of 28 
days. So it really depends on the person and how they would track it. Are they tracking it by 
their phone? Is it something they just remember to take on the first day of the month? So 
once again, telling them they can take it as soon as 28 days. 

Wendy Bohmfalk (15:01): Well, I don't know if it's real or not, but I do seem to feel the 
effects kind of wearing off for myself towards the end. And once I heard about the 28 day 
thing, I was like, "Maybe that would actually help, you know, cut down on some of that." 

Dr. Grosberg (15:12): So, that's an interesting observation that we see as well in headache 
practices. And it's not with every patient, but certainly just like with onabotulinumtoxinA, or 
what people know as Botox, that there sometimes can be a quote, "tapering off effect" 
before the next administration. I've had patients also note that they may end up having a 
tapering effect as they get closer to the next administration of the CGRP inhibitor. 

Wendy Bohmfalk (15:36): And with the quarterly injection, is it the same thing then? It 
might be best just to stick with kind of that same day of the month of the quarter? 

Dr. Grosberg (15:43): So usually — and for that, I'm assuming that you're talking about 
fremanezumab or Ajovy. Usually, for Ajovy, I'm not recommending a quarterly 
administration just out of concern for injection site reactions. 
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Wendy Bohmfalk (15:57): OK. And why ... would the quarterly one come with more injection 
site reactions? 

Dr. Grosberg (16:03): Well, you're giving three injections ... 

Wendy Bohmfalk (16:06): Oh, right. 

Dr. Grosberg (16:07): ... at the same time. 

Wendy Bohmfalk (16:07): Gotcha. Makes sense. And how long can we stay on these 
therapies? Is this indefinite or what are we thinking about that? 

Dr. Grosberg (16:14): So, I don't think anybody knows the answer to that. We know that 
people who are on preventive medications, as a general rule, we try to keep people on 
preventives for maybe six months to a year, relatively headache attack free, and then 
tapered them off. The challenge becomes is, that may be fine for people who have episodic 
migraine, low frequency. But for people who have high frequency and chronic migraine and 
because we're explaining that it's a neurological disorder or brain disorder, that they may 
need to be on medication therapy for life. So once again, I'm not sure that when these 
medications are instituted, at what point they could be taken off or if there's going to be 
recurrence of migraine attacks with stopping them. 

Wendy Bohmfalk (16:53): OK. So still to come? 

Dr. Grosberg (16:55): Yes. 

Wendy Bohmfalk (16:55): So let's move on to side effects. And this was probably where we 
got the most questions on this topic. With other preventives, and you mentioned this 
earlier, I think there's about an 80% rate of people stopping their medication at a year, due 
to side effects. Are we seeing that same percentage drop off with CGRPs? 

Dr. Grosberg (17:14): No, in the real world practice, now that we've seen them being out for 
a year, we've actually seen adherence has been much, much better. So that, for me, is a 
huge boon because ultimately if somebody is not taking their preventives, then it's much 
harder to get efficacy. 

Wendy Bohmfalk (17:32): Right. And another one of our viewers, Denise said, "I would like 
to hear more about the long-term side effects and efficacy of the CGRP drugs now that 
they've been on the market for over a year. And also, did the effects lessen over time?" 

Dr. Grosberg (17:48): So that's a great question, to Denise. And I think the best way that I 
can answer that is talking about the data and then clinical experience. So, for erenumab, or 
what people know as Amovig, there's been a five-year study that's looked at it for those 
living with episodic migraine. So that's the long-term data, and there's been what's called an 
interim analysis, so where they looked at data at the four-and-a-half-year mark. And for that 
four and a half years, they've shown both sustained efficacy as well as no increased 
incidence of side effects other than what was observed initially. For fremanezumab, or 
Ajovy, once again, what they found after a year's time, is that the potential ... the most 
common adverse effects was the injection site reactions in about a quarter to a third of 
people. So once again, with that potential but not in any way other significant adverse 



 

© Copyright Migraine World Summit 2020. All rights reserved. 8 

 

effects. And then similarly, for Emgality, or galcanezumab, once again, no new signal adverse 
effects. 

Dr. Grosberg (18:53): That being said, in real world practice, I will tell you that we do end up 
seeing constipation. There is an increased potential for constipation with Aimovig but that 
can be present; I hear that from other patients who are using other CGRP monoclonal 
antibodies as well. It's very hard to tease this apart because many of the patients that we 
care for in academic headache programs — and I don't know if Denise is one of those people 
who is seen in a program like that — many of the people that we're seeing have chronic 
migraine, refractory chronic migraine, who may be on multiple preventive medications and 
who would not even have met criteria to be able to be enrolled in these CGRP inhibitor 
studies. So trying to tease apart side effects that people hear about and ... certainly I have 
patients come in with their potential side effects and blogs. So I think it's going to be 
important to continue to monitor and report perceived side effects to the companies. 

Wendy Bohmfalk (19:59): Yes, that makes sense. And kind of along the same lines — and I 
understand that it can be complicated, there's many factors that go into it — but Shoshana 
does suggest that side effects are more common than doctors are telling us. And maybe for 
the reasons you just said, but are doctor sometimes reluctant to assign side effects? 

Dr. Grosberg (20:16): So I can't speak for all doctors. I can tell you that for me, the most 
important thing is that relationship with the person that I'm fortunate to be able to take 
care of. And if they're telling me about side effects, then I first want to understand: Is this 
new? What's the temporal relationship? What medications are they on? Did they have 
potential side effects from that before? I want to understand what's going on in their life. 

Dr. Grosberg (20:35): And then, if there is a perceived side effect, then I want to end up 
understanding: Is it tolerable or intolerable? Right? What is the, kind of the, risk-benefit 
ratio that is present to them? And if the potential side effects outweigh that benefit, then 
there's a discussion about coming off the medication. I think it's very important that we 
listen to what people are telling us. We can't make assumptions, right? We have data; we 
have clinical trial data, but at the same time, we're seeing patients. We're caring for them in 
the real world and some people have ... highly complicated medical histories. So we need to 
tease this apart. 

Wendy Bohmfalk (21:14): Yes. And you did mention, of course, constipation. And that was 
one noted in the clinical trials and I'm sure you said you're still seeing that. What is it about 
the therapies that lead to constipation? 

Dr. Grosberg (21:25): So, nobody knows specifically. There are postulated mechanisms. The 
CGRP has many effects in the body and you can end up having effects in the gastrointestinal 
system. So because of that, that may be one of the reasons why constipation may be a 
potential side effect. 

Wendy Bohmfalk (21:40): The other ones that are viewers suggested were hair loss, 
insomnia, potentially weight gain, neck pain — I mean there was a long list. Are those things 
that you're seeing as well? 

Dr. Grosberg (21:50): So, not the hair loss. Sometimes fatigue. Sometimes tiredness. Rarely 
have I had people tell me about mood changes. And so once again, I think it's important to 
listen to what people are saying and then to report the perceived side effects. 

https://www.rev.com/transcript-editor/Edit?token=A3SzWKzcIryTwiaIj7Qr4eyRxrUKxWQpijPU2bR85E42wHkvhgmL0PyzLB2WLZ5lffFUePddRxdiljknRFDQoIhZRPw&loadFrom=DocumentDeeplink&ts=1274.08
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Wendy Bohmfalk (22:08): Right? I've heard that people with migraine are sometimes more 
susceptible to side effects than other people in other disease states might be. Have you 
found that to be true, or is that correct? 

Dr. Grosberg (22:18): Yes, that is true, that people with migraine are generally more 
susceptible to potential side effects. Despite that, or I should say in spite of that, it's still very 
important that people like myself and other clinicians listen to what people are saying, hear 
them and understand it. Are they tolerable or intolerable? 

Wendy Bohmfalk (22:37): So it sounds like it really is just a matter of discussing with your 
doctor what's going on and really weighing, again, the cost-benefit and deciding, you know, 
what it's worth to you. 

Dr. Grosberg (22:46): Yes. Because it's important also to bear in mind — I want the viewers 
to know — that the vast majority of people who are using these medications are using them 
effectively and safely with no side effects, or minimal side effects at best. So, that's 
important to also bear in mind. 

Wendy Bohmfalk (23:04): Right. Because people are going to likely speak up more if they 
are having those side effects and not speak up if they're not as much. That certainly makes 
sense. Have there been any studies on the use of a CGRP inhibitor along with Botox at the 
same time? 

Dr. Grosberg (23:18): So I'm not familiar with any prospective studies, so studies going 
forward, looking at the combination. And it's clear to me and many of my colleagues at 
other academic headache centers around the United States and around the world, that in 
patients who respond to Botox and then have the addition of the CGRP monoclonal 
antibody or vice versa, clearly it significantly helps people, in a synergistic, additive fashion. 
Not for everybody, but for many people that I've treated, unfortunately, many of the 
insurance companies may be putting these patients at risk because they are not covering 
both Botox and a CGRP monoclonal antibody. And recently I've had two of my own patients, 
who were using both these treatments, and the insurance companies came back and said 
that they were going cover neither of them. So, once again, this is really an evolving problem 
that I'm hoping insurance companies could prevent putting patients at risk that would, once 
again, get significant benefit with the combination of these medications. 

Wendy Bohmfalk (24:32): I'd like to come back to that kind of access issue. I think that's a 
big one as well. You know, one of our viewers, Elizabeth says, "Aimovig has worked wonders 
for me, but why do I still need my preventive medications and my neuromodulation 
system?" With all those things, that she's still a mess. Really, in some cases do the CGRPs 
just kind of augment how you're doing? 

Dr. Grosberg (24:56): So, you know, I feel for Elizabeth, because I take care of many people 
who are in Elizabeth's situation. To answer that question, Elizabeth, responses to these 
medications are highly variable — understanding that, some people may get no response, 
other people may get a partial response. The goal of prevention, as I've said earlier, is to 
reduce the frequency of attacks by 50% or more. And so, in people who have high frequency 
episodic migraine or chronic migraine, they may get partial relief to one or more preventives 
and require something like a CGRP inhibitor, like Aimovig, to provide optimal relief. And so, 
that's part of the challenge that we face as practitioners, in trying to figure out what is the 
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best regimen, both medication and non-medication, to provide that multidisciplinary 
approach and optimize, someone like Elizabeth's, benefit. 

Wendy Bohmfalk (25:53): My doctors describe it to me as having more than one tool in your 
tool kit and you might need to have several tools in your toolkit. How has the efficacy of the 
CGRPs compared to other migraine preventives? 

Dr. Grosberg (26:05): So in the real world practice, that's difficult to answer. And the reason 
why is insurance companies require failure of at least two, if not three, preventive 
medications from different trials. So it's very hard to in real world practice to look at head-
to-head, if you will. 

Wendy Bohmfalk (26:24): And what about CGRPs' efficacy with other types of migraine? Are 
you seeing good results beyond just chronic migraine, or how is that been? 

Dr. Grosberg (26:33): So, the CGRP inhibitors are FDA approved for migraine with and 
without aura. And so clearly people are getting benefit whether they have with or without 
aura. I think to the question that you may be asking, and viewers may want to know is: What 
would the impact be on the actual aura per se? We don't know yet. Right? So the CGRP ... 
we know that there are potential neural and vascular connections between CGRP and the 
phenomenon of what's called cortical spreading depression, which is the underlying basis for 
aura that occurs in the central nervous system. And so, the CGRP inhibitors may have an 
impact on cortical spreading depression, which causes aura. We don't know yet in clinical 
practice what the impact is on the occurrence of aura per se. 

Wendy Bohmfalk (27:24): And what about other cognitive symptoms that go along with 
migraine? How do they affect them, whether it be brain fog or memory loss or something 
like that? 

Dr. Grosberg (27:33): So in my own experience — I can't speak for others — I have not seen 
profound benefit across the board with other associated features that people may describe 
in association with migraine. Certainly, some people will note benefit, but I can't tell you 
that it's been as profound as the impact that these medications have had on the pain and 
the other associated symptoms. 

Wendy Bohmfalk (27:56): Going back to types, two others that people wrote in about were 
vestibular migraine and then also post-traumatic headache or migraine. 

Dr. Grosberg (28:03): Sure. So I'm not familiar with any prospective studies for vestibular 
migraine, so that remains to be seen. In terms of post-concussion syndrome and post-
traumatic headache, those are things, conditions that are going to be looked at for CGRP 
inhibitors in the near future. 

Wendy Bohmfalk (28:24): OK. Let's go back to the access and cost issue. What is the criteria, 
in the U.S. anyway, to be eligible for the CGRPs? And you did speak to that a little bit. 

Dr. Grosberg (28:34): Yes. So the insurance companies in the United States generally require 
failure of at least two, if not three, preventive medications from three different classes that 
have been conventionally used, in order to allow prior authorization to receive one of these 
CGRP inhibitors. And I'm sure that's probably because of cost containment, not because of 
efficacy. 
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Wendy Bohmfalk (29:02): Right. Well, a new study found that individuals with eight plus 
attacks a month are equally disabled and should be considered chronic. Are these 
individuals having any trouble with insurance coverage? 

Dr. Grosberg (29:14): I'd like to tell you no. But, yes, even people with chronic migraine will 
have to have tried and failed at least three or more preventive medications from three 
different classes before getting allowance for our prior authorization to receive this Or 
people ... and when we think about insurance companies, there are many subdivisions 
within commercial plans. And so just because two people may have a particular type of 
insurance, doesn't mean that one may get it and the other one may not, for reasons that 
nobody really understands well. But that's the reason why a number of these companies 
that make the CGRP inhibitors have created a bridge program in order to allow people to be 
able to get these medications for up to a year, while insurance plans are still reviewing 
them. 

Wendy Bohmfalk (30:05): And just to go back to one other thing. You mentioned failing 
medications to be eligible, but what about a certain number of headache days then per 
month? Do you have to meet a threshold? 

Dr. Grosberg (30:13): So you don't have to meet it ... there's no stipulation of a particular 
threshold. The American Headache Society issued a position statement relatively recently on 
how to integrate these new treatments, let's say CGRP inhibitors, and focused on other 
things, too, into clinical practice. And the recommendations by the American Headache 
Society position statement were for people with high frequency and low frequency episodic 
migraine, that those people will have tried and failed or been poorly intolerant to two 
preventive medications from different classes. Once again, this may be out of quote "cost 
containment" to meet halfway, if you will, with the insurance companies. For chronic 
migraine, the American Headache Society position statement required a failure of two or 
more preventives, or failure of Botox, once again. And that requires generally at least failure 
of two or more preventives by insurance companies, in order to be able to use these 
medications. So, my hope — and both millions of patients worldwide and colleagues of mine 
around the world hope — that that will continue to end up improving, greater efficacy is 
seen for people who really need it, and that insurance companies will allow these 
medications without so many roadblocks. 

Wendy Bohmfalk (31:36): Yes, absolutely. So on that topic, Denise would like information on 
access cost issues for those on Medicare, Medicaid and commercial insurance coverage. Do 
you have experience with those, and how is it going so far? 

Dr. Grosberg (31:51): So, in discussions with prior authorization teams and my nurse, and 
our headache center and other people, what we find is that interestingly, for Medicare, 
Medicaid, it seems to end up being an easier process to get prior authorization. For some of 
the commercial insurance plans, depending on the subdivisions of plans, it may be easier if 
there's documentation that supports that people have tried and failed or been poorly 
intolerant to two or three preventive medications from different classes — once again, 
documenting, making sure that the notes document that in the plan so that if insurance 
companies come back, there is documentation to support it. What I also ask people to do is 
make sure they really keep detailed headache diaries, because then, if necessary, those can 
be submitted with an appeal letter to insurance companies to support what headaches were 
like before use, what headaches were like after use, looking at functionality. So I think that's 
very important, too. 
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Wendy Bohmfalk (33:01): I think that's a great point, because I think once you start to feel 
better, sometimes you drop off on your journaling about your headache or migraine attack 
days but it's really important, I think, to track your good days, as well. 

Dr. Grosberg (33:11): Yes. I mean we often think about headache diaries. Women get a 
diary, men get a log because it sounds more masculine — but we often think about diaries 
or logs to empower people to track the frequency. Nowadays, I find the added benefit is 
really to end up almost justifying the benefit of the medications that they're taking to 
insurance companies to continue that allowance for continued use. 

Wendy Bohmfalk (33:34): So keep up the headache diaries is the word on that. So you 
mentioned, of course we've gotten to the year, and we've had bridge programs to rely on 
and we have people taking, getting both Botox and CGRP. What are you finding now that's 
happening with insurance coverage for people who perhaps want to continue with both 
therapies or even just continue with the CGRP? 

Dr. Grosberg (33:55): So, to answer those questions, to continue with one therapy, with just 
the CGRP inhibitor alone — whether it's Aimovig, Emgality or Ajovy — that continued 
benefit and the use of the diaries is very helpful for supporting the continued ability in order 
to receive that medication. Where the challenge is really being faced now, is to be able to, 
for those patients who clearly are getting significant benefit from the combination of the 
CGRP inhibitors and Botox, that is really a roadblock. That is a big problem that I see. Once 
again, bearing in mind that chronic migraine affects, according to the American Migraine 
Prevalence and Prevention Study, about 1% of the US population. So that translates to 
several million people living with chronic migraine in the United States. That population far 
outstrips the supply of people living with headache disorders in the U.S., And I'm sure it's 
similar around the world as well. 

Dr. Grosberg (34:54): And so when you have patients like that who require, in order to 
maximally optimize their prevention, the use of Botox and a CGRP inhibitor, and then to be 
told that insurance companies won't pay for that out of concern for cost constraints, that's 
an issue. And that's a real concern. 

Dr. Grosberg (35:12): Another concern is if somebody is on, let's say one CGRP monoclonal 
antibody, and then is being told by their insurance company that that's not the preferred 
one that they would want to give — that their relationships may be with what are called 
pharmacy benefit management plans, actually look at two other CGRP monoclonal 
antibodies that they quote "prefer," for reasons that I'm not sure I understand or my 
colleagues around the world understand because there are no head-to-head studies looking 
at these CGRP inhibitors. So I'm not sure why the preference would be given to two. And 
that's a concern also. Not that patients wouldn't get it if they have to switch from one, but 
why should people have to switch in the first place, if they already know that they have 
sustained efficacy, and benefit, and tolerability? 

Wendy Bohmfalk (35:57): And I've tried two myself and I definitely felt more side effects 
with one than another, so I would hate to be told I had to switch back. 

Dr. Grosberg (36:05): Right. And this, unfortunately, is what we're seeing nowadays. 

Wendy Bohmfalk (36:09): So, what about in other countries, too? I know that some 
countries have denied coverage of the CGRPs. Can you speak to that? 
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Dr. Grosberg (36:17): I can't because I'm only practicing in the United States, but I have 
heard from colleagues that ... they face issues as well. 

Wendy Bohmfalk (36:25): Yes, we've heard that too from our audience that's global. And I 
know that, again, it probably helps: the advocacy part of it, the keeping the diary part of it — 
all those things are hopefully evidence and help. 

Dr. Grosberg (36:37): I think the other things that I would think about — maybe it's not 
looked at so much in the United States with commercial insurances as it is outside the 
United States — but understanding the impact and the economic impact. So for those 
patients who maybe have urgent care visits, who may have emergency room visits, holding 
onto those bills or receipts with the cost, and then submitting that to kind of portray the 
picture of what migraine may look like off the medications. I think that, coupled with the 
diaries, is very important to try to end up getting access to those medications. 

Wendy Bohmfalk (37:15): That's a great suggestion. I think along with people who've had to 
quit their jobs and there can be all different kinds of economic impacts though. Great 
suggestion there. 

Dr. Grosberg (37:23): Thank you. 

Wendy Bohmfalk (37:24): Well, what's to come? So we've had some success already. It's ... 
this is a great time, I think, with lots of new things coming. Can you speak to that briefly? 

Dr. Grosberg (37:32): This is a very exciting time. I mean, unfortunately there's no cure for 
migraine disease, but each of these additions to the armamentarium allows us to offer 
patients more and more relief. And so, when you ask about what's to come, there are small 
CGRP molecules; what are called gepants, that are being looked at for abortive treatment of 
migraine. There is another CGRP, a large CGRP monoclonal antibody known as eptinezumab, 
that is administered through an infusion that it also is being looked at for prevention of 
migraine. So these three medications alone are currently seeking FDA approval in the United 
States. So that's very, very exciting. 

Wendy Bohmfalk (38:17): And I've heard low side effect profiles in many cases and so 
there's hope out there, even if you haven't responded to some of the current therapies. 

Dr. Grosberg (38:23): 100%. There was a new ditan (lasmiditan) that was just FDA approved 
that will be available on market per se. Yes. 

Wendy Bohmfalk (38:32): Do you think, too, the momentum with this will just have, 
perhaps, will have even more attention and awareness, and even more coming through the 
pipeline? 

Dr. Grosberg (38:39): So that's the hope, right? That with the advent of these new 
medications coming on the market, that that will not only afford greater improvement and 
functionality to the many millions of people who suffer from migraine worldwide, but also 
allow headache specialists and clinicians around the world to be able to provide that relief. 
So yes, it's exciting. 

Wendy Bohmfalk (39:05): Good. It's a probably a good position for you to be in, too. That's 
great. Well, are there any final thoughts you would like to share with us today? 
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Dr. Grosberg (39:13): No. That it just ... once again, I and my colleagues around the world, 
who are headache specialists are very fortunate to be able to take care of the millions of 
people living with migraine worldwide who suffer. And once again, understanding that 
migraine is a very complicated neurological disorder, and it's not a one-size-fits-all approach. 
So with the advent of these medications — both that are on the market, hopefully those 
that will end up coming to market — that will enable us to provide better relief, which is 
really transformative. 

Wendy Bohmfalk (39:43): Well, on behalf of the migraine community of patients, we're 
thankful to you for the work that you do. Is there a way that we can follow the work that 
you're doing or follow you? 

Dr. Grosberg (39:52): Sure. People can end up going on the Hartford Healthcare Headache 
Center and just look on our website. 

Wendy Bohmfalk (39:59): Great. And we'll provide that link under your show notes. So 
thank you, Dr. Grosberg. Thank you so much for joining us today on the Migraine World 
Summit. 

Dr. Grosberg (40:07): Thank you very much. It's been a pleasure. 
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