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Management of
analgesic overuse
headaches
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Preview

Many patients with recurrent headaches take too many anal-
gesics too often in an effort to relieve their pain. Ironically, this
overuse contributes to the probiem through “analgesic rebound
headaches,” and not until patients are weaned off medications
do their headaches improve. This article describes the issues
surrounding analgesic rebound headache and offers a strategy
for treating patients who are enmeshed in this syndrome.
Although the approach described may seem time-consuming,

it is advocated when dealing with patients who have refractory
headaches. It may prove to be more effective than the numer-
ous failed attempts and the potential for substance addiction
that are associated with less focused approaches.

B Overuse of analgesics can
be a significant obstacle to
successful management of
headaches, because as clinical
studies have shown, it may
actually exacerbate the prob-
lem.'? This paradox, known
as analgesic rebound head-
ache, occurs in patients who
regularly take anv of a wide

variety of pain-killing drugs
or agents for migraine.

Clinical studies of drug-
induced headache

A study of 200 patients with
recurrent tension headaches
confirmed the relationship be-
tween analgesic overuse and
refractory pain.* In the 4-week
study, patients were divided
o - into two groups of 100:

Fred D. Sheftell, MD Group 1 received the tricyclic
Dr Sheftell is founder and director, The antidepressant amitriptyline
New England _Center for andache, Stam» hydrochloride (25 mg/day
ford, Connecticut, and clinical associate for 1 week and 50 mg/day

professor, New York Medical College, val- |
halla. thereafter) as a preventive

medication; group 2 did not.
Patients were further divided
into subgroups. Half of those
in group 1 and half of those
in group 2 were permitted

to continue taking analgesics
without restriction; the re-
maining subjects were in-
structed to discontinue use
of analgesics.

Weekly headache frequency
was calculated for each group
using a headache index and
headache index ratio. Com-
paring analgesic-using and
analgesic-restricted subgroups
(table 1), investigators found
significant improvement, as
measured by headache fre-
quency and graded pain sever-
ity, in the patients who ab-
stained from analgesic use.
Moreover, the study suggest-
ed that analgesic use may have
interfered with responsiveness
to amitriptyline.

Using a similar study de-
sign, Mathew et al* attempted
to define key clinical features
and management strategies in
patients with drug-induced
headaches. Their study in-
volved patients who were tak-
ing daily symptomatic or im-
mediate-relief medications,
often in excessive quantities,
yet continued to have daily or
near-daily severe headaches.
Of the 200 patients studied,
86 (43%) were taking two
analgesic preparations, and 44
(22%) were taking three or
more.

Patients were divided into
owo groups: Group 1 used
only symptomatic medica-
tions, and group 2 used symp-
tomatic and prophvlactic
medications. The groups were
further stratified. Group 1 was
divided into three subgroups:
those who were allowed to
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Adapted from Kudrow.’

continue taking symptomatc
medication, those who dis-
continued svmpromatc medi-
cation, and those who discon-
anued symptomatc medicanon
and began prophvlactic medi-
cation. Group 2 was divided
into two subgroups: thosc
who discontunued symptomat-
1ic medication but continued
prophvlactic medication, and

* Weekly headache frequency X graded severity.
T Posttreatment + pretreatment headache index.
¥ Calculated as follows: 1 — headache index ratio X 100.
§ P<0.01.

€ ‘narcotic

Le_vel 4 (daily headaches from overuse syndromes)
‘Ho pitalization may be requu'ed to provnde aggress:ve therapy
Headaches are refractory, increasing medncal and psychiatric
comorbidity

those who discontinuced
svmptromatic medication and
altered, cither in dosage or in

-~ combination, prophylactic

medication.

All patients received dictary
imstructions and biofeedback
training, and they were as-

sessed for changcq m headache

indexes for 3 months. Ettects
of conunuing and discontinu-

ing symptomatic medications
and of adding or changing
prophylactic medications were
studied in the various groups,
and investigators reached the
tollowing conclusions:

¢ Daly use of symptomatic
or immediate-relief medica-
tions resulted in recurrent
daily headaches.

e In self, discontinuaton of
daily symptomatic. medica-
vons resulted in abatement of
headaches. v

¢ Concomitant use of symp-
tomatic medicatons nullified
the ettect of prophylactic
medicauons.

¢ Discontinuation of daily
svmptomatic medications en-
hanced the beneficial effect of
prophvlactic medications.

The transformed migraine

- model

A review by Mathew”® ot sever-
al migraine studies suggests
that most patients with recur-
rent headaches have “trans-
formed migraines” and exinb-
14 mixture of migraine and
tension-headache features,

[ the transtormed-migraine
model, distinct episodes of
nmugrane i the ingal vears
give way over time to daily
headaches. In the carlv vears,
cpisodes of migraine can be
debilitating. As patients ma-

continied
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Headache provides patients
with calendars that include
detailed information about
their medication. Patients are
carefully instructed in docu-
mentation of names and
amounts of medications they
are taking and intervals pre-
scribed. Patients also record
the relief they receive, using a
scale from O to 3. Further-
more, patients note potential
triggers to their headaches.'
Headache calendars also can
reveal side effects and other
problems.

AVOIDING REBOUND PHE-
NOMENON—Management of
headache relief should focus
on avoiding rebound head-
aches by judicious use of med-
ication (table 3). Often, as
patients’ headaches become
more frequent, they begin
to overuse analgesics to get
relief. They may use a com-
bination of aspirin or acet-
aminophen and a barbiturate?
or a mixed analgesic and ergot-
amine. Intake of agents may
range from 5 to 20 tablets a
day,” but still headaches seem
to worsen because this usage
interferes with the effective-
ness of the prophylactic medi-
cation.’

Rebound eftect can occur if
analgesics are taken more than
4 days a week." Thus, attempts
should be made to wean pa-
tents off excessive medications
that may be interfering with
their mainstay agents, and they
should be instructed to avoid
selt-medicating tor mild and,
if possible, moderate head-
aches. Patents should be fully
informed about the nature
of analgesic rebound phe-
nomenon, with emphasts on
the following key concepts:

* Continued use of symp-
tomatic medications maintains
the cycle of headaches.

* Pharmacologic as well as
nonpharmacologic therapy is
less likely to relieve pain in the
face of ongoing analgesic
overuse.

¢ Short-term discomfort will
lead to an improved long-
term outcome.

¢ Some time is needed before
tull benefits are seen from dis-
continuation of analgesic
overuse.

WITHDRAWING NONPRE-
SCRIPTION DRUGS—Initally,
patients should terminate use
of all nonprescription medica-
tons.” They will be less appre-
hensive about continuing the
treatment plan if they receive
appropriate support for their

most severe headaches. Sup-
port may include a variety of
nonsteroidal anti-inflammato-
ry drugs (NSAIDs), such as
naproxen sodium or meclofen-
amate sodium, or a vasoac-
tive drug, such as isomethep-
tene mucate, given three or
four times a day and tapered
down over a period of several
weeks.

Taking patients off a daily
regimen of 10 to 20 tablets
of a high-caffeine over-the-
counter agent can be a signifi-
cant problem. In combination-
analgesic.overuse, calculate the
amount of caffeine from both
medicinal sources and bever-
ages. Reduce intake of caf-
feinated beverages slowly, by
one 5-oz cup or half a mug of
coffee every 5 to 7 days. Re-
duce the intake of combination
analgesics, using the schedule
described in table 4.

WITHDRAWING PRESCRIP-
TION DRUGS—DPrescription
medications must be with-
drawn carefully (table 5).
Of greatest concern is the in-
creased risk of seizures associ-
ated with rapid tapering or
abrupt cessation of butalbital
medicatons.® Sudden re-
moval of butalbital can be
life-threatening." For thesce
patients, switching to pheno-
barbital during the tapering
process may be necessarv.”
The recommended conver-
sion schedule is 100 mg ot
short-acting butalbital to
30 mg of long-acting pheno-
barbital, reducing by 10% to
15% every 2 to 4 days. Pa-
tients must be closely moni-
tored tor sedation and signs
ot central nervous system irri-
tabilitv. Caffeine intake and
possible nteractions with

continicd
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ton medication 1S increasing.
» Severe pain is likely on
withdrawal of medications.

* Frequency of visits to the
emergency room is increasing.
¢ Underlying medical disor-
ders (eg, coronary disedse, hy-
pertension, ulcers) complicate
outpatient intervention.

¢ Moderately serious psychi-
atric difficulues accompany
headaches.

WITHDRAWAL OF MEDICA-
TIONS—In the hospital, non-
prescription medications are
discontnued and prescription
drugs are tapered oft. Nar-
cotics are tapered in a manner
sumilar to that described tor
outpatient care. Intravenous
dihvdroergotamine mesvlate,
which acts both peripherally
and centrally, 15 ideal tor use in
the hospital sctting. Pauents
using ergots respond well to
dihy drocr gotamine and usual-
iv have an “excellent long-term
prognosis. In these patients,

crgots are gradually decreased
05t01 mg daily. For with-
drawal of benzodiazepines,
use of carbamazepine may de-
crease withdrawal nme ™

INTERVENTION—DBrcak-
through headaches are man-
aged with a high-terventon
plan. Nonpharmacologic mea-
sures are instituted fivse, and it
necessary, NSATDs are given.
Corncosteroids may be ad-
mimistered to paonents who do
not respond to dihvdrocergota-
mme. Essennallhv, asneeded
adminstration of e L
awvorded. Otren, severe break
through headaches require
use of hydroxvzine hvdrochlo-
intramuscular ketorolac
'.'1'<>mclh.1mmc, Or Intraenous
chlorpromazine hvdrochlo
Tide

ride,

« Con ider usé of clonidine of naltrexone*
* Treat’ sleep disturbance with tricyclic antidepressant,
trazodone HCI, or hydroxyzine

Benzodiazepines

* Reduce slowly, by % tablet q7d

. leferentlate among withdrawal, recurrence of ongmal symptoms,

and rebound

. Consnder use of carbamazepme to speed tapering

Ergotamine tartrate
* Reduce:by:0.5 to 1 mg qd
» Consider.use of clonidine

*Naltrexone is an opioid antagonist that may cause withdrawal in patients

dependent on opioids.

PATIENT OUTCOME—Most
patients respond well to hos-
pitalization. Appropriate dis-
charge planning is very impor-

tant. Use of a model of relapse
prevention similar to that ot
Alcoholics Anonvmous is rec-
ammended s

Follow-up data are excel-
lent. As part of an inpatient
pain-treatment program with
the Commission on Accredi-
ration of Rehabiliraton Facil-
ities, Lake et al™ mcasured
outcome data for 100 pa-

tients with chromie, in
tractable migraine who were
cvaluated at Chelsea Com
munity Hospital in Michigan
(mcan hospital stay, 8.5

davs). Among the paramerers
assessed were headache, de
pression, slecp disturbance.

‘ putmm.mu ot responsibily-

tics, medication usce, and

Cwork status. Assessmients tak

cn betore hospitahization, at

- discharge, and ar long-term

tollow-up (mean, 8.3
monthsi revealed signiticant

contiinied
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DISCUSSION

Dr Portenoy: My under-
standing is that there is mini-
mal evidence of rebound to
drugs other than caffeine and
ergots. o

Dr Rapoport: While we
.don’t have double-blind,
placebo-controlled studies, we
do have the expert opinion of
headache specialists through-
out the world. Clinical experi-
ence indicates that a signifi-
cant percentage of patients
with refractory headaches are
taking too much medication.
Many of our patients begin
their day by taking a handful
of analgesics, and they contin-
ue popping pills every 3 to 4
hours throughout the day.
When you break the cycle by
taking patients off the medica-
tion, they do much better.
That’s the evidence.

Dr Portenoy: The problem
we face with opioids is the
predisposed population. We
don’t want to say this therapy
isn’t good based on a sub-
group of patients. We run this
same risk when we say that
nobody should take more
than two doses of acet-
aminophen a day, or more
than two times a week. That’s
a big leap. Is there any scien-
tific support of that leap?

Dr Solomon: We see a very
skewed population; a large
part of our practice is patients
with daily headache. But epi-
demiologic studies done in
this country and in Denmark
have shown that chronic ten-
sion-type headache, the Inter-
national Headache Society’s

T

term for chronic daily
headaches, occurs in only 3%
of the population. We admon-
ish patients who have been
overusing acute-pain medica-
ton not to take these drugs
more than 2-days a week after
they have been withdrawn
from them for 1 or 2 months.

Dr Sheftell: We must have a

" sense of precaution in our rec-

ommendations. There are pa-
tients who don’t escalate their
use of prescribed medications.
It’s difficult for the nonspe-
cialist to identify those who
do. Of course, we don’t see
those who are doing well on
what their physicians are pre-
scribing.

Dr Portenoy: I would be
comfortable saying that there
is a possibility, based on the
literature and to be con-
firmed, that frequent use of
short-acting analgesics may
lead to a syndrome of chronic
daily headache that may re-
quire withdrawal to treat. Af-
ter giving a patient access to a
prescription for short-acting
analgesics, I would closely
monitor that patient. If there
were indications of abuse or
overuse, I would intervene
carly and aggressively.

Dr Solomon: [ think that’s a
very logical approach.

Dr Portenoy: I usc a similar
approach with opioids. I call it
a therapeutic opioid trial for
noncancer-related pain. That’s
how I would incorporate it.
You don’t know how patients
will respond. They have never
had regular access to a drug in
conjuncton with good moni-

toring and concurrent thera-
pies directed toward function-
ality. You enter into a contract
with the padent: “I’m going
to prescribe this. I’m going to
watch to make sure you don’t
cross into a danger zone, and
if you do, I’m going to tell
you it’s not approprate.”

Dr Sheftell: We have been
trained that addiction is a
physiologic dependence. Cer-
tainly, patients who require
maintenance opioid therapy
may be physiologically depen-
dent. However, we must also
consider addiction as a behav-
ioral phenomenon, a compul-
sion for ongoing use in spite
of destructve events. These
behaviors also include non-
compliance, such as using
multiple prescribers and mul-
tiple pharmacies. Patients who
require opiate maintenance
should adhere to guidelines
specified in a “contract.”m
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