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“The patient with a headache often finds himself a
medical orphan. He is fortunate indeed if his
headache is transient, for otherwise he may find
himself on an excursion to the ophthalmologist,
otolaryngologist, neurologist, dentist, psychiatrist,
chiropracter, and the latest health spa. He is

x rayed, fitted with glasses, analysed, massaged,
relieved of his turbinates and teeth and too often
emerges with his headache intact.” RC Packard 1979




) ] *Population or community based
"Chronic headache” in adults: e Ll

*Covering at least age groups 25-60
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Lavados
Asia 2.2 (3 studies)
» Australia Mean: 3.2
Europe 3.4 (6 studies) Median: 3.0
"CITH N. America 2.2 (1 study)
S.America 5.0 (2 studies)
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Time

Premonitory Mild Moderate Severe Postdrome
symptoms
Mood changes Fully reversible Severe, throbbing pain Fatigue
Fatigue neurological Nauseo Cognitive changes
Cognitive changes changes of Photophobia Neck stiffness
Food craving vorious Phonophobia
Repetitiveyowning  seyerity Osmophobia
Neck stiffness
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EDITORIAL Open Access

GBD 2015: migraine is the third cause of @ e
disability in under 50s

lirnothy J. Steiner'”, Lars J. Stovner'” and Theo Vos®
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"Take two aspirin and stick your head in the sand."
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Vasoactive Peptide Release
in the Extracerebral
Circulation of Humans
During Migraine Headache

P. J. Goadsby, MD, PhD,* L. Edvinsson, MD, PhD,
and R. Ekman, MD3%

Table 1. Changes in Neuropeptides during
Classic Migraine (with Aura) Headaché*

VIP CGRP SP NPY

Site
External jugular 9 = 3P |92 + 11¢|5 =2 146 = 15
Cubital fossa <6 40 =6 |53 140 =13
Control values <6 < 40 < 4 < 130

2 All values are pmol/liter.

bTwo patients were outliers and had higher levels; see text.
<CGRP level is significantly elevated in the external jugular blood of
classic migraineurs (t30 = 6.9, p < 0.001).

VIP = vasoactive intestinal polypeptide; CGRP = calcitonin gene-
related peptide; SP = substance P; NPY = neuropeptide Y.

AnnNeurol1990;28(2):1837
Brain 1994;117( Pt 3):4234



Discovery of CGRP

CGRP antibodies made to measure
and localize CGRP in the
trigeminal-cerebrovascular system, MATURE REVIEWS | NEUROLOGY
where it was found to be a potent
vasodilator

CCGRP first proposed to

play a role in migraine

Discovery of the
trigeminovascular reflex: a

physiological role for CGRP

Presence of CGRP confirmed
in human cerebral vasculature;
high levels in children,

decreased levels with age

First measurement of CGRP
released by trigeminal
stimulation in humans

Merck files patent for use of CGRP

antibodies for migraine treatment

Clinical trials begin to test
telcagepant and other
gepants in acute migraine

First demonstration in patients
that CGRP is released during an
acute migraine attack

Sumatriptan shown to normalize
CGRP levels during acute - — -
migraine attack in parallel with Overview of all clinical trials of

relief of headache symptoms gepants to date indicates efficacy

Antibodies against CGRP
shown to block CGRP

responses in vitre and in vivo

Demonstration that CGRP

in acute migraine with no
.re.leah.s;l:y; EEI ':"'lf‘;:'al activation can:liavascglararather serous xﬂ:;eh:alﬁtie:frgagfh::?f
is inhibited by triptans
Characterization of the adverse effects toxicity: elevated liver enzymes
multicomponent CGRP receptor after 3-month treatment for
that consists of CALCRL, RAMP1 Clinical trials begin to migraine prophylaxis
First characterization of and RCP evaluate use of anti-CGRP
compounds that block the antibodies for prophylaxis of ; ;
CGRP receptor: the gepants frequent and chronic migraine Anti-CGRP antibody
Infusion of CGRP shown to (galcanezumab; LT,295.1?42.] .
trigger migraine attack in Anti-CGRP antibo : b: shown to be effectivein episodic
abients nrone b niaraine nti antibody (eptinezumab; migraine without serious adverse
CGRP receptor blocker intravenous P P 2 A}I]_DI'.::{H], Ewe; in‘tlraw:nously, effects (phase I trial)
olcegepant shown to alleviate 3 ntobeeffectivefor
headache during a migraine attack Frﬁaw:emlll?r]iac[‘: episodic migraine Anti-CGRP antibody (fremanezumabs;
P TEV-48125) shown to be effective in

chronic migraine (phase llb trial)

Phase lll trials of the antibodies

eptinezumab, erenumab,
fremanezumab and galcanezumab
produce positive results for
migraine prevention

Antibody Ubregepant, an
targeted to the | | orally active
CGRP receptor | | gepant, shown
(erenumab; | | to be effective
AMG 334) in acute

shown to be migraine
effective in without serious
episodic adverse effects
migraine (phase | | (phase llb trial)

Expected review of antibody
migraine therapies by FDA and
European Medicines Agency

llb trial)

I:l Experimental I:l Clinical
I:lLametDry l:l Therapy
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