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TREATMENT



How are migraine headaches diagnosed?: IHS Criteria

Know the abortive and preventative treatment options for
migraine and how to use them

Recognlze the |mporiance of Ilfes’ryle changes to improve
ency using a migraine diary and identifying

LECTURE OBJECTIVES



12% of population with migraine headaches
18% of women

6% of men

0% of women in their mid-30's suffer from migraine

MIGRAINE PREVALENCE



A CHRONIC, RECURRENT NEUROVASCULAR DISORDER
Chronic because it is a biological disorder

Recurrent since by diagnostic criteria there must be at least 5

headaches with similar characteristics and associated symptoms
usually with identifiable friggers

Neurovascular since it is a disorder of the sensory nerve endings
olood vessels in the brain where chemicals (CGRP, kinins,
sed from nerve endings in the brain that
ssels and secondarily

WHAT IS A MIGRAINE HEADACHE ¢



PHASES OF A MIG
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Adapted from Cady RK. Headache. 2008;48(9):1415-1416.
Headache Classification Subcommittee of the International
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ady. RK. Diagnosis.and freaiment. of. migraine.
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CGRP is a 37 amino acid neuropeptide discovered in 1982

CGRP and its receptors are widely distributed in peripheral and central nerve
pain pathways such as the periaqueductal grey and the spinal tfrigeminal
nucleus where it can modulate neurogenic inflammation/pain inputs

A highly potent blood vessel dilator released from sensory nerves with receptors

on the middle meningeal artery middle cerebral artery, pial and superficial
emporal arteries

2|l as somatic pain (joint and low back pain), visceral
atory and neuropathic pain (CRPS)

CALCITONIN GENE RELATED PEPTIDE



OBTAINING A GOOD HISTORY IS THE KEY TO DIAGNOSIS
SPECIFIC DIAGNOSTIC CRITERIA FOR MIGRAINE
LOOKING FOR CLUES THAT POINT TOWARD THE DIAGNOSIS

HOW IS A MIGRAINE DIAGNOSED?




-HEADACHE QUESTIONAIRE

When did you first start having headaches?
How frequent are they? times per week More than one per day? (circle) Yes No

Do they tend to occur at a specific time of day? Yes No
If Yes, when

How long do they last?___ minutes___ hours______days

Do they improve with sleep? Yes No Do they awaken you from sleep? Yes No
From onset of pain, how long until the headache peaks in intensity?

How severe are the headaches? At minimum? (scale of 1-10)____ ‘At most? (scale of 1-10?)______

Where is your headache located?
Is it always in the same area? Yes No

Is there a prodrome (an early symptom) that tells you a headache is coming? Yes No
Example: Yawning, food craving, personality changes or fatigue If Yes, specify:

Do you have a visual warning (aura) that tells you a headache is coming? Yes No
If yes, how long does the aura last?

Has there been a change in the headache character or aura? Yes No

What are the associated symptoms? (please circle the symptoms you have with the headache)
Nausea- immediate or delayed Vomiting- immediate or delayed Lack of coordination
Sensitivity to light Sensitivity to sound Tingling/Numbness
Drooping of one eyelid Tearing from one eye Stuffy nose/nasal discharge
Sensitivity to odors Imbalance Confusion Other:

Have you noticed that specific things can trigger your headache? (circle)

Odors : Foods Alcohol (like red wine) Bright lights Fatigue
Too much or too little sleep Missing a meal Stress Changes in weather

Menstrual cycle

Is there any family history of migraine headaches?

What medications have been tried to stop the headache once it began? (circle)
Ibuprofen (Advil) Tylenol Naprosyn (Aleeve) Excedrin Degongestants

Cafergot Wigraine Ercaf Imitrex DHE-45 Maxait
Zomig Amerge Fiorinal/Fioricet Other

Have any preventative medications that are taken daily been tried? (circle)
Propranoloi (Inderal) Amitriptyline (Elavil) Nortiptyline (Pamelor) Lithium
Methysergide (Sansert) Valproic Acid (Depakote) Cyproheptadine (Periactin)

Fluoxetine (Prozac) Gabapentin (Neurontin) Verapamil (Calan)

How long did you use this medication?
Did side effects prevent continued use of these medications?
-Was the dose of the preventative medication increased if it was ineffective?

Has there been any recent change in your medications? Yes No
Does exertion worsen the headache? Yes No

Did you have motion sickness as a child? Yes No

Is your head pain (circle) throbbing, pressure-like, vice-like, stabbing, or




IHS/ICHD-3 Ciriteria updated in 2018 to provide specific
diagnostic criteria for headaches

Migraine with aura

igraine without aura




A) At least 5 attacks fulfilling B-D
B) Each attack lasts 2-72 hours (untreated or unsuccessfully freated)

C) Atleast 2 of the following 4: Unilateral, pulsatile, moderate to
severe intensity, aggravated by or avoidance of routine activity

D) Duvuring an attack at least one of the following symptoms: -nausea
or vomiting ; photophobia and phonophobia ,or osmophobia

accounted for by another ICHD -3 disorder

DIAGNOSIS OF MIGRAINE:

ICHD CRITERIA







Unilateral
Pulsatile
Nausea

> ia (light sensitivity) qnd phonophoblq
2|l sensitivity)

DIAGNOSIS OF MIGRAINE:
SIMPLIFIED 2/4







PRESENT IN ABOUT 15-20% OF MIGRAINE PATIENTS

MECHANISM IS A SPREADING DEPRESSION OF BRAIN CELL ACTIVITY MOVING
ACROSS THE SURFACE OF THE BRAIN (CORTICAL SPREADING DEPRESSION)

VISUAL
SENSORY
LANGUAGE DYSFUNCTION
AN OUR

THE MIGRAINE AURA




-Published in Headache 2004 By Tepper et al

-If a patient thought they had a migraine they were 99.5% correct

-82% of patients felt to not have a migraine were determined by a 6
month diary to have migraine headaches

-Physicians relied too heavily on one or more signature features of
migraine In diagnosing headache

ne correct diagnosis was made using symptoms of the most
Wer than the most frequent headache

THE LANDMARK STUDY



“The reproducible provocation of headache by
stereotyped stimuli is probably the most useful way
of approaching a clinical diagnosis of migraine”

— Dr Neil Raskin

HEADACHE HISTORY: TRIGGERS
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MIGRAINE TRIGGERS: DR ERIC EROSS
GLIACIN.COM (TOOLS)




MIGRAINE TRIGGERS



About 1/3 of migraine patients can treat their migraines
successfully with medications such as Naproxen, Ibuprofen or

Excedrin which work by turning off production of inflammatory
chemicals

Opioid pain medications, or those containing Butalbital
(Fioricet/Fiorinal) can result in increased risk of developing rebound

headaches (medication overuse headaches) and can decrease
he effectiveness of preventative medications

> much less likely to result in medication

ABORTIVE THERAPY



Triptans decrease CGRP release at the blood vessel (SHT1B
receptor) and at the nerve ending (5HT1D receptor)

“EARLY IS LESS”

TRIPTAN SENSATIONS: 10% of patients may feel chest pressure,
jaw/throat tightness, fatigue, nauseaq, dizziness, skin sensitivity

Triptan sensations can begin 30 minutes after dose and last up to
1 hour

sations are NOT CCII'dICIC related and not an allergic
is not completely known

TRIPTAN MEDICATIONS: ABORTIVE

THERAPY




Sumatriptan: TABLET, NASAL SPRAY, INJECTION
Rizatriptan

Zolmitriptan: TABLET AND NASAL SPRAY
Almotriptan

TRIPTAN ABORTIVE THERAPY




Rimegepant and Ubrogepant work by blocking the receptor for
CGRP

Side effects can include dry mouth and sedation and are an
ernative to triptan medications for patients with intolerable
artery disease

GEPANT ABORTIVE THERAPY



ANTICONVULSANT MEDICATIONS
ANTI-HYPERTENSIVE MEDICATONS
TRICYCLIC ANTIDEPRESSANTS

CGRP Monoclonal Antibody therapies
GEPANT (ATOGEPANT)

BOTOX
RIPTION OPTIONS

ork by decreasing brain cell

MIGRAINE PREVENTION OPTIONS



A new treatment option for migraine prevention based upon
current understanding of the neurovascular model of migraine

Can be thought of as an immunization resulting in passive

immunity to CGRP

. .
Ol

ANTI-CGRP MONOCLONCAL
ANTIBODY THERAPIES



Erenumalb-aooe Mechanism of action is to block the CGRP
receptor and alter cellular function

Humanized immunoglobulin G2 (IgG2) monoclonal antibody

> nbinant DNA technology in CHO cells

ANTI-CGRP MONOCLONCAL
ANTIBODY THERAPIES



Humanized mouse-sourced amino acid monoclonal antibodies: the zumalos

CGRP anti-ligand : binders, neutralization, or ligand blocker therapy agents

quivalent of a passive immunization with an anti-ligand-antibody

ANTI-CGRP MONOCLONAL
ANTIBODY THERAPIES



America Headache Society Consensus Statement : Headache 2019
Volume 59, Number 1

4-7 migraine headache days per month, failure of 2 oral
preventative medications, and at least moderate disability

8-14 migraine headache days per month and failure of 2 oral
medications

iIne and failure of 2 oral medications or inability to

1 )~ M

ANTI-CGRP MONOCLONAL ANTIBODY
THERAPIES: ACCESS TO CARE



Difference in how long the therapy lasts (half life) varies from 21
days for Aimovig to 25-45 days for the zumalbs

Effective dose and dose administration varies between patients
(bioavailability)

Fremanezumalb did not block blood vessel dilation in research

animal caused by an induced cortical spreading depression ,
vhich is the cause of migraine aura and thought to be the cause
>adache by some researchers

oathophysiology, and it

ANTI-CGRP MONOCLONCAL
ANTIBODY THERAPIES: FAILURES



TOPIRAMATE

DIVALPROIC ACID

ANTICONVULSANT MEDICATIONS



BETA BLOCKERS: Propranolol, Timolol, Metoprolol

CALCIUM CHANNEL BLOCKERS : Verapamil, Diltiazem, Amlodipine

ANTI-HYPERTENSIVE MEDICATIONS




AMITRIPTYLINE

NORTRIPTYLINE

TRICYCLIC ANTIDEPRESSANTS



Venlafaxine

~ Duloxetine

SEROTONIN-NOREPINEPHRINE
REUPTAKE INHIBITORS



Chronic migraine is defined as 15 or more headache days per month of
which at least 8 headache days per month meet criteria for migraine
without/with aura

PREEMPT trial published in Cephalgia 2010 proved efficacy of
onabotulinum toxin A for chronic migraine patients

31 injection sites per freatment every 12 weeks injected into specific
muscles in the head and neck where it enters sensory nerve endings

Proposed mechanism is INHIBITING PAIN-RELATED NEUROTRANSMITTER
RELEASE (CGRP, Glutamate, Substance P) from sensory neurons which in
turn reduces peripheral and central sensitization (migraine generator in
brainstem)



VITAMIN B2 (Riboflavin) 400 mg daily

CHELATED MAGNESIUM as tolerated 500-750 mg daily
BUTTERBUR: 75 mg twice daily

BOSWELLIA: brand name Gliacin 375mg three times daily
RFEW: 250 mg daily

NON PRESCRIPTION OPTIONS






GOOD:

A headache with a stable pattern, definite headache trigger ( like being
associated with menstrual cycle), may improve with sleep, meefts the
International Headache Society (IHS) criteria for primary headache but
which simply does not respond to the usual freatments

BAD:

=adache with a dramatic change from the usual headache character
O onset, progressive head pain from onset, or

ociated with fever, stiff nekc]:k or

neec

\ ()

ARE YOU A GOOD WITCH OR A

BAD WITCH?



Migraine with or without aura
Tension Headache
ar headache

THE GOOD HEADACHE:
PRIMARY HEADACHE







Systemic: History of malignancy, immunosuppression, HIV or complaints of
fever, chills, night sweats, myalgias, weight loss, jaw claudication

Neurologic: Neurologic symptoms including change behavior or personality,
diplopia, transient visual loss, pulsatile tinnitus, weakness, sensory loss, ataxia

Onset (sudden) : thunderclap headache
Onset (age): new onset after the age of 50

Pattern change : progressive or change in headache character, ppt by
Valsalva, postural aggravation

SNOOPPP



Subarachnoid hemorrhage
Encephalitis
Meningitis
Ruptured Arteriovenous Malformation
Brain fumor

> anial Hemorrhage

>

>

SECONDARY HEADACHES:
THUNDERCLAP




Waiting until you know it is a migraine
Waiting until you get home from work to take medication

Using a triptan this is not present in intfracranial circulation
before the migraine reaches it peak

a|laying the use of the medication due to concerns about
out of your medication

FAILURE TO RESPOND TO TREATMENT




Cutaneous allodynia is pain resulting from non-noxious
stimuli to the skin



Affirmative Slides For TREXIMET (v1).ppt
Affirmative Slides For TREXIMET (v1).ppt
Affirmative Slides For TREXIMET (v1).ppt
Affirmative Slides For TREXIMET (v1).ppt
Affirmative Slides For TREXIMET (v1).ppt
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Fenway Park for t
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DR. RAMI BURSTEIN



A critical tool in understanding migraines for the patient and the
physician

Can help to identify migraine triggers that can potentially be avoided
Can help determine if preventative therapies are working

Applications available on Smart Phones for migraine diaries

elp watch for increased frequency of headaches that may result
m episodic to chronic migraine

THE HEADACHE DIARY



| Headache

Headache Diary Pro

Headache Diary (ecoHeadache)

Migraine Buddy

HEADACHE DIARY



29 year old woman who developed migraines occurring daily or
every other day after being in front of computer studying for 8
hours per day for months, began taking Ibuprofen daily. Saw
Neurologist, MRI brain normal, headaches were not responding

to Nortriptyline or Rizatriptan

LIFESTYLE CHANGES TO IMPROVE
MIGRAINE HEADACHES



STARTED EACH DAY DRINKING 4 GLASSES OF WATER

HIGH PROTEIN FOODS IN MORNING

DID NOT SKIP MEALS IN DAYTIME (taking breaks from work)
YOGA 3 DAYS PER WEEK

WORKOUT IN GYM 4 DAYS PER WEEK

DITATION (another option could be biofeedback)

LIFESTYLE CHANGES



68 year old woman followed for many years for migraine, using
Rizatriptan as abortive therapy

Had treatment that dramatically improved chronic hip pain, and
was able to begin exercising regularly

Changed diet including stopping eating sugar and went on
gluten free diet

ing Boswellia 3 times daily

LIFESTYLE CHANGES TO IMPROVE
MIGRAINE HEADACHES



Use the headache diary to identify migraine triggers

Maximize stability in your life, especially during vulnerable times: regular
sleep, regular meals/hydration, avoid food triggers, siress relief/taking

breaks
Exercise aerobically 5 days or more per week
Keep abortive medications with you, treat early

Take preventative medications faithfully
ications during periods of few headaches

GAINING CONTROL OF MIGRAINES
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