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Sign or Symptom (SNNOOP10) Secondary Headaches to Consider

Systemic signs and symptoms Central nervous system infection
Intracranial malignancy
Metabolic, endocrine, vascular, or inflammatory disorders

Neurological deficits or altered Stroke
mental status Trauma

Intracranial mass
Meningitis or encephalitis
Intracranial hemorrhage
Posterior reversible encephalopathy syndrome
Cavernous venous sinus thrombosis
Carbon monoxide poisoning

Neoplasm history Cerebral neoplasm or metastasis ) Iy
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Sign or Symptom (SNNOOP10)

Onset-thunderclap

Onset-age >50 years

Papilledema

Positional

Precipitated by Valsalva

Precipitated by exertion

Painful eye with autonomic features

Posttraumatic onset

Pulsatile tinnitus

Pregnancy or postpartum

Pathology of the immune system

Progressive or pattern change

*Adapted from Cortel-LeBlanc MA, Orr SL, Dunn M, James D, Cortel-LeBlanc A. Managing and Preventing Migraine in the Emergency Department: )‘if
A Review. Ann Emerg Med. 2023;82(6):732-751. 2

Secondary Headaches to Consider

Subarachnoid hemorrhage

Cavernous venous sinus thrombosis
Reversible cerebral vasoconstriction syndrome
Posterior reversible encephalopathy syndrome
Pituitary apoplexy

Colloid cyst (intracranial hypotension)

Giant cell arteritis
Intracranial mass

Elevated intracranial hypertension

Intracranial hypotension (worse when standing)
Intracranial hypertension (worse when supine)

Elevated intracranial hypertension
Chiari malformation

Dissection
Reversible cerebral vasoconstriction syndrome
Subarachnoid hemorrhage

Cavernous sinus thrombosis

Orbital apex syndrome

Acute angle closure glaucoma

Intracranial lesions (posterior fossa or pituitary)

Subdural hematoma
Dissection
Intracranial hypotension

Idiopathic intracranial hypertension
Vascular disorders

Pre-eclampsia/eclampsia

Cavernous venous sinus thrombosis
Reversible cerebral vasoconstriction syndrome
Posterior reversible encephalopathy syndrome
Pituitary apoplexy

Postdural puncture headache

Opportunistic infections

Neoplasms
Vascular intracranial disorders
Other secondary causes
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Migraine Without Aura
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Common Migraine Types

Migraine With Aura (Typical)

Vestibular Migraine

A. At least 5 episodes fulfilling
criteria B-D

B. Headache lasts 4-72 h

C. Headache has at
least 2 of the following:

1. Unilateral location

2. Pulsating quality

3. Moderate or severe intensity

4. Aggravated by routine
physical activity

D. At least 1 of the following:
1. Nausea and/or vomiting

2. Photophobia and phonophobia

E. Not better accounted for by
another ICHD-3 diagnosis

A. At least 2 episodes fulfilling
criteria B and C

B. At least 1 of the following
reversible symptoms:

1. Visual

2. Sensory

3. Speech and/or language

4. Motor

5. Brainstem

6. Retinal
C. At least 3 of the following:

1. Aura spread gradually over at
least 5 minutes

2. At least 2 aura symptoms occur
in succession

3. Each individual aura symptom
lasts 5-60 min

4. At least 1 aura symptom is unilateral

5. At least 1 aura symptom is a
positive phenomenon

6. Headache accompanies aura or
occurs within 60 min of aura

A. At least 5 episodes fulfilling
criteria C and D

B. History of migraine with or
without aura

C. Vestibular symptoms of moderate
or severe intensity,lasting between
5minand 72 h

D. At least half of episodes are
associated with at least 1 of
the following:

1. Headache with at least 2 of
the following:

a) Unilateral

b) Pulsating
c) Moderate-severe

d) Aggravated by routine activity

2. Photophobia and phonophobia

3. Visual aura

E. Not better accounted for by
another ICHD-3 diagnosis

D. Not better accounted for by another ICHD-3 diagnosis

*Adapted from Cortel-LeBlanc MA, Orr SL, Dunn M, James D, Cortel-LeBlanc A. Managing and Preventing Migraine in the Emergency Department: A Review. Ann
Emerg Med. 2023;82(6):732-751.
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Characteristic Stroke or TIA

Onset

Course

Duration

Visual Symptoms

Sensory Symptoms

Speech and Language
Symptoms

Brainstem Symptoms

Motor Weakness

TIA, Transient ischemic attack.

Gradual

Symptoms typically progress in succession
Headache follows aura

Typically less than 30 min

Positive phenomena:
Flashing lights

Zigzag lines
Scintillating scotoma typically expands
gradually or propagates

Positive phenomena:
Paresthesias (pins-and-needles)

Typically mild:
Word-finding difficulty
Paraphasic errors

Very rare, less than 0.1%*
Present in migraine with brainstem aura

If present, it tends to be milder
Isolated weakness as in hemiplegic
migraine exceedingly rare (<0.01%)! 7

Sudden

Symptoms typically occur simultaneously

Variable

Negative phenomena:
Vision loss (quadrantanopia,
hemianopia, blindness)

Negative phenomena:
Sensory loss

Typically more pronounced:
Large spectrum of aphasic disturbances:
Receptive and expressive
Paraphasic errors
Dysarthria

20% of stroke or TIAS:
Present in posterior circulation stroke or TIA

Tends to be more severe
Common

tViana M, Sances G, Linde M, et al. Clinical features of migraine aura: results from a prospective diary-aided study. Cephalalgia. 2017;37(10):979-989.
*Yamani N, Chalmer M, Olesen J. Migraine with brainstem aura: defining the core syndrome. Brain. 2029;142(12):3868-3875.

§Gulli G, Marquadt L, Rothwell P, and Markus H. Stroke risk after posterior circulation stroke/transient ischemic attack and its relationship to site of
vertebrobasilar stenosis. Stroke. 2013;44:598-604.
IThomsen L, Eriksen M, Roemer S, Andersen |, Olesen J, and Russell M. Brain. 2002;125(Pt 6):1379-1391.
TThomsen L, and Olesen J. Sporadic hemiplegic migraine. Cephalalgia. 2004;24:1016-1023.

*Adapted from Cortel-LeBlanc MA, Orr SL, Dunn M, James D, Cortel-LeBlanc A. Managing and Preventing Migraine in the Emergency Department: o jd’\ v
A Review. Ann Emerg Med. 2023;82(6):732-751.
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Tension-Type

Features Migraine
Ll Headache

Duration 30 min to 7 day

Pulsating or Steady, pressing,
throbbing or squeezing

Moderate to
severe moderate

Routine physical
activity

Photophobia AND Max one of:
Phonophobia Photophobia or

Associated

Symptoms OR Phonophobia

Nausea OR vomiting

In migraine with
aura

*Adapted from Cortel-LeBlanc MA, Orr SL, Dunn M, James D, Cortel-LeBlanc A.
Managing and Preventing Migraine in the Emergency Department: A Review. Ann
Emerg Med. 2023;82(6):732-751.
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Migraine Attack Acute Treatment in the ED
nedical therap

Dependent on

ac 30 mg IV patient factors

1020 mg IV I

¢ IV (to reduce recurrence) I

Reassess in 1-2 hours I

days/month n
0r 2 4 headache days/month not responding to acute therapy;
2. AL risk for development of medication-overuse headache
3

*Adapted from Cortel-LeBlanc MA, Orr SL, Dunn M, James D, Cortel-LeBlanc A. Managing and Preventing Migraine in the Emergency Department: A Review. Ann
Emerg Med. 2023;82(6):732-751.
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Treating an Acute Migraine Attack

1. General pain Maximum 15 days per month (if taking only ONE), or 10 days per month (if taking TWO).
medications O Acetaminophen 1,000 mg

O Naproxen 500 mg or Ibuprofen 200, 400 or 600 mg or Diclofenac 50, 75, or 100 mg
2a. Migraine-specific Take at the onset of symptoms and repeat the dose in 2 hours if your symptoms persist.
medications: triptans Maximum 10 days per month.

O Frovatriptan 2.5 mg

O Naratriptan 2.5 mg

O Rizatriptan 5 or 10 mg

O Sumatriptan (oral) 25, 50, or 100 mg

O Sumatriptan (intranasal) 10 or 20 mg

O Zolmitriptan 2.5 or 5 mg
2b. Other migraine- O Ubrogepant50 or 100 mg once, may repeat in 2 hours (max 8 days per month)
specific medications: O Rimegepant 75 mg once daily as needed (max 18 days per month)
gepants and ditans O Zavegepant 10 mg intranasal once daily as needed (max 8 days per month)

O Lasmiditan 50, 100, or 200 mg once daily as needed (max 4 days per month)

Lifestyle Modifications to Prevent a Migraine Attack

1. Limit or avoid - Caffeine, max 2 days per week
- Alcohol
- Dehydration: consume 1-2 litres of water per day
- Hunger: consume protein with breakfast within 1 hour of waking and keep snacks

2. Sleep Hygiene - Keep aregular sleep schedule, aiming for a full night rest

- Avoid naps

- Avoid using screens late at night
3. Physical activity - Routine physical activity: 150 minutes per week in at least 10 minute intervals
4. Ergonomics - Adjust home and office settings to minimize eye strain

- Rule of 20s: every 20 minutes look 20 feet away for 20 seconds

Medications to Prevent a Migraine Attack

1. Nutraceuticals Take at least one of:
O Magnesium citrate 500 to 600 mg daily
O Coenzyme Q10 150 mg twice daily
O Riboflavin (vitamin B2) 400 mg daily

2. Preventive These daily medications reduce the frequency and severity of migraine attacks.
Medications O Metoprolol 25 to 100 mg twice daily

(side effects: dizziness, low energy, low blood pressure)

O Propranolol 40 to 80 mg twice daily
(side effects: dizziness, low energy, low blood pressure)

O Amitriptyline 10 mg at night; may increase by 10 mg/week, max of 100 mg/night
(side effects: sleepiness, fatigue, weight gain, mood disturbance)

O Topiramate 25 mg at night; may increase by 25 mg/week, max of 100 mg/night

(avoid in pregnancy; side effects: tingling, drowsiness, feeling “in a fog”, weight- | g )( .
loss, kidney stones, glaucoma)
O Atogepant 10, 30, or 60 mg once daily \?
(side effects: nausea, tiredness, and constipation) VA
N ¥ )

*Adapted from Cortel-LeBlanc MA, Orr SL, Dunn M, James D, Cortel-LeBlanc A. Managing and Preventing Migraine in the Emergency
Department: A Review. Ann Emerg Med. 2023;82(6):732-751.
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SPI SPII SP Il
Screening Prospective 3-Month Double-blind Treatment
Baseline
3-30 days 30-40 days

Galcanezumab 120 mg (after 240 mg loading dose) SC monthly +
Placebo ODT q.0.d.

Rimegepant 75 mg ODT g.0.d. + Placebo SC monthly
(2 injections initially)

v

Daily ePRO diary reporting of headaches

Month 0 1 2 3
Visit 1 2 3

N
[$}
(<]
-

Randomization
(1:1)

*Adapted from Schwedt, Todd J., et al. "Comparing the Efficacy and Safety of Galcanezumab Versus Rimegepant for Prevention of
Episodic Migraine: Results from a Randomized, Controlled Clinical Trial." Neurology and Therapy (2023): 1-21.
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% response rate (SE)/ | Odds ratio/LSMean

Treatment? LSMean change from | change difference
baseline (SE) (95% CI)°

Primary endpoint: C 50% response®  Galcanezumab 269 62.0 (2.0) 1.1(0.8, 1.4)
Rimegepant 284 61.0 (2.0)

Key secondary endpoints®

Number of monthly migraine Galcanezumab 269 -4.8(0.17) -04(-0.8,0.1)

headache days' Rimegepant 284 -4.4(0.16)

> 75% response® Galcanezumab 269 37.0 (2.0) 1.2 (0.9, 1.6)
Rimegepant 284 33.0 (2.0)

Number of monthly migraine Galcanezumab 249 -5.1(0.2) -0.2(-0.7,0.4)

headache days at month 3¢ Rimegepant 259 -4.9(0.2)

Number of monthly migraine Galcanezumab 256 -4.8(0.2) -04(-0.9,0.2)

headache days at month 29 Rimegepant 268 -4.4(0.2)

Number of monthly migraine Galcanezumab 266 -4.3(0.2) -06(-1.1,0)

headache days at month 1¢ Rimegepant 275 -3.8(0.2)

Number of monthly migraine Galcanezumab 269 -4.0 (0.1) -05(-0.9,-0.1)

headache days with acute Rimegepant 284 -3.5(0.1)

medication use'

MSQ-RF-R score at month 3¢ Galcanezumab 271 31.9(1.2) 5.2(1.9, 8.6)
Rimegepant 269 26.7 (1.2)

100% response® Galcanezumab 269 18.0 (2.0) 1.3(0.9,1.8)
Rimegepant 284 15.0 (2.0)

Cl confidence interval, LSMean least squares mean, MSQ-RF-R Migraine-Specific Quality of Life Questionnaire-Role Function-Restrictive, ODT
orally disintegrating tablet, SC subcutaneous, SE standard error

aParticipants in the galcanezumab group received galcanezumab 120 mg and placebo ODT; participants in the rimegepant group received 75 mg : j‘,f:
rimegepant and SC placebo injection, ®°Odds ratio is provided for response measures. For the other measures, the LSMean change difference is y ~
provided, °Proportions of participants with the percentage reduction in monthly migraine headache days from baseline across the 3-month double- \?-\
blind period, ?P = 0.70, *Outcomes presented in order of pre-defined multiple testing procedure, LSMean change from baseline across the 3-month 'é

a '

double-blind period, SLSMean change from baseline to specified timepoint

1
A
*Adapted from Schwedt, Todd J., et al. "Comparing the Efficacy and Safety of Galcanezumab Versus Rimegepant for Prevention of =
)
)

Episodic Migraine: Results from a Randomized, Controlled Clinical Trial." Neurology and Therapy (2023): 1-21.
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Variable, n (%) ﬁa=lcza;r;ezumab 120 mg, El:\gg:;epant 75 mg,

Serious adverse events 0 1(0.3)
Participants with = 1 TEAE 60 (20.9) 60 (20.5)
Discontinuation from study due to an AE 2 (0.7) 4(1.4)

TEAES occurring in three or more participants (overall)

COVID-19 12 (4.2) 5(1.7)
Nausea 3(1.0) 4 (1.4)
Fatigue 2 (0.7) 4(1.4)
Injection-site pain 2 (0.7) 4 (1.4)
Nasopharyngitis 1(0.3) 5(1.7)
Influenza 3(1.0) 2 (0.7)
Anemia 3(1.0) 1(0.3)
Migraine 0 4(1.4)
Sinusitis 1(0.3) 3(1.0)
Constipation 3(1.0) 0

Diarrhea 2 (0.7) 1(0.3)
Hypertension 1(0.3) 2 (0.7)
Upper respiratory tract infection 1(0.3) 2 (0.7)
Vertigo 2(0.7) 1(0.3)

AE adverse event, COVID coronary virus disease, ODT orally disintegrating tablet, SC subcutaneous, TEAE treatmentemergent adverse event
aParticipants received galcanezumab 120 mg and placebo ODT, *Participants received 75 mg rimegepant and SC placebo injection

*Adapted from Schwedt, Todd J., et al. "Comparing the Efficacy and Safety of Galcanezumab Versus Rimegepant for Prevention of Episodic Migraine:
Results from a Randomized, Controlled Clinical Trial." Neurology and Therapy (2023): 1-21.
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