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Chapter 1

Chronic frequent headache (CFH) is a collective term for primary headaches occurring on
more than 14 days per month for at least three months. Almost all patients start with episodic
migraine or tension-type headache, which gradually becomes more frequent until their
headaches are almost daily. As attack frequency increases, headache characteristics change.
Migraine headaches often lose typical migraine features and become less severe, and tension-
type headaches gain migraine features like nausea, making it difficult for the physician to
diagnose the original headache type. The term chronic daily headache (CDH) is commonly
used to describe these headaches. However, since patients do not necessarily have headaches

every day, we prefer the term CFH.

The prevalence of CFH in the general population is around 4% worldwide." CFH occurs in
all ages. In elderly the prevalence of CFH was found to be 4%, while the actual prevalence in
children has not been determined, but is estimated to be around 1%.° In the Netherlands, 13%
of schoolchildren between the age of 10 and 17 years reported having headaches a few times
per week.® The relatively high prevalence of CFH together with a low quality of life indicates
that CFH is a serious health problem.

Quality of life of CFH patients in the general population is greatly impaired when compared
to healthy controls.” Comorbidity can have a negative influence on quality of life as well. In
migraineurs, quality of life reduces with increasing attack frequency and when combined with
other chronic conditions.® In headache clinics, the majority of patients with CFH have a
comorbid psychiatric disorder.”'" And there is evidence that anxiety and depression are
associated with CFH in the general population as well. The extent to which comorbidity

influences quality of life in CFH has not been studied.

There are limited data on the incidence and natural course of CFH. In a general population
sample in the USA with a headache frequency of 2-104 days/year, the one-year cumulative
incidence of CFH was 3%."* Subjects with a relatively high baseline frequency had an
elevated risk for incident CFH. In a specialized headache centre in Germany 14% of patients
with episodic migraine developed chronic headache during one year of follow-up."> A
relatively high headache frequency of 10 — 15 days/month and use of acute headache

medication on > 10 days/month were risk factors for chronification.
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Overuse of acute headache medication is considered an important risk factor for CFH. In a
community-based study conducted among Chinese elderly (> 64 years) CFH was associated
with analgesic overuse and overuse was a predictor of persistent CFH at follow-up four years
later.' Clinical experience suggests a causal relationship with overuse of acute headache
medication because withdrawal of medication often results in a dramatic improvement of
headache frequency.'® Other factors that have been associated with CFH in the general
population include female sex, low educational level, previously married status, arthritis,

. . . e 12,1416
habitual snoring, and a history of migraine. =™

Because the control groups in these studies
included subjects who rarely had headaches (only two headaches a year), these factors could
be associated with having headaches regularly, rather than with chronic headache in

particular.

Psychological factors may also play an important role in the chronification of headache.
Multidimensional models of pain distinguish between sensory and affective components of
pain perception, and many different brain regions are activated with pain perception.'’
Cognitive processes, like attention and distraction, can modulate pain perception as has been
demonstrated by using functional magnetic resonance imaging.'® The Gate Control Theory of
Pain proposes that specific brain activity may open or close spinal-gating mechanisms,
thereby increasing or decreasing pain.'” Psychological factors may impact on pain experience
via their influence on these mechanisms. Cognitive factors like catastrophizing and locus of
control are associated with increased pain ratings and predict disability,” and personality
factors have been associated with chronic headaches and substance abuse.'®*' Since both
cognitive and personality measurements can be influenced by presence of depression and
anxiety, psychiatric comorbidity should be accounted for when studying relationships

between psychological factors and CFH.

In general, if headache frequency increases to more than four days a month, preventive drug
therapy should be considered. About two-thirds of migraine patients will have a 50%
reduction in frequency.** Many patients however do not consult a doctor for headaches and
treat themselves with over-the-counter products.> A temporary increase in headache
frequency is often accompanied by an increase in acute medication use, which can lead to
medication-overuse-headache (MOH) in susceptible patients. Pain relief by drug intake is a

strong reinforcing factor, together with withdrawal headache when intake is reduced.
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Withdrawal of all acute headache medication is the only appropriate treatment. There are
however no placebo-controlled trials demonstrating efficacy of drug withdrawal, and
spontaneous decrease of headache frequency has also been observed in general population
surveys.3’12 Most information on the effect of withdrawal comes from headache clinics, while
the majority of MOH patients are to be found in the general population. It makes more sense
to advise probable MOH patients to discontinue overuse in General Practice, before they are
referred to headache specialists. Studies on the efficacy of withdrawal in General Practice are

needed.

In conclusion, CFH is a serious health problem which affects a significant number of people.
It is still largely unknown why some patients with episodic headache evolve into chronic

frequent headache. Early detection of risk factors may improve prevention and management

of CFH.

Aims of this thesis

We studied the prevalence and associated factors of CFH in the adult population in the
Netherlands. The study is questionnaire-based, a quick overview is presented below. To
identify putative risk factors for chronification of headache we compared subjects with CFH
to subjects with infrequent headaches. Clinical and psychological features are described and
the extent to which these factors contribute to the impact of headache on quality of life. In
addition, we used data from the Drug Information Project (GIP database) of the Health Care
Insurance Board (CVZ) to study triptan use and overuse in the Dutch general population.
Given that medication overuse is a major problem in CFH in the general population and little
is known about the optimal treatment, we evaluated the effect of withdrawal in medication
overusing patients in General Practice. And lastly, we retrospectively studied clinical features
of CFH in children and adolescents presenting to the neurology clinic of Leiden University

Medical Centre.

12



Introduction

16 General Practices
Age 25-55 yrs
Questionnaire 1:

Headache frequency Chapter 2
[ [ |
CFH Infrequent headache No headache
(>14 days/month) (1-4 days/month) (< 1 day/month)
| | [
All subjects Random sample Random sample
Questionnaire 2: Questionnaire 2: Questionnaire 2: Chapter
Associated factors Associated factors Associated factors 2-5
|
Medication overusers Non-overusers Chapter 6
Withdrawal trial
| I |
Direct Letter Usual Chapter 8
withdrawal withdrawal care

Overview questionnaire study.
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