® ThePractitioner

Tackling medication overuse headache in primary care

Duncan C, Watson D. Tackling medication overuse headache in primary care.
Practitioner Sept 2018;262(1818):17-20

Dr Callum Duncan
BSc MBChB PhD FRCP
Consultant Neurologist, Aberdeen Royal Infirmary,
Aberdeen, UK

Dr David Watson
MBChB FRCGP FRCP DRCOG AFOM
GPwSI Headache,

Aberdeen, UK Practitioner

Medical Publishing Ltd

©Practitioner Medical Publishing Ltd.
Reprint orders to The Practitioner,10 Fernthorpe Road, London SW16 6DR, United Kingdom. Telephone: +44 (0)20 8677 3508
www.thepractitioner.co.uk



@ThePractitioner September 2018,262(1818):17-20

SYMPOSIUM

AUTHORS

Dr Callum Duncan
BSc MBChB PhD FRCP
Consultant Neurologist,
Aberdeen Royal
Infirmary, Aberdeen, UK

Dr David Watson
MBChB FRCGP FRCP
DRCOG AFOM
GPwS| Headache,
Aberdeen, UK

FIGURE 1

The vicious cycle
of medication
overuse headache

Tackling medication overuse

headache in primary care

After medicationis
stopped withdrawal
headache ensues

Medication overuse headache

|Original headache |

Y
| Anticipation of new headache|

Y

Increasingly frequent
use of painkillers

VY= are the main

risk factors?

MEDICATION OVERUSE

HEADACHE (MOH) IS VERY

COMMON AFFECTING

1-2% OF THE POPULATION
worldwide.' It occurs as a complication
of the management of primary
headache disorders, mainly migraine
and tension type headache (TTH).

In the majority of patients thisis a
complication of migraine? and patients
with MOH often have a chronic migraine
pattern which develops from episodic
migraine. MOH does not occur in cluster
headache unless there is associated
migraine.? In these cases the patient
experiences a superimposed migraine
headache that worsens but when the
causative medication is withdrawn
the migraine headache improves
leaving the underlying cluster headache.

Frequent use of any medication used

Frequency and intensity
of headaches increases

[3=0 should

diagnosis be
confirmed?

for the acute treatment of headache can
result in MOH.'? There is often anticipatory
anxiety (taking acute medication
because of concern that a headache may
start) and the frequency and intensity of
headaches increases with increasing
medication use. The underlying
headache pathways become sensitised
and the treatment becomes the cause
rather than the cure. A vicious cycle of

“The underlying
headache pathways
become sensitised
and the treatment
becomes the cause
rather than the cure’

Wit are the

management
approaches?

increased medication use and
increasing headache ensues, see figure 1
above. MOH can also arise when acute
medication is used for another painful
condition such as rheumatoid arthritis.*
This only occurs in patients where there
is a preceding primary headache
disorder, usually migraine.

MOH is defined as headache on 15 or
more days per month that has evolved
along with the frequent use of acute
medication, for more than three
months,(see box 1, p18). It normally
demonstrates a chronic migraine
pattern (15 or more headache days per
month of which 8 or more fulfil the
criteria for migraine). Importantly, not all
patients with chronic migraine who also
use acute treatment frequently suffer
from MOH; some just have poorly
controlled migraine.2 »
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Medication overuse headache diagnostic criteria®

Description

Headache occurring on 15 or more days per month developing as a consequence
of regular overuse of acute or symptomatic headache medication (on 10 or more,
or 15 or more days per month, depending on the medication) for >3 months.

It usually, but not invariably, resolves after the overuse is stopped

Diagnostic criteria

® Headache occurring on 15 or more days per month in a patient with a

preexisting headache disorder

® Regular overuse for > 3 months of one or more drugs that can be taken for acute
and/or symptomatic treatment of headache:

— Triptans, ergots, opioids, combination analgesics or multiple drug classes.
Regular intake on 10 or more days per month for >3 months

— Simple analgesics (e.g. aspirin, ibuprofen and paracetamol).

Regular intake on 15 or more days per month for >3 months

® Headache not better accounted for by another ICHD-3 diagnosis

CAUSATIVE AGENTS
Any medication used for the acute
treatment of headache can cause
MOH.'2 For triptans, combination
analgesics and opioids 10 or more days
use per month is considered sufficient to
cause MOH, and for simple analgesics
(aspirin, ibuprofen and paracetamol)
15 days per month.>

When prescribing acute treatment,
patients should be counselled about
the risk of MOH. Patients using frequent
combination analgesics and opioids are
particularly at risk of MOH and these
should be avoided.®

A good rule of thumb is to limit acute
treatment to 2 days per week in patients
with migraine and TTH.6 This rule does
not apply to patients with cluster
headache where the safe limit of triptan
use is 2 doses per day for injectable
sumatriptan and 3 doses per day for
nasal zolmitriptan.”

RISK FACTORS

MOH occurs in patients with a preexisting
tendency to a primary headache disorder,
mainly migraineand TTH.

The main risk factors for the
development of MOH are frequent use
of acute medication and frequent
headache (see table 1, above). The more
frequent the headache the more likely it
is that the patient will tip over into MOH.
Other risk factors include: low
socioeconomic status, smoking, high
BM, anxiety or depression, another
painful condition and a family history of
MOH or substance misuse.!

DIAGNOSIS
MOH should be suspected in any patient
frequently using acute medication for

headache, including over the counter
(OTC) products. It should also be
considered in patients with chronic daily
headache especially chronic migraine
and chronic TTH. Around a third of
patients with chronic daily headache
(>15 days/month) have MOH!

An appropriate neurological
examination should include fundoscopy
to exclude papilloedema, visual fields,
cranial nerves, power and reflexes in the
limbs and the Romberg test for balance.
Blood pressure (BP) should also be
checked. If the BP is very high this can
cause headache. If it is low certain
medications used to prevent migraine
such as beta-blockers and candesartan
may lower it further causing postural
hypotension.

‘Any medication
used for the acute
treatment of
headache can
cause medication
overuse headache’

As mentioned above, MOH is only an
issue in cluster headache when the
patient also suffers from migraine.?
Patients with cluster headache should
be offered an adequate supply of
triptans. This should be calculated
according to their history of cluster
bouts, and based on the manufacturer's
recommended maximum daily dose.”

The diagnosis of MOH is based on a
thorough history which can be aided
by the use of headache diaries.

Risk factors for medication
overuse headache

® Underlying primary headache
disorder

® Frequent headache

® Frequent acute medication use
® Another painful condition

® Anxiety or depression

® Low socioeconomic status

® High BMI

® Smoking

Diagnosis of medication
overuse headache

@ Establish how many days the patient
suffers from mild, moderate or severe
headache

® Ask specifically about completely
clear days

@ Establish how many days acute
medication is used

® Ask specifically about over the
counter medication and where
medication is kept

@ Establish if there has been an
escalation in headache frequency
over time

Typically, chronic migraine has
developed gradually from episodic
migraine with increasing acute
medication use. Patients often
underestimate the number of headache
days concentrating on significant
headache days and an important
guestion to ask is how many completely
clear days there are. What initially
sounds like episodic migraine may turn
out to be chronic migraine.

Itis important to ascertain how much
acute medication is used and to enquire
specifically about OTC medication as
patients may only volunteer details
about prescribed medication. Another
useful question to ask is where acute
medication is kept. The more locations
(home, work, bag) the more likely that
there is medication overuse.

The number of days per month that
acute medication is used is more
important than the total amount of
medication taken, for example
paracetamol used once daily is sufficient
to cause MOH, whereas paracetamol
used 4 times per day 10 days per month
is not, see table 2, above.

Waking up with a headache is a
feature that often raises concern about
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Medication overuse headache (MOH) affects 1-2% of the
population worldwide. It occurs as a complication of
the management of primary headache disorders,
primarily migraine and tension type headache (TTH).
MOH does not occur in cluster headache unless there is
associated migraine.

MOH is defined as headache occurring on 15 or more
days per month, that has evolved in association with the
frequent use of acute medication over a period of more
than 3 months. Normally, it has a chronic migraine
pattern i.e. 15 or more headache days per month of
which 8 or more fulfil the criteria for migraine.
Importantly, not all patients with chronic migraine who
frequently use acute treatment have MOH; some have
poorly controlled migraine.

Any medication used for the acute treatment of
headache can cause MOH. In the case of triptans,
combination analgesics and opioids, use on 10 or more
days per month is considered sufficient to cause MOH,
whereas for simple analgesics (aspirin, ibuprofen and
paracetamol) the threshold is 15 days per month. A good
rule of thumb is to limit acute treatment to 2 days per
week in patients with migraine and TTH. This rule does not
apply to patients with cluster headache where the safe
limit of triptan use is 2 doses per day for injectable
sumatriptan and 3 doses per day for nasal zolmitriptan.

The diagnosis of MOH is based on a thorough history
which can be aided by the use of headache diaries.
Typically, episodic migraine has gradually become chronic
migraine in association with increasing acute medication
use. Patients often underestimate the number of
headache days by concentrating on significant headache
days and it is important to ask how many completely clear
days there are. It is important to enquire about over the
counter medication and where the patient keeps their
medication. Medication kept in multiple locations may be
an indicator of overuse. The number of days per month on
which acute medication is used is more important than
the total amount of medication taken.

The three treatment options for MOH are: abrupt
withdrawal alone, abrupt withdrawal with prophylaxis,
or prophylaxis without withdrawal. Opioids should be
withdrawn gradually. Abrupt withdrawal is often associated
with transient worsening of headache frequency and
intensity and patients should be warned to expect this.
Referral to a neurology or specialist headache clinic
should be considered if: appropriate management of
MOH has not been successful, advice is required about
management of the underlying primary headache
disorder, or there is concern that there may be an
underlying sinister cause.

a possible underlying sinister cause for
headache. However, this is a common
feature of MOH. It is important to
consider whether headache on
awakening could be due to withdrawal
of medication overnight and if the
headache improves when the overused
medication is taken.

“The number of
days per month
that acute
medication is used
is more important
than the total
amount of
medication taken’

Withdrawal of the overused
medication results in improvement in
headache frequency in a significant
proportion of patients. The International
Classification of Headache Disorders
previously required improvement in
headache frequency following
successful withdrawal of the overused
medication before the diagnosis could
be confirmed. It is now recognised that
not all patients improve following
medication withdrawal and this criterion
has been removed in the latest version.®

MANAGEMENT

Itis important to remember that MOH is
arisk in any patient using acute
treatment for primary headache

disorders, particularly migraine and TTH.

When prescribing acute therapy,
patients should be advised to limit acute
treatment to a maximum of 2 days per
week,® see table 3, above right.
Combination analgesics and opioids
should be avoided.®”

Once MOH is established the best
management strategy is not clear. The
available evidence comes from a range
of small randomised, controlled trials,
non-comparative observational, and
retrospective studies.® Three strategies
are recommended:
® Abrupt withdrawal alone either by
simple advice or by a structured
detoxification programme. Prophylaxis
may then be considered after a delay
® Abrupt withdrawal with prophylaxis
started immediately
@ Initiating prophylaxis without
withdrawal
® Opioids should be withdrawn
gradually

There are no adequately sized studies

How to manage medication overuse
headache

® Warn patients about the risks of
medication overuse headache (MOH)
before starting acute treatment

® Limit acute treatment to 2 days per
week to prevent MOH

® Avoid opioids where possible as
acute treatments

® Most patients with MOH can be
managed as outpatients

® A no blame approach should be used
® The management strategy should be
individualised

® Abrupt withdrawal alone, abrupt
withdrawal and immediate introduction
of a preventative, introduction of a
preventative without withdrawal are all
effective strategies

® Opioids should be withdrawn
gradually

@ Patients should be warned to expect
transient worsening of headache
frequency and intensity associated with
medication withdrawal

that compare strategies. In those
studies looking at abrupt withdrawal
alone, the length of withdrawal period
before starting preventative medication
has not been clearly defined.®

‘Abrupt withdrawal
of the overused
medication is often
associated with
transient worsening
of headache
frequency

and intensity’

Abruptly withdrawing the overused
medication is often associated with
transient worsening of headache
frequency and intensity and patients
should be warned to expect this. Other
more typical withdrawal symptoms may
also occur with opioids or combination
analgesics with a high opioid content,
but are much less likely with triptans and
NSAIDs.! Withdrawal headache is
shortest for triptans and longest for
combination analgesics and opioids. It is
in the order of weeks. Patients should
generally be reassessed after 2 months.

In the majority of cases, medication
withdrawal can be successfully »
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managed as an outpatient, particularly
in patients with uncomplicated MOH.8
There is no evidence to support using
prednisolone to aid medication
withdrawal.? Support from a headache
specialist nurse can significantly improve
success rates.° For patients with
complicated MOH, inpatient withdrawal
may be more effective than advice alone
or a structured outpatient withdrawal
programme." Access to inpatient
withdrawal is, however, limited in the UK
and this is rarely a realistic option outside
the larger headache centres.

Following successful withdrawal,
previously ineffective preventative
treatments may be effective when
reintroduced.”? Around 20-40% of
patients relapse in the first year,
after that relapse is uncommon.!

There is, however, considerable debate
as to whether withdrawal is necessary
and there are likely to be two groups of
patients: those with poorly managed
frequent migraine and those who have
MOH. Small RCTs have reported a
reduction in headache days using
topiramate or valproate.? There are no
studies on other oral migraine
preventatives.

The use of botulinum toxinas a
preventative therapy in chronic migraine
was investigated in the PREEMPT
studies.®™ The protocol did not mandate
medication withdrawal and post hoc
analysis showed no difference in the
effectiveness of botulinum toxin Ain
patients who were and those who were
not overusing acute medication.”

Both NICE™ and the Scottish Medicines
Consortium” mandate that medication
overuse must be addressed before
considering botulinum toxin A, but once
addressed botulinum toxin A is equally
effective in those with and without
successful withdrawal.’>'®

The sameis likely to be true for the
new CGRP monoclonal antibodies of
which erenumalb was granted a
European licence in July though this has
not yet been through the approval
process for NHS use in the UK.

REFERRAL

It is important to explain to patients that
MOH is common and that addressing
medication overuse can have a
meaningful impact on headache
frequency in most cases.

A no fault approach should be
adopted and patients encouraged to
seek support from family, friends and
work colleagues especially in the first
two weeks when the headache may
get worse.

The majority of patients with MOH

can be successfully managed in primary
care. The underlying pattern is usually
chronic migraine and once medication
overuse is addressed this can usually be
managed successfully. Patients should
be aware that headache does not
always improve with medication
withdrawal and that appropriately
managing the underlying primary
headache disorder can be effective

and that MOH often hampers the
effectiveness of the standard
preventative treatments.

Referral to a neurology or specialist
headache clinic should be considered if:
® Appropriate management of MOH
has not been successful
® Advice is required about management
of the underlying primary headache
disorder
@ There is concern that there may be an
underlying sinister cause

In cases where there is concern about
the possibility of an underlying sinister
cause, open access imaging may help
management. However, all patients who
are referred for imaging should be
informed that scanning may show
incidental abnormalities.”® Studies have
shown that any reassurance a patient
gets from a normal scan tends to fade
by 12 months if the headache is still
present.2°
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