
outlook

About Nature Outlooks
Nature Outlooks are supplements 
to Nature supported by external 
funding. They aim to stimulate 
interest and debate around a subject 
of particularly strong current 
interest to the scientific community, 
in a form that is also accessible to 
policymakers and the broader public. 
Nature has sole responsibility for 
all editorial content — sponsoring 
organizations are consulted on the 
topic of the supplement, but have 
no influence on reporting thereafter 
(see go.nature.com/2NqAZ1d). All 
Nature Outlook supplements are 

available free online at go.nature.
com/outlook

How to cite our supplements
Articles should be cited as part of a 
supplement to Nature. For example: 
Nature Vol. XXX, No. XXXX Suppl., 
Sxx–Sxx (2020).

Contact us
feedback@nature.com 
For information about supporting a 
future Nature Outlook supplement, 
visit go.nature.com/partner

Copyright © 2020 Springer Nature 
Ltd. All rights reserved.

For more on 
headache visit nature.
com/collections/
headache-outlook

On the cover
Rippling waves represent pain or 
cortical spreading depression. 
Credit: Taj Francis

Editorial
Herb Brody, Richard Hodson,  
Jenny Rooke, Lewis Packwood

Art & Design
Mohamed Ashour, Denis Mallet, 
Andrea Duffy, Alisdair Macdonald

Production
Nick Bruni, Karl Smart, Ian Pope,  
Kay Lewis

Sponsorship
Stephen Brown, Nada Nabil,  
Claudia Danci

Marketing
Nicole Jackson

Project Manager
Rebecca Jones

Creative Director
Wojtek Urbanek

Publisher
Richard Hughes

VP, Editorial
Stephen Pincock

Managing Editor
David Payne

Magazine Editor
Helen Pearson

Editor-in-Chief
Magdalena Skipper

Contents

S2  HEADACHE BIOLOGY
A stubborn foe

S4  DRUGS
Refining a marvel

S7  VISUAL DISTURBANCES
A richer view of aura

S10  LATEST STUDIES
Research round-up

S12  MIGRAINE FREQUENCY
The puzzle of chronification

S15  OPINION
Years of needless pain

S16  GENDER DIFFERENCES
The gender gap

S18  Q&A
Alexandra Sinclair: easing the 
pressure

S19  PAEDIATRIC MIGRAINE
Think of the children

Most people would describe a headache as a dull pain, a feeling 
of pressure, perhaps accompanied by a stiff neck — an incon-
venience, but not something requiring medical assistance. 
However, the more than one billion people who experience 
migraines and cluster headaches have a very different under-

standing. For them, a headache is a much crueller condition. Attacks 
strike repeatedly, each one capable of delivering unfathomable pain 
that lasts anything from minutes to days (see page S2). These primary 
headache disorders are no mere annoyance — they are debilitating 
conditions which the medical community must do more to alleviate.

A lack of appreciation of the impact of migraines and cluster head-
aches has long been reflected in the funding made available for their 
study. Researchers are gradually gaining a better understanding of 
these conditions (S10), but there are still many questions for which the 
answers are not clear. The reason certain people experience migraine 
attacks more frequently over time, for instance, is uncertain, although 
progress is being made to understand so-called chronification (S12). 
Likewise, the factors that underpin the higher rate of migraines in 
women are under investigation, with hints emerging that more than 
just hormones are at play (S16). And the link between pain and aura — the 
transient neurological disturbances, often visual in nature, that some-
times accompany a migraine — is coming under increasing scrutiny (S7).

As the biology of headache disorders becomes clearer, clinical 
advances will surely follow. The arrival of therapies targeting calcitonin 
gene-related peptide and its receptor is rightly seen as a highlight of 
recent years, and many hope that the approach will yet yield greater 
benefits (S4). But drugs alone will not address the shortcomings 
in the care currently afforded to people with headache disorders. 
Non-pharmaceutical therapies are attracting increasing attention 
for the treatment of paediatric migraines (S19). And for people with 
cluster headaches, removing the barriers to getting an accurate diag-
nosis could have as great an impact as any drug (S15).
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