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DEXAMETHASONE DECREASES MIGRAINE
RECURRENCE OBSERVED AFTER TREATMENT

WITH A TRIPTAN COMBINED WITH A NONSTEROIDAL
ANTI-INFLAMMATORY DRUG

Abouch V. Krymchantowski, Jackeline Soraya Barbosa

ABSTRACT - Background and objectives: Triptans are effective drugs for the acute treatment of migraine.
However, 30-40% of the patients commonly present recurrence before 24 hours therefore requiring another
dose. Nonsteroidal anti-inflammatory drugs (NSAID) such as tolfenamic acid and naproxen sodium combined
with sumatriptan have demonstrated efficacy in reducing recurrence observed with the single use of this
drug. Steroids also have been suggested to treat refractory migraine and status migranosus. The aim of this
study was to evaluate whether patients presenting frequent recurrence with the combination triptan plus
NSAID, would decrease it with the association of dexamethasone. Method: Twenty three patients, 17 women
and 6 men with migraine according to IHS criteria were prospectively studied. All patients presented frequent
recurrence (= 60%, mean recurrence rate 74,8%) with the single use of sumatritpan 100mg or zolmitriptan
2,5mg or rizatriptan 10mg in at least 5 consecutive attacks, and didn't present a reduction of the recurrence
rate superior than 20% with the combination of tolfenamic acid 200mg or rofecoxib 25mg in at least 5 other
consecutive attacks (mean recurrence rate 60%). The patients had to treat 6 consecutive moderate or severe
migraine attacks with their usual combination plus 4mg of dexamathasone with a maximum of twice a week,
and fill out a diary reporting headache parameters. Results: Twenty patients, 16 women and 4 men completed
the study. Of those who completed the study, 11 took rizatriptan plus rofecoxib, 4 rizatriptan plus tolfenamic
acid, 3 zolmitriptan plus rofecoxib, 1 zolmitriptan plus tolfenamic acid and 1 patient took sumatriptan plus
tolfenamic acid, having the 20 patients taken as a third medication, a single tablet of 4mg of dexamethasone.
All patients took oral formulations and none presented vomiting after that. Among all 20 patients, one
female and one male patient presented recurrence in 3 out of the 6 attacks (50%) while the remaining 18
patients revealed recurrence in 1 or 2 treated attacks (mean 23,4%) (p<0,001). Conclusion: We concluded
that the judicious use of oral dexamethasone might be useful for a limited population of migraine patients
still presenting recurrence with the combination of a triptan and a NSAID. Case-control studies and studies
with a randomized double-blind design are necessary to confirm these observations.
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Dexametasona diminui a recorréncia de migranea observada ap6s tratamento com um triptano e um
antinflamatério nao esteroide

RESUMO - Tema e objetivos: Triptanos sdo drogas eficientes para o tratamento agudo da migrénea. Entretanto,
cerca de 30 a 40% dos pacientes tratados, comumente apresentam recorréncia antes de 24 horas e
consequentemente necessitam de uma nova dose. A associacdo de antinflamatérios ndo esteroides (AINE)
como o acido tolfenamico e o naproxeno sddico demonstraram eficacia na reducdo da recorréncia observada
com o uso isolado do sumatriptan. Esterdides também tém sido indicados para o tratamento da migranea
refratéria e para o status migranosus. O objetivo desse estudo foi avaliar se pacientes que apresentam recorréncia
frequente mesmo com a combinacdo de um triptano e um AINE, poderiam diminuir a recorréncia com a
adicdo de dexametasona. Método: Vinte e trés pacientes, 17 mulheres e 6 homens, com o diagndstico de
migranea de acordo com os critérios da IHS (Sociedade Internacional de Cefaléia) foram estudados
prospectivamente. Todos apresentaram recorréncia frequente (260%, média de recorréncia 74,8%) com o uso
isolado de sumatriptan 100mg ou zolmitriptan 2,5mg ou rizatriptan 10mg em pelo menos 5 crises consecutivas,
e nao revelaram reducao da recorréncia superior a 20% com a adicao de acido tolfenamico 200mg ou rofecoxib
25mg em pelo menos 5 outras crises consecutivas (média de recorréncia 60%). Os pacientes deveriam tratar
6 crises consecutivas de intensidade moderada ou intensa com a sua medicacdo habitual mais 4mg VO de
dexametasona ingerida simultaneamente, ndo mais de duas vezes por semana, e preencher um relatério
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diario com as caracteristicas da dor. Resultados: Vinte pacientes, 16 mulheres e 4 homens, completaram o
estudo. Entre os pacientes que completaram o estudo, 11 usaram rizatriptan + rofecoxib, 4 rizatriptan +
acido tolfendmico, 3 pacientes zolmitriptan + rofecoxib, 1 zolmitriptan + acido tolfendmico e 1 paciente
utilizou sumatriptan + é&cido tolfendmico. Todos os pacientes tomaram, como terceira droga, um comprimido
de 4mg de dexametasona. Todos utilizaram formulacdes orais nao tendo sido relatado vémitos apés esse uso.
Entre os 20 pacientes, uma paciente e um paciente apresentaram recorréncia em 3 de 6 crises tratadas (50%)
enquanto entre os 18 remanescentes houve recorréncia em 1 ou 2 crises tratadas (média de recorréncia
23,4%) (p<0,001). Conclusdo: Concluimos que pacientes com migranea recorrente, mesmo em uso da
combinacdo de um triptano e um AINE, podem se beneficiar com o uso criterioso de dexametasona oral.
Estudos com delineamento do tipo caso-controle ou randomizados e duplo-cegos sédo necessarios para confirmar

estas observagoes.

PALAVRAS-CHAVE: recorréncia da migranea, dexametasona, triptanos, antinflamatorios nao esteroidais.

Triptans are serotonergic agonists of the recep-
tors 5HT, ., proven effective in the acute treatment
of migraine'3. Therefore, the recurrence of the head-
ache and associated symptoms may occur in 25 to
78% of the patients at least occasionally, and may
represent a limitation to the use of this class of sub-
stances along with high cost, possible lack of effi-
cacy and side effects*®. Up to 70% of the patients
taking triptans even present with multiple recur-
rence®. Non steroidal anti-inflammatory drugs (NSAID)
such as ibuprofen, naproxen sodium and tolfenamic
acid are also effective to treat migraine attacks” and
the combination of sumatriptan and a NSAID has
been demonstrated to reduce the recurrence rate
presented by the single use of sumatriptan®°. How-
ever, the clinical experience demonstrates that some
patients do continue to present with recurrence af-
ter successful treatment of their attacks, even with
the combination of a triptan and a NSAID. In the other
hand, steroids such as dexamethasone and pred-
nisone have been suggested to treat refractory mi-
graine, status migranosus and to terminate the non-
responsive headache cycle observed in rebound'-'3,

The aim of this study was to evaluate whether a
group of patients presenting with frequent recur-
rence, despite of using the combination triptan-NSAID,
would decrease their rate of recurrence with the as-
sociation of 4mg PO of dexamethasone to their usual
effective drug regimen for the acute treatment of
migraine.

METHOD

Twenty three patients from a private headache center,
17 women and 6 men, ages 29 to 52 years (mean 43),
with migraine according to IHS criteria' were prospec-
tively studied. The inclusion criteria were: 1) having presen-
ted frequent recurrence (= 60%, mean recurrence rate
74,8%), which was defined as the returning of the head-
ache after 2 and before 24 hours, once the intensity of
the pain firstly decreased from severe or moderate to mild
or none, with the single use of sumatritpan 100mg or

zolmitriptan 2,5mg or rizatriptan 10mg in at least 5 con-
secutive attacks, and 2) lack of reduction of the recur-
rence rate superior than 20% with the combination of
tolfenamic acid 200mg or rofecoxib 25mg, in at least 5
other consecutive attacks (mean recurrence rate with the
combination triptan plus NSAID = 60%). The enrolled
patients had to treat 6 consecutive moderate or severe
migraine attacks with the combination of their usual
triptan-NSAID regimen plus 4mg of dexamathasone, taken
simultaneously, with a maximum of twice a week. They
also had to fill out a diary reporting headache frequency,
intensity, duration, use of acute treatments, presence of
vomiting after drug intake and side effects. The author
was very rigorous to make sure that all patients received
clear and objective information about the side effects and
limitations of the steroid use. All patients were using pre-
ventive medications other than NSAID, gave their consent
to take part in the study and none of them had concomi-
tant medical conditions or were under other types of medi-
cation. Patients with history of peptic diseases as well as
with any other co-morbidities were not included in the
study. The statistical analysis was performed using the T-
student test with a two-tailed P value < 0.05 considered
significant.

RESULTS

Twenty patients, 16 women and 4 men completed
the study. Two men didn‘t fill out the diary properly
and one woman has violated the protocol taking the
medication during mild headache. Of those who
completed the study, 11 took rizatriptan plus rofeco-
xib, 4 rizatriptan plus tolfenamic acid, 3 zolmitriptan
plus rofecoxib, 1 zolmitriptan plus tolfenamic acid
and 1 patient took sumatriptan plus tolfenamic acid
(Table 1). The 20 patients did take, as a third medi-
cation, a single tablet of 4mg of dexamethasone. All
patients took oral formulations, none exceeded the
twice-a-week limit and none presented vomiting af-
ter that. Before the study, the patients took the same
triptans and NSAID used in this trial. Among all 20
patients, one female and one male patient presented
recurrence in 3 out of the 6 attacks (50%), while the
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Table 1. Drugs used in the study with dexamethasone (also used
previously to the combination).

Acute treatment No of patients

Rizatriptan + rofecoxib 11
Rizatriptan + tolfenamic acid 4
Zolmitriptan + rofecoxib 3
Zolmitriptan + tolfenamic acid 1
Sumatriptan + tolfenamic acid 1

Table 2. Side effects reported.

Side effects No of patients (percentage) *

Heartburn 6 (30%)
Asthenia 5 (25%)
Somnolence 3 (15%)

* Eight patients (40%) had three side effects and 4 patients (20%) two
side effects.

remaining 18 patients revealed recurrence in 1 or 2
out of the 6 attacks treated (mean 23,4%) (p<0,001).
The side effects reported were heartburn (6 patients,
30%), somnolence (5 patients, 25%), and asthenia
(3 patients, 15%). Eight patients (40%) presented
the three side effects and 4 patients (20%) two of
the referred adverse events. None of the 12 patients
that revealed side effects, considered it different from
previous manifestations with the use of their usual
acute treatment (Table 2).

DISCUSSION

Recurrence is a major problem with the use of all
triptans, some more than others, even though it may
happen with drugs taken for the acute treatment of
migraine that are not selective agonists of serotonin
receptors*8. The definition of recurrence is the re-
turning of the headache after 2 and before 24 hours,
once the intensity of the pain firstly decreased from
severe or moderate to mild or none. The time to recu-
rrence after the different triptans is varied. Suma-
triptan, for instance, may promote recurrence after
6-7 hours with the nasal spray, 10 hours with the
injectable formulation and 17 hours with the tab-
let">". In one third of the patients treated with suma-
triptan, recurrence may occur several times in the
same attack (multiple recurrence)®. With regard to
zolmitriptan, 32% of the attacks treated recur even
though a second dose promotes relief in 90% of the
patients after 2 hours®. The underlying mechanisms
of recurrence are still uncertain, but may be related

to reversible receptor biding and/or short plasma
half-life of the drug'®'. The combination of suma-
triptan and tolfenamic acid or naproxen sodium de-
crease recurrence rate®® but some patients still pre-
sent frequent recurrence, even switching triptans and
NSAID. This fact therefore, may limit the utilization
of such effective options for migraine treatment.

Steroids have been suggested for the acute treat-
ment of migraine attacks as well as to interrupt sta-
tus migranosus'#'320, Dexamethasone given intrave-
nously at a dose of 6 mg following the administra-
tion of metoclopramide, was demonstrated to be
effective in the treatment of a migraine attack?. The
combination of dexamethasone and narcotics pro-
vide even further relief'? and a 2-day course of 40-
60mg of prednisone appears to shorten dramatically
the duration of status migranosus?'. The mechanisms
by which steroids are useful in headache are uncer-
tain but it is suggested that an anti-inflammatory
effect on neurogenic inflammation, reduction of va-
sogenic oedema and effects on central aminergic /
serotonergic systems may play a decisive role?. The
toxicity of steroids is well known and may occur even
with short-term use, especially in high-dose schemes,
but the strict limitation of its dosage and use to a
maximum of twice a week is generally well toler-
ated by healthy patients®.

This study deserves criticism since it was not blin-
ded and also raises the issue of the possibility that
the sole use of a triptan plus dexamethasone or a
NSAID plus dexamethasone would have the same
effect on the migraine attack and recurrence, there-
fore demanding controlled studies to justify the
three-drug prescription regimen to be used. How-
ever, polytherapy for the acute treatment of migraine
attacks have been used and suggested since the
pathophysiological mechanisms of migraine seems
to involve various underlying processes as inflam-
mation, vasodilatation and dopaminergic hypersen-
sitivity?*. The rational for the use of dexamethasone
may be seen as the possible way to obtain a further
anti-inflammatory effect since recurrence may oc-
cur due to the lack of a long lasting agonism on 5-
HT1D receptors providing reversal of neurogenic in-
flammation and/or inhibition of prostaglandin syn-
thesis and release.

One might argue about the real advantage of
prescribing a potentially harmful drug instead of
providing longer action of a serotonin agonist or even
increasing the dosage of the NSAID. Besides, the
addition of a dopaminergic antagonist such as dom-
peridone or metoclopramide, with their gastrocinetic
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activity?®, may augment efficacy of a triptan or a
NSAID simply by increasing gastrointestinal transit
and absorption. This would provide a better effect?
and eliminate the necessity to use a steroid. Those
arguments are valid but it has to be emphasized that
these patients belong to a special and limited group
that do not reduce recurrence even though taking
such combination of substances.

We concluded that the addition of dexametha-
sone 4mg PO to a triptan plus a NSAID in a maxi-
mum rate of intake of twice a week, reduces recur-
rence and is well tolerated in those patients still pre-
senting with frequent recurrence. Further and con-
trolled studies are necessary to elucidate the real
mechanisms of recurrence as well as to confirm the
role of steroids as an intermittent and infrequent
effective option for the acute treatment of migraine.
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