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Purpose: This study compared the efficacy, tolerability, and safety of rimegepant 75 mg oral tablet — a small molecule calcitonin-gene
receptor peptide (CGRP) receptor antagonist — with placebo in the acute treatment of migraine.

Methods: This double-blind, randomized, placebo-controlled trial enrolled adults aged >18 years with at least a 1-year history of
migraine. Participants randomized to rimegepant 75 mg oral tablet or placebo treated a single migraine attack of moderate or severe
pain intensity. The coprimary endpoints, pain freedom and freedom from the most bothersome symptom ([MBS] nausea, photophobia,
or phonophobia) at 2 hours postdose, were evaluated using Mantel-Haenszel risk estimation.

Results: Of the 1485 participants enrolled, 1162 (78.2%) were randomized to rimegepant (n = 582) or placebo (n = 580). Most
participants (85.5%) were female; the population had a mean (SD) age of 41.6 (12.2) years and a history of 4.7 (1.8) migraine attacks
per month. At 2 hours postdose, rimegepant-treated participants had higher pain freedom rates (19.2% [104/543] vs 14.2% [77/541];
risk difference 4.9; 95% confidence interval [CI] 0.5 to 9.3; P=0.0298) and MBS freedom rates (36.6% [199/543] vs 27.7% [150/541];
risk difference 8.9; 95% CI 3.4 to 14.4; P=0.0016) than placebo-treated participants. Rimegepant-treated participants also had higher
rates of pain relief (56.0% [304/543] vs 45.7% [247/541]; risk difference 10.3; 95% CI 4.4 to 16.2, P=0.0006) at 2 hours postdose. The
most common adverse events were nausea (0.9% [5/546] vs 1.1% [6/549]) and dizziness (0.7% [4/546] vs 0.4% [2/549]). No signal of
drug-induced liver injury due to rimegepant was identified.

Conclusion: Rimegepant 75 mg oral tablet was effective in the acute treatment of migraine. Tolerability and safety were similar to
placebo, with no evidence of hepatotoxicity.

Trial Registration: Clinicaltrials.gov Identifier: NCT03235479.

Plain Language Summary: Researchers wanted to know if rimegepant 75 mg is effective and safe for the acute treatment of
migraine. They gave half the participants rimegepant and half placebo and waited 2 hours. Then, they measured the percentages of
participants whose headache and most bothersome migraine symptom besides pain (nausea, sensitivity to light or sound) were gone.
They also measured side effects to make sure rimegepant is safe.

The study included 1084 adults with migraine, 927 (86%) of whom were women. Two hours after taking the medicine: pain freedom was
19% with rimegepant and 14% with placebo. Freedom from the most bothersome symptom was 37% with rimegepant and 28% with
placebo. Pain relief rates, defined as the transition from moderate or severe pain to pain that was mild or absent, occurred in 56% with
rimegepant and 46% with placebo. The most common side effects were nausea and dizziness, which affected fewer than 1% of rimegepant
patients. Rimegepant 75 mg was more effective than placebo for migraine, with similar tolerability and safety.
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Introduction

Migraine is a chronic neurologic disorder characterized by episodic attacks of headache, nausea and/or vomiting, and
sensitivity to light and/or sound.' Migraine affects more than 1 billion people worldwide, with risk highest among
working-age women.> As the leading cause of disability in people younger than age 50,® migraine is increasingly
recognized as an important public health problem that places a substantial burden on individuals and families and
presents an ongoing challenge to medical professionals, employers, and health systems.

In the acute treatment of adults with migraine, the utility of the most widely prescribed guidelines- and consensus-
recommended treatments, such as nonsteroidal anti-inflammatory drugs (NSAIDs) and serotonin 5-HT;g,p receptor
agonists (triptans),* ’ is limited by insufficient response, cardiovascular and gastrointestinal safety issues, and the risk of
medication-overuse headache.®!' These limitations, well-known sources of dissatisfaction with acute treatment,'? !>
have created a longstanding need for alternatives. Acute treatments that target the calcitonin gene-related peptide (CGRP)
receptor have emerged as an important approach to addressing these needs.’

Rimegepant is an orally administered small-molecule CGRP receptor antagonist indicated for the acute treatment of
migraine and the preventive treatment of episodic migraine.'® This study was part of the Phase 3 development program that
demonstrated the efficacy and safety of rimegepant 75 mg for the acute treatment of migraine.'’ 2 Its rationale was the
observation that rimegepant 75 mg was more effective than placebo on the 2-hour pain freedom endpoint (31.4% vs 15.3%,
P=0.002), with good safety and tolerability in a Phase 2b dose-ranging trial.*'
a single dose of rimegepant 75 mg oral tablet would be more effective than placebo in the acute treatment of migraine, and that

Based on those results, it was hypothesized that

rimegepant and placebo would have similar safety and tolerability profiles. The objective of this study was to compare the
efficacy, tolerability, and safety of rimegepant 75 mg tablet with placebo in the acute treatment of migraine.

Methods
Ethics

This study was conducted in accordance with the principles of the Guidelines for Good Clinical Practice, the Declaration
of Helsinki, and all applicable local regulations. The protocol was approved by independent ethics committees and/or
institutional review boards at each study center. Participants provided written informed consent when they were screened.
The study was prospectively registered at clinicaltrials.gov (Identifier: NCT03235479).

Design

This was a double-blind, randomized, multicenter, outpatient Phase 3 evaluation of the safety and efficacy of a single
75 mg dose of rimegepant versus placebo in the acute treatment of moderate-to-severe migraine. The study lasted
approximately 11 weeks, including a screening period of 3 to 28 days, an acute treatment phase of up to 45 days, and an
end-of-treatment visit 7 days after the administration of the study medication.

All screened participants were entered into an interactive web response system. After undergoing all screening
procedures, participants returned to study centers within 3 to 28 days of signing informed consent. They were
randomized to blinded study treatment and given an electronic diary (eDiary). Study personnel instructed participants
on the proper use of the eDiary and ensured proper understanding and use of the tool before participants left the office.

Participants were given a single dose of study medication — rimegepant 75 mg oral tablet or matching placebo — and
instructed to treat a migraine attack of moderate or severe pain intensity with study medication immediately after answering
eDiary questions about their current pain and symptoms and identifying their currently most bothersome symptom (MBS)
from among the migraine-associated symptoms of phonophobia, photophobia, and nausea. Pain intensity level, the presence or
absence of migraine-associated symptoms, and functional disability level were assessed immediately before dosing and at 15,
30, 45, 60, and 90 minutes and at 2, 3, 4, 6, 8, 24, and 48 hours postdose. Pain intensity level was assessed on a 4-point rating
scale (none, mild, moderate, or severe), and functional disability level was also assessed on a 4-point rating scale (normal,
mildly impaired, severely impaired, or requires bedrest). Participants were instructed to not take other acute migraine
medication before taking study medication and to not take rescue medication at or before 2 hours postdose. Participants
also completed questionnaires about migraine-specific quality-of-life?® and preference of medication 24 hours postdose.

2432 https: Journal of Pain Research 2024:17

Dove!


https://www.dovepress.com
https://www.dovepress.com

Dove Lipton et al

Participants who treated a migraine attack of moderate or severe pain intensity within 45 days of randomization were
instructed to return to the study site within 7 days (plus 2 days if necessary) of the treated migraine attack for review of
the eDiary, assessment of medication compliance, and monitoring of tolerability and safety. Participants who had not
experienced a migraine attack of moderate or severe pain intensity within 45 days of randomization were terminated and
instructed to return unused study medication and the eDiary to the study center.

Participants

The trial population included males and females aged 18 years and older who had migraine with or without aura according to the
criteria of the International Classification of Headache Disorders, 3™ Edition, beta version;> a 1-year history of attacks lasting
about 4 to 72 hours if untreated, with the age of onset prior to 50 years of age; at least 2 and not more than 8 migraine attacks of
moderate or severe intensity per month, as well as fewer than 15 days with migraine or nonmigraine headache within the last 3
months. Participants had to be able to distinguish migraine attacks from attacks of tension-type and cluster headache, and those
taking preventive migraine medication had to be on a stable dose for at least 3 months before study entry. If they met all other
criteria for inclusion, participants with contraindications to triptans could be included. Females of childbearing potential and
nonsterile males could participate if they were using 2 acceptable methods of contraception to avoid pregnancy throughout the
study; the 2 methods had to include 1 barrier method (eg, condom with spermicidal gel, intrauterine devices, cervical cap, etc.) and
1 other method that could include oral contraceptives or another barrier method. Females also had to have a negative serum or
urine pregnancy test (minimum sensitivity 25 IU/L or equivalent units of human chorionic gonadotropin) at baseline and could not
be breastfeeding.

Participants were excluded if they had any medical condition that might interfere with study assessments of efficacy
and safety or expose them to undue risk of a significant adverse event (AE). Participants were also excluded if they had
been treated for or showed evidence of alcohol or drug abuse within the past 12 months; had a history of drug or other
allergy that made them unsuitable for participation; or had electrocardiogram or laboratory test findings that raised safety
or tolerability concerns. Complete criteria for exclusion from the study are available in the study protocol (https://classic.
clinicaltrials.gov/ProvidedDocs/79/NCT03235479/Prot_000.pdf).

Randomization and Blinding

Participants were randomized in a 1:1 ratio via an interactive web-response system to rimegepant 75 mg oral tablet or placebo for
treatment of a single migraine attack of moderate-to-severe pain intensity. Randomization was stratified by the use of preventive
migraine medication at randomization (yes or no). All participants, investigators, and study personnel were blinded to treatment
assignments.

Outcomes

The coprimary efficacy endpoints were pain freedom and freedom from the MBS associated with migraine (ie,
phonophobia, photophobia, or nausea) at 2 hours postdose. Pain freedom was assessed using the percentage of evaluable
participants who reported pain intensity of none at 2 hours postdose. Freedom from the MBS was assessed using the
percentage of evaluable participants who reported MBS before dosing and the absence of the MBS at 2 hours postdose.

Secondary efficacy endpoints were specified in the protocol to be tested hierarchically in the following order:
photophobia freedom at 2 hours postdose; phonophobia freedom at 2 hours postdose; pain relief at 2 hours postdose;
nausea freedom at 2 hours postdose; rescue medication use within 24 hours postdose; sustained pain freedom and
sustained pain relief from 2 to 24 hours postdose; sustained pain freedom and sustained pain relief from 2 to 48 hours
postdose; pain relapse from 2 to 48 hours postdose; and ability to function normally at 2 hours postdose.

Freedom from photophobia, phonophobia, and nausea was assessed using the percentage of participants reporting the absence
ofthe symptom at 2 hours postdose in the subset of participants who experienced the symptom at the time of dosing. Pain relief at 2
hours postdose was assessed using the percentage of participants reporting pain intensity of none or mild at 2 hours postdose.
Rescue medication use within 24 hours postdose was assessed using the percentage of participants who took rescue medication
within 24 hours of the administration of study medication. Sustained pain freedom from 2 to 24 hours and from 2 to 48 hours
postdose was assessed using the percentage of participants reporting pain intensities of none at all time points in the time periods of
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interest. Sustained pain relief from 2 to 24 hours and from 2 to 48 hours postdose was assessed using the percentage of participants
reporting pain intensities of none or mild at all time points in the time periods of interest. Pain relapse was assessed using the
percentage of participants reporting pain intensity of mild, moderate, or severe at any time point after 2 hours through 48 hours
postdose in the subset of participants with pain freedom at 2 hours postdose. Ability to function normally at 2 hours postdose was
assessed using the percentage of participants reporting functional disability level of normal at 2 hours postdose.

Safety and tolerability assessments included AEs, serious AEs (SAEs), electrocardiography, vital signs, physical
measurements, routine laboratory tests, the Shechan Suicidality Tracking Scale,** preference of medication, and the
Migraine-Specific Quality of Life Questionnaire.*

Statistical Analysis

Sample Size

Sample size requirements were calculated based on the assumption that approximately 90% of the 600 participants randomized to
each treatment group would treat a migraine attack in the allotted time period, resulting in approximately 550 participants per
group. The results from a previous Phase 2b study”' suggested that 550 participants would provide more than 95% power to
detect a difference between rimegepant and placebo on each of the coprimary efficacy endpoints, assuming a 2-sided alpha level
of 0.05, pain freedom at 2 hours postdose response rates of 29.7% and 15.2%, respectively, for rimegepant 75 mg and placebo,
and MBS freedom at 2 hours postdose response rates of 34.6% and 19.6%, respectively, for rimegepant 75 mg and placebo.
Having at least 95% power on each coprimary endpoint provides at least 90% power to detect a difference on both endpoints
jointly. The protocol was amended before database lock and unblinding to increase the sample size from 425 to 600 participants
randomized to each treatment group, and to revise the hierarchical testing order of the secondary endpoints.

Efficacy

Efficacy analyses were performed using the analysis set of modified intent-to-treat (mITT) participants, consisting of
randomized participants who were treated with study medication, had a migraine attack of moderate or severe pain intensity
at the time of dosing, and provided at least 1 postdose efficacy measurement. Rimegepant was tested for superiority to placebo
at the 2-sided alpha level of 0.05 on pain freedom and MBS freedom at 2 hours postdose. Because these were coprimary
endpoints, and significance on both endpoints was required for success, no alpha-level adjustment was required. Both
endpoints were evaluated using Mantel-Haenszel risk estimation with stratification by the use of preventive migraine
medication at randomization (yes or no). Secondary efficacy endpoints were assessed using the same method.

To control the type I statistical error rate at 0.05, a hierarchical gate-keeping procedure was employed.? First, the
coprimary endpoints were tested at a 2-sided alpha level of 0.05. If the tests for both coprimary endpoints were
significant, then the secondary endpoints were tested sequentially, each at a 2-sided alpha level of 0.05, in the order
specified in the protocol (see Outcomes section). Thus, a secondary efficacy endpoint was tested only if the preceding
secondary endpoint in the hierarchy was determined to be significant (ie, p-value <0.05). If a test in the hierarchy was not
significant, then any further tests on secondary endpoints in the sequence had nominal p-values presented only for
descriptive purposes. Results are presented in the sequence in which they were evaluated.

For coprimary and secondary endpoints evaluated at 2 hours postdose, participants with missing data at 2 hours postdose were
imputed as failures. For the secondary endpoints of sustained pain relief, sustained pain freedom, and pain relapse, participants
with missing pain intensity at 2, 24, or 48 hours postdose, or more than 1 time point from 2 to 48 hours postdose were imputed as
failures. For all endpoints except the secondary endpoint of rescue medication use within 24 hours postdose, participants who
used rescue medication at or before the time point(s) of interest defining the endpoint were considered failures.

Safety

Safety analyses were performed using the analysis set of enrolled participants who received at least 1 dose of study
medication. Safety assessment included evaluation of AEs, laboratory values, vital signs, and electrocardiography. AEs
were coded using the Medical Dictionary for Regulatory Activities, version 20.0, and on-study AEs were defined as those

with onset date on or after the randomization date.
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Results

Participants

Fifty study centers in the United States participated. The duration of the study was 193 days; the first participant began
the study on 18 July 2017, and the last participant completed the study on 26 January 2018. In total, 1162 participants
were randomized to rimegepant (n = 582) or placebo (n = 580), 1095 were treated with rimegepant (n = 546) or placebo
(n = 549), and 1084 were evaluated for efficacy (rimegepant n = 543, placebo n = 541) (Figure 1). Baseline demographic
and clinical characteristics were consistent between the rimegepant and placebo groups (Table 1). Most participants
(85.5%) were female, and the population reported a mean (standard deviation [SD]) age of 41.6 (12.2) years, a history of
4.7 (1.8) attacks per month, and an average duration of untreated attacks of 29.8 (21.7) hours. Historically, the MBS was

[ Enroliment ] | Assessed for eligibility (n=1485)

Excluded (n=323)

* Inclusion/exclusion criteria (n=270)
» Scheduling issues (n=1)

+ Lost to follow-up (n=21)

Physician decision (n=6)
Pregnancy (n=1)

Protocol deviation (n=1)

Entered twice inadvertently (n=1)
Withdrawal by patient (n=20)

+ Other (n=2)

A 4

| Randomized (n=1162) |

[ Allocation ] v
Allocated to rimegepant (n=582) Allocated to placebo (n=580)
* Received rimegepant (n=546) * Received placebo (n=549)
» Did not receive rimegepant (n=36) » Did not receive placebo (n=31)
- Lost to follow-up (n=4) - Lost to follow-up (n=4)
- No qualifying attack (n=23) - No qualifying attack (n=16)
- Pregnancy (n=1) - Pregnancy (n=0)
- Protocol deviation (n=1) - Protocol deviation (n=3)
- Technical problems (n=3) - Technical problems (n=2)
- Withdrawal by patient (n=1) - Withdrawal by patient (n=1)
- Other (n=3) - Other (n=5)
v [ Follow-Up 1 \
Completed acute phase (n=541) Completed acute phase (n=540)
Discontinued rimegepant (n=5) Discontinued placebo (n=9)
* Lost to follow-up (n=4) * Lost to follow-up (n=7)
» No qualifying attack (n=0) » No qualifying attack (n=1)
« Withdrawal by patient (n=1) » Withdrawal by patient (n=1)
y [ Analysis ] v
Analyzed Analyzed
+ Safety (n=546) + Safety (n=549)
* Modified intention-to-treat (n=543) * Modified intention-to-treat (n=541)
Figure | Disposition of participants.
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Table 1 Demographics and Baseline Characteristics for mITT Participants

Rimegepant Placebo Total
n=543 n=541 N=1084

Age, years, mean (SD) 41.9 (12.3) 41.3 (12.1) | 41.6 (12.2)
Sex, n (%)

Male 79 (14.5) 78 (14.4) 157 (14.5)

Female 464 (85.5) 463 (85.6) | 927 (85.5)
Ethnicity, n (%)

Hispanic or Latino 58 (10.7) 68 (12.6) 126 (11.6)

Not Hispanic or Latino 485 (89.3) 473 (87.4) | 958 (88.4)
Race, n (%)

American Indian or Alaska Native 1 (0.2) 3 (0.6) 4 (0.4)

Asian 6 (l.1) 7(1.3) 13 (1.2)

Black or African American 107 (19.7) 80 (14.8) 187 (17.3)

Native Hawaiian or Other Pacific Islander 2 (0.4) 0 (0.0) 2 (0.2)

White 417 (76.8) 444 (82.1) | 861 (79.4)

Multiple 10 (1.8) 7(1.3) 17 (1.6)
Weight, kg, mean (SD) 83.3 (22.2) 82.7 (22.5) | 83.0 (22.3)
Height, cm, mean (SD) 166.1 (8.5) 166.6 (9.0) | 166.4 (8.7)
Body-mass index, kg/m?, mean (SD) 30.1 (7.7) 29.8 (7.7) 30.0 (7.7)
Moderate to severe migraine attacks per month, * mean (SD) 4.8 (1.7) 4.7 (1.8) 4.7 (1.8)
Average duration of untreated migraine attacks, * hr, mean (SD) 30.2 (21.7) 294 (21.7) | 29.8 (21.7)
Historical most bothersome symptom, n (%)

Photophobia 302 (55.6) 302 (55.8) | 604 (55.7)

Phonophobia 89 (16.4) 101 (18.7) | 190 (17.5)

Nausea 152 (28.0) 138 (25.5) | 290 (26.8)
Most bothersome symptom immediately before dosing n (%)

Photophobia 311 (57.3) 277 (51.2) | 588 (54.2)

Phonophobia 65 (12.0) 77 (14.2) 142 (13.1)

Nausea 156 (28.7) 165 (30.5) | 321 (29.6)

Note: By migraine history.
Abbreviations: mITT, modified intent-to-treat; SD, standard deviation.

photophobia for 55.7% (604/1084) of participants, nausea for 26.8% (290/1084) of participants, and phonophobia for
17.5% (190/1084) of participants. The MBS immediately before dosing was photophobia for 54.2% (588/1084)
participants, nausea for 29.6% (321/1084) participants, and phonophobia for 13.1% (142/1084) participants.

Efficacy
As shown in Figure 2, rimegepant was superior to placebo for the coprimary efficacy endpoints of pain freedom at 2 hours
postdose (19.2% [104/543] vs 14.2% [77/541]; risk difference 4.9; 95% confidence interval [CI] 0.5 to 9.3; P=0.0298) and
MBS freedom at 2 hours postdose (36.6% [199/543] vs 27.7% [150/541]; risk difference 8.9; 95% CI 3.4 to 14.4; P=0.0016).
Rimegepant was also superior to placebo at 2 hours postdose for freedom from photophobia (34.9% [164/470] vs
24.8% [120/483], P=0.0005) and phonophobia (38.6% [133/345] vs 30.9% [113/366], P=0.0299), as shown in Figure 2.
At 2 hours postdose, participants who received rimegepant had higher rates of pain relief than participants who received
placebo (56.0% [304/543] vs 45.7% [247/541], P=0.0006). Because nausea freedom at 2 hours postdose did not
significantly differ between treatment groups (rimegepant 46.9% [149/318] vs placebo 41.6% [134/322], P=0.1815),
no formal testing was conducted on the remaining secondary efficacy endpoints in the testing hierarchy (Figure 2).

Safety
A total of 12.6% (69/546) and 10.7% (59/549) of participants in the rimegepant and placebo groups, respectively,
experienced at least 1 AE (Table 2). The most common AEs, occurring in >0.5% of treated participants in either

2436 https: Journal of Pain Research 2024:17

Dove!


https://www.dovepress.com
https://www.dovepress.com

Dove

Lipton et al

Rimogepart  Flcsbo,  RiskDiference
Coprimary

Pain freedom at 2 hours —_—— 104/543 (19.2%) 77/541 (14.2%) 4.9 [0.5,9.3)°

Freedom from MBS at 2 hours —_——— 199/543 (36.6%) 150/241 (27.7%) 8.9 [3.4, 14.4]°
Secondary

Photophobia freedom at 2 hours —_————— 164/470 (34.9%) 120/483 (24.8%) 10.2[4.4, 15.9]°

Phonophobia freedom at 2 hours

Pain relief at 2 hours

Nausea freedom at 2 hours

No rescue medication within 24 hours?

Sustained pain freedom, 2-24 hours
Sustained pain relief, 2-24 hours
Sustained pain freedom, 2-48 hours
Sustained pain relief, 2-48 hours
No pain relapse, 2-48 hours?

Able to function normally at 2 hours

133/345 (38.6%) 113/366 (30.9%)

7.7[0.8, 14.6]7

— 304/543 (56.0%) 247/541 (45.7%) 10.3 [4.4, 16.2]c
- 149/318 (46.9%) 134/322 (41.6%) 5.2[-2.4,12.9]
—_— 432/543 (79.6%) 369/541 (68.2%) 11.3 [6.2, 16.5]

— 76/543 (14.0%) 44/541 (8.1%) 5.9 [2.1,9.6]
— 211/543 (38.9%) 151/541 (27.9%) 10.9 [5.4, 16.5]
UG 63/543 (11.6%) 39/541 (7.2%) 4.4 [0.9,7.8]
I — 183/543 (33.7%) 129/541 (23.9%) 9.8 [4.5, 15.2]

- 63/104 (59.9%)  39/77 (50.0%) 9.9 [-4.6, 24.4]
S 181/543 (33.3%) 118/541(21.8%) 11.5 [6.2, 16.8]

-5 0 5 10 15 20 25
Favors  Favors
Placebo  Rimegepant

Figure 2 Forest plot of coprimary and secondary efficacy endpoints for mITT participants.

Notes: Risks were stratified by use of preventive migraine medication using Mantel-Haenszel risk estimation. Secondary efficacy endpoints are listed in the order specified
in the endpoint testing hierarchy. *Statistically significant in hierarchical testing, P<0.05. ®Statistically significant in hierarchical testing, P<0.005. “Statistically significant in
hierarchical testing, P<0.001. “Direction reversed so that positive risk difference favors rimegepant.

Abbreviations: mITT, modified intent-to-treat; Cl, confidence interval; MBS, most bothersome symptom.

treatment group, are presented in Table 3. Nausea (0.9% [5/546] vs 1.1% [6/549]) was the only AE that occurred in at
least 1% of treated participants in either treatment group.

Serum alanine transaminase or aspartate transaminase levels greater than the upper limit of normal (ULN) were seen
in 2.0% (11/546) of participants treated with rimegepant and 3.6% (20/549) of participants treated with placebo. One
participant (0.2%) in each treatment group had a transaminase level greater than 3x ULN, and no participant in either

group had a level greater than 5x ULN. No bilirubin elevations greater than 2x ULN were observed. Serious AEs on

Table 2 Adverse Events and Liver Function Tests in Treated
Participants

Rimegepant Placebo

N=546 N=549
n (%) n (%)

Any AE 69 (12.6) 59 (10.7)
AE related to study drug® 37 (6.8) 29 (5.3)
Serious AE 2 (0.4) 1(0.2)

Liver function test

Serum AST or ALT >ULN 11 (2.0) 20 (3.6)
Serum AST or ALT >3x ULN | (0.2) 1(0.2)
Total bilirubin >2x ULN 0 (0.0 0 (0.0

Note: *Definite, probable, or possible relationship to study drug.
Abbreviations: AE, adverse event; AST, aspartate transaminase; ALT, alanine
transaminase; ULN, upper limit of normal.
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Table 3 Adverse Events® Occurring in 20.5% of Treated Participants in
Either Treatment Group

Rimegepant Placebo

N=546 N=549
n (%) n (%)

Nausea 5(0.9) 6 (I.1)
Dizziness 4 (0.7) 2 (0.4)
Diarrhea 3 (0.5) 2 (0.4)
Upper respiratory tract infection 3 (0.5) 2 (0.4)
Abdominal pain 3 (0.5) 0 (0.0
Arthralgia 3 (0.5) 0 (0.0
Dyspepsia 3 (0.5) 0 (0.0)
GFR rate decreased 3 (0.5) 0 (0.0)
Muscle strain 3 (0.5) 0 (0.0
Blood creatine phosphokinase increased 2 (0.4) 5 (0.9)
Viral upper respiratory tract infection 1 (0.2) 4 (0.7)
Bronchitis 1 (0.2) 3 (0.5)

Note: *Events are displayed in descending order of frequency in the rimegepant treatment

group.
Abbreviation: GFR, glomerular filtration rate.

study were observed in 0.4% (2/546) of participants in the rimegepant group and 0.2% (1/549) in the placebo group
(Table 2), but they were considered unrelated to study treatment. Both participants with SAEs in the rimegepant group
had not been dosed before onset of the SAEs.

Discussion
This study was conducted to assess the efficacy, tolerability, and safety of a single dose of rimegepant 75 mg oral tablet in
the acute treatment of adults with migraine. Results showed that rimegepant 75 mg oral tablet was significantly more
effective than placebo on the coprimary endpoints of pain freedom and MBS freedom at 2 hours postdose and the
hierarchically tested secondary endpoints of freedom from photophobia and phonophobia as well as pain relief, all 2
hours postdose. Safety and tolerability with rimegepant were excellent, and liver function testing showed no evidence of
hepatotoxicity.

The current results are consistent with prior reports on rimegepant for the acute treatment of migraine.'” "' In
a Phase 2b dose-ranging study, rimegepant 75 mg tablet was more effective than placebo at 2 hours postdose for freedom
from pain, nausea, photophobia, and phonophobia, and it remained significantly superior to placebo on these endpoints at
24 hours postdose.?! At the time of the Phase 2b study, MBS had not yet emerged as an important endpoint, and it was
not assessed. Subsequently, 3 already-published Phase 3 studies found that rimegepant 75 mg was more effective than
placebo on the coprimary endpoints of freedom from pain and the MBS, as well as on multiple secondary endpoints.'” '
One of these studies was conducted using the tablet formulation'” and 2 were conducted using the now marketed orally
disintegrating tablet (ODT) formulation. The 2 formulations are bioequivalent,”® making these results relevant to the
marketed ODT product.

In the present study, a single 75 mg rimegepant oral tablet provided favorable results on a range of clinically
important endpoints from 2 hours postdose through 48 hours postdose, with a very low rate of AEs — qualities patients
value in medications used for acute treatment.”” These results are also comparable to findings with other trials with orally

18.2829 and suggest that rimegepant and other

administered CGRP receptor antagonists for the acute treatment of migraine
gepants may join lasmiditan as new therapeutic options for the acute treatment of migraine.

The tolerability and safety of rimegepant were comparable to placebo. The only AE reported by more than 1% of
participants in either treatment group was nausea, and assessment of the 2 rimegepant-treated participants who

experienced SAEs found that the events occurred prior to study treatment. Liver function test elevations for rimegepant
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and placebo were comparable; no evidence of hepatoxicity was observed. Because it is common for patients with
migraine to require some form of medication for acute treatment over a period of decades, often with the use of multiple
concomitant medications, the finding that rimegepant showed no evidence of hepatotoxicity is reassuring and corrobo-
rates the large body of evidence that supports the safety of rimegepant.'”2°° While additional studies are needed to
confirm the long-term safety and tolerability of rimegepant, in clinical practice the absence of cardiovascular effects and
the excellent liver safety record, coupled with robust efficacy, indicate that rimegepant may represent an important new
option for the acute treatment of migraine. Awareness and educational initiatives targeting patients and medical
professionals may help to expand access to the full range of medications for the treatment of individuals with migraine.

Despite the large cohort, the use of standardized diagnostic criteria for migraine, and utilization of efficacy endpoints
recommended by the International Headache Society,’' this study has some limitations. Because all agents in the CGRP
class were investigational at the time of the study, participants who had recently received an anti-CGRP antibody were
excluded. Due to the single-attack study design, no information about consistency of response across multiple attacks or
the long-term safety of rimegepant could be collected. In addition, treatment during mild pain was not assessed.

Conclusions
A single 75 mg dose of rimegepant oral tablet was effective in the acute treatment of migraine. The tolerability and safety
of rimegepant were comparable to placebo, and there was no signal of hepatotoxicity.

Abbreviations

AE, adverse event; ALT, alanine transaminase; AST, aspartate transaminase; CGRP, calcitonin gene-related peptide; CI,
confidence interval; eDiary, electronic diary; mITT, modified intent-to-treat; MBS, most bothersome symptom; NSAID,
nonsteroidal anti-inflammatory drug; ODT, orally disintegrating tablet; SAE, serious adverse event; SD, standard
deviation; ULN, upper limit of normal.
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