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Abstract The Italian Society for the
Study of Headaches (SISC) pub-
lished the first guidelines for diagno-
sis and treatment of migraine in
1993. In 2000, the Executive
Committee of the SISC decided to
provide updated diagnostic and ther-
apeutic guidelines for migraine and
cluster headache for headache
experts and physicians dedicated to
headaches. For this purpose an Ad
Hoc Committee was formed, taking
into consideration the multidiscipli-
nary characteristics of the society,
and was composed of prominent
Italian researchers from various dis-
ciplines. The guidelines were pub-
lished in 2001 and will be updated
each year on the basis of new infor-
mation concerning diagnostic and
therapeutic strategies for migraine
and cluster headache. The Ad Hoc
Committee was organized into sub-
committees, each responsible for a
different topic: diagnosis of
migraine; symptomatic treatment of
migraine; prophylactic treatment of
migraine; non-pharmacological treat-
ment of migraine; diagnosis, symp-
tomatic and prophylactic treatment
of cluster headache; and lastly
trigeminal autonomic cranial neural-
gias (TACs) and unsolved questions.
The present paper reports the major
conclusions of the first three sub-
committees only. From a method-
ological point of view, it was decid-

ed that all the information reported
in the guidelines would be evidence-
based. This involved a thorough
research on Medline and Pubmed
taking into consideration all the arti-
cles concerning clinical, laboratory
and instrumental examinations and
therapeutic approaches for migraine
and cluster headache. As far as
migraine is concerned, all studies
available in the literature examining
the sensitivity, specificity, predictive
value of clinical history, neurological
examination, laboratory tests and
instrumental examination were eval-
uated to identify variables useful in
the differential diagnosis of sec-
ondary headaches mimicking
migraine attacks and to identify sur-
rogate indicators of migraine. Four
groups of recommendations, based
on the levels of evidence, scientific
effect and clinical assessment were
defined for all symptomatic and pro-
phylactic drugs. Information regard-
ing clinical contraindications and
pharmacological interactions for
each class of symptomatic and pro-
phylactic anti-migraine drugs were
also reported.
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Introduction 

The Italian Society for the Study of Headaches (SISC) was
the first scientific society to publish, in 1993, diagnostic and
therapeutic guidelines for migraine [1]. These guidelines
represented a milestone in the history of SISC. In the last
few years, the need to provide an updated diagnostic and
therapeutic orientation for headache experts and physicians
dedicated to headache was pressing for the society, not only
because of the remarkable progress made in the treatment
strategies for headaches, but also because of the publication
of headache guidelines by the scientific societies of other
countries (e.g. Canada, Denmark, England, U.S.A.) [2–7].

The Ad Hoc Committee for the Diagnostic and
Therapeutic Guidelines for Migraine and Cluster Headache
was formed in consideration of the multidisciplinary charac-
teristics of the society and was composed of prominent
Italian researchers from various disciplines. In particular,
committee members were selected from the membership of
the SISC, the Society of Neurology, the Society of
Childhood and Adolescence Neuropsychiatry, the Society of
Internal Medicine, the Society of Pain Clinicians, the
Society of Clinical Pharmacology and the Society of
Emergency Physicians. Additionally, two headache patients
were invited to participate in the committee. The Ad Hoc
Committee was organized into subcommittees, each respon-
sible for a different topic: diagnosis of migraine; sympto-
matic treatment of migraine; prophylactic treatment of
migraine; non-pharmacological treatment of migraine; diag-
nosis, symptomatic and prophylactic treatment of cluster
headache; and lastly trigeminal autonomic cranial neural-
gias (TACs) and unsolved questions. The present paper
reports the major conclusions of the first three subcommit-
tees only. 

The initial activity of the Ad Hoc Committee consisted
in establishing precise, practical guidelines to be used by
specialists and general practitioners. The guidelines in this
manner will be validated directly in the field and must there-
fore be regularly revised based on the new information
acquired.

From a methodological point of view, it was decided that
all the information reported in the guidelines would be evi-
dence-based [8]. Keeping this in mind, the subcommittees
carried out a thorough research in Medline and Pubmed, tak-
ing into consideration all the articles concerning clinical,
laboratory and instrumental examinations and therapeutical
approaches. Abstracts were excluded. The subcommittees
then proceeded to assess these studies by attributing a score
in decreasing value to: controlled, randomised, double-
blind, placebo studies, carried out according to good clinical
practice (GCP); meta-analyses; followed by prospective and
transversal studies, reviews, case reports, and lastly anec-
dotic experiences [9].

Statistical assessment was then used, and involved tak-
ing the results of these studies and establishing the strength
of the evidence.

Lastly, the members of each subcommittee, based on
their personal clinical experience, gave the results of the
studies a clinical evaluation.

Diagnosis of migraine

All members of the subcommittee agreed that the diagnosis
of migraine should be based exclusively on the current diag-
nostic criteria of the International Headache Society (IHS).
The need for a clinical diagnosis derives from the lack of
specific biological markers for the definition of migraine
and the incompleteness of the knowledge of the pathophys-
iological mechanisms underlying this primary headache.

All studies available in the literature examining the sensi-
tivity, specificity, predictive value of clinical history, neuro-
logical examination, laboratory tests and instrumental exami-
nation were evaluated with the final objective of defining the
variables to be used in differentiating diagnosis for secondary
headaches mimicking migraine attacks and to identify surro-
gate indicators of migraine. On the basis of evidence found in
literature, unanimous consensus was reached among the mem-
bers that it is necessary to collect clinical history, and to per-
form general and neurological examinations, with the aim of
identifying “hot spots” which may indicate a secondary
headache. In this regard, it is important to remember that some
disorders underlying headache are considered “dangerous”,
and that a few of them may put the life of the patient at risk.

The following anamnestic information may suggest a
secondary headache disorder:
1. A variation in the severity of crises. Particular attention

should be dedicated to crises which are defined by the
same patient as “being the worst in their life”.

2. A variation in the characteristics of headache leads to
suspect a secondary headache.

3. A variation in the frequency of crises, especially if the
frequency is rapidly increasing.

4. A progressive course of headache always suggests a
secondary headache.

5. Frequent awakening during the night with headache
may suggest a secondary headache with migraine-like
characteristics, although in some cases migraine, as a
primary disorder, may also occur during the night. 

6. A headache which worsens after the Valsalva manoeu-
vre (cough, sneeze or flexion of the head) should be
further investigated.

7. Association with systemic signs. The presence of myal-
gia, fever or weight loss may indicate the presence of a
secondary headache.
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8. Association with other neurological signs. The associ-
ation with state of confusion, alteration of alertness,
loss of consciousness, or epileptic crises suggests a sec-
ondary headache.

9. Resistance to both symptomatic and prophylactic
antimigraine drugs.

10. Age at onset greater than 40 years.
11. A recent onset. 

A general examination (measurement of blood pressure,
heart rate and body temperature; examination of paranasal
sinuses, carotid arteries and cervical paravertebral muscles;
check for alterations in the mandibular-temporal articula-
tions, etc.) is mandatory to exclude secondary headaches. A
neurological examination should always be carried out to
exclude neurological alterations. Neuroimaging is not a rou-
tine procedure, but should be carried out only in: (a) patients
with neurological signs; (b) patients with negative neuro-
logical examination but with neurological symptoms; and
(c) patients with a headache that changes characteristics or
presents other characteristics indicated in the list of
anamnestic information suggesting a secondary headache.
Brain magnetic resonance imaging (MRI) has greater sensi-
tivity than computed tomography (CT) in revealing white
matter abnormalities, arteriovenous malformations and
lesions in the posterior cranial fossa. The choice between the
two examinations is based on the clinical suspicion of the
physician.

Electroencephalography (EEG) is not useful in the rou-
tine diagnostic evaluation of patients suffering from
migraine and more generally from headache. However, EEG
may be recommended for patients with headache and symp-
toms suggesting epileptic crises (which can be atypical
migraine aura, loss of consciousness, etc.).

There is no experimental evidence showing that further
laboratory tests carried out on blood or cerebrospinal fluid
can demonstrate sensitive and specific alterations from a
diagnostic point of view. This is also true for neurophysio-
logical, radiological and histological examinations, as well
as ultrasonography, which should be requested, on the basis
of clinical suspicion, to exclude the possibility of a sec-
ondary headache.

Definition of the level of evidence, scientific effect and clin-
ical assessment 

On the basis of studies in the literature, the levels of evidence
for each symptomatic and prophylactic antimigraine drug
and also the scientific strength of the evidence have been
defined. The clinical assessment was also given for each drug
on the basis of the consensus reached between the members
of Ad Hoc Committee. As far as the strength of evidence is

concerned, 3 classes were established in evaluating the stud-
ies: Class A, 2 or more clinically controlled, randomised
studies carried out according to the GCP, versus placebo or
versus active treatment of proven efficacy; Class B, 1 clini-
cally controlled, randomised study carried out according to
the GCP or more than one well-designed clinical case–con-
trol study or cohort study; Class C, favourable judgement of
two-thirds of the Ad Hoc Committee members, historical
controls, non-randomised studies or case reports. 

The level of statistical significance and the strength of
clinical response of the evidence was defined by the Ad Hoc
Committee in a more precise manner compared to the
American guidelines for migraine. The members, with the
aim of avoiding the generic terms “most” and “few” used in
the definition of the clinical impression in the American
guidelines [6], decided that the clinical assessment would be
expressed in percentages based on clinical patient benefit.
Clinical assessment was attributed 4 levels (+++, ++, +, 0).
Four groups of recommendations, based on the levels of evi-
dence, scientific effect and clinical assessment were defined
for symptomatic and prophylactic drugs:
I. Drugs with high efficacy supported by statistically sig-

nificant data (evidence of at least two controlled, ran-
domized studies versus placebo or versus active drugs of
proven efficacy) or high clinical benefit for patients (clin-
ical assessment +++) and with infrequent adverse events. 

II. Drugs whose value of efficacy is statistically of lower
significance compared to drugs of Group I and with a
less significant clinical benefit for patients (clinical
assessment ++) and slight or moderate adverse events. 

III. Drugs showing efficacy from a statistical point of view
but not from a clinical point of view (contrasting results
or inconclusive evidence). The drugs belonging to this
group were further subdivided in two subgroups:
a. Drugs with adverse events of slight or moderate

intensity;
b. Drugs with uncertain safety or with complex indica-

tions for use (e.g. special diets) or important pharma-
cological interactions. 

IV. Drugs of proven efficacy but with frequent and severe
adverse events or drugs whose efficacy has not been
proven from a clinical or statistical point of view (no dif-
ference with respect to placebo). Drugs with unknown
clinical patient benefit or statistical significance of effi-
cacy (data not available or insufficient).

Symptomatic treatment of migraine 

Drugs included under the recommendations of Group I are:
all triptans, some analgesics and non-steroidal anti-inflam-
matory drugs (NSAIDs, e.g. acetylsalicylic acid, lysine sal-
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icylate, ibuprofene, sodium naproxene) and dihydroergota-
mine nasal spray. Consistent data support their efficacy and
tolerability.

Group II includes diclofenac per os, ketoprofene, ketoro-
lac, naproxen, acetaminophen, some antiemetics adminis-
tered intravenously (prochlorperazine, chlorpromazine,
metoclopramide), ergotamine administered intramuscularly
and subcutaneously, and finally dihydroergotamine adminis-
tered orally, subcutaneously, intramuscularly and intra-
venously (the latter is not available in Italy).

The drugs included under Group III are: the combination
butalbital+acetylsalicylic acid+caffeine; oral ergotamine,
with or without caffeine; indomethacin+prochlorper-
azine+caffeine combination; intravenous lidocaine, which
shows a modest efficacy but is associated with high risk of
headache recurrence and, among the NSAIDs, the rapid dis-
solving form of piroxicam.

The following drugs were included in Group IV because
of a limited or a lack of scientific evidence on efficacy: intra-
venous dexamethasone and hydrocortisone, for which there is
little and inconclusive clinical experience supporting the effi-
cacy in the migrainous status; and intravenous granisetron and
oral metoclopramide, both considered exclusively as adju-
vants in the treatment of attacks when vomiting prevails.
Group IV also includes nimesulide, for which there is no evi-
dence of efficacy in the symptomatic treatment of migraine
attacks and few data supporting its efficacy in the intermittent
treatment of menstrual migraine. The use of analgesic combi-
nations is not recommended by the Ad Hoc Committee due to
the high risk of abuse and chronicization of headache. This
risk, together with the risk of dependence, was also stated for
drugs containing barbiturates and narcotics. In particular, the
Committee unanimously agreed to exclude the use of anal-
gesic opioids in the treatment of migraine attacks.

Prophylactic treatment of migraine 

The same criteria used for the assessment of the efficacy of
symptomatic drugs were adopted for prophylactic treatment
of migraine. The conclusions reached by the Ad Hoc
Committee regarding certain prophylactic drugs differ, at
least in part, from those reached by the American Consortium.

The present guidelines include few prophylactic drugs
under the recommendations of Group I on the basis of evi-
dence, scientific effect and clinical assessment. They are:
amitriptyline, atenolol, propranolol, flunarizine, and val-

proate sodium. Group II includes: the NSAIDs, specifically
naproxen and naproxen sodium (the use of which is limited
to the intermittent prophylaxis of menstrual migraine) and
also lornoxicam; the antiepileptic drugs gabapentin, lamot-
rigine, topiramate; the calcium channel blockers verapamil
and cinnarizine; the selective serotonin reuptake inhibitor
(SSRI) fluoxetine; the beta-blockers metoprolol and
nadolol; dihydroergotamine and vitamin B2. 

The following drugs were classified under Group III
subgroup a: nortriptiline, which is less efficient but is better
tolerated than amitriptyline; the SSRIs fluvoxamine, parox-
etine and sertraline; magnesium, lisuride, diltiazem and
finally botulin A toxin. Acetylsalicylic acid and pizotifen
were included in Group III subgroup b. Other drugs whose
evidence of efficacy are lacking, limited or contrasting
(Group IV recommendation) are: buspirone, carbamazepine,
clonidine, dotiepine, estradiol, imipramine, ketoprofen mer-
tazepine, trazodone, venlafaxine and, finally feverfew.
Lastly, all members of the Ad Hoc Committee agreed to not
recommend monoamine oxidase inhibitors for the prophy-
lactic treatment of migraine. The first edition of the
Guidelines for the diagnosis and treatment of migraine and
cluster headache has been published in the Italian SISC jour-
nal (June, 2001) [10].

The Ad Hoc Committee for the Diagnostic and Therapeutic
Guidelines of Migraine and Cluster Headache is composed of:
Virgilio Gallai (President of SISC and coordinator, Symptomatic
Treatment of Migraine Subcommittee), Andrea Alberti, Massimo
Alessandri, Luigi Arturo Ambrosio, Vincenzo Bonavita, Ubaldo
Bonuccelli, Gennaro Bussone, Gabriella Maria Buzzi, Rosolino
Camarda, Franca Carboni, Cesare Colucci D’Amato, Francesco
Coraggio, Claudio Cricelli, Giovanni D’Andrea (Coordinator,
Trigeminal Autonomic Cranial Neuralgias and Unsolved Questions
Subcommittee), Milena De Marinis, Maria Del Zompo, Raoul Di
Perri, Girolamo Di Trapani, Alessandro Ducati, Marcello
Fanciullacci (Coordinator, Diagnosis, Symptomatic and
Prophylactic Treatment of Cluster Headache Subcommittee),
Sergio Genco, Mario Giacovazzo, Mario Guazzelli, Vincenzo
Guidetti, Massimo Leandri, Massimo Leone (Coordinator, Non-
pharmacological Treatment of Migraine Subcommittee) Gian
Camillo Manzoni, Paolo Martelletti, Giovanni Mazzotta, Ubaldo
Mengozzi, Sergio Michelacci, Giuseppe Nappi, Maria Carola
Narbone, Biagio Panascia, Francesco Perini, Luigi Alberto Pini
(coordinator, Prophylactic Treatment of Migraine Subcommittee),
Francesco Pisani, Maria Pia Prudenzano, Franco Michele Puca
(coordinator, Diagnosis of Migraine Subcommittee), Barbara
Radaelli (headache patient), Sergio Rassu, Giovanni Regesta,
Giuliano Relja, Giorgio Sandrini, Paola Sarchielli, Mariantonietta
Savarese, Lidia Savi, Pier Liugi Scapicchio, Emilio Sternieri,
Marco Visentin, Giorgio Zanchin
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