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DEEL 1: IMPACT



Lancet Neurol 2008;7:354-361

Neurology 2007;68:343-9

Lancet 2017;390:1211-1259

J Headache Pain 2018;19(1):17

20 % migraine patients ≥ 1 disabling headache day/week

Migraine



Eur Neuropsychopharmacol 2011;21(10):718-79

Cost of brain disorders



De migraine ijsberg

Diagnose 

Migraine

Geen diagnose 

Migraine
52%

48%

1999

Headache 2001;41:646-657

DEEL 2: (ONDER)DIAGNOSE



Hoge prevalentie/disability

+

Onderdiagnose

+

Mythes

=



Diagnosis of migraine without aura

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

ICHD-3 = International Classification of Headache Disorders, 3rd edition.

Headache Classification Committee of the International Headache Society (IHS). Cephalalgia. 2018;38 (1):1-211.



Diagnosis of migraine with aura

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

ICHD-3 = International Classification of Headache Disorders, 3rd edition.

Headache Classification Committee of the International Headache Society (IHS). Cephalalgia. 2018;38 (1):1-211.



 EM may transform to CM* at the rate of 2.5% per year

 CM often remits to EM (2-year transition rate of 26%)

Chronic migraine

(8% of migraine patients4)

 Headaches (tension-type and/or 

migraine) occur ≥15 days/month 

for ≥3 months and

 Headache has features of migraine for 

≥8 days/month

Episodic migraine

(92% of migraine patients4)

 Headaches (untreated or 

unsuccessfully treated) 

occur <15 days/month

Highest frequency → Highest unmet need 
Increasing patient and societal burden

 An arbitrary frequency score of ≥15 days/month is often used to differentiate between 

EM and CM

Migraine: episodic or chronic



Curr Opin Neurol 2009;22:269-276

Nat Rev Neurol 2016;12(8):455-64

Nat Rev Neurol 2016;12(10):575-83

Chronische migraine: risicofactoren

Painkiller overuse

Other chronic pain syndrome

Caffeine overuse

Stressful life events

Snoring, OSAS, obesity

Comorbidities (depression,…)



attack attack

pain-free

time

trigger

attack

Neurology 2007;68(5):343-9

pain-free pain-free pain-free

multifactorial brain disorder 

neurovascular headaches

DEEL 3: FYSIOPATHOLOGIE



Aanval

Voorboden (tot 80%)

Aura (tot 30 %)

Hoofdpijn

Misselijkheid-braken

Overgevoeligheid

Craniale aut. sympt.

…

Postdrome

Migraine: aanval versus aandoening



Neurotherapeutics 2018;15(2):274-290

Headache 2007;47(10):1418-26

Migraine phases



Neurology 2003;60(6):935-40



Neurotherapeutics 2018;15(2):274-290

Headache 2007;47(10):1418-26

Migraine phases



Aanval

Voorboden (tot 80%)

Aura (tot 30 %)

Hoofdpijn

Misselijkheid-braken

Overgevoeligheid

Craniale aut. sympt.

…

Postdrome

Aandoening (disorder)

Uitlokkende factoren

Familiaal

Neurobiologie

Migraine: aanval versus aandoening



Belangrijk: individueel !
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Pain 2015;156:S64–S74



Migraine neurobiologie

Activatie

trigeminovasculair

systeem



Trigeminovascular system

BLV

1st N

2nd N

3rd N
Dura, vessels

Nociceptive

fibres

Trigeminal nerve >V1

TCC

Thalamus

NEJM 2002;346:257-270 



BLV

1st N

2nd N

3rd N
Dural vessels

Nociceptive

fibres

Trigeminal nerve >V1

TCC

Thalamus

CGRP

Nature 1982;298:240-244, Ann Neurol 1990;28(2):183-187

Calcitonin gene-related peptide



Ann Neurol 1993;33:48-56, Nat Rev Neurol 2018;14(6):338-350

Migraine: TVS activation, CGRP



DEEL 4: MANAGEMENT



Aanpak van migraineMigraine management



Agenda



Regelmatige maaltijden, geen dieet 

Alcohol 

Deshydratatie vermijden

Lichaamsbeweging

Regelmatig slaappatroon

Caffeine overgebruik

Stress management

Rookstop

Trigger management



Chronische migraine: risicofactoren

Painkiller overuse

Other chronic pain syndrome

Caffeine overuse

Stressful life events

Snoring, OSAS, obesity

Comorbidities (depression,…)

Withdrawal

Treat and avoid excess analgesics

Decaf

Stress management

CPAP, weight loss, aerobic exercise

Manage comorbidities

Curr Opin Neurol 2009;22:269-276

Nat Rev Neurol 2016;12(8):455-64

Nat Rev Neurol 2016;12(10):575-83



• Pain-free at 2h (versus pain relief at 2h)

• Sustained pain-free

• Adverse events

Outcome of acute therapy trials

Cephalalgia 2012;32(1):6-38



AHS evidence assessment: level A

Paracetamol 1000 mg (for non-incapacitating attacks)

DHE nasal spray

NSAIDs: ASA, diclofenac, ibuprofen, naproxen

Opioids: Butorphanol nasal spray 1 mg

Triptans

Combinations: 

paracetamol/ASA/caffeine
sumatriptan/naproxen

Headache 2015;55(1):3-20
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Properties of NSAIDs/paracetamol



Drug Formulation Remark

almotriptan tablets

eletriptan tablets

frovatriptan tablets

naratriptan tablets

rizatriptan tablets

sumatriptan tablets

nasal spray

SC 

zolmitriptan tablets

nasal spray

Triptans: formulations

propranolol: 5 mg

limited nasal abs.

NNT 2hPF: 2.3

30 % nasal abs.



MOA of triptans

• Specifically designed for acute migraine treatment

• 5-HT1B/1D/(1F) receptor agonists

• Trigeminovascular system

Indole structure Serotonin



Cardiovascular disease, including uncontrolled hypertension

cerebrovascular disease

coronary artery disease

> 65 years

Hemiplegic migraine

Migraine with brainstem aura

(At risk of) pregnancy; lactation

Ergotamine/DHE < 24 hours

MAOI <  2 weeks

Contraindications to triptans



Overgebruik van pijnstillers kan leiden tot frequenter hoofdpijn!

Ergotamine of triptanen ≥ 10 dagen/maand

Opiaten of combinatie-analgetica ≥ 10 dagen/maand

NSAID of ASA of paracetamol ≥ 15 dagen/maand

Opiaten, benzodiazepines en barbituraten hebben in de regel

GEEN PLAATS in de behandeling van migraine

Risico op: verslaving, toename pijn en ongewenste nevenwerkingen

Medication-overuse headache







Migraine: preventive treatment

Prophylactic therapy should be added when migraine impairs quality of life, 

And attacks cause disability on two or more days per month

And acute therapy has been optimised but does not prevent this, or is poorly tolerated 

Or there is a risk of over-frequent use of acute therapy, even when it is effective

And the patient is willing to take daily medication

J Headache Pain 2019;20(1):57



Steiner TJ et al. J Headache Pain 2019; 20:57

Should be kept by every patient to assess efficacy and promote adherence

Poor adherence impairs efficacy of migraine prophylactics; 
once-daily dosing is associated with better adherence

Start at a low dose and increase in the absence of troublesome side-effects

Do no discontinue drugs that appear to be ineffective too soon;
2-3 months may be needed to achieve efficacy

Tapered withdrawal may be considered after 6 months of good control,
No later than after 1 year

Adherence

Dosing

Therapeutic trial of adequate length

Withdrawal

Migraine calendar

Take the contraindications and specific precautions associated with 
the available drugs into account

Contraindications

Migraine: preventive treatment







Conclusion: It is confirmed that candesartan 16 mg is 

effective for migraine prevention, with an effect size similar 

to propranolol 160 mg, and with somewhat different adverse 

events.





AE Profile Migraine Type

Relative Drug 

Efficacy

Coexisting

Conditions

Patient

Preference

Medication

Choice

Migraine: preventive treatment



Erenumab Fremanezumab Galcanezumab Eptinezumab

Condition EM, CM EM, CM EM, CM EM, CM

Type Human Humanized Humanized Humanized

Target CGRP receptor CGRP CGRP CGRP

Route, dosing
70 mg or 140 mg SC

monthly

Quarterly 675 mg SC  

or monthly 225 mg SC 

Loading dose 

240 mg SC followed by 

120 mg SC monthly

Quarterly 100 to 

300 mg IV

Regulatory FDA, EMA FDA, EMA FDA, EMA FDA

CGRP pathway mAbs



Erenumab significant efficacy in EM and CM

EM1

CM2

CI, confidence interval; EM, episodic migraine; CM, chronic migraine; LSM, least-square mean; SE, standard error; MMD, monthly migraine days. 
Episodic migraine defined as patients with at least 4 and fewer than 15 migraine / headache days per month; Chronic migraine defined as ≥15 headache 

days / month, 8 of which are migraine and in the absence of medication overuse. 1. Goadsby PJ et al. N Engl J Med.2017;377:2123–32; 2. Tepper S et al. Lancet Neurol 2017;16:425–34



EM1

CM2

1. Goadsby PJ et al. N Engl J Med.2017;377:2123–32; 2. Tepper S et al. Lancet Neurol 2017;16:425–34

Data are OR ± 95% CI. CI, confidence interval; EM, episodic migraine; CM, chronic migraine; MMD, monthly migraine days; OR, odds ratio.
Episodic migraine defined as patients with at least 4 and fewer than 15 migraine / headache days per month. Chronic migraine defined as ≥15 

headache days / month, 8 of which are migraine and in the absence of medication overuse.

Erenumab significant efficacy in EM and CM



• mAbs do not cross the BBB

peripheral MOA sufficient to block migraine

• mAbs are eliminated by the RES

• Range EM, CM±MOH

• Quick onset (<1 week)

• Clinically meaningful response by 1 month

• Highly selective:↓ off-target effects and interactions 

• Safety and tolerability similar to placebo in RCT’s

CGRP PATHWAY mAbs



Take home messages

Tweede belangrijkste oorzaak YLD

Ijsberg

Criteria: spectrum

Multifactoriële hersenaandoening

Trigeminovasculair systeem (CGRP)

Triggers → lifestyle

Acuut: pain-free at 2 hrs, NSAID/triptan

Preventief: multipele, individualiseer, CGRP pathway mAbs


