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Learning Objectives

e Understand clinical significant and epidemiologic impact of chronic
migraines

* Review first line therapies for migraines: abortive therapy and
prophylactic therapy

* Evaluate evidence for new migraine therapy, including
Onabotulinumtoxin A and monoclonal antibody CGRP antagonists

* Apply new migraine therapies for use in primary care



Epidemiology and clinical significance

First review of prevalence

of chronic migraine?, with Systematic review and  Update of Global Campaign
ICHD-II published, estimates varying from 0% meta-analysis of 302 review of prevalence studies,
First epidemiological  First study Migraine first including definition to 5% but probably being studies?? reported also analysing influence of
study of migraine on migraine included in of chronic migraine below 1%. Lack of migraine prevalence methodological factors, with
in a non-clinical in adults in Global Burden and introducing operational criteria suitable  of 11.7% worldwide estimated 1-year prevalence
population (a large the general of Disease category of probable  for epidemiological studies  and rising estimates of migraine of 14.0% from
workplace)™ population  (GBD) study™ migraine?? noted over the years 244 studies?

1961 1962 1971 1988 2000 2003 2004 2007 2010 2012 2014 2017 2018 2022
First study of migraine First universally Global Campaign Review of 63 published Publication of First methodological Detailed description of
prevalence among agreed International  against Headache  population-based GBD2010, with guidelines™ methods for calculating
schoolchildren™ Classification of launched in studies for Global substantially published, along with  burden of migraine in
Headache Disorders  collaboration Campaign reported changed survey instrument GBD (2016 iteration)
(ICHD-I)%® with the WHO™ 1-year migraine methodology'®7 (HARDSHIP)®, for published?
prevalence of 10% studies on headache
among all age groups* prevalence, burden

and cost
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* The prevalence of migraine generally increases with age
up to approximately 30-40 years, at which point the

prevalence peaks'

* Migraine is more common among women than among

men’-®

Migraine is the most
common cause of

and is said be
experiencedat some
pointby and 1 in 10
men,and1in 5
women?

recurrent headaches,
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Migraine I/ neurotorium
Disability weights associated with migraine and headache disorders

The continuum of disability weights

Tension-type Medication overuse
headache: headache: Migraine:
0.037 0.223 0.441

@ . v & o &

P\ | 1 1N I

Perfect Moderate low Crohn's Heart Severe Severe anxiety Spinal cord Acute
health.  back pain: disease:; attack: dementia:  disorder. lesion: schizophrenia:
0.000 0.054 0.231 0.432 0.449 0.523 0.589 0.778

Patients with migraine experience a high level of disability — similar to that experienced
by patients with severe dementia, and patients with heart attack

Adapted from: Salomon &t al. Lancet Glob Health 2005301 1)e712—723



Why are migraines important in primary care

* Prevalence
* Economic Burden
* Underdiagnosed and Undertreated



Episodic vs Chronic Migraines

CLINICAL PRESENTATION OF CHROMNIC MIGRAINE

Understanding the differences between Chronic Migraine and
Episodic Migraine'?

CHROMNIC MIGRAINE EFISODIC MIGRAINE

= 15 headacha days per manth; = 8 headache days are migraina

1,2
days; = 4 hours of headache per day = 14 headache days per month
Persistent di @I}F (79.1% of patients report a MIDAS Grade |V Intermittent dlsgh Ile [23.6% of patiants report a MIDAS Grade
SCOre uf::.'!‘ﬁg IV score of = 21)

Higher prevalence of common comorbidities such as

depression, anxleqra_gmnlc pain, chesity, gastrointestinal Lower prevalence of comorbidities =
issues, or neck pain

Arute medication overuse? Acute medication use”

Likaly associated with structural changes to the brain’ hay be associated with structural changes to the traind

*Hased on 3 Eur\rE% of 499 Chronic Mlgralne patients and 8227 Episcdic Migraine patients.”
MIDAS = Migraine Disability Azseszment.



Migraine Therapies



Abortive Therapies



OTC

* NSAIDs
e Acetaminophen
e Excedrin

e Caffeine
e TRIGGER AVOIDANCE



Triptans

NDC 55111-293-09

SUMATRIPTAN

Tablets USP
100 mg*

Rx Only




How do
we choose?

(@) Eletriptan
Sumatriptan
Rizatriptan
Almotriptan
Zolmitriptan

Naratriptan

(®)  Eletriptan
Sumatriptan
Rizatriptan
Almotriptan
Zolmitriptan

Naratriptan

1 1

1.00 2.00 5.00
Odds Ratio (95% Credible Interval)
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Frovatriptan

1.00 2.00 5.00
Odds Ratio (95% Credible Interval)

4.95 (3.75, 6.59)
3.24 (2.45, 3.97)
4.44 (3.51, 5.69)
2.45 (1.77, 3.39)
3.40 (2.54, 4.53)

1.68 (1.04, 2.72)

3.66 (2.63, 5.15)
1.94 (1.43, 2.63)
2.85 (2.00, 4.10)
2.98 (1.97, 4.51)
3.35 (2.28, 4.96)

1.37 (0.64, 2.83)



Triptans

Almotriptan 12.5 mg 5

Eletriptan 20-80mg 5with the use of
40mg

Frovatriptan 2.5mg 12

Naratriptan 2.5mg 8

Rizatriptan 5-10 mg 3 with the use of
10 mg

Sumatriptan 10-20 mg 5 withthe use of

(Tosymra; intranasal 20mg

spray)

Sumatriptan (oral 25-100 mg 5 with the use of

tablet)

100 mg




Calcitonin Gene Related Peptide Antogonists (Gepants)




Combination Abortive Therapy

CGRP and
Triptan???

Combination medications

Acetaminophen- 500 mg-500
aspirin-caffeine mg-130 mg
Sumatriptan- 85 mg-500 mg

naproxen (Treximet)



Other Abortive Therapies and Refractory

therapies

* |V NSAID

e Steroids

* Magnesium

e Lasmiditan

* Ergotamines

* Anti-emetics

* Neuromodulation
* Nerve Blocks

e Sodium Valproate
e Barbiturates (eg. Butalbital)
* Opioids



Prophylaxis Therapies



Indications for prophylactic therapy

Indications for Consideration of Migraine
Prophylaxis

Adversereactions with acute treatments
Failure of or contraindication to acute treatments
Frequent headaches:

4 or more headaches per month

3 or more significant headaches per month*

2 or more severe headaches per month*

Headaches significantly interfere with daily activities
despite acute treatment

Overuse of acute treatments:

10 or more days per month for ergot derivatives, trip-
tans, opioids, combination analgesics, and a combination
of drugs from different classes that are notindividually

overused

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

drugs

Preference of the patient

*—As measured by the Migraine Disability Assessment Scale or
Headache Impact Test. These tests are available for download at
https://headaches.org/resources/headache-tests/.

Information from reference 2.




TABLE 4

Modification Interventions

Common Migraine Triggers and Lifestyle

Triggers

Lifestyle modification
interventions

Additives (eg, monosodium gluta-
mate, nitrites)

Alcohol (eg, red wine)
Artificial sweeteners (eg, aspartame)

Caffeine (overconsumption or
withdrawal)

Dehydration

Diet pattern changes (eg, fasting,
missing meals)

Exercise

Foods (eg, chocolate, soft cheese)
Heat

Light

Menses

Odors (eg, perfumes, paints,
gasoline)

Oral contraceptives
Psychiatric comorbidities
Sleep disturbance
Smoke

Stress

Weather changes

Adequate hydration
Appropriate sleep
Headache diary to help
identify common and
uncommon triggers to
avoid

Regular exercise

Stress reduction, includ-

ing decreasing the fear of
future migraine

Information from reference 14.




Prophylactic Treatments

* Beta Blockers .
e Calcium Channel Blockers .
» ACE-I/ARBs .
e SSRIs .
* SNRI .
e Tricyclics .
* Topiramate .
* Valproate .
e Gabapentin .

* OCPs .
* Riboflavin .

Coenzyme Q10

Magnesium glycinate
Feverfew

Melatonin

NSAIDs

Acupuncture and chiropractic
Aromatherapy

Nutrition

Neuromodulation

CRGP antagonists (Gepants)
CGRP-MABs

Botox

Heat/Ice



Traditional First Line Agents

Patient selected for pharmacologic migraine prophylaxis

'

Consider a first-line agent, if no contraindication:
* Amitriptyline
* Divalproex (Depakote) or valproic acid (Depakene)
* Propranolol (Inderal) or timolol (Blocadren)
* Topiramate (Topamax) Prohibitive
l adverse
effects?
If not effective after two to three months,
adjust dose successively until effective.

!

If initial agent not effective at maximum
dose, or adverse effects make agent
prohibitive, try a different first-line agent.

'

If no single first-line agent is effective and tolerable,
consider a combination of two first-line agents.

'

If no first-line agent or combination is effective and tolerable, consider
an alternative agent, if no contraindications:
¢ Atenolol (Tenormin), metoprolol  ® Hormone therapy
(Toprol XL), or nadolol (Corgard) e Lisinopril (Zestril)

* Candesartan (Atacand) * Magnesium

* Dihydroergotamine mesylate * Naproxen sodium (Anaprox)
timed-release (DHE-45) or naproxen (Naprosyn)

* Feverfew * Verapamil (Calan)

* Fluoxetine (Prozac) e Vitamin B; (riboflavin) or

¢ Gabapentin (Neurontin) coenzyme Q10




50% reduction in  monthly Adversa events leading to

Drug migraine days Maonthly migraine days discontinuation
Baseline risk 275 per 1000 NA NA
Resulls Risk difference in 1000 people | Difference in mean monthly | Risk difference in 1000 people
{95% CI) migraine days (95% Cl) (25% CI)
fremanezumab 3.9 more (-17.5 10 25.3)t
eranumab 0.3 more (-19.2 o 19.8)
galcanazumab 9.5 more (-11.5 1o 30.4)t GRADE ratings and interpretation
aptinezumab 9.4 more (-15.3 to 34.2)t - et o
gepants 2.6 more (-27.2 o 32.4)t
Mﬂr l.l-.- hn mare llhlrh- mew e Slmy he nn
| than itz rent than
valproate 0.37 more (-0.44 to 1.18) * ot st
Wery low ‘We sre very uncertain
amitriptyline 0.9 fewer (-1.91t0 0.1} *
carishamate 677 fewer (-159.7 1o 97.61)1 2.6 more (-96.1 1o 101.3)t
oxcarbazepine 41-3 more (-118.1 to 382.44)t  0.37 more (-1.06 to 1.8) _
gabapentin/pregabalin | 80-2 more (-48.6 to 282.18)* t  0.03 more (-1.17 to 1.22) _
calcium channel blocker | 101 more (-5.4 to 249.4)* + 1 0.65 fewer (-1.29 to -0-.1) * BS5more -57w0 727" 1

MCIDMID




American Headache Society Position Statement

“The CGRP targeting therapies are a first-line option for migraine prevention. Initiation of these
therapies should not require trial and failure of non-specific migraine preventive medication
approaches.”?



Newer Therapies and First Line Agents



CGRP Monoclonal Antibodies




Fig. 1
Change in monthly migraine days at 3 months
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Change in monthly migraine days after 3 months of treatment with anti-CGRP mAb. Legend: Epti:
eptinezumab; Erenu: erenumab; Frema: fremanezumab; Galca: galcanezumab
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Botox

* Fewer Side Effects compared to Anti-CGRPs
* More Cost Efficient

* Easier to use

* More efficacious™



LONG-TERM EFFICACY AND SAFETY RESULTS FROM THE 2-YEAR, OPEN-LABEL COMPEL ¥ TRIAL

Efficacy consistent with PREEMPT trials over 108 weeks and up
to 9 treatments>°10

RESULTS FROM COMPEL TRIAL
Week

B BOTOX™ {n = 340)

=10

Headache Days/28 Days
(Mean Change from Bassline)

-12

= B0, 10,0, 10.5, and 11.6 fewer headache days per month from baseline at weeks 24, &0, 84, and 108, respactively
= [ata from the subgroup of patients whie did not use an oral preventive medication anytime during the study are presented (n = 340)
# This nonrandomized, 2-year, open-label study:
o Has potential for bias due to no placebo or active comparater arm and low persistency rates given the duration
o Considered the established efficacy and safety of BOTOX® far Chronic Migraine and determined that it was most appropriate to
avoid giving patients placebo fior the study duration because of the debilitating impact of the disease
& Adverse evants from the COMPEL trial were consistent with those from the PREEMPT trials

Study design: Open-label study (n= 716) inwhich enrclled patients received 155 units of BOTOX® (31 sites in a fixed.-site, fixed-doss
paradigm across 7 head/neck muscles over 1.2 waeks for 9 treatment cycles [108 weeks]). The primary end point was headache-day

reduction at week 108. 5&% of patients enrolled received all 9 treatmeants, and 52% received all study treatrments and attended the final
follow-up visit.



Established safety profile’
MNeck pain G4 ]
Headache 5% L
Eyalid ptosis A% = 1%
Migraine 4% I
Muscular weakness 4% = 1%
Musculoskeletal stiffness 4% 1%
Bronchitis 3% X4
Injection-site pain 3% 2%
Musculoskeletal pain 3% 1%
Myalgia 3% 1%
Facial paresis 2% i
Hypertensicn 2% 1%
Muscle spasms 2% 1%

s 4% of BOTOX® patients discentinued pivotal trials due to adverse events (ws 1% for |:I|EIEE|:ID}1
« Observed treatment-related adwerse events were typically mild to moderate in smrit_l.i3

*This does not cover all the possible serious side effects of BOTOX®. Please see the Important Safety Information, including Boxed
‘Warming, and the full Prescribing Information and Medication Guide.




Administration

1 &
L
-
Corrugator Procerus
10 Units divided in 2 sites 5 Units divided in 1 site

/ /

Occipitalis Cervical paraspinals
30 Units divided in 6 sites 20 Units divided in 4 sites

TOTAL DOSE: 155 Units divided between 31 sites!

*PREEMPT = Phase 3 REsearch Evaluating Migraine Prophylaxis Therapy.

Document and discard the 45-Unit wastage.

2 ©
B
-
-

Frontalis
20 Units divided in 4 sites

-
Trapezius

30 Units divided in 6 sites

Temporalis
40 Units divided in 8 sites



How do all these therapies
compare?



carisbamate calcium channel blockers

eptinezumab beta blockers

erenumab amitriptyline

fremanezumab gepants

}
1

/

, topiramate

gabapentin valproate

galcanezumab

S —

oxcarbazepine

placebo



Combining Prophylactic Therapies?

Pros

©  Better response rates through
synergistic effects on multiple
pathophysiologic mechanisms

& Could allow lower doseages
without greater risk for
intolerability

Cons

$  Potential increase in adverse
events due to drug-drug
interactions

¥ Increased risk of self-
withdrawal because of
complicated regiments
¥ Limited data with few large,
validated studies and variable
combinations in heterogeneous

population



Combining pharmacological treatments for migraine prophylaxis: the state-of-the-art

Antihypertensives

Antieplleptics

Optimizing migraine
prophylaxis

Combining treatments

Anti-CGRP antibodies

KEY POINTS

Non-CGRP treatments offer flexibility for
patients  with  comorbid  conditions,

providing tailored prophytaxis,

The synergistic action of onabotulinumtoxin A
and CGRP treatments target different pain
pathways, offering enhanced efficacy.

Combining anti-CGRP antibodies with gepants
enhances CGRF antagonism, utilizing their
digtinct modacular size 10 optimize receptor
blockade and therapeutic benefit

Combining different pharmacological treatments for migraine prophylaxis offers a promising approach to target
multiple pathways, potentially enhancing efficacy and tolerability, while addressing individual patient needs




TABLE 1. CURRENT & POTENTIAL POLYPHARMACY FOR ACUTE MIGRAINE TREATMENT
Level of Evidence

Combination

Examples

Triptan + NSAID

Rizatriptan + rofecoxib;
sumatriptan + naproxen

Few small studies with different combinations and heterogeneous
populations showed sustained pain response at 2 and 24 hours is
higher with the combination vs monotherapy"

Simple analgesic +
dopaminergic antagonist

Aspirin + metoclopramide

A >50% reduction in pain was noted with this combination in
1 study*’

DHE + dopamine antagonist

Metoclopramide + DHE

Combination allowed faster gastric absorption of DHE*’

Gepant + NSAID/simple analgesic

Ubrogepant + acetaminophen

Phase 1 studies showed nonsignificant pharmacokinetic interactions'

Triptan + gepant

Ubrogepant or rimegepant +
sumatriptan

Phase 1 studies showed nonsignificant pharmacokinetic interactions'

DHE + triptan

Contraindicated in combination or within 24 hours of each other due to risk of vasospasm™

DHE or ditan + NSAID

No studies to date; may be appropriate due to differing mechanisms (5-HT vs COX inhibition)

DHE or ditan + gepant

No studies to date; may be appropriate due to differing mechanisms (5-HT vs CGRP inhibition)

Ditan + triptan or DHE

No studies to date, although there is a concern for serotonin syndrome

Note: Triptans are 5-HTqg1p receptor agonists, gepants are CGRP antagonists, and ditans are 5-HT ¢ receptor agonists.
Abbreviations: 5-HT, serotonin; CGRP, calcitonin gene-related peptide; COX, cyclooxygenase; DHE, dihydroergotamine; NSAID, non-

steroidal anti-inflammatory drug.




TABLE 2. CURRENT AND POTENTIAL POLYPHARMACY FOR PREVENTIVE MIGRAINE TREATMENT

Combination

Examples

Level of Evidence

p-blocker + ASM

Propranolol + divalproex sodium;
propranolol + topiramate

Few small studies with different combinations have shown a > 50%
reduction in headache frequency as compared to monotherapy'’-®

p-blocker + TCA

Propranolol + nortriptyline

A small randomized controlled trial showed that the combination did
not result in higher intolerance or more frequent side effects'

ASM + TCA Topiramate + amitriptyline or A small randomized controlled trial showed a > 50% reduction in head-
nortriptyline ache frequency with dual vs monotherapy?' and another showed no

significant difference in frequency, but dual therapy resulted in higher
patient satisfaction?

CGRP Mab + Erenumab + onabotulinumtoxinA | Multiple small studies have shown a greater reduction in mean head-

onabotulinumtoxinA ache/migraine days with combination?¢%

CGRP Mab + gepants Galcanezumab + rimegepant; Small studies with combinations were well tolerated with no increase in
adverse effects®?

CGRP Mab + oral Erenumab + topiramate; freman- | Post-hoc analysis of 2 randomized placebo-controlled studies showed a

migraine preventive ezumab + propranolol greater decrease in monthly migraine days, mean monthly days with mod-

medication erate-severe headaches, and mean days with acute medication use '

Behavioral therapy +
oral migraine preventive

Behavioral management +
propranolol; biofeedback +
flunarizine

Few studies have shown that combination improved outcomes of opti-
mized acute treatment more so than monotherapy®? and leads to supe-
rior long-term management of migraine with analgesic overuse®

Neuromodulation + oral
migraine preventive

No studies to date, but given different mechanisms combination would be a great option in those who pre-
fer non-pharmacologic options or are unable to tolerate higher doses

Abbreviations: ASM, antiseizure medication, CGRP, calcitonin gene-related peptide; MAb, monoclonal antibody; TCA, tricyclic antidepressant.




Future of Migraine Therapy

* Botox
* CGRP mab and Gepants
e GLP-1???



Questions?



References

* Aditya, Suruchi, and Aditya Rattan. “Advances in CGRP Monoclonal Antibodies as Migraine

Therapy: A Narrative Review.” Saudi Journal of Medicine and Medical Sciences, vol. 11, no. 1,
2023, p. 11, https://doi.org/10.4103/sjmms.sjmms_95 22.

* Cohen, Fred, et al. “Prevalence and Burden of Migraine in the United States: A Systematic
Review.” Headache, 3 May 2024, https://do1.org/10.1111/head.14709.

e “Economic Impact of Migraines.” AJMC, www.ajmc.com/view/economic-impact-of-migraines.

* Fathy, Mai, et al. “Dilemma of Migraine Diagnosis and Management among Non-

Neurologists.” The Egyptian Journal of Neurology, Psychiatry and Neurosurgery, vol. 57, no. 1, 31
Aug. 2021, https://do‘?.jg;g/ 10.1186/s4 1683-021-58)}371)-/8. Ac?éssed 6 Mar. 20%3@

* (i1bb, Vera. “American Headache Society Position Statement: Calcitonin Gene-Related Peptide
(CGRP) Inhibitors Should Now Be Considered a First-Line Option for Migraine Prevention.”
Association of Migraine Disorders, 26 Apr. 2024, www.migrainedisorders.org/ahs-statement-cgrp/.

* Gobel, Hartmut. “Home.” ICHD-3 the International Classification of Headache Disorders 3rd
Edition, ichd-3.org.

* Ha, Hien, and Annika Gonzalez. “Migraine Headache Prophylaxis.” American Famil th/sician, vol.
99, no. 1, 1 Jan. 2019, pp. 17-24, www.aafp.org/pubs/afp/issues/2019/0101/p17.htm


https://doi.org/10.4103/sjmms.sjmms_95_22
http://www.ajmc.com/view/economic-impact-of-migraines
http://www.ajmc.com/view/economic-impact-of-migraines
http://www.ajmc.com/view/economic-impact-of-migraines
http://www.ajmc.com/view/economic-impact-of-migraines
http://www.ajmc.com/view/economic-impact-of-migraines
http://www.ajmc.com/view/economic-impact-of-migraines
http://www.ajmc.com/view/economic-impact-of-migraines

Continued

¢ Kim, ByuI}g-Kun et al. “Comprehensive Application of the International Classification of Headache Disorders Third Edition, Beta
germé)(r)li’; ournal of Korean Medical Science, vol. 31, no. 1, 2016, p. 106, https://doi.org/10.3346/jkms.2016.31.1.106. Accessed 19
ct. .

e Lampl, Christian, et al. “The Comparative Effectiveness of Mi%raine Preventive Drugs: A Systematic Review and Network Meta-
Analysis.” The Journal of Headache and Pain , vol. 24, no. 1, 19 May 2023, https://doi.org/10.1186/s10194-023-01594-1.

* Lopez-Bravo, A., et al. “Headache as a Reason for Consultation: The Primary Care Perspective.” Neurologia (English Edition), vol.
36, no. 8, Oct. 2021, pp. 597-602, https://doi.org/10.1016/j.nrleng.2020.08.003. Accessed 13 Apr. 2023.

* “Migraine and Other Headache Disorders.” Www.who.int, www.who.int/news-room/fact-sheets/detail/headache-
disorders#:~:text=Globally%2C%?20headache%20disorders%20affect%20approximately.

* Modi, Seema, and Dionne M. Lowder. “Medications for Migraine Prophylaxis.” American Family Physician, vol. 73, no. 1, 1 Jan.
2006, pp. 72—78, www.aafp.org/pubs/afp/issues/2006/0101/p72.html.

e Oliverra, Renato, et al. “CGRP-Targeted Medication in Chronic Migraine - Systematic Review.” the Journal of Headache and Pain,
vol. 25, no. 1, 5 Apr. 2024, www.ncbi.nlm.nih.gov/pmc/articles/PMC10996229/, https://doi.org/10.1186/s10194-024-01753-y.

* Pellesi, Lanfranco, et al. “Combining Treatments for Migraine Prophylaxis: The State-of-The-Art.” The Journal of Headache and
Pain, vol. 25, no. 1, 5 Dec. 2024, https://doi.org/10.1186/s10194-024-01925-w.



https://doi.org/10.1186/s10194-023-01594-1
https://doi.org/10.1186/s10194-023-01594-1
https://doi.org/10.1186/s10194-023-01594-1
https://doi.org/10.1186/s10194-023-01594-1
https://doi.org/10.1186/s10194-023-01594-1
https://doi.org/10.1186/s10194-023-01594-1
https://doi.org/10.1186/s10194-023-01594-1
https://doi.org/10.1016/j.nrleng.2020.08.003.%20Accessed%2013%20Apr.%202023
http://www.who.int/news-room/fact-sheets/detail/headache-disorders#:~:text=Globally%2C%20headache%20disorders%20affect%20approximately
http://www.who.int/news-room/fact-sheets/detail/headache-disorders#:~:text=Globally%2C%20headache%20disorders%20affect%20approximately
http://www.who.int/news-room/fact-sheets/detail/headache-disorders#:~:text=Globally%2C%20headache%20disorders%20affect%20approximately
http://www.who.int/news-room/fact-sheets/detail/headache-disorders#:~:text=Globally%2C%20headache%20disorders%20affect%20approximately
http://www.who.int/news-room/fact-sheets/detail/headache-disorders#:~:text=Globally%2C%20headache%20disorders%20affect%20approximately
http://www.who.int/news-room/fact-sheets/detail/headache-disorders#:~:text=Globally%2C%20headache%20disorders%20affect%20approximately
http://www.who.int/news-room/fact-sheets/detail/headache-disorders#:~:text=Globally%2C%20headache%20disorders%20affect%20approximately
http://www.aafp.org/pubs/afp/issues/2006/0101/p72.html

Continued

* Rizzoli, Paul, and William J. Mullally. “Headache.” The American Journal of Medicine, vol. 131, no. 1, Jan. 2018, pp. 17-24,
www.amjmed.com/article/S0002-9343(17)30932-4/fulltext, https://doi.org/10.1016/;.amjmed.2017.09.005.

» Steiner, T. J., et al. “Migraine Remains Second among the World’s Causes of Disability, and First among Young Women: Findings
from GBD2019.” The Journal of Headache and Pain, vol. 21, no. 1, Dec. 2020, https://doi.org/10.1186/s10194-020-01208-0.

« Steinmetz, Jaimie D, et al. “Global, Regional, and National Burden of Disorders Affecting the Nervous System, 1990-2021: A
Systematic Analysis for the Global Burden of Disease Study 2021.” The Lancet Neurology, vol. 23, no. 4, 1 Mar. 2024,
hitps://doi.org/10.1016/s1474-4422(24)00038-3.

« Stovner, Lars Jacob, et al. “Global, Regional, and National Burden of Migraine and Tension-Type Headache, 1990-2016: A
Systematic Analysis for the Global Burden of Disease Study 2016.” The Lancet Neurology, vol. 17, no. 11, Nov. 2018, pp. 954-976,
https://doi.org/10.1016/s1474-4422(18)30322-3.

* Thorlund, Kristian, et al. “Comparative Efficacy of Triptans for the Abortive Treatment of Mcijgraine: A Multiple Treatment
Comparison Meta-Analysis.” Cephalalgia, vol. 34, no. 4, 9 Oct. 2013, pp. 258-267, https://doi.org/10.1177/0333102413508661.

« Wang, Victor, et al. “CGRP Antagonist (Gepant) vs Triptan Use Profiles in Individuals with Migraine: A Multicenter Electronic
Medical Record Analysis of Patient Characteristics an Emergency Department Services Utilization (P6-12.010).” Neurology, vol.
100, no. 17_supplement 2, 25 Apr. 2023, https://doi.org/10.1212/wnl.0000000000204267. Accessed 22 Aug. 2024.

* Wiley, Anna T, et al. “Acute Migraine Headache: Treatment Strategies.” American Family Physician, vol. 111, no. 4, 15 Apr. 2025, pp.
317-327, www.aafp.org/pubs/afp/issues/2025/0400/acute-migraine-headache.html.

* www.ushealthconnect.com, Home . “Rational Polypharmacy for Migraine.” Practicalneurology.com, 2025,
practicalneurology.com/diseases-diagnoses/headache-pain/rational-polypharmacy-for-migraine/31898/. Accessed 28 May 2025.


https://doi.org/10.1016/j.amjmed.2017.09.005
https://doi.org/10.1016/s1474-4422(24)00038-3
https://doi.org/10.1016/s1474-4422(24)00038-3
https://doi.org/10.1016/s1474-4422(24)00038-3
https://doi.org/10.1016/s1474-4422(24)00038-3
https://doi.org/10.1016/s1474-4422(24)00038-3
https://doi.org/10.1016/s1474-4422(18)30322-3
https://doi.org/10.1016/s1474-4422(18)30322-3
https://doi.org/10.1016/s1474-4422(18)30322-3
https://doi.org/10.1016/s1474-4422(18)30322-3
https://doi.org/10.1016/s1474-4422(18)30322-3
http://www.aafp.org/pubs/afp/issues/2025/0400/acute-migraine-headache.html
http://www.aafp.org/pubs/afp/issues/2025/0400/acute-migraine-headache.html
http://www.aafp.org/pubs/afp/issues/2025/0400/acute-migraine-headache.html
http://www.aafp.org/pubs/afp/issues/2025/0400/acute-migraine-headache.html
http://www.aafp.org/pubs/afp/issues/2025/0400/acute-migraine-headache.html

	Slide 1: New Therapies for Chronic Migraines
	Slide 2: Conflict of Interests
	Slide 3: Learning Objectives
	Slide 4: Epidemiology and clinical significance
	Slide 5
	Slide 6
	Slide 7: Why are migraines important in primary care 
	Slide 8: Episodic vs Chronic Migraines
	Slide 9: Migraine Therapies
	Slide 10: Abortive Therapies
	Slide 11: OTC
	Slide 12: Triptans
	Slide 13: How do we choose?
	Slide 14
	Slide 15: Calcitonin Gene Related Peptide Antogonists (Gepants)
	Slide 16: Combination Abortive Therapy
	Slide 17: Other Abortive Therapies and Refractory therapies
	Slide 18: Prophylaxis Therapies
	Slide 19: Indications for prophylactic therapy
	Slide 20
	Slide 21: Prophylactic Treatments
	Slide 22: Traditional First Line Agents
	Slide 23
	Slide 24: American Headache Society Position Statement
	Slide 25: Newer Therapies and First Line Agents
	Slide 26: CGRP Monoclonal Antibodies
	Slide 27
	Slide 28
	Slide 29: Botox
	Slide 30
	Slide 31
	Slide 32: Administration
	Slide 33: How do all these therapies compare?
	Slide 34
	Slide 35: Combining Prophylactic Therapies?
	Slide 36
	Slide 37
	Slide 38
	Slide 39: Future of Migraine Therapy
	Slide 40: Questions?
	Slide 41: References
	Slide 42: Continued
	Slide 43: Continued

