Please choose what you believe to be the correct answer - both questions
require a response to proceed.

Which of the following statements most accurately describes migraine’s impact on a person's
quality of ife? *
. Women responding to the Eurolight project survey lost nearly twice as much work time as men

as a resul of disability from migraine attacks

Workplace stigma is widespread, with three-quarters of participants in the ObserVational

O survey of the Epidemiology, tReatment and Care Of MigrainE (OVERCOME) (US) study
reporting that they experience it often or very often
According to the Chronic Migraine Epidemioiogy and Outcomes (CaMEO) study, people fiving

) vath chronic migraine experience over 3 times more headache-related disability days than
those with episodic migraine

More than 90% of people surveyed in the CaMEO study befieve they would be better parents
and partners if they did not have migraine attacks

Disability Increases With Increasing Number of
Headache Days
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Episodic Migraine Chranic Migraine Severe migraine pain 78.1 92.4
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Experiencing Migraine Stigma Is Common, Especially
Among People Living With Chronic Migraine?!

Attitudes towards migraine among people without migraine? on
How often have you felt that people with migraine:
Percent of people with
migraine (n = 59,004) who
experience stigma often or
very often?

Make things difficul for thelr coworkers

Try to hide theic migraine from others
™ Sometimes, often or

S Cxaggerate theie migraine burden

wNever or Rarely Exaggerate their migraine symptoms
Should not bother seclng s doctur for migraine

Unheithy ety

s Ui rigraine

igraine to get unnecessary pain medications. Percent of US employers
(n = 200,000) who thought
migraine was serious enough

to justify missing work!

Use their migraine to get attention
Use thi migaine L gel o Gnify e sscial it eenls,

Use thei migraine 0 get out of work or schonl commitments

N 2000 people without migraine
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An Episodic, Disabling Headache With an Otherwise Normal
Physical Exam and No Contradictory Evidence Is Migraine

if  cinicai

Patients self-reported a Physician diagnosis at baseline clinic visit Patients were given diaries to record

headache diagnosis *  84% (n = 1017) migraine: 711 previously headache symptoms for up to 3 months or 6
diagnosed, 306 new diagnosis attacks if they were:

Physicians assigned a 12% (n = 142) nonmigraine primary *  Newly diagnosed migraine (n = 306)

diagnosis following standard headache * Nonmigraine primary headache (n = 142)

diagnostic protocols 4% (n = 44) diagnosed with secondary

(n=1203) headache (not included in the diary study)

tient diaries

[ZPUT U R Expert panel review of patient diaries || Blary diagnesis of patients with new clinic diagnosis of migraine:
of clinic diagnosis, (n = 377/448 with evaluable data) *  B7%IHs-defined migraine
used diary data to = 76% (n = 288) migraine *  11% probable migraine
assign a diagnosis to 18% (n = 67) probable migraine Diary diagnosis of patients with a clinic diagnosis of nonmigraine:
each patient and 3% (n = 11) episodic tension-type | (PAmary headache:
attack using the 1988 headache i i
1HS criteria 3% (n = 11) unclassified it

LANDMARK study: 128 practices (3% primary care), 15 countries, 103 patients, 84% e
, i NIHD, s ; OVERCOMT, Okiser Vi
Tepper 8, et al. Headache. 200:M(5]:856-61

le, B6% White
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Prevalence and Definition of Migraine Headache

— ———
Prevalence by sex! Prevalence by race! Definition of migraine

o Recurrent headache attacks lasting 4 to 72 hours with at
least 2 of the 4 following characteristics:

¥ Pulsating quality

203%
% 1845 ¥ Unilateral location
154y _167% ¥ Moderate-to-severe pain intensity
15% ¥ Ageravated by or causing avoidance of routine
physical activity
113%
ao% With at least 1 of the following:
¥ Nausea and/or vomiting
5% ¥ Photophobia or phonophobia
o Classified as
Women  Men psien Write  Back American Ntive + Episodic: <15 headache days per month with these
Tondian o1 n migraine features
Coresn il + Chronic: 215 headache days per month for >3
317 every b Aiesicans has migraitie Lt months with at least 8 days having migraine features
1. Rurch R, ot al, Headoche, ) et i Gephoolgia, 20183811211

The Lives of People Living With Migraine Are Impacted
in Many Domains, Including Work?

Activity days lost (Eurolight project

£, Men F4, Women
Percent losing 10 17.7% 28.0%
days of activities
over 3 months
Missed work 1 day/month 1 day/month
Missed 1 day/month 1.7 days/month

housework

Missed social time 0.5 day/month 0.7 days/month ‘]

Changed their career due . / " Percent of baseline Percent of migraine-related
to migraine (Migraine in lh;‘;‘;“e":‘:'si S‘i;“dz:l':/?l effectiveness people report  work productivity lost due
the Workplace Survev) P Vity.  while working during a

on nonheadache days’ migraine attack®

to presenteeism, working
with a migraine®

1. Fati P, et ol Headachs. 2071,61(7) 2. Stiner T1. 4

3. Regane e Dhaem O, ol al. eNurologieaSei. 7072;77:100408.

Please choose what you believe to be the correct answer - both questions
require a response to proceed.

Based on data from the Chronic Migraine Epidemiology and Outcomes (CaMEO),
ObserVational survey of the Epidemiology, tReatment and Care of MigrainE (OVERCOME), and
LANDMARK studies, which of the following statements regarding migraine diagnosis and
treatment is most accurato? *

. An expert panel in the LANDMARK study found that fewer than haf of people living with
migraine could be diagnosed using diary entries alone

Fewer than half of participants eligible for migraine preventative treatment in the OVERCOME
= study were taking it

. Among CaMEQ participants who had received an inaccurate diagnosis, the most common
misdiagnosis was tension-type headache

, Opioids and triptans were the most frequently used and overused medications o treat migraine
attacks in the CaMEO study

Clinical and Physiologic Evidence Supports the Role of
CGRP in Migraine Pathophysiology

Plasma CGRP levels increase
during a migraine attack and
return to normal after using a
triptan. 22

CGRP infusion can induce
migraine-like headaches in
people who have migraines.*

CGRP s elevated in saliva and
tears during an acute migraine
attack.’s

@”wa"mgm CGRP receptors are found on
trigeminal ganglion,

neurons, vascular smooth

m’“‘f:‘:‘ﬁ:":“n‘d’" ""‘"':":l muscle, glia, and mast cells.t*
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9:1258-66; 5. Kamm K. Front Neurol. 2022;13:930383; 6. Raddant AC, et al. Expert Rev ol Med. 2011,13:e36;
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CGRP Receptors Are Localized on Cells and in Areas
Associated With Migraine Pathophysiology

CGRP binds to receptors on smooth muscle Cortical areas process
and mast cells and causes meningeal and input from TCC
cerebral blood vessel vasodilation and manifesting as migraine

inflammation . pain and symptoms

The migraine pain
signal is relayed
through the brainstem
into the brain

CGRP release in the
trigeminovascular system

triggers events that lead to
migraine pain

Trigeminocervical

Trigeminal ik (1)

ganglion -
Neurons and glial cells Neck muscles and joints
Dodick OW. Headache 2018:53:4-16; llkustration adapted from The Role of CGRP in Migraine. (n.d.). Science of migraine.com. Accessed December 16, 2023.

Ubrogepant: Efficacy and Safety Data For Acute Migraine
Attack Treatment

Efficacy: Primary Endpoints

ACHIEVE-| (Phase 3)! ACHIEVE-1I (Phase 3)”
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Safety: Adverse Events

Study group Adverse events reported in 22%
Treatment Nausea, 2 somnolence,’ dry mouth, upper respiratory tract infection, 2 dizziness,? nasopharyngitis?
Placebo Nausea™?

*P<0.001; 1P < 0.01; #£ <0.05 s placebo.

MBS, mos biothersome symptom
1. Dodick DW, et al. N Engl Med. 2019;381{230):2230-43; 2.Lipton R, et l. JAMA. 2019;322(15]:1887-98.

Constipation Is Not a Consistent Adverse Effect Across
Gepants

Constipation has an incidence of 3.41 per 100 person
years in the migraine population vs 1.48 per 100 person Sow yar Lwe
years in the general population. About 1 in every 5 of e Wer O o
these cases was rated as serious’

- CGRP may reduce intestinal motility
and increase constipation risk?

Atogepant (phase 3, double-blind, 12-week trial)*

Constipation (%)
Atogepant 10 mg {n = 221) 7.7% No
Atogepant 30 mg {n = 228) 7.0% sarious o
Atogepant 60 mg {n = 211) 6.9% cases v CGRP is widely expressed in the enteric nervous
Placeba (n = 222) 05% syster
. e ¥’ CGRP receptors are found throughout the

= Constipation was not noted in other gepant trials, but gastrointestinal system

was reported by 4.7% of 106 participants in a ubrogepant  / plocking the CGRP receptor may reduce

post-marketing cohort study® gastrointestinal motility

¥ Increased free CGRP binds to the amylin 1 receptor,
which can contribute to constipation

1. Allani J, et al. Neurolagy. 2022;99119):841-53; 2, Lattanzi S, et al. Neurof Ther, 2022;1113):1235-52; 3, Ailani J et al. N Fnol { Med. 2021;19;385(8]:695-706; 4. Holzer F, at al
Front Physiol. 2022;11;12:820006; 5. Chiang CC, et ol Headache. 2021;61{4):620-7; Image: Labastide-Ramirez, et o. / Headoche Puin. 2023,24{1):125. (CC &Y 4.0)

CGRP-CGRP-R Signaling in Migraine Pathophysiology May Involve
Multiple Central and Peripheral Nervous System Processes

Peripheral Central

Vasodilation*?

Research has yet to
determine which, if any, # \
of these processes may icep ¥ Trigeminal sensory
be causal. The ation'* activation®
relationship may be
correlative or unrelated.
Neurogenic . Central
inflammation ** N sensitization®

Hypothalamic dysfunction activating meningeal

nociceptors and lowering pain thresholds

1. Racisant A, vt al. Fepert e Mol Med. 2011;13:036; 2. Fevinscon | B f Clin Pharmacal. 2015;80:193-8; 3. Russa A7, et al. Annu Rev Pharmacnl Taxical. 2015,55:530-5%;
4. Burstein R, et al./ Newrosci. 2015.35.6619-29.

Please choose what you believe to be the correct answer - both questions
require a response to proceed.

Laura, age 42, has episodic migraine with aura (average 3 headache days per month)
accompanied by severe vomiting at migraine onset. She has had dizziness and fatigue when
taking rizatriptan and experiences chest tightness with sumatriptan. Her medical history is
notable for constipation. Would 8 CGRP receplor antagonist (gepant) be an appropriate option
for acute migraine treatment? *

Yes, rimegepant or zavegepant, given her triptan infolerance and severe vomiting
2 Yes, atogepant or ubrogepant, given her history of constipation
3 Yes, but only atogepant, given her history of constipation

No, because recommended criteria for gepant use have not been met

Please choose what you believe to be the correct answer - both questions
require a response to proceed.

Toni, & 36-year-old lawyer and mother, experiences 7 to 8 disabling migraine days per month.
Her headaches frequently reach moderate-to-severe intensity. Toni takes zolmitriptan, but
delays treatment due to concems about medication overuse headaches. She desires
pregnancy within 6 months. Would preventative treatment with a CGRP antagonist (gepant or
anti-CGRP monoclonal antibody) be appropriate, and if so, which type? *

) Yes, select a gepant due to their shorter half-lives

Yes, select an anti-CGRP monoclonal antibody, considering their favarable safety profile during
pregnancy

*) No, because all CGRP inhibitors require a 6-month wash-out period prior to pregnancy

No, preventative therapy would not be indi
treatment

ted, but a gepant could be used for acute

Anti-CGRP Monoclonal Antibodies Have Longer Half-
Lives Than Gepants

Acute/Preventative
treatment Administration form

Gepants
Atogepa Prevention Tablet 11 hours
Rimegepant? Acute/Prevention Oral disintegrating tablet 11 hours
Ubrogepant® Acute Tablet 5-7 hours
Zavegepant’ Acute Nasal spray 6.55 hours
Monoclonal Antibody

Erenumab® Prevention SCinjection 28 days
Eptinezumab® Prevention IV infusion 27 days

Galcanezumah’ Prevention SC injection 27 days

SC injection 31 days
A drug is considered eliminated from the body after 5 times its half-life.2
SC,wabtapecos IV, inavepcns. 1. Qlipta. Packnge insext. AbbVie; 2073; 2. orte: OOT. Packnge insrt. Plses Inc. 7073 3. Ubrebvy. Package inset. Ak Vi Inc; 2073;

4. Zawapret. Packags insert. Pfiasr Inc. ;2023; 5. Aimovlg. Package Insert. Amgen Inc.; 2023, 6. Vyepti. Packags insert. Lundbeck Seattls BioPhar maceuticals, Inc.; 2022;
Fmgality. Package insert. P il aned Company; 2031; 8. Ajovy. Package insert. Teva Pharmaceuticals; 3093; 8. AlbHiassany |, mt ol oncat Neurai, 200931228234,

CGRP Antagonists Are Not Recommended For Use in
Pregnancy or Breastfeeding

* CGRP is an important mediator in pregnancy,
increasing uteroplacental blood flow and
decreasing vascular resistance!

+ Animal testing at high gepant doses found fetal
toxicity and fetal loss®

32 N
pregnancy rates
are about 45%!

GRP monoclonal
odies

Gepants Anti
a

Hallife S5-1lhours 28 days (must be stopped 6
months before pregnancy)

ACOG recommendations  Donotuse Do not use
for use during pregnancy”

Fetal risks® Unknown Unknown

\coc, College of

Management of headache in pregnant women - practical neurology. [May/June 2023). Accessed December 21, 2023,
eurology.com/articles/2023-may-june/managems jomen; 2. Headaches In Pregnancy and Postpartum: ACOG Clinicel Practice
Obstot Gynern). 2022;119(5)344-7; 3. Tepper D,
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