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ABSTRACT

Background: Migraine is a common cause of primary headaches that may interfere with normal daily activities
for which different modalities of treatment had been used. In the present study different types of analgesics and
prophylactic medications had been evaluated for their efficacy and tolerability.

Objective: To evaluate the efficacy and tolerability of: 1. Combined analgesic, Excedrin (aspirin with paracetamol
and caffeine) in comparison with single analgesic, diclofenac, as a therapy for severe migraine attack.

2. Combined prophylactic, amitriptyline, or propranolol with pizotifen in comparison with pizotifen alone as
prophylactic drugs for severe migraine.

Materials & Methods: Part (1): 80 patients with severe migraine were enrolled and randomly assigned to receive an
oral tablet of either Excedrin (aspirin 250 mg, acetaminophen 250mg, caffeine 65mg) four times daily when needed
(n=40) or diclofenac 50mg twice daily when needed as abortive treatment for migraine attack, in addition to the use
of pizotifen twice a day in both subgroups for 10 days duration. Part (2): 46 patients who showed good response from
part one of the study were divided randomly into three subgroups with different prophylactic regimens.

1. oral pizotifen 0.5mg tablet twice a day, n=16.

2. oral pizotifen 0.5mg twice a day with propranolol 20mg tablet twice a day, n=15.

3. oral pizotifen 0.5mg tablet twice a day with amitriptyline 10mg tablet once at night. n=15.

Efficacy was assessed by determining the patients' number exhibiting improvement with no or mild headache.
Tolerability is no or minimal side effects or interactions.

Results: Part (1): A good response to treatment was obtained in 30% of the diclofenac group vs 85% of the
Excedrin group (P<0.01). Part (2): A good response to treatment was obtained in 33.3% of the pizotifen group vs
60% of pizotifen with propranolol group (P< 0.05) vs 87.5% of pizotifen with amitriptyline group (P< 0.01).
Conclusion: Combined medications are more effective than single medications in the treatment & prophylaxis of
severe migraine.
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INTRODUCTION: defined as a benign and recurring syndrome of headache,
Migraine is more than a headache. It is a neurological nausea, vomiting, and/or other symptoms (423456.7.89),
disease with considerable social and economic impact. It It usually begins in childhood, adolescence, or adult
affects approximately 15% of women and 6% of men. It is life and recurs with diminishing frequency during

advancing years. (4610111213
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deactivators (sleep, pregnancy, triptans) 3513141516,17.18)

The word migraine was derived from the Latin word
"hemicrania” meaning "half" (Hemi) "skull" (crania) ©9,
This term was first used by Galenus of Pergamon, a Greek
physician, surgeon, and philosopher in the Roman Empire,
to describe the pain felt across one side of the head during
a migraine. He also suggested that the pain originated in
the meninges and vasculature of the head. In addition, he
pointed towards a connection between the stomach and the
brain due to the vomiting that seemed to be related to
migraines 1929,

The mainstay of pharmacologic therapy is the judicious
use of one or more of the many drugs that are effective in
migraines (45811132122 The selection of the optional
regimens of migraine patients depends on several factors,
the most important of which is the severity of the attack

(table 1) @3

The occurrence of three or more attacks per month is
an indication for prophylactic treatment. ¢4® The criteria
for preferring one prophylactic drug to another are based
upon: @4

- Evidence of efficacy “8%3

- Comorbidity and the anticipated effect of the drug
upon it 23423

- Contraindications including risk in pregnancy ©¢2%

- Good evidence that poor compliance is a major factor
in impairing the efficacy of migraine prophylaxis and that
once-daily dosing is preferable @3

The formal evidence — base for efficacy is good for
beta-blockers and adequate for amitriptyline 462123

Other drugs include cyproheptadine, sodium valproate,
gabapentin, methysergide & verapamil can be used ¢23

Table (1) classification of migraine according to the severity ?® Note NSAIDs, non-steroidal anti-inflammatory
drugs 5HT, 5 hydroxytryptamine

Stage Diagnosis

Therapies

Mild migraine

Occasional throbbing headaches
No major impairment of functioning

NSAIDs

Moderate migraine
Nausea common

Moderate or severe headaches

Some impairment of functioning

Combination analgesics, oral
5HT, agonists

Oral, nasal or SC5HT, agonists
Oral dopamine antagonists

Severe migraine

Severe headaches >3 times per month | SC, IM, or IV5HT; agonists
Significant functional impairment
Marked nausea and/or vomiting

IM or IV dopamine antagonists
Prophylactic medications

Methods:

This prospective clinical study was performed on 80
patients with severe migraines among those who attended
the neurologic consultation in Al-Hussein general hospital
in Karbala which is affiliated with The University of Al-
Ameed. The study started in January 2007; patient
admittance was completed in October 2007. Subjects were
considered potentially eligible if they were at least 16 years

old; were in good general health; and not pregnant.

The efficacy and tolerability in this study was
assessed as rapid and consistent freedom from pain and
other symptoms, return to normal function, minimal need
for repeat dosing, and minimal adverse events. If this
happens, it is considered as a good response.

For each included patient a detailed history was taken
including name, age, sex, residence, marital status,
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aggravating factors (food, stress) history of contraceptive
pills, menstruation, and family history (regarding
migraine) (Data not shown).

Statistical methods: - student paired t-test (for
dependent data), student unpaired t-test (for independent
data), or chi-square (x2) were used accordingly to assess
whether the obtained differences could be accepted as
insignificant (if p> 0.05) or significant if (0.01<p<0.05) or
highly significant if (p<0.01).

First Part of the study

The enrolled patients were randomly assigned into 2
treatment groups, for each group the follow up duration
was 10 days: -

1. Single oral analgesic group (n=40). Patients of this
group received a common medication of treating migraine
attack which is diclofenac, the dose is 50 mg tablet twice
day when needed which is the usual dose of diclofenac. @

2. Combined oral analgesics (Excedrin) n=40.
Patients of this group received a tablet that consists of
(aspirin 250 mg + acetaminophen 250 mg + caffeine 65
mg) this tablet is commercially called Excedrin which was
given four times/day when needed as a maximus dose ?®
and the patient is informed about the possible side effects.

Both these two groups were given additionally
pizotifen tablet 0.5 mg twice daily as a prophylactic
drug because all enrolled patients were suffering from
severe migraine which necessitates a prophylactic
medication 72829, Pizotifen is available in the market and
not expensive for that reason this medication was chosen.

Second Part of the study

The 2 groups from the first part of the study were
followed up to see the response to the prophylactic
treatment regimen. The patients who showed good
response in the first part (n=46) out of the two groups
were divided randomly into three groups with different
prophylactic regimens: -

1. Oral pizotifen 0.5 mg tablet twice daily, n=15.
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2. Oral pizotifen 0.5 mg tablet twice daily +
propranolol 20 mg tablet twice daily, n=15.

3. Oral pizotifen 0.5 mg tablet twice daily +
amitriptyline 10 mg only at night, n=16.

The enrolled patients were followed up for the next
four months to be seen at each month during the follow-
up period to evaluate the efficacy of these prophylactic
regimens in preventing the recurrence of the attack of the
migraine. However, each patient was advised to use
Excedrin or diclofenac tablet when needed as abortive to
migraine attack.

A preventive migraine drug is considered successful if
it reduces migraine attack frequency or days by at least
50% within 3 months. ©9

RESULTS:

Subject population characteristics

Of the 80 subjects enrolled in the study, 64 (80%) were
aged 16-40 years with a mean age of 25.33 £ 0.8 years
while only 16 (20%) patients were older than 40 years with
a mean age of 44.0 + 0.7 years. The sex distribution shows
68 (85%) patients were females while 12 (15%) patients
were males (Table 1).

The efficacy of single versus combined analgesics in
the treatment of severe migraine

The percentage of patients who showed good response
to the therapy (good response means rapid and consistent
freedom from pain and other symptoms, return to normal
function, minimal need for repeat dosing, and minimal
adverse events) was significantly higher in the Excedrin
group (85%). While only (30%) of patients showed a good
response with diclofenac therapy (p< 0.01) (Table 3).

The response of the enrolled patients to the
different prophylactic regimens used

There was a significant difference (p< 0.05) between
the pizotifen alone group and pizotifen + propranolol
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group, where 60% showed good response with pizotifen +
propranolol and 33.3% showed good response with
pizotifen only.

On the other hand, the difference between the pizotifen
alone group and pizotifen + amitriptyline group was found
to be highly significant p<0.01. 87.5% showed good

response with pizotifen +amitriptyline group (Table 4).

All of these prophylactic regimens were well tolerated
along the trial period (i.e., 4 months) without noticeable
side effects among the included patients in this prospective
study apart from sedation noticed with the pizotifen
+amitriptyline group.

Table (2): Demographics of patients

Age of patients Number of patients X
Male | Female
16 -40y 64 8 54
More than 40y 16 4 12
Total number and percentage | 80 12 68
100% 15% | 85%

Table (3): Distribution of patients according to therapy-induced improvement in diclofenac and Excedrin groups.
"5 Highly Significant difference (P< 0.01)

Treatment group | Number of patients | Number of patients with good response | Percentage
Diclofenac 40 12 30%
Excedrin 40 34 85%

Table (4): Patients response according to different prophylactic treatment regimens
S: Significant difference (P<0.05) when compared with the pizotifen group
H5: Highly Significant difference (P< 0.01) when compared with pizotifen group

Treatment group No. of patient | No. of the patient with good response | Percentage
pizotifen 15 5 33.3%
Pizotifen + propranolol | 15 93 60%
Pizotifen + amitriptyline | 16 1448 87.5%

DISCUSSION:

Migraine is a common neurological disease that causes
a variety of symptoms, being headache the hallmark
(3.1516.28) |t can interfere significantly with the patient's life
and severe attacks can lead to significant functional
impairment ¢10133031) |ts aetiology is largely unknown.
(15,16,28)

Although migraine can occur in all ages, it usually
begins in adolescence. In more than 80% of patients, the
onset is before 30 years of age and the frequency of the

attacks largely decreases in elderlies 1519

In this prospective study, 80% of the included patients
have aged 16-40 yrs. with a mean age of 25.3 years, while
only 20% of the patients were aged above 40 years which
is similar to other studies ©¢1519), Migraine is three times
more common in women than men. @831 In the present
study, the ratio of females to males was 5.5:1 which can be
because this study deals with severe migraine only which
is more common among female patients. %

Patients without contraindications should be offered
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acute therapy for migraine, starting with NSAIDs. Those
who do not respond after appropriate trial periods should
be offered another therapy. 272829 Drug treatment should
be selected for each patient according to his or her need.
(27,28,29)

There is good quality of evidence supporting the use of
Non-Steroidal Anti-inflammatory drugs (NSAIDs) such as
acetaminophen, diclofenac and acetylsalicylic acid which
can reduce both the severity and the duration of migraine
attacks  significantly ~ ®°1%._  Non-Steroidal  Anti-
inflammatory drugs (NSAIDs) are most effective when
given early in migraine attack ©942%  Diclofenac-
potassium 50-100 mg in non-delayed-release with or
without intramuscular injection can be used for the
treatment of migraine. &9

Most migraine headaches respond to analgesics such as
paracetamol ©® or aspirin ¢8922 put because intestinal
peristalsis is often reduced during migraine attack the
medication may not be sufficiently well absorbed to be
effective. ®822) Caffeine is thought to enhance analgesics
absorption and possibly to have a vasoconstrictor activity.
() Excedrin is a combination of paracetamol, aspirin and
the therapeutically active caffeine approved by FDA to
treat all of the symptoms of migraine. NSAIDs offer
several advantages over prescription drugs, including easy
access, lower cost, and fewer adverse effects ¢:22

In the first part of the present study, a comparison
was made between 10 days course of therapy with either
diclofenac with pizotifen for 40 patients or Excedrin with
pizotifen on another 40 patients suffering from severe
migraine. The percentage of patients with good response
to treatment with either Excedrin or diclofenac were 85%
and 30% respectively and the difference between the two
treatment groups was highly significant (P< 0.01).

Excedrin was well tolerated by the patients during the
10 days of the therapy apart from slight gastric irritation
experienced by some. The studied patients showed:

- A noticeable reduction in pain within 30 minutes after
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treatment initiation.

- Major improvement in their ability to take part in
normal daily activities (at an affordable price).

These results indicate that it is worth trying to prescribe
Excedrin for the management of acute migraine attacks
before prescribing more expensive drugs with the potential
for severe side effects and drug interaction.

The second part of the study dealt with the
prophylactic treatment of migraine. Whereas the goal of
acute therapy is to abort a migraine attack once it has
started, the goals of prophylactic treatment are to prevent
attacks, thereby reducing headache frequency, severity and
associated disability and decreasing reliance on acute
treatment, which may be contributing to concurrent
medication over use headache @,

The occurrence of three or more severe attacks per
month is an indication for prophylactic treatment
(427,28293031) These drugs must be taken daily and there is
usually a lag of 2-6 weeks before an effect is seen and they
should be continued for 4-6 months “27) Pizotifen has been
widely used for many years but clinical trials evidence of
its efficacy is limited “29 however in our hospital,
pizotifen is available and free for patients in the hospital
and for that reason it was chosen to be given to all patients.
Beta-blockers are considered the first line if not
contraindicated. Of these, propranolol (40-240mg) is the
most evidence-based and widely used drug. “%)
Antidepressants, amitriptyline 10-75 mg the most widely
prescribed, are considered the first line when migraine
coexists with trouble some tension-type headache, another
chronic pain condition, disturbed sleep or depression.
However, antidepressants can be used to prevent migraine
even if there is no underlying depression “623)

Although many patients benefit from these therapies,
studies have shown that patient adherence to existing oral
preventives is low, often because of suboptimal efficacy
and poor tolerability. There is still unmet need for more
effective, better tolerated prophylactic therapies @3,
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We have demonstrated that the use of combination
prophylactics is superior to single agent in the prevention
of migraine attacks. While only 33.3% of the patients
showed good response with pizotifen alone, 60% showed
good response when pizotifen combined with propranolol.
Nevertheless, interestingly 87.5% of the patients showed
good response with the combination of pizotifen and
amitriptyline. The difference was significant between
pizotifen alone and pizotifen and propranolol groups (P <
0.05) and highly significant between the first group and the
pizotifen+ amitriptyline group. A synergistic effect might
explain the improved efficacy of the combination of
prophylactic medications in this study. Our observations
parallel, to some extent, those in a report by Rao and
colleagues in which they demonstrated that the
combination of propranolol and cyproheptadine is more
efficacious than propranolol alone in the prevention of
migraine. (33439

Further investigations are necessary to assess whether
using the maximum dose of these prophylactic agents
would result in any better outcomes.

CONCLUSION

1. Combined analgesic, Excedrin, is better than the
single analgesic, diclofenac, in the treatment of migraine
headache attacks.
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