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Migraine Epidemiology
* Approximately 1.1 billion people globally in 2019
* In the US, migraines affect ~40 million people
* Nearly 1 in every 7 Americans
* Prevalence is highest among women
=
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Migraine

* Migraine headache |I

severe throbbing pain or a

pulsing sensation

unilateral or bilateral Migraine
4-72 hours Headache
exacerbated by activity

Accompanied by:
nausea, vomiting
Photo/phonophobia

* Annual direct and indirect costs = ~$9000 in people with migraine

Overview
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Migraine Overview
Acute pharmacologic
management of
migraines

Preventive
pharmacologic
management of
migraines

o Summary
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Economic Impact

* Migraine-related loss of productive time in the US workforce is more than $13 billion |I

per year

2019 Global Burden of Disease study

+ Second-leading cause of years lived with disability
+ Leading cause among women aged 15-49 yr

Healthcare utilization

* Migraine accounts for 3% of annual ED visits in the United States

childbearing age
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Fourth to fifth most common reason for ED visits
Third most common reason for ED visits among women of
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Comparison of Headache Symptoms

Sinus: Cluster:
pain is pain is
behind in and
browbone around
and/or one eye
cheekbones

Tension:
pain is
like a band
squeezing
the head

S

Migraine:
pain, nausea
and visual
changes are
typical of
classic form


https://doi.org/10.1186/s10194-020-01208-0
https://www.who.int/news-room/fact-sheets/detail/headache-disorders
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Phases of Migraine Attack
ICHD-3 criteria for migraine and chronic migraine

Treatment Phase

Migraines
[ 1
Clinically
/T Without Acute < 15 Chronic > 15
Aura days/month days/month

Migraine Intensity

Time

Select Neuropeptides

Pathophysiology of Migraines ) \ in Migraine
.  Serotonin 5-HT1B/1D & 5-HT1F
. N * Calcitonin gene-related peptide
L — - (CGRP)
v \ *Uf-

Increased cerebral
(cortical —»
SPsaNia deprmeslon) * Dopamine
5"‘"‘9 .0 5"““
A 4 : * Inflammatory substance (substance
e P, prostaglandins, etc).
+ | CGRP release
i
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Pharmacologic Approach
to Migraine

/ \ Acute Migraine Treatment

Acute Episodic Preventative
Migraine Treatment Therapy




General Approach to Managing
Migraine

* Clinical Diagnosis b Fatge
* Evaluated to r/o other | A
causes of HA Certain G\ Missing
. . . Medicati U M
* |dentify and eliminate _— 0 e
triggers, if possible vy
« Lifestyle changes - i % Nigte
. i Sudden Noi = Flashing Light
Patient log o Tk & .
* Migraine triggers Beverages
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“l Developing an Acute Migraine
Treatment Plan

Use evidence-based treatments
Mild to moderate attacks

=NSAIDs, nonopioid analgesics, acetaminophen,
or caffeinated analgesic combinations

Moderate to severe attacks
=Migraine-specific agents
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Probably Effective
Nonspecific Migraine Specific
) = NSAIDs
Evidence for Acute - Flurbiprofen =Ergotamine
e - Ketoprofen =Other forms of DHE
Medications - IVandIM
American ketorolac
Headache Society = |V magnesium*
2021 Consensus = |sometheptene-
Statement containing
compounds

= Antiemetics
- Metoclopramide
- Prochlorperazine
- Promethazine
- Chlorpromazine
- Droperidol

In migraine with aura

treatmentsinto clinical practice. https://doi.org/10.1111/head. 14153

ilani J et al: The American Headache Society Consensus Statement: Update on integrating new migraine
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“I Acute Migraine Treatment Goals

*Rapid and consistent freedom from pain and associated symptoms, especially
the most bothersome symptom, without recurrence.

*Restored ability to function.
*Minimal need for repeat dosing or rescue medications.

*Optimal self-care and reduced subsequent use of resources (e.g., emergency
room visits, diagnostic imaging, clinician and ambulatory infusion center visits).

*Minimal or no adverse events (AEs).

*Cost considerations.
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Established Efficacy

Evidence for Acute Nonspecific

Migraine
Medications = NSAIDs = Triptans

American - ASA = Ergotamine derivatives
Headache Society - Celecoxib = Gepants

Migraine Specific

2021 Consensus oral solution = Lasmiditan (Ditans)
Statement - Diclofenac = Nonpharmacologic:
- lbuprofen neuromodulation
- Naproxen

= Combination analgesic
- Acetaminophen/
ASA/caffeine

Evidence for Acute

Medﬁg{?&gz Recommended to
American Avoid opioid- and butalbital-

Headache Society
2021 Consensus
Statement

containing medications

Ailani J, et l: The American Headache Society Consensus Statement: Update on integrating new migraine
treatmentsinto clinical practice. https://doi.org/10.1111/head. 14153



https://doi.org/10.1186/s10194-020-01208-0
https://doi.org/10.1111/head.14153
https://doi.org/10.1111/head.14153
https://doi.org/10.1111/head.14153
https://doi.org/10.1111/head.14153
https://doi.org/10.1111/head.14153

“l Individualized Acute Migraine Treatment
Considerations

Selection should be individualized to the:
Patient’s symptoms
Comorbidies
Nausea and vomiting
Pain intensity / disability
Previous treatment
Preferences
Access

https://headachejournal.onlinelibrary.viley.com/doi/10.1111/head 14153
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Triptan

« Triptan’s — still a mainstay of therapy after OTC'’s
* Less expensive than newer agents
« Various routes of administration
« Differ in onset and duration
* May try multiple triptans with differing
success
« Contraindicated in CV disease

21

Triptan Features

Group |

Faster onset, 30-60min
Nonoralroutes faster

Sumatriptan
Zolmitriptan
Rizatriptan
Almotriptan
Eletriptan

Group Il

Naratriptan
Frovatriptan

Slower onset, longer lasting
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Case of Katie

Katie is a 28yo female that approaches you in obvious

5/28/2024

discomfort. She states she has occasional HA’s over the last few
years with pulsing pain on the right side of her head. She usually
takes ibuprofen or Excedrin Migraine® and goes home to bed
where it is quiet and dark. In about 6-8 hours, she begins to feel

better.

would like you to recommend something?

What questions do you have for Katie?

She’s noticed that the meds haven’t worked as well recently and

Recommended Dosing for Triptans
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Triptan Formulation(s)  Time to Onset (Min)

Almotriptan
(Axert®)
Eletriptan
(Relpax®)

Oral tablet

Oral tablet

Oral tablet, ODT,
Oral film

Rizatriptan
(Maxalt ®)
Oral tablet

Sumatriptan
(Imitrex®) Nasal spray
Nasal powder
sC

Oral tablet, ODT
nasal spray

Zolmitriptan
(Zomig®)
Frovat:fpta" Oral tablet
(Frova®)

Oral tablet

Naratriptan

= ~30% of patients given triptan have insufficient response

Katie Recommendations?

Dosing
12.5mg
20 0r40 mg
5o0r10mg

25, 50, or 100 mg

20mg
11 mg
3,4,or6mg

2.50r5mg

2.5mg

2.5mg

Based upon the additional information that you learned
about Katie, which of the following would you recommend

for her to be prescribed to abort her next HA?
* Sumatriptan 6mg SQ

* Frovatriptan 2.5mg orally

* Rizatriptan 5mg orally



Important information for Katie

* Take medication when HA pain is mild

* May repeat dose in 2 hours if need

* Limit acute medication use to 2 headache days/wk
(average) or 10 days/mo

* Other options available if needed
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New Acute Therapies

* Ditans (5-HT,; receptor agonist)

* Gepants (CGRP antagonist)
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New Acute Therapies - Lasmiditan (Reyvow®)

Mechanism of
action

5-HT,; receptor agonist
1t “ditan” approved (Oct, 2019)

Data

Little or no cardiovascular issues, thus useful in patients with
cardiovascular or cerebrovascular disease

2 hours pain free 28-38% of patient's vs 15-21% placebo
Onset within 30 min

Dosing

50-mg, 100-mg, or 200-mg oral tablets
Not to exceed 1 dose in 24 hr
- Asecond dose has not been shown to be effective for
the same migraine attack

Adverse
events

Dizziness

Fatigue

Paresthesia

Sedation

Driving or machinery impairment for 8 hrs
Schedule V controlled
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Katie Follow-up

Two years later, Katie tells you that the medication she has been
prescribed worked well, but it losing it’s effectiveness. Should she

« Try another triptan
* Add an NSAID

* Go to a different class of medication
* Two of the above
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Ditan: Lasmiditan MOA-5-HT, agonist

Serotonin
(5-MT racaptor agonist)

CGRP
recoptors

>
3, BT,
‘Teceptor
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New Acute Therapies: Gepants

L

* Calcitonin gene-related peptide monoclonal antibodies
and receptor blockers have recently revolutionized
migraine treatment and prevention.

* Gepants are small molecules that block the CGRP docking

station or CGRP receptor

* This mechanism does not cause vasoconstriction, so safe
in CV disease

30



CGRP Antagonism

A migraine in the brain Three ways to block CGRP
Pain; 2 @ CGRP
sensitivity g
to light e . Receptor-
and sound o

&
e

Trigeminal - Cen/,'__ -
nerve CGRP surface s ing
S drug @
CGRP-
= oV
. — o
antibody
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When to Consider Gepants or Ditans

Use is appropriate when ALL of the following are met

A. Prescribed/recommended by licensed healthcare professional

B. Patientis at least 18 yr of age

C. Diagnosis of ICHD-3 migraine with aura, migraine without aura, or
chronic migraine

D. Either of the following
a. Contraindications to or inability to tolerate triptans
b. Inadequate response to 2 or more oral triptans, as determined

Y
EITHER of the following
i. Validated acute treatment patient-reported outcomes
questionnaire
ii. Healthcare professional attestation

Aiani 1 et sl e eadache Society Co
practice. https://doi.org/10,1111/head 14153
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Ditans vs Gepants vs Triptans in Acute Migraine

Limited data of direct comparisons

eview and met: lysis, 64 trials 9 (46442 of ditans, gepants

and triptans

Most triptans > pain relief | Ditans— highest risk of | Gepants — fewer adverse

Key findings compared to ditans and | adverse effects amongall | events compared with
gepants treatments triptans.
of Five RCTs ril study 303 (n = 1,466), ubrogepant (n = 1,672 and n = 1,686,
and iditan (n = 2,231 and n = 3,005, respecti
Pain freedom and pain relief Rimegepant pain CNS side effects more
at 1-2 hours: lasmiditan 100~ freedom and relief > with lasmiditan
Key findings 200mg > rimegepant and lower doses of
ubrogent lasmiditan and all doses
of
Comparison of New Pharmaccioge Agerts Wi Trpans for e, 0ct

021 ris:
Reltie effcacy of lasmidan versus imegepart and Lbrogepant a5 & teaumerts or mgraine: network meta-anaiyss ndings, Ju 2022
Papsfipcbmed b im i gov 35790906/
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New Acute Therapies: Gepants
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Ubrogepant Intranasal Zavegepant
(Ubrelvy®) avzpret®)
Dosing = 50 mgor 100 mg = 75 mgorally or = 10-mg single spray
orally, as needed sublingual, as in
= May take second needed 1 nostril as needed
dose 22 hr later = Not to exceed 1 = Not to exceed 10 mg
= Not to exceed 200 dose in 24 hr (1 spray) in 24 hr
mgin 24 hr = Onset 15 min
Adverse = Nausea = Nausea = Unusual taste
events = Somnolence = Avoid potent = Nausea/vomiting
= (Contraindicated inhibitors/inducers |= Nasal discomfort
with potent 3A4 of 3A4 iP-gp or BCRP|® Avoid intranasal
inhibitor decongestant within
1hr
Indication |®= Acute = Acute and = Acute
Preventative (QOD)

Cost of Acute Migraine Treatments

New Medications

Lasmiditan Reyvow® 8 tablets $734
Rimegepant Nurtec® 8 tablets $941
Ubrogepant Ubrelvy® 10 tablets $973
Atogepant Quiipta® 15 tablets $517
Zavegepant Zavzpret® 6 nasal sprays $1,088
Oral Triptans

Sumatriptan Oral Imitrex 100mg, 9 tablets $16
Zolmitriptan Zomig 5mg, 3 tablets. $24
Naratriptan Amerge 2.5mg, 9 tablets $22
Rizatriptan Maxalt 10mg, 9 tablets $15
Eletriptan Relpax 40mg, 6 tablets $46
Almotriptan Avertt 12,5 mg, 12 tablets $229
Frovatriptan Frova 2.5mg, 9 tablets $16
Other

DHE Nasal Migranal amgiml, 8 vials $1,150
Sumatriptan SQ Imitrex® 2inj kits (4 doses) $143
Sumatritpan Nasal Powder  Onzentra® 16 nosepieces $977
Sumatriptan Nasal Generic 6 units. $128

GoodR List Price 2023
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Acute Medication Combinations

Add antiemetics for those with
nausea/vomiting
- Metoclopramide
- Prochlorperazine
- Promethazine
- Chlorpromazine
Combination treatment for difficult-to-
treat attacks
NSAIDs
Triptans
Gepants eion .
Neuromodulation I

oty

e L T s 55
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https://doi.org/10.3390/brainsci12121612
https://doi.org/10.1111/head.14153
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8506232/
https://doi.org/10.1111/head.14153
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Acute treatment options in Pregnancy

*Acetaminophen is safest.

o — *NSAIDs should not be used in first or third
Katie — 1 year later INSAIDS S

*Prochlorperazine, diphenhydramine and
metoclopramide are relatively safe.

Katie tells you that the medication you recommended last «Current research shows triptans may be a

year has is working. She is hoping to get pregnant in the safeopton.
near future. Can she continue her current medication or *Nerve blocks with lidocaine.
should she change? *Neuromodulation devices

*CGRP receptor antagonist not
recommended at this time

u o
37 38
H i * All patients with migraine should have
Acute M Igraine an acute treatment strategy
Thera py * Acute treatment strategies should be P reve nt|0n Of M Igl’a Ines
Summa ry individualized to the patient

* Combinations may be required
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Goals of Preventive Therapy Indications for Prophylaxis
* Reduce attack frequency, severity, duration, and disability | I Attacks significantly interfere with patients’ daily routines despite |I
« Improve responsiveness to and avoid escalation in use of acute acute treatment
treatment ) o Frequent attacks (#, depending upon disability)
+ Improve function and reduce disability Contraindication to, failure, or overuse of acute treatments, with
+ Reduce reliance on poorly tolerated, ineffective, or unwanted acute overuse defined as:
treatments 10 or more days per month for ergot derivatives, triptans,

opioids, combination analgesics, and a combination of drugs from
different classes that are not individually overused

15 or more days per month for nonopioid analgesics,
acetaminophen, and nonsteroidal anti-inflammatory drugs

« Improve health-related quality of life (HRQoL) (NSAIDs [including aspirin])

+ Reduce headache-related distress and psychological symptoms AEs with acute treatments

Patient preference

Reduce overall cost associated with migraine treatment

Enable patients to manage their own disease to enhance a sense of
personal control

41 42
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Preventive medication initiated
and fitration begins

Migraine Prophylaxis

Month L
Success — defined as | I
5 10.0

0% reduction in the frequency of days with headache or migraine

[N
L]
-~
en

Significant decrease in attack duration as defined by patient

8.0
Significant decrease in attack severity as defined by patient Changein
Improved response to acute treatment Monthly 6.0
Reduction in migraine-related disability and improvements in functioning in Migraine

important areas of life Frequency 4.0 -

Improvements in HRQL and reduction in psychological distress due to

migraine 20
Time to effect — allow 2 months after the minimally effective dose or maximally 00 ) ) )
tolerated dose : .
Partial efficacy at 2 months Optimal efficacy may take up to 6 months
s Medscape.com
Medications With Evidence of Efficacy in Migraine Prevention Preventive Thera py for M igraine
Established Efficacy Probable Efficacy Or.alagems'a.re stillconsideredfirstline
Tailor to Individual
Oral Parenteral Oral Parenteral Communicate expectations
i itriptyli i i Caution about adherence
CGRP mAb
Divalproex sodium/ Erenumab Venlafaxine Medication class Contraindications Consider for
valproate sodium?
Topramate Renal mpairment, Patients who ars
Lisinopril 5 liiahanc
Metoprolol Galcanezumab Atenolol Ancehortcs Divalproex
“adum,
O i Nadolol ;a‘:m valproate | tremor
Timolol® Memantine TCA: dry Patients
~Amiriptylie | mouth, weight gain, | cardinc conduction deprezsion, or nsomnia
« Nortriptys stipation, fatigus lities, suscidal
Candesartan Nortriptylne c‘o:wl‘::nn fatigue, :m:‘;‘«::.;: dal
Atogepant
SNRIs Suicidal bshavior/thinking,
Rimegepant « Venlafaxine vpeor‘:’l‘/mcz’g:;:;:‘v;p?:mmt. depre:
*Menstrual Migraine Beta blockers | Bradycardia, asthma,
**Chronic Migraine « Propranolol hypotension. heart fadure
“FDA Approved Matoprolol
Anthypertensives | Timoto
Candezartan I Hypotension, di | Pationtz
. . : o2 Hossekion o NE A 914351301
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Level A: Botox - FDA Approved

Natural/Herbal Products that have been
used fOI' M igra I ne P revention FDA Approved, 2010 to treat chronic
migraines.

LEVEL A: Efficacy to increase
migraine free days in chronic migraine
Use: For refractory chronic migraine
that has failed 2-3 prophylactic
approaches
Administration: Series of tiny Botox
injections administered around the
head and neck every 12 weeks

Level A Recommendation (established data):

Butterbur extract (Petasites hybridus 75mg bid) —
removed for safety concerns

Level B Recommendation (probably effective)
Oral magnesium supplements (400-500mg/daily)

Riboflavin (200mg bid) 3 in office
Feverfew (Tanacetum parthenium 50-82mg daily) Adverse effects: neck pain and muscle
Coenzyme Q10 (100mg tid) weakness

Aiani , Burch the American
nto cinical practice Meadache. 2021 JUL61(7):1021-1039. dof: 10.1111/head. 14153, Epub 2021 Jun 23. PMID: 34160823

47 48
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https://doi.org/10.1111/head.14153
http://www.amcp.org/

Rachel

Rachel is a 25yo that has 4-7 migraine headaches/month
with mixed response to acute therapy. It is impacting her
ability to work. She trialed propranolol with some
success, but could not tolerate higher doses. Topiramate
seemed to help some, but made her “loopy” and caused
memory issues. She has no other health issues. She’s
heard about new agents. Afraid of needles, but willing to
try something to help her.
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American Headache Society Position Statement On Integrating New

Migraine Treatments Into Clinical Practice

Specific criteria for use and continuation of use based upon
+ Headache classifications

* Lack of response to previous prophylactic therapies

+ Functional assessment

ICHD-3** migraine with or without aura ICHD-3** chronic migraine

4-7 monthly headache | 8-14 monthly headache days

week trial of at least 2 of the A or B
treatments according to AAN-AHS
guideline®

to side effects) or to AAN-AHS guideline*
inadequate response toa
6-week trial of at least 2
of the level A or B
treatments*

*At least moderate
disability (MIDAS>11,
HIT-6>50)

response toa minimum of 2 quarte
injection (6 months)
of onabotulinumtoxinA

“AAN-AHS guideline treatments.
1. Topramate

2. Divalproex sodiumivalproate sodium §

3. Beta-blocker. metoprolol, propranclol, imola, atenola, nadolol

4 Ticyclc antdepressant. amiiptyine, nortiptyine

5. Serotonin-norepinephine reupiake infibior: venlafaxine, duloxetine

6. Other Level A or 8 lieatmerts (estabished efficacy or probably effective) according to AAN-AHS gudeine
“+The Intemational Clasifcation of Headache Disorders 3rd editon

days

and both of the “Inability to tolerate (due to side effects) or | EITHER a or b:

following: inadequate response to a 6-week trial of at | LInability to tolerate (due to side
“Inability to tolerate (due | least 2 of the A or B di effects) or response toa 6-

2.Inability to tolerate or inadequate

rly
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Anti-CGRP Monoclonal Antibodies: Migraine
Prevention

CGRP mAb get Admin -
Route

Erenumab CGRP  EM,CM sc 6days 28days 700r140mg Injection-site
Aimovig® receptor monthly reactions,
constipation,
Galcanezumab ~ CGRP  EM, sc Sdays 27days 240mgloading  Injection-site
Emgality® molecule €M, dose, followed reactions
eCH by 120 mg
monthly
Fremanezumab  CGRP  EM,CM sc 7or5 32days  225mg Injection-site
Ajovy® molecule days monthly or 675 reactions
mg quarterly
Eptinezumab CGRP  EM,CM % 100% 27days 1000r300mg Nasopharyngitis,
Vyepti® molecule bioavai quarterly  hypersensitivity
I
CMIA 2023 February 5195618792, doi 101503/ el 221607
wearing it @
syt randomized cotrolle il Cephoiai. 023,43(). o 10.177033310247 30151261
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Newer Migraine Prevention Agents

* Four human monoclonal antibodies antagonizing
CGRP function.

* Erenumab (Aimovig®) 2018

* Fremanezumab (Ajovy®) 2018

* Galcanezumab (Emgality®) 2018

* Eptinezumab — (VYEPTI™) 2020
* Two Oral CGRP receptor antagonists

* Rimegepant (Nurtec®) 2021

* Atogepant (Qulipta®) 2021

What is their place in migraine prevention?

Reauthorization after initial use is approved when
EITHER of the following criteria are met:

1. Reduction in mean monthly headache days of 250% relative to the pretreatment
baseline (Diary documentation or healthcare provider attestation;

2. A clinically meaningful improvement in ANY of the following validated migraine-
specific patient-reported outcome measures:
a. MIDAS
O Reduction of 25 points when baseline score is 11-20
O Reduction of 230% when baseline scores >20
b. MPFID
O Reduction of 25 points
c. HIT-6
O Reduction of 25 points
DO HIT, Headache Impact Test; MHD

A head-to-head observational cohort study on the efficacy

Adverse Effects | Est Cost
/ Dose

and safety of monoclonal antibodies against CGRP for
chronic and episodic migraine

» Therapy
$600 = Erenumab
w— Fremanezumab
5 == Galcanezumab
g 0
$600 %
)
<
v
i 1
500 2
¢ E
S
H
w o0
$1500
Baseline 3 months 6 months 9 months 12 months
Weadache, Voume: 6, ssue: 6, Pages: 788754, st published: 31 May 2023, DO 10.111head.14528)
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http://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&varApplNo=761077%20
http://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&varApplNo=761089%20
http://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&varApplNo=761063%20
http://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&varApplNo=761063%20
http://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&varApplNo=761063%20
https://doi.org/10.1177/03331024231161261
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Overall efficacy of anti-CGRP mAbs in chronic migraine

CGRP mAB Response Rates in Phase 3
Randomized Trials Episodic Migraine Prevention

Change in monthly migraine days at 3 months

S
s
: i ! I
i » e e
o { H i @ v
£ ; e T
H 543 i 2 e I B ¢ ¢
a3 H 320 i s 2 B
HEY 1 . P | s e o i B
§ 14 i i B ) " i mbiaien
H xe = k:L a3manis
| { } { s
{ i .
i & » &
# #
g omg Faote—img ory Pucso o ire Fimy Puctesing Pt 2l e FAV AV Ay S *
faterh) faneh) fuaned|  (month) [moathy) (meetbh| [moatly [moeh)  (monthy) (quacer) (moatly)  {monhh) fmorehly) (morehl) (marihly) # # & L
PROMISE STV ARSE BowEL ez ! £ F
o i F— Chna . A

Change bn oty e s e 3 months of treatment with ani-CGRP mib, Lageni: Ept: eptinezumal. Eream: ervoumal; Fromas: fromanezsmaly
rm—

Olver, . Gi

Ashina M. Migraine. N EnglJ Med
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Anti-CGRP mAbs vs Standard Migraine
Prophylactic Medications

RCTS of Anti-CGRP mAbs vs
Standard o

Gepants for Migraine
e P reve nt i O n
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CGRP Antagonists Spectrum Gepants for Migraine Prevention

| | |

‘GRP mAb arget  Indi 4 Adverse
Migraine frequency Rotts s
Rimegepant CGRP | EM prevention st 75 mg every other day | Nausea, stomach
& Nurtectt receptor pain/indigestion
Pure Mixed Pure May 27, 2021 Avoid potent
Acute Acute & Preventive inhibitors/inducers
Treatment Preventive Treatment
Atogepant
Ubrogepant Rimegepant tibe Atogepant CGRP EM/CM oral 2hr 11hr | 10,30,0r60 mgdaily | Constipation,
Qulipta® molecule | prevention only nausea, fatigue/
PRN PRN o September 28, somnolence
Qoo aLt 2021 CYP3AA.P-gpor

aM BCRP strongintnn
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1l 3024, Vol 44(2) 1-11. Inernstons Hesdache Scity 2024, O:10.1177/0333102424 1235156

Narrtie Review, Brai .
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https://doi.org/10.3390/

Time Course of Efficacy vs Placebo

0 -@- Placebo (N=214)
Atogepant, 10 mg (N=214)
1 —+— Atogepant, 30 mg (N=223)
—=— Atogepant, 60 mg (N=222)
—24

'
b
I
1
'
'
'
—.—

|
IS
N

Change from Baseline in Migraine Days
per Month

Baseline Week 1-4 Week 5-8 Week 9-12

Alani et al. Atogepant for the Preventive Treatment of Migraine. NEJM, Aug 2021
1056/NEIM0a2035908
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Efficacy of Galcanezumab vs Rimegepant in Reduction
of Monthly Migraine Headache Days
Proportion of patients with >50%

reduction in migraine headache
days similar in both groups at 3

c 100 months
§
g
s
3 80
&
X
g 62% 61%
[ 60
un
g
2
g w
K
g 20
£
8
& o
n=287 N=293
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Back to Rachel

Rachel is a 25yo that has 4-7 migraine headaches/month
with mixed response to acute therapy. It is impacting her
ability to work. She trialed propranolol with some
success, but could not tolerate higher doses. Topiramate
seemed to help some, but made her “loopy” and caused
memory issues. She has no other health issues. She’s
heard about new agents. Afraid of needles, but willing to
try something to help her.

65

5/28/2024

Rimegepant: Efficacy in Migraine Prevention vs Placebo

Reduction of MMDs
Wk 9-12

49% (171/348)
decreased

their moderate to
severe MMDs by
250% vs 42%
(144/347) of those
taking placebo; P =044

W Rimegepant 75 mg (n = 348)

[ Placebo (n = 347) The beneficial effects of rimegepant in reducing migraine
frequency and improving quality of life were maintained
over the longer term (up to 52 weeks).
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Comparison of atogepant and rimegepant in migraine prevention

W AlgepaniB0 my (N=252) W Rimegepant 75 mg (He348)

Atogepant 60 mg once
daily demonstrated a
significantly greater
reduction in monthly
migraine days compared
with rimegepant 75 mg
orally disintegrating tablet
once every other day

Mean Change in MMDs vs Placebo

Practical Considerations — Combinations

r mAb + acute abortive agents, triptans, ditans —‘

* Standard practice

mAb + previous oral therapies if patient tolerated and had some benefit
+ Standard practice
M MAb preventive + gepants —

« Gepant acute - case reports
* Gepant preventive - no studies

S  Gepant preventive + gepant acute |

« Rimegepant QOD prevention - with the option to dose as needed for acute therapy if not
taken that day for prevention

* Study planned to and safety of
prevention with ubrogepant as needed for acute therapy

atogepant for migraine
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Practical Considerations — Other

«Change due to insurance - mixed responses
«Decreased efficacy of current agent - may try another
*Intolerable side effects — may try another

e  Switching anti-CRGP mAb’s ————

* Limited data for switching

|— Switching s for prevention —|

and uterine
blood pressure.
*mADbs have a long half-life and can last in the system for 5 months, it is
recommended to stop it about 6 months prior to pregnancy planning.
*mAbs are also not to use during bl t-feeding since we do not
have enough safety data at this time.

*CGRP is suspected to play a possible role in regulating uteroplacental blood
flow, ! ion, and in maintaini Ny
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American Headache
Society (AHS) New
Position Statement
on CGRP-targeting

therapies, March,

2024
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The End
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The new guidance encourages
clinicians to consider CGRP-
targeting therapies as a first-line
approach for migraine prevention
along with previous first-line
treatments, without a requirement
for prior failure of other classes of
migraine preventive treatment

5/28/2024

Cost-effectiveness?

* The annual economic burden of migraine in the US is high, with indirect costs due to
lost productivity accounting for 36—-56% of these costs among patients with episodic

migraine (EM) and 40-70% of these costs among patients with chronic migraine (CM).

+ Despite the high costs of the newer preventive agents, pharmacoeconomic analysis
suggest overall cost-effectiveness
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“I Key Summary Points

* Preventive therapies tailored to individual needs

* CGRP-targeted therapies increasingly used in eligible patients
and may be considered first line in near future

« Combination of therapies including CGRP therapies may be used
for some patients
* Many new therapies on the horizon to consider
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