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Chronic migraine and medication overuse: which strategy
for a complex scenario
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The problem concerning treatment of chronic forms of mi-
graine associated with medication overuse has been largely
debated and discussed in the last years.

Chronic migraine (CM) (according to the ICHD-3; 2018) is
a headache-form occurring on ≥ 15 days/month for > 3months
with features of migraine on ≥ 8 days/month; it is a disabling
condition that affects 0.5 to 5% of the general population [1].
It is less common than episodic migraine (EM), but it is asso-
ciated with greater and more significant disability, higher im-
pact on physical, social, and occupational functioning, and
worse health-related quality of life. About 3% of patients with
EMprogress to CM each year, even if there is a natural within-
patient variation in headache-day frequency, meaning that pa-
tients can fluctuate between EM and CM [1, 2]. Possible fac-
tors inducing the chronicity of migraine have been identified:
modifiable risk factors for progression from EM to CM in-
clude the frequency of headache attacks, their intensity, over-
use of acute migraine medication, ineffective acute treatment,
stressful life events, and obesity [1].

Medication-overuse (MO) is considered a complication
rather than a cause of migraine; it can be associated to CM.
All patients with CM need prophylactic treatment to reduce
the frequency of pain attacks, severity, and associated disabil-
ity and to reduce the risk of medication overuse. In the most
part of cases, a simple pharmacological treatment is not
enough to manage this category of patients so the opportunity
to include non-pharmacological approaches to help patients
during their therapeutic process have to be considered.

In the last decades, clinical experiences on chronic mi-
graine with medication overuse have indicated the withdrawal
as the first step to treat these patients: the withdrawal from
overused medications can be helpful to make a preventive
pharmacologic therapy more effective [2].

Patients can be educated to the correct use of symptomatic
medications, and to the evaluation of their headache history, phar-
macological treatments, and their habits: bad habits may induce
the increase of headache attacks. Also a particular attention to
mental stress and stressful life events has to be encouraged, as
these aspects have a significant impact on clinical condition.

If a condition of overuse is present, the withdrawal is a
reasonable step for helping patients to start their therapeutic
process and, after withdrawal, a preventive treatment is need-
ed to reduce the frequency of pain attacks. At the same time, it
is convenient to support patients with non-pharmacological
measures as behavioral approaches to manage their pain.

The rationale for using behavioral treatments for migraine
treatment is based on new theories that have been developed
about the nature of the migraine condition. Traditionally, head-
ache has been considered from a limited perspective, both med-
ically and psychologically. The new model that has been pro-
posed explains how the migraine is a condition where an inter-
action of biological, psychological, and social variables may
play a significant role. This clinical condition is not only a
painful condition residing in an abnormality of receptor physi-
ology; it is more aptly recognized as a condition wherein emo-
tion and pain are strictly connected. Consequently, a multidis-
ciplinary strategy of treatment that considers every aspect of
individual life, social, and emotional components is needed [2].

Psychological and behavioral interventions assessing any
tendency toward symptom exaggeration, or secondary gain
associated to pain, that may lead to unconscious resistance
to treatments have to be included in the therapeutic strategy
for this category of patients [2]. The American Neurological
Academy has recognized specific behavioral approaches as
evidence-based for treatment of migraine and these ap-
proaches can be applied for patients with chronic forms of
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migraine in particular when they are associated to medication
overuse, as complementary measures to enhance the clinical
efficacy of pharmacological prophylaxis after withdrawal and
to reduce the possibility of relapse of medication overuse.

In order to ensure that patients with EM do not develop an
evolution in chronic forms, prevention of chronification by
medication in patients with high-frequency EM would also
help to limit the burden of CM and should be prioritized [3].

It has been suggested that the risk of progression may po-
tentially be reduced combining acute treatment to reduce mi-
graine severity and prophylactic treatments to reducemigraine
frequency [3].

Concerning specific prophylaxis for chronic migraine, up
to now, the two available evidence-based prophylactic treat-
ments for CM are topiramate and onabotulinum toxin A.
Innovative prophylactic therapies are needed to reduce the
high burden of CM in particular when Medication Overuse
is a condition associated to chronic migraine: this last aspect
complicates the clinical feature and makes the treatment of
this condition more difficult and problematic.

Recently, monoclonal antibodies that target the calcitonin
gene-related peptide (CGRP) pathway of migraine pathogen-
esis, have been specifically developed for the prophylactic
treatment of different forms ofmigraine. These newmolecules
have demonstrated good efficacy and excellent tolerability in
phase II and III clinical trials. They are a new and interesting
option for patients who reported failures from different pro-
phylactic therapies.

Anti-CGRP monoclonal antibodies may also prove to be
useful in this regard, as suggested by the results of a phase II
clinical trial in which fremanezumab significantly reduced
migraine days versus placebo in patients with high-
frequency migraine [3].

This innovative treatments can be considered a “revolu-
tion” in the history of migraine therapies: this is the first pre-
ventive therapy specifically addressed to the treatment of mi-
graine: the medications used in the past for migraine prophy-
laxis were, in the most part of cases, used for treating other
clinical conditions and their use for migraine was not specific.

For all these implications, it is necessary that patients withCM
aremanaged at headache centers, where they can receive specific
treatment for their condition and a high level of multidisciplinary
care: this can help to reduce the risk of diagnostic error and to
avoid incorrect treatment practices with different therapies, as
topiramate, OBT-A and anti-CGRP monoclonal antibodies.

Moreover, patient education, lifestyle factors, overuse of
acute medication, and comorbidities will be evaluated in a
multidisciplinary treatment strategy to ensure optimal man-
agement of CM. Patients have to be informed about CM and
the treatment they are prescribed, and supported to take an
active role in managing their condition by adopting positive
lifestyle behaviors (e.g., regular sleep, meals, and exercise

routines), avoiding triggering and aggravating factors, and
collaborating with their neurologist on a long-term treatment
strategy which can include different kinds of approaches,
pharmacological, and non-pharmacological [2].

More accurate diagnosis and more individualized treatment
approach including pharmacological and non-pharmacological
options have to be considered in order to develop a culture of
prevention and a solid partnership between patients and their
physicians in order to build a goodmedical alliance and improve
adherence to treatments. When patients become more conscious
about their clinical condition and more informed about how to
manage pain, the response to treatment is more effective.

The significant progress currently beingmade in the prophy-
lactic treatment of CM will open a new and promising scenario
in CM management. Progress toward a common, shared clini-
cal and scientific management strategy will improve CM defi-
nition, by determining biological markers, in order to be more
specific in tailoring therapy. The new emerging treatment op-
tions, such as OBT-A and the new anti-CGRP monoclonal
antibodies, have to be used to their best effect; if they will be
combined with other therapeutic non-pharmacological mea-
sures, it will be possible to significantly reduce the personal,
social, and economic impact of this problematic clinical condi-
tion and to do the best for helping our patients to manage this
problematic and so common clinical condition [3].
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