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SCOPE OF THIS DOCUMENT 
This background document outlines the methods used to develop the Alberta Clinical Practice 
Guideline (CPG) for Management of Primary Headache in Adults, which was produced as part of 
the Alberta Ambassador Guideline Adaptation Program. 
 

 

 
 
 
 

This document should be cited as: 
Institute of Health Economics (IHE). Ambassador Program guideline for management of primary 
headache in adults: background document. Edmonton (AB): Institute of Health Economics; 2013. 
Available from: http://www.ihe.ca/research/--the-alberta-ambassador-program/--headache-
guideline/headache-methods/  
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ABOUT THE ALBERTA HEADACHE GUIDELINE 
 
This section contains the following information on the Alberta CPG for Management of Primary 
Headache in Adults: 

√ the purpose, objectives, and target audience 

√ the multidisciplinary committees involved in its production 

√ the type and location of documents available to clinicians and patients 

√ conflict of interest and editorial independence of the Guideline Development Group 

√ terms of use 

 

Purpose 
The purpose of the Alberta Clinical Practice Guideline (CPG) for Management of Primary 
Headache in Adults is to help Alberta clinicians make evidence-informed decisions about the care of 
adult patients (aged 18 years or older) with headache. The guideline was written to provide 
healthcare professionals in community practice and patients in Alberta with guidance about the 
prevention, diagnosis, evaluation, management, and treatment of headache. 

It is expected that providing relevant, up-to-date information to assist primary care practitioners in 
the prevention, diagnosis, evaluation, management, and treatment of headache will allow more 
patients to be competently managed in the primary care setting and decrease unnecessary referrals to 
increasingly overburdened specialists. 

Objectives 
The primary objectives are to: 

• increase the use of evidence-informed approaches to the prevention, assessment, diagnosis, 
and treatment of headache for patients in primary care 

• promote appropriate specialist referrals and use of diagnostic tests in patients with headache 

• encourage patients to engage in appropriate self-care 

Target Users 
The guideline is intended to be used by any primary healthcare provider (for example, family 
physician, physical therapist, occupational therapist, nurse, nurse practitioner, pharmacist, 
psychologist, or chiropractor) in a primary care setting who is responsible for the care of patients 
with headache. 

Multidisciplinary Participation 
Three multidisciplinary committees were involved in the development of the Alberta CPG for 
Management of Primary Headache in Adults. 
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• The Steering Committee (SC) guided the collection and collation of research material, 
provided operational oversight, and acted as a secretariat to the Guideline Development 
Group and Advisory Committee. 

• The Advisory Committee (AC) advised the SC on strategic matters. 

• The Guideline Development Group (GDG) prepared the CPG. 

A Research Team of health technology assessment (HTA) researchers with methodological expertise 
from the Institute of Health Economics (IHE) assisted the SC and GDG in the development of the 
Alberta CPG. See Appendix A for the profile of each committee participant. See Appendix B for a 
flow diagram of the Alberta CPG development process and an outline of the roles and activities of 
each of the committees. 

Guideline Documents 
The Alberta CPG for Management of Primary Headache in Adults and its companion documents 
are hosted by Toward Optimized Practice (TOP), the program responsible for provincial CPGs, 
through its website at www.topalbertadoctors.org/cpgs.php?sid=65&cpg_cats=88. The Alberta 
CPG was posted on the TOP website on 27 September 2012. 

For clinicians 
1. Guidelines 

a. Summary Guideline for Management of Primary Headache in Adults (8-page summary 
document) 

b. Guideline for Primary Care Management of Headache in Adults (full guideline) 

c. Quick Reference (2-page algorithm and medication tables) 

d. Guideline (mobile version/personal digital assistant (PDA)—forthcoming) 

2. Practice tools 

a. Headache History Guide (forthcoming) 

b. Headache Diary Sheet 

c. Headache disability measurement tools (external tools):  

• Headache Impact Test [HIT-6]  

• Migraine Disability Assessment Scale [MIDAS]  

3. Canadian Guideline for Safe and Effective Use of Opioids for Chronic Non-Cancer Pain 
endorsed by the College of Physicians and Surgeons of Alberta (external tool) 

4. Instructional video: Temporomandibular and Neck Exam (external tool) 

5. Guideline for Primary Care Management of Headache in Adults: Background Document 
(supporting documents and process description) 
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For patients 
1. Patient information sheets (forthcoming)  

a. What You Should Know About Headache 

b. What You Should Know About Migraine Headache 

c. What You Should Know About Migraine Preventive Medications 

d. What You Should Know About Tension-Type Headache 

e. What You Should Know About Medication-Overuse Headache 

f. What You Should Know About Headache Self-Management 

2. Commonly Reported Food Triggers for Migraine Attacks (forthcoming) 

3. Food Triggers, Caffeine and Migraine Attacks—forthcoming) 

Conflict of Interest 
All GDG, SC, and Research Team members completed a declaration of competing interest using a 
standard form (see Appendix N). Competing interest was defined as being financial or nonfinancial 
interest, either direct or indirect, that could affect the recommendations contained in the Alberta 
CPG. 

Four members of the GDG declared competing interests (see Appendix N). However, the 
collaborative nature of the CPG development process, which involved a large (n=21), 
multidisciplinary GDG led by two co-chairs, ensured that these interests had no influence on the 
design, data analysis, formulation, or content of the guideline. 

Funding and Editorial Independence 
Alberta’s HTA program was established under the Health Research Collaboration Agreement 
between the IHE and the Alberta Health Ministry. Funding for this initiative was provided by 
Alberta Health. 

Alberta Health Services, Calgary Zone provided (clinical leadership and) an in-kind contribution. 

The abovementioned funders had no influence on the recommendations contained in the final 
Alberta CPG. 

Legal Aspects 
Toward Optimized Practice, the program responsible for provincial guidelines, hosts the Alberta 
CPG and possesses the associated legal and intellectual property rights. 

The Alberta CPG was posted on the Toward Optimized Practice (TOP) website on 27 September 
2012 (www.topalbertadoctors.org/cpgs.php?sid=65&cpg_cats=88). 

Terms of Use 
Users are free to share (copy, distribute, and transmit) and remix (adapt) the work under the 
following conditions. 
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• Attribution: The work must be attributed in the manner specified by the author or licensor 
(but not in any way that suggests the author or licensor endorse you or your use of the 
work). 

• Non-commercial: The work may not be used for commercial purposes. 

• Share alike: If the work is altered, transformed, or built upon, the resulting work may be 
distributed under the same licence as or a similar licence to this one. 

For any reuse or distribution, the user must make clear to others the licence terms of this work. Any 
of the above conditions can be waived if the user gets permission from the copyright holder. The 
author’s moral rights are retained in this licence.
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STAGE I – SET-UP 

BACKGROUND AND PLANNING 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
Overview of the Alberta Ambassador Guideline Adaptation Program 
The Alberta Ambassador Program is a knowledge translation strategy that was trialled in Alberta 
Canada in 2004–05. The first phase of the Program (the Ambassador Pilot Project), which was 
completed in 2005, used clinical opinion leaders to present evidence to healthcare providers about 
various treatments for chronic pain. Information about the first phase of the program is available 
from the Ambassador Program website (www.ihe.ca/research/--the-alberta-ambassador-program/) 
and a series of peer-reviewed publications.1-3 Funding for the Ambassador Pilot Project was 
provided by a capacity-building grant from the Canadian Agency for Drugs and Technologies in 
Health (formerly known as the Canadian Coordinating Office for Health Technology Assessment). 
The success of the initial Ambassador Program led to additional funding from Alberta Health to 
expand the scope of the project. 

The second phase of the program started in 2006 and focused on developing evidence-based, 
Alberta-specific CPGs for the management of two conditions: low back pain (from 2006 to 2009; 
updated in 2011) and headache (from 2010 to 2012). This second iteration of the HTA Ambassador 
Program built on the Ambassador Pilot Project, with the aims of: 

• collaborating with local champions to develop locally adapted CPGs for low back pain and 
headache in order to guide clinicians through a sequential process of determining the 
clinically appropriate treatment options available in their region 

This section contains information on: 

√  the Ambassador Program – its genesis and 
establishment 

√  the set up of the guidance development phase of 
the program 

√  headache – the epidemiology and economic 
burden, as well as the knowledge gaps identified 
among primary care practitioners regarding its 
management 

Stage 1 – Set-up 

Formulate research question 

Stage II – Adaptation 

Search for and screen seed CPGs 

Assess and select seed CPGs 

Extract data into evidence tables 

Draft guideline document 

Stage III – Finalization 

Review and refine draft guideline 

Finalize and endorse guideline 

Disseminate guideline and plan update 

http://www.ihe.ca/research/--the-alberta-ambassador-program/�
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• supporting local networks in disseminating the CPGs to clinicians in Alberta 

• updating and maintaining the HTA Ambassador website as a resource for clinicians and 
patients 

• designing and implementing an appropriate approach for evaluating the impact of the CPGs 

• exploring strategies for engaging the public in HTA research transfer on the topics of low 
back pain and headache management 

Set-up and Planning of the Alberta Headache Guideline Development 
Process 
Several activities occurred in preparation for the second phase of the Ambassador Program. 

• On 27 February 2006 an ad hoc planning meeting was held involving experts in the field of 
CPG dissemination to develop an action plan for the second phase of the program. The 
recommendation was to conduct a small-scale needs analysis and to ensure that appropriate 
partnerships were established. 

• During May and June 2006 a survey was conducted of those who participated in the 
Ambassador Pilot Project.4 The aim was to gauge the need among these individuals for care 
pathways in the areas of low back pain and headache, as well as to assess their interest in 
participating in a videoconference to initiate the second phase of the Ambassador Program. 

• On 8 September 2006 a meeting was held of the Advisory Committee for the Alberta HTA 
Ambassador Program, with the aim of gathering more advice on the development of 
guidelines and clinical pathways for primary care clinicians regarding low back pain and 
headache. The meeting included a presentation of the results from the survey of 
Ambassador Pilot Project participants. The AC decided that a more extensive knowledge 
assessment should be conducted, ideally with a focus on increasing physicians’ response 
rates. 

• On 30 November 2006 a videoconference meeting was held of health professionals 
interested in participating in the guideline development process. The group comprised 
primary care practitioners, administrators, and physicians with expertise and interest in low 
back pain, from the across the province of Alberta. The participants discussed the best 
process for conducting a survey of the extant knowledge gaps among primary care 
practitioners in Alberta regarding the management of low back pain and headache, and 
shared ideas about a process for developing point-of-care tools in chronic pain management. 

• During February and March 2007 a knowledge assessment survey of low back pain and 
headache management was conducted among primary care practitioners in Alberta. At a 
meeting on 11 April 2007 findings from this survey were presented to the AC for the 
development of the low back pain guideline. The committee recommended that the 
Ambassador Program continue to pursue the development of low back pain and headache 
CPGs. 

• In June 2007, members of the GDG responsible for the Alberta CPG on low back pain and 
a convenience sample of Alberta clinicians were given a list of 19 pharmacological and non-
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pharmacological treatments for headache and asked to indicate those that were of the 
greatest interest to community practitioners in Alberta, and to add additional treatments. 

• In March 2009 the Alberta CPG for the Evidence-Informed Primary Care Management of 
Low Back Pain was published.5 An evaluation was conducted that:  

o identified the successful strategies and major challenges associated with the process used 
to develop the CPG 

o benchmarked the process with the ADAPTE framework 

o detailed opportunities for improving the process in preparation for its use in developing 
a headache guideline6,7 

• In October 2009 a survey was conducted of physicians attending Continuing Medical 
Education (CME) sessions. The survey collected information on the need for an evidence-
informed guideline on headache and on factors that prevented the clinicians from using 
guidelines and providing the best care possible to patients with headache. The survey also 
served as a means of recruiting clinicians with an interest in headache to participate in the 
development of the Alberta headache guideline. 

• In October 2009 a draft project Charter was created8 and during November and December 
2009 the SC actively recruited GDG and AC members. Twelve members of the GDG that 
was responsible for developing the Alberta CPG for the Evidence-Informed Primary Care 
Management of Low Back Pain,5 including the GDG Chair, agreed to reprise their roles for 
the headache guideline. 

• The AC for the headache guideline first met on 23 February 2010; the GDG began work on 
the headache guideline on 22 March 2010. 

About Headache 
Summary of the epidemiology and disease burden of common headache 
disorders 
Headache disorders are usually classified as primary or secondary. Primary headache disorders have 
no identifiable cause, whereas secondary headache disorders are associated with an identified 
pathological cause, such as an infection, a brain tumour, or a stroke.9 

Although headache disorders are prevalent worldwide,10 the intermittent nature of some of these 
disorders makes it difficult to estimate their incidence and prevalence.11,12 Globally, 46% of the adult 
population has an active headache disorder, 42% has tension-type headache, and 3% has chronic 
daily headache.10 The estimated prevalence of migraine is between 5% and 17%.10,13,14 Among people 
with tension-type headache, the majority experience pain on one day a month or less, which is 
classified as infrequent episodic tension-type headache. However, 18% to 37% of sufferers have 
tension-type headache several times a month and 10% to 25% have it weekly. Among tension-type 
sufferers, 2% to 3% have chronic tension-type headache usually lasting for the greater part of a 
lifetime.15 Approximately 3% to 5% of individuals with episodic headache progress to chronic daily 
headache.14,16 Medication overuse headache, a potentially treatable and preventable disorder, is 
common among individuals with chronic daily headache and occurs in about 1% of the adult 
population.10 In the general population, the lifetime prevalence is 66% for headache, 14% to 16% 
for migraine, 46% to 78% for tension-type headache, and 0.06% to 0.3% for cluster headache.9,10,14 
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Studies conducted in Canada, France, Germany, and the United States show that migraine 
prevalence is affected by age, gender, and socioeconomic factors. Migraine is most prevalent in 
individuals aged between 25 and 55 years, with the highest prevalence occurring during the peak 
productive years (30 to 49 years of age).9,12,13,17-19 Women are more likely to experience migraine than 
men, particularly between the ages of 40 and 45 years, when the female-to-male ratio reaches its 
zenith at 3.3:1.12,14,19 In the United States, Caucasians are more likely to suffer migraines than 
African-Americans or Asians,9,12-14,17-19 as are individuals with the lowest relative household 
incomes.9,12,13,17-19 

In 1994 the prevalence of migraine among Canadians was 7.8% for men and 24.9% for women;20,21 
thus, at least 2.6 million adult women and 0.8 million adult men in Canada had migraine.20 In 2005, 
the prevalence of migraine was 26% among 1219 Canadian women who responded to a national 
telephone survey. This prevalence is slightly higher than for women in England, France, Germany, 
and the United States.20 

Because of its chronic nature, migraine is associated with high levels of emotional distress and 
disability, as well as with impaired quality of life for the affected individuals, their families, and 
society as a whole.9,12,14,18,21-24 A report published by the World Health Organization in 2001 ranks 
migraine among the 20 leading causes of years of life lived with disability:  

• in all ages for both genders (rank 19) 

• for women aged between 15 and 44 years (rank 14)25 

Emerging evidence indicates that, in some patients, migraine may be a chronic progressive disorder 
characterized by an escalating frequency of headache attacks.16,19 Approximately 60% of migraineurs 
have one or more headache attacks per month.13,21 Moderate or severe pain is experienced by 
approximately 90% of migraineurs, with 75% reporting impaired function and 33% requiring bed 
rest during their attacks.13 Similar rates of significant debilitation are reflected in Canadian data.19,21 
More than 70% of Canadian migraine sufferers experience impairments in interpersonal 
relationships,19 and 97% of women from a 2005 Canadian survey reported at least one psychosocial 
impact resulting from migraines (such as lack of control over their lives, missed days at work, missed 
family activities, or lack of understanding or cynicism from those around them).20 

In general, headache accounts for about 20% of work absences due to sickness,11 with migraine 
being a major cause of absenteeism and decreased work productivity.9,22-24 A 1992 Canadian study 
estimated that seven million work days are lost per year as a direct result of migraine headaches.20,21 
A 2005 survey found that, on average, Canadian women experienced at least partial incapacitation 
on almost 21 days a year due to migraine.20 It is estimated that migraine costs the United Kingdom 
almost £2 billion a year in direct and indirect costs, with over 100,000 people absent from work or 
school every working day because of migraine.26 In the United States, the estimated annual cost of 
migraine headache is between $13 billion and $17 billion.27 Approximately one tenth of this cost is 
attributed to medication, with triptans accounting for the bulk of this amount (approximately $1.2 
billion).27 

Tension-type headache is also a costly disorder to society because of its high prevalence.15 In one 
United States survey, conducted between 1993 and 1994, 8.3% of people with episodic tension-type 
headache reported lost work days (8.9 work days per person per year, on average) due to their 
headaches and 43.6% reported reduced-effectiveness days (5.0 days per person per year, on average). 
Among individuals with chronic tension-type headache, 11.8% reported lost work days (27.4 work 
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days per person per year, on average) and 46.5% reported reduced-effectiveness days (20.4 work 
days per person per year, on average).28 

Despite its evident clinical, economic, and social burden, migraine has historically been under-
diagnosed and undertreated.9,13,17-19,21,22,29 Many migraineurs, even those with disabling headaches, 
have never consulted a physician for their problem.9 Vast quantities of over-the-counter medications 
are taken for headache disorders9 and treatment is often suboptimal and characterised by low 
adherence.29 More than one in four migraineurs are candidates for preventive therapy. However, 
although most migraine sufferers use acute treatment to relieve their headaches, a substantial 
number of people who might benefit from prophylactic therapy do not receive it.12,13 

Prompt diagnosis and effective treatment, in conjunction with better information and education for 
patients and health professionals, are essential for improving the primary care management of 
headache and migraine.21 

Knowledge gaps in the primary care treatment of headache disorders 
Survey results 
Following a recommendation by the Ambassador Program Advisory Committee, a detailed 
knowledge assessment was conducted in April 2007 before work commenced on developing the 
Alberta low back pain and headache guidelines. The purpose of the assessment was to determine the 
level of knowledge among specific healthcare providers (physicians, nurses, physical therapists, 
occupational therapists) regarding the diagnosis and treatment of low back pain and headache, and 
to solicit their views on the barriers to the effective management of chronic pain. Fifty knowledge 
questions were developed using a true/false response format. The questions were designed to 
ascertain the respondent’s knowledge of specific aspects of care, as acquired from published CPGs 
related to low back pain and headache. 

A total of 147 primary care practitioners in Alberta responded to the online survey, with 105 
respondents completing the entire survey.30 The average score for the headache section of the 
assessment was 58%. Generally, questions about diagnosis were more likely to be answered correctly 
than questions about pharmacological treatments. Physicians had an average knowledge score of 
66% for the headache section, whereas non-physicians had an average score of 55%, suggesting that 
a greater knowledge gap exists among non-physicians. 

This knowledge assessment had a number of important methodological limitations that may have 
implications for its generalizability to the Alberta health-provider population as a whole. A 
convenience sample was used to recruit health professionals, although the response rate was very 
low. Survey questions were derived from published clinical guidelines. As a result, they may have 
been more focused on the practice issues of physicians rather than on those of non-physicians and 
may not have adequately addressed the knowledge base of non-physicians. 

Nonetheless, the survey suggested that community-based healthcare providers in Alberta have 
significant knowledge gaps relating to the diagnosis and treatment of headache. Respondents 
indicated that lack of access to CPGs was one of the major barriers to effective chronic pain 
management. The conclusion was that the development and effective dissemination of an Alberta-
specific CPG on low back pain and headache would be an appropriate strategy by which to address 
these knowledge gaps. 
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In June 2007, members of the GDG responsible for the Alberta CPG on low back pain and a 
convenience sample of Alberta clinicians were given a list of 19 pharmacological and non-
pharmacological treatments for headache and asked to select the seven most important treatments in 
Alberta community practice, and to add additional treatments. The following responses were 
received from six physicians, eight nurses, one occupational therapist, one pharmacist, one 
psychologist, and one physical therapist. 

• Pharmacological treatments: non-opiate analgesics, opiate combination analgesics, non-steroidal 
anti-inflammatory drugs (NSAIDs), ergotamines, triptans, beta blockers, calcium channel 
blockers, tricyclic antidepressants, serotonin antagonists, anticonvulsants, and botulinum 
toxin. 

• Non-pharmacological treatments: avoidance of possible triggers, relaxation techniques, stress 
management training, cognitive behavioural therapy, acupuncture, neck spinal manipulation, 
neck physiotherapy, and management of medication-overuse headache. 

• Additional comments: how to prevent further headaches, including cluster headache, by 
avoiding the cause; how to include multidisciplinary team approaches or chiropractic 
interventions. 

A survey conducted in October 2009 among 28 family physicians in Calgary and Red Deer indicated 
that half of the participants were frequently (n=10) or occasionally (n=5) using guidelines for the 
management of headache in their patients. Only five participants indicated that these guidelines were 
“very useful”, while 17 considered them “somewhat useful.” The vast majority (n=22) of the 26 
participants who answered the question stated that focused, evidence-based headache guidelines 
would be helpful for making correct headache diagnoses in the office. The participants indicated 
that guidelines would be helpful for the following treatments and conditions: 

• medication-overuse headache (n=25) 

• migraine prophylaxis (n=24) 

• migraine treatment (n=22) 

• tension-type headache treatment and prophylaxis (n=20) 

• cluster headache (n=23) 

• headache related to cervical spine disorders (n=21) 

• behavioural treatments, such as relaxation, stress management, etc. (n=21) 

• physical treatments, such as acupuncture, physiotherapy, etc. (n=20) 

• herbal and non-prescription treatments (n=18) 

Conclusion of the Advisory Committee 
The results of the survey conducted among primary care practitioners in Alberta in October 2009 
were presented to the Advisory Committee at a meeting on 23 February 2010. The Advisory 
Committee felt that the information supported the decision to proceed with the development of an 
Alberta CPG on headache. 
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STAGE II – ADAPTATION 

IDENTIFYING, SELECTING, AND APPRAISING 
THE SEED GUIDELINES 
 
 
This section contains information on:  

√ the rationale for choosing an adaptation approach over 
de novo guideline production  

√ the search strategy used to identify the seed guidelines 

√ the criteria used to select the seed guidelines 

√ the method and results of the critical appraisal of the 
selected guidelines 

Rationale 
CPGs are systematically developed statements that assist practitioners and patients in choosing 
appropriate interventions for specific clinical situations.1 The creation of CPGs can take different 
approaches that range from de novo development to adopting or adapting existing guidelines. The 
development and adaptation of CPGs are processes that necessitate extensive resources and 
expertise to ensure high quality outcomes.2 

The CPG adaptation process encompasses a variety of options, from accepting the entire guideline 
and its recommendations to partial acceptance of some of the guideline recommendations or its 
companion documents, with or without modification. For example, the Guidelines Advisory 
Committee3 in Ontario, Canada, endorses guidelines based primarily on the methodological rigour 
of their development process, the quality of the linkage between evidence and recommendations for 
best clinical practice, and their applicability to the local context. In contrast, the COMPUS4 program 
within the Canadian Agency for Drugs and Technology in Health unbundles existing guidelines, 
reviews and updates the pertinent evidence, and constructs a new guideline with input from a panel 
of experts. 

The adaptation process takes advantage of existing high quality CPGs while also allowing guideline 
developers to modify the guideline to meet the needs, priorities, legislation, policies, and resources 
of a targeted setting.2 Adapting pre-existing guidelines offers the advantages of reduced duplication, 
decreased resource commitment, increased efficiency, and enhanced local uptake. Adaptation may 
include only one guideline or multiple guidelines. 

Preliminary literature searches and consultation with clinical experts in Alberta have revealed the 
existence of an important body of CPGs on headache disorders that could be adapted to meet local 
needs, thereby avoiding the unnecessary duplication of effort in developing a guideline from scratch. 

Search for and screen seed CPGs 

Assess and select seed CPGs 

Draft guideline document 

Review and refine draft guideline 

Extract data into evidence tables 

Formulate research question 

Finalize and endorse guideline 

Stage I – Set-Up 

Stage II – Adaptation 

Stage III – Finalization 

Disseminate guideline and plan update 
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In addition, it was thought that the adaptation approach would capitalize on the heightened interest 
and receptivity of local users generated by the Ambassador Pilot Project, thereby allowing the 
production of a CPG that was more tailored and relevant to the Alberta context. 

Thus, the second phase of the Ambassador Program aimed to adapt and contextualize good quality 
international and national guidelines on the management of headache disorders in the primary care 
setting to the provincial healthcare system. 

Identifying Seed Guidelines 
Inclusion criteria 
Guidelines 
Guidelines (“seed” guidelines) were included if they focused on the diagnosis, conservative 
nonsurgical treatment, or prevention of primary headache and were designed for use in primary 
healthcare settings by physicians, physical therapists, chiropractors, occupational therapists, nurses, 
community-based nurses, pharmacists, mental health professionals, and other healthcare providers 
who treat patients with headache. 

Only CPGs formulated in countries with developed market economies were included since the 
health status, cultural norms, access to health care, and disease burden of individuals from countries 
with transitional or developing economies were likely to be too different from those in Canada to be 
clinically relevant. Countries deemed to have developed economies, as defined by the United 
Nations, were Australia, Canada, Japan, New Zealand, the United States of America, and European 
countries (except for those with transition economies).5 

Patient group 
Patients included individuals aged 18 years or older. Guidelines that referred to adult patients or 
focused on headache in pregnant women without providing a specific age range were also included 
on the basis that the majority of the populations in these guidelines were likely to be at least 18 years 
of age. 

Condition 
For guidelines on treatment and diagnosis, only those that used the diagnostic criteria developed by 
the International Headache Society6 were included. 

Guidelines were included if they dealt with the prevention, diagnosis and investigation, and 
treatment of primary headache that is not related to or caused by another disorder. These headache 
types include migraine, tension-type, and cluster headache as well as other primary headaches 
(thunderclap headache, hemicranias continua, new daily-persistent headache). Other trigeminal 
autonomic cephalalgias, such as chronic paroxysmal hemicranias and short-lasting unilateral 
neuralgiform headache attacks with conjunctival injection and tearing (SUNCT) or cranial 
autonomic features (SUNA), were excluded because of their low incidence. 

Guidelines on medication-overuse headache (secondary headache) were also included because this 
headache type is typically present in a subgroup of patients with primary headache who have over-
medicated. Cervicogenic headaches (secondary headache) were also included because a significant 
number of patients present to primary care physicians with this malady. Headache related with 
temporomandibular disorder is briefly discussed. However, other secondary headaches related to a 
causative disorder, such as trauma or infection, were excluded. 
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Exclusion criteria 
Guidelines were excluded that focused on diagnostic techniques, interventions, or treatments 
applied in the emergency department or inpatient setting (for example, surgical treatments). 

Also excluded were guidelines focused on children or adolescents, or patients with specific causes 
for headache, such as head or neck trauma (except for cervicogenic headache), cranial or cervical 
vascular disorders, non-vascular intracranial disorders (for example, neoplasm or idiopathic 
intracranial hypertension), use of a substance or its withdrawal (except for secondary medication-
overuse headache), temporomandibular joint disorder, infection, disorders of homeostasis, 
psychiatric disorders, or disorders or lesions of the cranium, neck, eyes, ears, nose, sinuses, teeth, 
mouth, or other facial or cranial structures. 

Literature search strategies 
A preliminary systematic literature search was conducted to identify relevant guidelines published in 
English between January 2000 and April 2006. The search was further refined and updates were 
conducted in April 2009, October 2009, August 2010, and May 2011 (see Table 1). The date 
restriction was applied to ensure the guidelines collected were current and clinically relevant. 

Medical Subject Headings (MeSH) relevant to this topic are: headache; Headache disorders. 

Table 1: Search strategy used to identify relevant headache seed guidelines (May 2011 
update) 

Database Search Date Search Terms* 

PubMed 
www.pubmed.gov 

11 May 2011 ("Headache"[MeSH] OR "Headache Disorders"[MeSH] Limits: 
Entrez Date from 2009/04/01, Practice Guideline, Guideline) 
OR 
((Headache* OR migraine*) AND (in process[sb] OR publisher[sb]) 
AND (guideline* OR "clinical decision" OR "clinical pathway"))  

EMBASE 11 May 2011 1.   (headache$ OR migraine$ OR hemicrania$ OR cephalgia$ OR 
      cephalalgia$ OR sunct).ti. 
2.   *"headache AND facial pain"/ OR *chronic paroxysmal 
      hemicrania/ OR *cluster headache/ OR *drug induced 
      headache/ OR *headache/ OR *hypnic headache/ OR 
      *primary headache/ OR *postdural puncture headache/ 
      OR *sinus headache/ OR *sunct syndrome/ OR *vascular  
      headache/ OR exp *chronic daily headache/ OR exp *migrane/ 
      OR exp *tension headache/ OR exp *trigeminal autonomic 
      cephalalgia/ 
3.   1 OR 2 
4.   practice guideline/ AND (guideline$ OR 
      recommendation$).ti,ab. 
5.   (consensus statement OR practice parameter).ti. 
6.   (guideline$ OR recommendation$).ti. 
7.   OR/4-6 
8.   3 AND 7 
9.   limit 8 to yr="1996 -Current" 
10. limit 9 to English language 
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PsycINFO 11 May 2011 1.   exp headache/ 
2.   (headache$ OR migraine$ OR hemicrania$ OR cephalgia$ 
      OR cephalalgia$ OR sunct).ti. 
3.   1 OR 2 
4.   treatment guidelines/ 
5.   (guideline$ OR recommendation$ OR consensus statement OR 
      practice parameter).ti. 
6.   4 OR 5 
7.   3 AND 6 
8.   limit 7 to (English language AND yr="1996 -Current") 

AMA Clinical Practice 
Guidelines 
www.topalbertadoctors.
org/cpg.html 

11 May 2011 Browsed list of guidelines 

CMA Infobase 
www.cma.ca/clinicalreso
urces/practiceguidelines 

11 May 2011 Headache; headaches; migraine; migraines; cephalgia head pain 

National Guidelines 
Clearinghouse 
www.ngc.org 

11 May 2011 Disease/condition: headache 
Sort order: publication date 

UK National Library for 
Health Guidelines 
Finder 
www.library.nhs.uk/ 
guidelinesFinder 

11 May 2011 Headache* OR migraine* 

New Zealand Guidelines 
Group 
www.nzgg.org.nz 

11 May 2011 Headache OR migraine OR headaches OR migraines 

Scottish Intercollegiate 
Guidelines Network 
www.sign.ac.uk 

11 May 2011 Browsed list of guidelines 

Guidelines Advisory 
Committee 
www.gacguidelines.ca/ 
index.cfm 

11 May 2011 Topic search: Migraine management 

Institute for Clinical 
Systems Improvement 
www.icsi.org/guidelines
_and_more/ 

11 May 2011 Browsed health care guidelines by topic 

NICE 
www.nice.org.uk/guidan
ce/index.jsp?status=3&d
-16544-
p=1&action=byType&t
ype=2 

11 May 2011 Browsed list of published clinical guidelines 
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Google 
www.google.ca 

11 May 2011 "practice guideline" OR "clinical guidelines" headache OR migraine 
limited to English pages 

Websites 

National Headache 
Foundation 
www.headaches.org/ 

11 May 2011 Guideline; guidelines 

American Academy of 
Neurology 
www.aan.com/go/ 
practice/guidelines 

11 May 2011 Guideline search by topic: headache 

Canadian Headache 
Society 
www.headachenetwork. 
ca/ 

11 May 2011 Guideline; guidelines 

American Headache 
Society 
www.americanheadaches
ociety.org/professionalr
esources/ProfessionalRe
sourcesHeadacheInform
ationforClinicians.asp 

16 May 2011 Browsed list of links to practice parameters, guidelines, and 
classification 

International Headache 
Society 
www.i-h-
s.org/frame_non_memb
ers.asp 

16 May 2011 Reviewed lists of guidelines 

American Academy of 
Family Physicians  
www.aafp.org/online/ 
en/home.html 

16 May 2011 Headache AND guideline 

American College of 
Physicians  
www.acponline.org/clini
cal_information/guideli
nes/current/ 

16 May 2011 Browsed list of current guidelines 

American Academy of 
Pain Medicine 
www.painmed.org/clinic
al_info/guidelines.html 

16 May 2011 Browsed clinical guidelines section. 

American Pain Society 
www.ampainsoc.org/ 
pub/cp_guidelines.htm 

16 May 2011 Browsed list of guidelines 
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Registered Nurses’ 
Association of Ontario 
www.rnao.org/Page.asp?
PageID=1212&SiteNod
eID=155&BL_ExpandI
D 

16 May 2011 Browsed list of guidelines and factsheets 

*A total of 480 grey literature records and 245 citations from bibliographic databases were obtained from  
the searches.  
Notes:  
Publication date limit: From January 2000 onward. 
* and $ are truncation characters that retrieve possible suffix variations of the root word; for example, surg* retrieves 
surgery, surgical, surgeon, etc. Semicolons are used to indicate terms that were searched separately. 

In some cases, GDG members requested additional research evidence to finalize some of the 
Alberta CPG recommendations, so primary studies cited in the seed guidelines in support of their 
recommendations were retrieved for closer examination. For some of these recommendations, a 
database of systematic reviews on headache disorders (known as the IHE database), which was 
created for the Ambassador Project in 2006, was searched for systematic reviews published in 
English between January 2000 and October 2010. The IHE database was updated in January 2007, 
May 2007, March 2009, November 2009, March 2010, and October 2010. The search strategy for 
the systematic reviews in this database is outlined in Table 2. 
Table 2: Search strategy used to identify relevant systematic reviews for the IHE 

database (October 2010 update) 

Database Search Date Search Terms* 

The Cochrane Library 
www.thecochranelibrary.
com 

19 October 
2010 

headache* OR migraine* OR hemicrania* OR cephalgia* OR 
cephalalgia* OR sunct in Record Title or Keywords, from 2010 

PubMed  
www.pubmed.gov 

20 October 
2010 

1.   "Headache Disorders"[MeSH] OR “Headache”[MeSH]  
      Limits: English, Publication date from 30 March 2010 - 
      31 October 2010 
2.   (headache OR headaches OR migraine OR migraines OR 
      cephalgia* OR cephalalgia* OR hemicrania* OR SUNCT) AND 
      (inprocess[sb] OR publisher[sb] OR pubmed NOT medline[sb]) 
      Limits: English, Publication Date from 30 March – 31 October 
      2010 
3.   headache[ti] OR headaches[ti] OR migraine[ti] OR migranes[ti] 
      OR cephalgia*[ti] OR cephalalgia*[ti] OR hemicrania*[ti] OR 
      SUNCT[ti] OR head pain*[ti] 
      Limits: English, Publication date from 30 March 2010 – 31 
      October 2010 
4.   search[tiab] OR meta-analysis[Publication Type] OR 
      MEDLINE[tiab] OR (systematic[tiab] AND review[tiab]) 
5.   (#1 OR #2 OR #3) AND #4 
6.   #5 Limits: All Child: 0-18 years 
7.   #6 Limits: All Adult: 19+ years 
8.   #5 NOT (#6 NOT #7) 
9.   (child*[ti] OR pediatric*[ti] OR paediatric*[ti] OR adolescen*[ti]  
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      OR school*[ti] OR teen*[ti] OR juvenile*[ti]) NOT adult*[ti] 
10. #8 NOT #9 

CRD Databases  
(HTA, DARE, NHS 
EED) 
www.york.ac.uk/inst/ 
crd/crddatabases.htm 

19 October 
2010 

1.   MeSH Headache EXPLODE 1 2 3 
2.   MeSH Headache Disorders EXPLODE 1 
3.   headache*:ti OR migraine*:ti OR cephalgia*:ti OR cephalagia*:ti 
      OR hemicrania*:ti OR SUNCT:ti 
4.   #1 OR # 2 OR #3 RESTRICT YR 2010 

EMBASE 19 October 
2010 

1.   (headache$ OR migraine$ OR hemicrania$ OR cephalgia$ OR 
      cephalalgia$ OR sunct).ti.  
2.   *"headache AND facial pain"/ OR *chronic paraxysmal 
      hemicrania/ OR *cluster headache/ OR *drug induced 
      headache/ OR *headache/ OR *hypnic headache/OR *primary 
      headache/ OR *postdural puncture headache/ OR *sinus 
      headache/ OR *sunct syndrome/ OR *vascular headache/ 
      OR exp *chronic daily headache/ OR exp *migraine/ OR 
      exp *tension headache/ OR exp *trigeminal autonomic 
      cephalalgia/ 
3.   meta-analys$.mp OR search$.tw. OR review.pt. 
4.   (1 OR 2) AND 3  
5.   ((child$ OR pediatric$ OR paediatric$ OR adolescent$ OR 
      school$ OR teen$ OR juvenile$) NOT adult$).jw,ti. 
6.   (4 NOT 5) 
7.   ("200946" OR "200947" OR "200948" OR "200949" 
      OR 20095$ OR 2010$).em. 
8.   6 AND 7 
9.   limit 8 to English language 
Note: The * before the subject headings in this search limits the search 
to records where the subject heading is considered by the indexer to 
be one of the foci of the article. 

Web of Science 19 October 
2010 

#1. TI=(headache* OR migraine* OR cephalgia* OR cephalalgia* 
      OR hemicrania* OR SUNCT) AND TS=(“systematic review” 
      OR metaanalys* OR "systematically reviewed" OR meta-analys*) 
#2. TS=(child* OR pediatric* OR paediatric* OR juvenile* 
      OR teen* OR adolescen* OR school*) NOT TS=adult* 
#3. #1 NOT #2 
DocType=All document types; Language=English; Databases=SCI-
EXPANDED, SSCI, A&HCI 
Timespan=2010 

CINAHL 19 October 
2010 

S1. (MH Headache+ AND (TI meta analy* OR AB meta analy* OR 
      MH meta analysis OR TX metaanalys* OR MH systematic 
      review OR PT review OR PT systematic review)) 
S2. (TI (migraine* OR headache* OR cephalgia* OR cephalalgia* 
      OR hemicrania* OR SUNCT) AND TX meta analy* OR 
      metaanalys* OR systematic review))  
S3. S1 OR S2 
S4. Limit S3 to Age Groups: Fetus, Conception to Birth, Infant, 
      Newborn 0-1 month, Infant, 1-23 months, Child, Preschool 
      2-5 years, Child, 6-12 years, Adolescence, 13-18 years  
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S5. S4 NOT (S4 AND MW Adult) 
S6. (S3) NOT (S5) 

Limits: Publication Year –2010; Language – English 

Library Catalogues 

NEOS (Central Alberta 
Library Consortium) 
www.library.ualberta.ca/
catalogue 

1 November 
2010 

Subject (headache$ OR migraine$) AND Any field (review OR meta 
OR meta analysis) 

AMICUS 
www.nlc-bnc.ca/amicus 

1 November 
2010 

aw(headache OR headaches OR migraine OR migraines) AND 
aw(review OR meta) AND dat >2005 

LocatorPLUS (National 
Library Medicine US) 
locatorplus.gov/ 

1 November 
2010 

(headache headaches migraine migraines)[in Subject] AND (review 
meta metaanalysis meta-analysis ) [in Keyword Anywhere] 

Theses Canada Portal 
www.collectionscanada.g
c.ca/thesescanada/index
-e.html 

1 November 
2010 

Title Keyword: Headache OR headaches OR migraine OR migraines 
Subject Keyword: Headache OR headaches OR migraine OR 
migraines 

Proquest Dissertations 
and Theses Full Text 

1 November 
2010 

TITLE(headache* OR migraine*) OR IT(headache* OR migraine*) 
AND (review OR meta analy* OR meta-analys* OR metaanalys*) 
Published in last 2 years 

Government 

Alberta Health and 
Wellness 
www.health.gov.ab.ca 

2 November 
2010 

Headache OR migraine systematic-review OR meta-analysis 

Health Canada  
www.hc-sc.gc.ca/index-
eng.php 

2 November 
2010 

"systematic review" | "meta analysis" migraine OR headache site:hc-
sc.gc.ca 
Date: past year 

HTA Agencies/Coverage Agencies 

AETMIS 
www.aetmis.gouv.qc.ca 

2 November 
2010 

Browsed list of publications, 2009 

CADTH 
www.cadth.ca/index.ph
p/en/hta/reports-
publications/search 

2 November 
2010 

Headache; headaches; migraine; migraines 

ICES  
www.ices.on.ca/ 

2 November 
2010 

Headache; headaches; migraine; migraines 

HTA at McGill  
www.mcgill.ca/tau/ 

2 November 
2010 

Browsed list of publications, 2010 

Medical Advisory 
Secretariat 
www.health.gov.on.ca/ 
english/providers/progr
am/mas/mas_mn.html 

2 November 
2010 

Browsed list of publications, 2010 
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CCE 
www.med.monash.edu. 
au/healthservices/cce/ 

2 November 
2010 

Browsed list of current evidence reviews 

MHRA (UK) 
www.mhra.gov.uk 

2 November 
2010 

Headache; headaches; migraine; migraines 
Search in titles only 

NICE (UK) 
www.nice.org.uk/ 

2 November 
2010 

Headache; headaches; migraine; migraines 

NZHTA 
nzhta.chmeds.ac.nz 

2 November 
2010 

Headache OR migraine OR headaches OR migraines 

NCCHTA 
www.ncchta.org/ 

2 November 
2010 

Browsed list of publications, 2009 

Blue Cross Blue Shield 
Technology 
Assessments 
www.bcbs.com/bluereso
urces/tec/vols/ 

2 November 
2010 

Browsed list of TEC assessments 

Aetna Clinical Policy 
Bulletins  
www.aetna.com/about/
cov_det_policies.html 

2 November 
2010 

Headache; migraine 

Internet Search Engine 

Google 
www.google.ca 

2 November 
2010 

headache OR migraine systematic-review OR meta-analysis -
pubmed  -bmj 

*A total of 378 grey literature records and 3705 citations from bibliographic databases were obtained from  
  the searches. 
Notes: 
Publication date limit: From January 2000 onward. 
* and $ are truncation characters that retrieve possible suffix variations of the root word; for example, surg* retrieves 
surgery, surgical, surgeon, etc. Semicolons are used to indicate terms that were searched separately. 

New interventions and recommendations 
The IHE database was searched to identify recently published systematic reviews of new 
interventions that were considered important by the GDG, but that were not covered in the seed 
guidelines. These included duloxetine and desvenlafaxine for migraine prophylaxis. Occasionally, 
new recommendations were generated when the GDG members requested and reviewed additional 
research evidence. In some cases, the IHE database was searched for systematic reviews on these 
particular interventions, which included normobaric oxygen for migraine and exercise for migraine, 
tension-type, and cervicogenic headache (see Appendix H). 

Selecting the Seed Guidelines 
The initial selection of guidelines was made by one reviewer and double-checked by a second 
reviewer. Guidelines were excluded that, on the basis of their abstract, clearly did not meet the 
inclusion criteria. Copies of the full text of potentially eligible guidelines were retrieved. In some 
cases, closer examination of the full text revealed that the guideline did not meet the inclusion 
criteria. Consequently, these papers were excluded (see Appendix C). When a single guideline 
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development group had published more than one guideline, only the most recent version was used. 
From the 64 relevant guidelines identified by the search strategy, the IHE Research Team, in 
consultation with one GDG co-chair, compiled a final shortlist of 18 potential seed guidelines. 

Critically Appraising the Seed Guidelines 
The included guidelines were assessed with respect to various aspects of methodology and reporting 
using the Appraisal of Guidelines for Research and Evaluation (AGREE) instrument.7,8 Although a 
new edition of the tool, AGREE tool (II), was published in May 2009,9,10 to maintain consistency 
and continuity in the guideline appraisal process, the Research Team decided to continue using the 
original AGREE tool7,8 that had been used in the first and second editions of the Alberta CPG on 
low back pain.11,12 

The AGREE instrument is an internationally developed, generic tool that is validated, transparent, 
and widely accepted, with satisfactory reliability for most domains. The instrument has 23 key items 
organized into six domains. 

1. Scope and purpose (items 1–3) reflects the overall aim/objective of CPG, specific clinical 
question(s), and target population. 

2. Stakeholder involvement (items 4–7) contains representation of views of intended users. 

3. Rigour of development (items 8–14) is the process used to gather and synthesize the evidence, 
and the methods used to formulate and update the recommendations. 

4. Clarity of presentation (items 15–18) assesses the language and format of the CPG. 

5. Applicability (items 19–21) refers to the organizational and cost implications of applying the 
guideline. 

6. Editorial independence (items 22–23) indicates the independence of the recommendations and 
acknowledgement of possible conflict of interest within the GDG. 

The tool is accompanied by a detailed User Guide that explains how to score the 23 items.13 Each 
guideline is assessed by at least two (ideally four) appraisers using a four-point scale (ranging from 4 
= “strongly agree” to 1 = “strongly disagree”) to rate each of the 23 items. These scores are then 
combined for each of the six domains and converted into standardized domain scores as per the 
following formula: 

Standardized domain score (%) =                 obtained score – minimum possible score      × 100 
       maximum possible score – minimum possible score 

The six domain scores are independent and cannot be combined into a single score. Instead, 
appraisers can provide an overall assessment of the guideline according to the following categories: 

• strongly recommended 

• recommended (with provisos or alterations) 

• would not be recommended 

• unsure 
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The Research Team modified the AGREE tool to reduce the ambiguity and subjectivity associated 
with item scoring, and to enable the differentiation of good quality guidelines from poor quality 
guidelines. Three modifications were made.14 

1. A detailed set of instructions, or dictionary, based on the AGREE User Guide, was 
constructed using logical operators (AND, OR, NOT) to quantify what constitutes a score 
of 4, 3, 2, or 1 for each of the 23 items (see Appendix D). 

2. Seven “essential” criteria were identified for categorizing guidelines as good, moderate, or 
poor quality.15 

Item 8: Systematic search conducted 

Item 10: Methods used to formulate recommendations described 

Item 12: Link between recommendations and evidence 

Item 13: External review by experts 

Item 15: Specific, unambiguous recommendations 

Item 22: Editorially independent from funder 

Item 23: Conflicts of interest reported 

The average quality score (maximum possible of 28 [7 × 4]) was then rated as: 
 Good  22 to 28 points 
 Average 15 to 21 points 
 Poor   0 to 14 points 

Two reviewers undertook seed guideline quality assessments independently, and discussed the 
dictionary with respect to the interpretation of questions prior to assessing the guidelines. Reviewers 
discussed any items where the scores differed by at least two points, to minimise coding bias. 

At a meeting on 9 February 2010 the SC discussed and approved the AGREE tool modifications 
and the results obtained after applying the tool to the included seed guidelines. The methods were 
subsequently presented to the GDG on 22 March 2010. 

Extracting Data 
Two reviewers extracted guideline information into standardized evidence inventory tables that were 
developed a priori. However, duplicate data extraction and cross-checking were not performed. The 
evidence inventory tables included: 

• guideline profile information (title, country, intervention category: for example, diagnosis, 
prophylaxis, pharmaceutical and non-pharmaceutical treatment) 

• a synopsis of the recommendations 

• a list of the number and types of studies referenced by the guideline to support its 
recommendations 

Discordant recommendations among guidelines were highlighted within the table. After consultation 
with the SC, the strength of the recommendations, as stated by the seed guidelines, was added to the 
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evidence inventory tables for recommendations on tension-type, cluster, and medication-overuse 
headache. 

Additional research evidence and information was required, particularly when recommendations 
were overlapping, discordant, or absent. These supplementary requests by the GDG, named 
“parking lot” items, necessitated examination of the individual studies cited by the seed guideline(s) 
or examination of other research evidence, that is, systematic reviews on headache identified by a 
supplementary search of literature published between January 2000 and October 2010 (see Table 2). 
An article was deemed to be a systematic review if it met all of the following criteria as defined by 
Cook et al. (1997):16 

• focused clinical question 

• explicit search strategy 

• use of explicit, reproducible, and uniformly applied criteria for article selection 

• critical appraisal of the included studies 

• qualitative or quantitative data synthesis. 

Only systematic reviews that focused on the diagnosis, nonsurgical treatment, or prevention of 
primary headache among adults in the primary care setting were considered. When no systematic 
review was available for a specific intervention, information was considered from the most recent 
quasi-systematic review (defined as a review that did not critically appraise the included studies) or 
narrative review listed in the systematic review database. 
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STAGE II – ADAPTATION 

GUIDELINE DEVELOPMENT PROCESS 
 

 

 
This section contains information on: 

√ the multidisciplinary process used to adapt the seed 
guidelines 

√ the rationale for classifying the recommendations as “do,” 
“do not do” (not recommended), and “do not know” 

√ the limitations of the guideline development process 

General Process 
Appendix B, Figure B.2, shows a flow diagram of the guideline development process. The initial 
literature search identified 14 potential seed guidelines that met the inclusion criteria. An update 
search, conducted in August 2010, identified three additional guidelines, and a further search in May 
2011 identified a fourth potential seed guideline. The modified AGREE tool was used to appraise all 
potentially eligible seed guidelines. Results were reviewed by the SC at three meetings, held on 9 
February 2010 and 4 September 2010, and on 11 July 2011. Twelve guidelines were excluded due to 
their poor or average quality rating (see Appendices C and F). These decisions, as well as the 
references and quality appraisal results for all potentially eligible seed guidelines, were presented to 
the GDG on 22 March 2010 (five seed guidelines) and mentioned on 29 November 2010 (one seed 
guideline). Thus, six of the 18 guidelines that were scored as good quality were selected as seed 
guidelines. One guideline covered various headache types (migraine, tension-type headache, cluster 
headache, and others), three focused on migraine, one focused on tension-type headache, and one 
focused on cluster headache (see Appendix E). 

See Appendix F for the AGREE critical appraisal results (standardized domain scores and average 
quality scores based on the seven essential criteria) for the included seed guidelines. One of the 
included guidelines, G3, met all of the inclusion criteria but the main guideline document was 
published in French. However, an extensive English language translation was available that 
contained all the recommendations. Both English and French language documents were reviewed 
when the guideline was assessed with the AGREE tool. Evidence inventory tables for all six seed 
guidelines were produced for the GDG (see Appendix G). 

The GDG reviewed all the documents for the seed guidelines (the guidelines plus their companion 
documents, evidence inventory tables, and AGREE scores) and engaged in deliberations during 13 
half-day meetings (one face-to-face and 12 web conferences) over a 23-month period. The web 

Search for and screen seed CPGs 

Assess and select seed CPGs 

Draft guideline document 

Review and refine draft guideline 

Extract data into evidence tables 

Formulate research question 

Finalize and endorse guideline 

Stage I – Set-Up 
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conferencing software, WebEx (Cisco Systems Inc., San Jose (CA), USA), allowed all participants to 
view documents simultaneously and to register their preferences via an online voting system. 

The agenda and all documents were provided in advance and participants had the option of joining 
in via telephone if an Internet connection was not available. Two experienced co-chairs guided all 
the meetings. Roundtables were conducted during each meeting to ensure that all participants had a 
voice in the proceedings and that process reviews were instigated at strategic points throughout. 
Each of the topic areas (diagnosis and investigation, interventions for migraine, tension-type 
headache, cluster headache, and medication-overuse headache) were addressed in a sequential 
fashion to ensure there were separate discussions on the formulation of recommendations for each. 

In many cases, one co-chair (a neurologist with expertise in headache management) created “straw 
dog” recommendations, based on the seed guideline recommendations, prior to the GDG 
discussions. These, along with the relevant evidence inventory tables, were then reviewed at the 
GDG meeting. After GDG meetings, the same co-chair refined or reworded recommendations 
based on the feedback received from participants. This additional work by the co-chair served to 
focus discussion and promote consensus on recommendation wording. The red flags and referral 
recommendations were reviewed by two external experts, one with expertise in emergency medicine 
and the other with an expertise in ophthalmology. Input on the recommendations for diagnosis and 
neuroimaging was also obtained from two external radiology experts. All final decisions were made 
by consensus. 

In many cases, additional evidence was required when uncertainties or disagreements arose regarding 
interpretation of the evidence from the seed guidelines or when new interventions were considered 
that had not been included in the seed guidelines. These requests by the GDG, named “parking lot” 
items, encompassed the examination of individual research studies cited by the seed guidelines as 
well as additional systematic reviews on headache disorders identified by a supplementary search of 
literature published between January 2000 and October 2010 (see Table 2). The parking lot items 
were referred for further analysis to ad hoc GDG subcommittees comprising one or both GDG co-
chairs, one HTA researcher, and at least one volunteer from the GDG with expertise in the relevant 
area (see Figure 1). Consensus-based decisions made by the subcommittees were then presented to 
the GDG for final approval. Occasionally, new recommendations were generated from parking lot 
item discussions. These included: 

• examination for temporomandibular disorders 

• lifestyle migraine triggers 

• normobaric oxygen for migraine 

• exercise for migraine, tension-type, and cervicogenic headache 

• referral for cervicogenic headache and headache secondary to temporomandibular disorders 

See Appendix H for information about the parking lot items and other miscellaneous requests made 
by the GDG, the deliberations of the subcommittees, and the dates when the actions and final 
approval of the recommendations took place. 
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Figure 1: GDG subcommittees 

 
The GDG identified 55 parking lot items from a total of 187 recommendations (see Figure 2). After 
they had reviewed the additional evidence and subcommittee deliberations, redundant 
recommendations were subsequently incorporated into other recommendations or removed (see 
Appendix H). 

Figure 2: Process of formulating recommendations and resolving parking lot items 

 
See Appendix I for a sample of a parking lot item document prepared by the Research Team for 
discussion in a subcommittee meeting. Other parking lot item documents are available upon request. 
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To keep track of the deliberations relating to the formulation of the Alberta CPG recommendations, 
the SC and the Research Team developed an internal document that included: 

• the original wording of each recommendation from the seed guidelines 

• discussions undertaken and decisions made by the subcommittees 

• revisions of each draft recommendation 

• the evidence source for each recommendation 

This document was provided to the GDG at each meeting and continuously updated throughout the 
guideline development process. See Appendix J for a sample of this document. 

The SC and Research Team added harm statements to some recommendations, where appropriate; 
these were sourced from the original seed guideline recommendations or from elsewhere in the seed 
guidelines. Harm statements were added to the following recommendations. 

• Management of migraine headache: 

o acute pharmacological therapy: non-steroidal anti-inflammatory drugs and 
acetaminophen, triptans, antiemetics, and ergotamine 

o pharmacological prophylactic therapy: beta-blockers, antidepressants, antiepileptics, 
pizotifen, and flunarizine 

• Management of tension-type headache: 

o acute pharmacological therapy: non-steroidal anti-inflammatory drugs and 
acetaminophen 

o pharmacological prophylactic therapy: amitriptyline, mirtazapine, and venlafaxine 

• Management of cluster headache:  

o acute pharmacological prophylactic therapy: verapamil, lithium, and topiramate 

• Other headache disorders (hemicrania continua):  

o pharmacological therapy: indomethacin 

The medication tables provided with the Alberta CPG for acute (symptomatic) and prophylactic 
treatment of migraine were adapted from two seed guidelines (G1 and G6) and other various 
sources2-5 by two pharmacists from the GDG and one co-chair (a neurologist with expertise in 
headache management). The GDG reviewed the medication tables. 

Definitions of various terms and other general clarifications required for the interventions covered 
by and included in the seed guidelines were provided to the GDG (see Appendix G, Tables G.9 and 
G.10, for a glossary of this information). 

The SC developed separate algorithms for headache diagnosis, prophylactic and acute medications 
for migraine, pharmacological therapy for tension-type headache (episodic and chronic), medication-
overuse headache, and cluster headache. The algorithms were reviewed by the GDG and a group of 
family physicians from the South Calgary Primary Care Network who participated in a focus group 
on 9 April 2012. In response to the feedback received, the SC developed a single algorithm with help 
from TOP (see Appendix M for details on the focus group feedback). 
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The SC, in collaboration with the GDG, also developed companion documents and practice tools 
for clinicians (an eight-page summary document and a headache history guide) and for patients (a 
headache diary sheet, a list of commonly reported food triggers for migraine attacks, six patient 
information sheets, and information about caffeine and migraine attacks, including the caffeine 
content of common drinks and foods). GDG members reviewed the patient information sheets in 
November 2012. In addition, two focus groups were conducted with members of the IHE Lay 
Committee (October 2012) and with headache patients (14 May 2013). 

Rationale and Process for Developing Recommendations 
Each recommendation from the Alberta CPG was sourced from one or multiple seed guidelines and 
was accepted, supplemented, or changed as follows: 

• accepted or accepted with minor modification (for example, wording) 

• accepted but supplemented with expert opinion 

• additional information retrieved/considered, specifically: 

o original recommendation accepted/changed based only on studies included in seed 
guidelines 

o original recommendation accepted/changed based on additional evidence from 
systematic review literature search 

o additional evidence supplemented with expert opinion 

After GDG meetings, one co-chair (a neurologist with expertise in headache management) refined 
or reworded recommendations based on feedback received from participants. These revised 
recommendations were then submitted for review by the GDG at subsequent meetings. Over a 
series of teleconferences and email correspondences held between May 2011 and February 2012, the 
SC appraised and, where necessary, refined the final wording of each recommendation according to 
the principles of the GLIA tool,6,7 which is designed for appraising the implementability of CPGs. It 
explores different dimensions of individual recommendations, such as decidability, executability, 
effect on process of care, presentation and formatting, measurable outcomes, apparent validity, 
novelty/innovation, flexibility, and computability. The final version of the recommendations was 
presented to and approved by the GDG on 27 February 2012. 

In the Alberta CPG, the type of evidence (evidence source) referenced by the seed guideline(s) in 
support of the original recommendation was represented in several possible ways. (Note: Some 
evidence types are not listed because not all study designs were cited by the seed guidelines.) 

• Systematic review (SR): as cited by the seed guideline(s) or identified by the search for 
supplementary literature (IHE database), published between January 2000 and October 2010, 
that was required by the GDG to resolve parking lot items. 

• Quasi-systematic review (qSR): a review with a systematic search strategy that does not 
include a critical appraisal of the included studies. 

• Randomized controlled trial (RCT): as cited by the seed guideline(s). 
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• Non-randomized comparative study (NRCS): non-randomized trial with concurrent or 
historical controls, case-control study, or a study of the sensitivity and specificity of a 
diagnostic test as cited by the seed guideline(s). 

• Case series (CS): cross-sectional study, case series study, or case report as cited by the seed 
guideline(s). 

• Guideline (G): as cited by the seed guideline(s). 

• Narrative review (NR): narrative review, or consensus statement or report, as cited by the 
seed guideline(s). 

• Expert opinion (EO) as cited by the seed guideline(s): when no evidence was provided by 
the seed guideline in support of the recommendation. 

• EO (GDG): after examining other references nominated by the GDG members (SRs, NRs, 
RCTs, Gs) or when no evidence from SRs was found on an intervention, a new 
recommendation was drafted based on the collective EO of the Ambassador GDG. 

For evidence cited by the seed guideline(s), only the highest level of evidence was listed. For 
example, when the evidence cited by a seed guideline(s) was from SRs and studies of other design 
(qSR, RCT, NRCS, CS, G, or NR) only SR is listed as the source. When no SR was referenced in the 
seed guideline, the evidence source was indicated in the following order: qSR, RCT, NRCS, CS, G, 
NR, EO. The same classification for the evidence source was applied when multiple seed guidelines 
were used to inform one recommendation. 

Each recommendation in the Alberta guideline came from one or more seed guideline(s), was based 
on evidence from SRs or qSRs (IHE database), or was created by the GDG, based on their 
collective professional opinion and an analysis of relevant evidence. 

The background statements in the Alberta guideline were derived from the seed guidelines or were 
created by the GDG, based on their collective professional opinion and an analysis of relevant SRs 
or other published evidence provided by the GDG that was not captured in the IHE database. 

The GDG considered the balance of benefits and harms for the inteventions listed in the Alberta 
Guideline. Italicized statements relating to harm are included in the recommendations, where 
appropriate. These statements were sourced from the original seed guideline recommendations or 
from elsewhere in the seed guidelines, or were created by the GDG based on their collective 
professional opinion. 

Classification of Recommendations 
Although six good quality guidelines were found (see Appendix E), the AGREE tool could not 
verify the validity of the guideline recommendations and the underlying evidence, or reconcile 
differences in evidence rating scales. In addition, the seed guidelines were inconsistent in how they 
rated the quality of the evidence and the strength of the recommendations. Also, because of time 
constraints, the Ambassador Program guideline adaptation process could not unbundle the seed 
guidelines to review the research evidence cited by the guidelines to support their recommendations. 
Therefore, a process was developed to ensure a standardized definition of the final guideline 
recommendations made by the GDG (what constituted a “do” “do not do”, or “do not know” 
recommendation), to systematically meld the seed guidelines’ recommendations into consistently 
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worded recommendations, and to display the source (for example, seed guideline(s), expert opinion) 
of the final recommendations in a transparent and systematic way (see Appendix K). 

In the Alberta CPG, the recommendations are categorized into three groups (see Table 3): 

• do 

• do not do (not recommended) 

• do not know 

See Appendix L for more details on the available recommendation categories. 

Table  3: Definitions for recommendation categories 

Recommendation 
Category Description 

Do 

 

The GDG accepted the original recommendation, which provided a prescriptive direction to 
perform the action or used the term “effective” to describe it. 

The GDG supplemented a recommendation or created a new one, based on their collective 
professional opinion and/or systematic reviews which supported the action. 

Do not do 
(not recommended) 

 

The GDG accepted the original recommendation, which provided a prescriptive direction to 
“not” perform the action, used the term “ineffective” to describe it or stated that the 
evidence does “not support” it. 

The GDG supplemented a recommendation or created a new one, based on their collective 
professional opinion and/or systematic reviews, which did not support the action. 

Do not know 

? 
The GDG accepted the original recommendation, which did not recommend either for or 
against the action or stated that there was “no evidence,” “insufficient or conflicting 
evidence,” or “no good evidence” to support its use. 

The GDG supplemented a recommendation or created a new one, based on their collective 
professional opinion and/or systematic reviews, which was equivocal with respect to 
supporting the action. 

Limitations of the Guideline Development Process 
Using seed guidelines minimized resource commitment and the expedited development process 
ensured the continued engagement of clinical experts. Stakeholder buy-in was also fostered by the 
contextualization process. However, several challenges were identified. 

• The AGREE tool identified well-developed and reported guidelines but could not verify the 
validity of the recommendations and the underlying evidence, nor could it reconcile 
differences in evidence rating scales. 

• Clinical judgement was needed for overlapping, discordant, or absent recommendations. 

• The strength and quality of the underlying empirical evidence was not formally assessed and 
could not be defined by terms such as good, fair, poor, insufficient, or conflicting, which 
made categorizing the strength and type of recommendations problematic. 

• Faith in the process can be undermined by the fear of using inferior seed guidelines. 
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• Recently published evidence is not necessarily incorporated. 

• Not all recommended treatment options are available in all communities, nor are all 
treatment options necessarily covered by CPGs. 
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STAGE III – FINALIZATION 

REVIEWING, EVALUATING, AND ENDORSING 
THE GUIDELINE 
 
 
This section contains information on: 

√ the process used to review the Alberta CPG for 
Management of Primary Headache in Adults 

√ the endorsement of the Alberta CPG 

√ the evaluation of the Alberta CPG 

√ key review criteria for assessing the CPG’s impact 

Reviewing the Alberta CPG 
The Alberta Guideline for Management of Primary Headache in Adults (quick reference algorithm 
and medication tables, main guideline, and companion documents) was reviewed by various 
stakeholders: 

• family physicians with experience and interest in headache management and members of the 
GDG reviewed the quick reference algorithm and medication tables, main guideline, and 
companion documents 

• lay people and patients with headache conditions reviewed the patient information sheets  

The SC and Research Team collated all feedback and incorporated it, where possible, into the 
Alberta CPG. All changes were subsequently presented to the GDG. 

GDG and their colleagues 
In March 2012, GDG members were asked, via an online survey, to review 10 key messages 
developed for the guideline with respect to their importance, relevance, and relative precedence. 
They were also asked to comment on any amendments required or other key messages that should 
be added. Ten respondents provided feedback that helped inform the final version of the key 
messages and practice points included in the summary guideline document (see Appendix M, Table 
M.1). Another online survey was conducted among GDG members in November 2012 in which 
they were asked to review the six patient information sheets developed for the headache guideline. 
See Appendix M (Table M.2a) for a summary of the feedback received from the eight respondents. 
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Primary care practitioners 
Four family physicians from the South Calgary Primary Care Network who had from 2 to 15 years 
of clinical practice experience participated in a focus group led by a member (neurologist) of the 
GDG on 9 April 2012. One Research Team member and one representative from TOP also 
attended the meeting. The aim of the focus group was for primary care physicians (the target 
audience for the guideline) to review the guideline documents (main guideline, quick reference 
algorithm, and medication tables) with respect to their relevance and usability. In addition, 
participants were asked about their intention to use the guideline, potential facilitators or barriers to 
implementing the recommendations, and suggestions for additional practice tools that could be 
developed to enhance guideline uptake and buy-in. See Appendix M (Table M.3) for a summary of 
the responses. Participants were also asked to comment on a selection of seven of the 10 key 
guideline messages and to rank their relative importance (see Appendix M, Table M.1). 

Ad hoc feedback was provided on the two-page algorithm and medication table summary by 
primary care practitioners within Alberta who were in attendance at the following professional 
meetings: 

• The 57th Annual Scientific Assembly of the Alberta College of Family Physicians: Banff, 
Alberta; 23 to 25 February 2012 

• The 6th Pain Society of Alberta Annual Conference: Canmore, Alberta; 28 to 29 September 
2012 

• The Calgary Pain Conference: Trends and Treatments: Calgary, Alberta; 7 December 2013 

• The 58th Annual Scientific Assembly of the Alberta College of Family Physicians: Banff, 
Alberta; 28 February 2013 to 2 March 2013 

Advisory committee 
On 13 December 2011 the Alberta CPG guideline and algorithms for the management of headache 
were presented to AC members for their review and comment. See Appendix M, Table M.4, for a 
sample of their feedback. 

Patients and lay people 
The six patient information sheets were reviewed by two focus groups of lay people (5 October 
2012) and patients from the Calgary Headache Assessment & Management Program (14 May 2013). 
The purpose of the focus groups was to evaluate the patient information sheets and to canvass ideas 
on how to make the information more relevant and useful to patients and lay people. Participants 
were asked about the content, readability, format, and presentation of each information sheet. 

Overall, feedback from both focus groups was positive (see Appendix M, Tables M.2b and M.2c). 
The IHE lay committee participants indicated that if the patient sheets were handed to them by their 
physicians they would trust the information. However, simply handing out the documents without 
any explanation might not work. Participants also had some concerns about the length of some of 
the sheets and their accessibility, particularly the electronic format, which may be difficult for people 
to access during an episode of severe headache. 

Feedback received from the IHE lay committee in October 2012 and from the GDG members in 
November 2012 was incorporated into the patient information sheets before they were presented to 



 August, 2013 

Ambassador Program. Guideline for Management of Primary Headache in Adults. Background Document 38 

the focus group of headache patients in May 2013. The patients considered the information credible, 
but had the same concerns as the lay committee about accessibility and readability, especially for 
someone experiencing a headache episode. 

Endorsement 
The Alberta Guideline for Management of Primary Headache in Adults has been endorsed by the 
TOP program, which is funded under the Master Agreement between the Alberta Medical 
Association (AMA), Alberta Health Services, and Alberta Health. TOP is administered by the AMA. 

Evaluation Strategy 
Key review criteria 
A draft dissemination and implementation plan1 for the Alberta Guideline for Management of 
Primary Headache in Adults was presented to the Advisory Committee at a meeting, which also 
involved key stakeholders and researchers, on 13 December 2011. This document included a section 
on evaluating the impact of the CPG. 

The key evaluation question is: Did the dissemination and implementation (KT) strategy work? The 
objective of the KT strategy was “to positively inform and influence the treatment of headache pain: that is, 
encourage and support adherence to the CPG.” The Canadian Academy of Health Sciences (CAHS)2 notes 
the following five broad types of long-term impacts of research: 

• advancing knowledge 

• capacity-building 

• informing decision-making 

• health impacts 

• broad economic and social impacts 

The indicators and metrics used to measure effect should be appropriate (valid, relevant, 
transparent), feasible (cost, timelines), and well matched to the specific project under evaluation. 
Potential evaluation questions and metrics for evaluating the impact of the Alberta Guideline for 
Management of Primary Headache in Adults are listed below. 

Advancing Knowledge  
This refers to measures of research quality, activity, outreach, and structure. 

Question: 

Have we influenced the science around guideline development? 

Indicators/Metrics: 

Presentations and publications 

• Number of presentations given by SC or GDG members; particularly on the process of 
developing the guidelines, such as the use of the AGREE tool and the ADAPTE 
framework 

• Publication counts in highly cited publications 
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Capacity-Building  
This refers to personnel, additional research activity funding, and infrastructure. Typically this 
encompasses the number of research students engaged in projects and, for organizations, the level 
of additional research funding. It can also include aspirational indicators such as receptor capacity. 

Questions: 

 Did we receive any other research funding? 

 Did we improve receptor and absorptive capacity? 

Indicators/Metrics: 

• Number of collaborations (informed through the process evaluation) 

• Other research dollars leveraged 

Informed Decision-Making  
This refers to health-related decision-making, research-related decision-making, health 
products/industry decision-making, and general public decision-making. 

Questions: 

 Were we successful at making our key audiences aware of the guidelines? 

 Are people using the guideline to inform their decision-making? 

Indicators/Metrics: 

• Bibliometrics 

o Publication in key audience publications 

o Publication counts in highly cited publications 

• Website diagnostics 

o Hits on website 

o Average time spent on website 

o Number of pages viewed on website 

o Downloaded material (patient information sheet) and relative download rate 
compared with discipline benchmark 

o Downloads to PDAs 

• Mentions in patient organization communication vehicles 

o Recommended/referred to by related public campaigns 

o Links posted on other national and international guideline sites 

o Cited in public policy documents (for example, the Primary Care Network 
newsletter) 

o Surveys of sample groups of primary care providers (separate research project—see 
below) 
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Health Impacts 

This refers to health status, determinants of health, and system changes. 

Question: 

Where primary providers and patients adhere to the guidelines, is there a positive impact on 
health status and health system indicators? 

Indicators/Metrics: 

• Desirable changes in physician behaviour include: 

o Assessment of red flags 

o Increased provision of appropriate education and reassurance to patients 

o Reduction of inappropriate recommendations regarding neuroimaging, 
electroencephalography, or sinus and cervical spine X-rays 

o Increase in appropriate prescribing for behavioural therapies 

o Reduction of inappropriate prescribing of pharmacological therapies 

o Increase in appropriate prescribing of patient self-management programs 

• Evaluation of social media tools 

Broad Economic and Social Impacts  

This refers to activity, commercialization, health benefit, well-being, and social benefit indicators. 

Question: 

 Have the guidelines generated any spin-off activity or products? 

Indicators/Metrics: 

• To be determined 
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STAGE III – FINALIZATION 

DISSEMINATING, IMPLEMENTING, AND 
UPDATING THE GUIDELINE 
 
 
This section contains information on: 

√ the potential organizational barriers to 
implementing the Alberta CPG;  

√ the plan for disseminating and implementing the 
CPG within Alberta; 

√ the process for updating the Alberta CPG. 

Potential Barriers to Guideline Uptake and Implementation 
Information about barriers to appropriately managing chronic pain and to the uptake of practice 
guidelines was obtained from surveys conducted in 2006, 2007, 2009, and 2012 as part of the 
Ambassador Program. See Table 4 for details on participant responses. 

Ambassador Program Pre-Videoconference Survey, 29 May 2006.1 A survey was sent to 141 individuals 
who participated in the Ambassador Program Pilot Project workshops conducted in the fall of 
2004. Sixty-one individuals completed the survey (21 nurses, 15 rehabilitation occupational 
therapists and physical therapists, nine physicians, five administrators, four pharmacists, four 
psychologists, two social workers, and one other), which translated into a 46% response rate. 
The survey included questions about potential barriers to using care pathways. 

Alberta HTA Ambassador Program knowledge gaps and needs assessment, 24 July 2007.2 A total of 147 
professionals responded to an online survey, with 105 respondents completing the entire survey 
(33 pharmacists, 27 family physicians, 23 nurses, 15 physical therapists, five occupational 
therapists, two specialist physicians, and three others). The survey included a question about the 
barriers to managing chronic pain. 

Physician survey, October 2009. Twenty-eight family physicians attending Continuing Medical 
Education sessions in Calgary and Red Deer were asked about the need for an evidence-
informed guideline on headache and about perceived barriers to using guidelines and providing 
the best care possible to patients with headache. See Figure 3 for a summary of the responses. 

Feedback on the draft of the Alberta CPG for Management of Primary Headache in Adults, April 2012. 
Four family physicians from the South Calgary Primary Care Network participated in a focus 
group to review the guideline documents (main guideline, quick reference algorithm, and 

Search for and screen seed CPGs 

Assess and select seed CPGs 

Draft guideline document 

Review and refine draft guideline 

Extract data into evidence tables 

Formulate research question 

Finalize and endorse guideline 

Stage I – Set-Up 

Stage II – Adaptation 

Stage III – Finalization 

Disseminate guideline and plan update 
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medication tables) and to comment on potential facilitators or barriers to implementing the 
recommendations. 

Figure 3: Perceived barriers to providing the best care possible to patients with 
headache (n=23) 

 

Key actors 
A dissemination and implementation plan3 for the Alberta CPG was developed and shared with the 
AC at a face-to-face meeting on 13 December 2011. Two ex officio GDG members with expertise 
in knowledge translation, systematic reviews, evidence-based research and guideline development 
also reviewed the plan, which included information on: 

• audience (target audience and their state of practice and knowledge; barriers and facilitators 
to change) 

• content (internal to the guideline and key messages customized for each audience) 

• strategies and tactics (including timing and responsibilities) 

• evaluation process and outcomes (short- and long-term impact) 

The plan also identified the following key actors in the dissemination and implementation process. 

Physicians and other healthcare providers 
Literature on physician compliance with CPGs4 suggests that guideline adherence is affected by a 
complex interplay of factors that influence practitioner knowledge, attitudes, and behaviours. Many 
determinants, such as regulatory decisions, allocation of resources, and availability of treatment 
options, are out of the practitioner’s control. 
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Patients 
Patient preferences can be a significant barrier to guideline adherence. Patients often present to 
practitioners with preconceived notions about the management of their condition and outdated 
knowledge about treatments. Consequently, they often look for a specific cause for their pain and 
expect rapid resolution of the problem. 

From a physician’s perspective, agreement with guideline recommendations is a basic but not 
sufficient precondition for guideline implementation. Physicians may agree with the guideline 
content but believe that guideline stipulations are not congruent with patient wishes.2  

Public 
The public is an audience for the Alberta CPG, but the public can also be seen as a strategy to 
support dissemination and implementation with other decision-makers in the healthcare system. The 
general public can understand scientific material, but needs assistance in extracting meaning and 
relevance, and an explanation of the significance of limitations is required. Therefore, any effective 
strategy for communicating with the general public requires a sustained effort and is likely to be very 
costly. 

It is useful to gauge public reaction to population-based campaigns through focus groups before 
developing materials. In large media campaigns, it is difficult to tailor media messages for particular 
subgroups that are at different stages of readiness. Therefore, key messages should be built on a 
social marketing-based knowledge translation strategy. 

Government 
Government representation and involvement has been part of the Ambassador Program from its 
inception. These representatives are in the best position to inform the dissemination and 
implementation of the Alberta CPG within government and in the primary care networks. 

Professional associations and colleges 
Professional associations and colleges are an important means of facilitating communication with 
allied health professionals. They are also an audience in their own right, as the Alberta CPG might or 
might not align with their profession-specific guidelines. 

Health regions and provincial authorities 
Clinicians from Alberta Health Services (AHS) have participated in the development of the Alberta 
CPG and senior AHS administrators are members of the AC. This linkage will capitalize on the 
considerable experience and multiple communication channels available within AHS, enabling the 
dissemination and implementation of the Alberta CPG throughout AHS and to community based 
clinicians and the public.  

Insurers and others 
The interest in the Alberta CPG within this audience group will vary according to their specific 
involvement with the guideline. The intensity of the dissemination and implementation with these 
groups will vary accordingly. 
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Dissemination and Implementation Plan 
The Alberta CPG for Primary Care Management of Headache in Adults dissemination plan includes 
five main strategies to manage barriers. 

1. Develop patient support materials (information sheets, website). 

2. Involve partners: 

(a) TOP to launch guideline 

(b) GDG to champion the CPG in their regions/zones 

(c) Advisory Committee members to champion through their organizations 

3. Facilitate access to the Alberta CPG on the TOP website from provincial, national, and 
international associations and organizations. 

4. Contact and connect with important stakeholders such as Alberta Health, Alberta Health 
Services, and the primary care networks. 

5. Promote the CPG to professionals through different channels such as workshops, teaching 
support for continuing medical education (CME) in faculties of medicine (Calgary and 
Edmonton), rural CME sessions, videoconferences, webinars, participation at conferences 
and other professional meetings, and publication in professional newsletters and peer-
reviewed Canadian and international journals. 

A repository document was created for logging the knowledge translation activities conducted 
before and after the launch of the Alberta CPG. The document, which is continuously updated, 
includes information on the type of activity (what, who, when, where), its objective, the intended 
audience, and any evaluation or feedback received. 

Update Process 
The Alberta CPG for Primary Care Management of Headache in Adults will be assessed annually 
and will be updated when new evidence is found that changes the recommendations. 

An Update Committee will be established that will be responsible for the ongoing review and 
maintenance of the Alberta CPG. The committee will include former members of the GDG with 
expertise in the field. HTA researchers from the IHE will provide technical support. The task of the 
committee is to ensure that the currency of the guideline is maintained over time. 

Toward Optimized Practice, the program responsible for provincial guidelines, and HTA researchers 
from the IHE will co-lead the updating of the scientific content of the Alberta CPG. 
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Table 4: Potential barriers and challenges to chronic pain management, the use of care pathways, and implementing 
              the Alberta CPGs recommendations 

Potential Barriers to the Use of Care 
Pathways1 (Survey, 2006) 

Potential Barriers to Chronic Pain and Headache 
Management2 (Surveys, 2007 and 2009) 

Potential Barriers to Implementing the 
Alberta CPG Recommendations  

(Focus Group, 2012) 
Guideline/Pathway factors 

Not available in form and format needed 
Not practical, too rigid 
Lack of satisfaction with the initial guideline or 
pathway  
Multiple contradictory pathways 
No obvious benefit to patients 
Unsure of its quality 
Developed with little input from physicians 
Variation in interpretation across clinicians and 
cases 

Access to guidelines 
Access to a simple algorithm to sort through different 
chronic pain models 

Not practical, too rigid  
Too lengthy to use on a regular basis—more like a 
reference document  
Lack of a tabular summary of treatment options 

Practice environment/Organizational barriers 

No institutional support 
Lack of time to use care pathways in the clinical 
setting 
Challenges to allocating time to inform staff of 
new materials 
Lack of staff availability 
Lack of communication, e.g., between 
departments 
Lack of networking  
The service model in the region does not 
support the use of care pathways 

Accessibility to resources, such as pain management 
specialists, diagnostic imaging, self-management training 
programs, and physiotherapy programs 
Accessibility to alternative and effective non-drug treatment 
modalities such as mind/body work like yoga, tai chi, 
exercise programs, and nutrition considerations (especially 
for migraine) 
Poor understanding of, and support for, a holistic mind–
body view of chronic pain and appropriate alternative 
treatment approaches (e.g., craniosacral therapy, visceral 
release therapy, myofascial release therapy, acupuncture) in 
conjunction with emotional/psychological support 
Lack of communication mechanism between various 
disciplines managing the patient 
Lack of time to do a complete assessment  

Lack of time to use the CPG in the clinical setting 



 August, 2013 

Ambassador Program. Guideline for Management of Primary Headache in Adults. Background Document 46 

Table 4: Potential barriers to chronic pain management and the use of care pathways, and implementing 
              the Alberta CPGs recommendations (cont’d) 

Potential Barriers to the Use of Care 
Pathways1 (Survey, 2006) 

Potential Barriers to Chronic Pain and Headache 
Management2 (Surveys, 2007 and 2009) 

Potential Barriers to Implementing the 
Alberta CPG Recommendations  

(Focus Group, 2012) 
Educational environment/Knowledge barriers 

Lack of awareness about relevant pathways 
Pathways not compatible with practitioner 
values/experience 
Inconsistent interpretation and use of care 
pathways across clinicians and cases 

Poor understanding of and support for a holistic mind–
body view of chronic pain and appropriate alternative 
treatment approaches 
Lack of knowledge of evidence-based treatments 

 

Healthcare environment 

Lack of resources (infrastructure/information 
technology to support use of care pathways, 
funding, staff) 
Cumbersome approval process for pathways  

Limited resources (staff, funding for rehabilitation 
programs) 

Lack of infrastructure and information technology 
to support the use of CPG 

Practitioner factors 

Lack of time and/or other resources (electronic 
records, information technology resources) 
Resistance of clinicians to trying new 
approaches and lack of physician buy-in  
Lack of interest in education 
Lack of awareness 
Lack of competency  
No obvious benefit to practice 
Pain management is directed by a doctor, not by 
a pathway 
Information overload 

Concern about patient drug-taking behaviour (e.g., abuse, 
addiction) 
Physician prescribing practices: family physicians frequently 
are not following current professional medical standards 
(they under-medicate, overmedicate, or medicate in a 
substandard fashion) 
Accurate diagnosis and subsequent appropriate treatment 
Lack of information and cohesiveness among health 
professionals when managing a patient with chronic pain 
Poor understanding of, and support for, a holistic mind–
body view of chronic pain and appropriate alternative 
treatment approaches 
Lack of knowledge of comprehensive headache assessment 

Information overload 
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Table 4: Potential barriers to chronic pain management and the use of care pathways, and implementing 
              the Alberta CPGs recommendations (cont’d) 

Potential Barriers to the Use of Care 
Pathways1 (Survey, 2006) 

Potential Barriers to Chronic Pain and Headache 
Management2 (Surveys, 2007 and 2009) 

Potential Barriers to Implementing the 
Alberta CPG Recommendations  

(Focus Group, 2012) 
Patient factors 

Difficulties in reconciling patient preferences 
with pathway recommendations 
Patient complexity, multiple concerns 

Patient willingness to accept recommendations for 
management instead of focusing on cure 
Patient engagement and compliance with learning self-
management techniques 
Patient noncompliance with self-care as advised  
Patient unwillingness to take prescribed medications  
Ability to override physician opinion if current treatment 
does not seem to work 
Self-diagnosis, self-treatment, and use of non-prescription 
medications 
General misinformation among patients about chronic 
pain, especially back pain  
Patients with special conditions (dementia) 
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APPLICABILITY OF THE GUIDELINE – ECONOMIC/COST IMPLICATIONS 
This section contains information on: 

√ the economic burden of headache pain 

√ the economic information reported in the seed guidelines 

√ potential resource implications of the Alberta CPG for Management of Primary Headache 
in Adults 

General Aspects 
Migraine is associated with high levels of emotional distress and disability, as well as with impaired 
quality of life for the affected individuals, their families, and society as a whole.1 The economic 
impact of migraine can be assessed in terms of direct medical costs and indirect (productivity loss) 
costs. 

Direct costs include medical care costs associated with inpatient and outpatient visits, prescription 
drug claims, laboratory and diagnostic services, management of side effects, and family costs.1 
Migraine is often associated with comorbid conditions such as psychiatric disorders (anxiety and 
depression), asthma, and epilepsy. Consequently, estimates of the economic burden of migraine 
often include the costs of managing these comorbid conditions.1 However, the direct medical costs 
represent only a fraction of the overall cost of the disease to society. Indirect costs attempt to 
capture these other economic effects, which include the cost of missed work days and impaired 
work performance, unemployment or underemployment because of migraine, short-term disability, 
the burden experienced between migraine attacks, and time lost due to caring for family members 
with migraine.1 

In general, headache accounts for about 20% of absences due to sickness,2 with migraine being a 
major cause of absenteeism and decreased work productivity.1,3-6 A 1992 Canadian study estimated 
that seven million work days are lost per year as a direct result of migraine  
headaches.7-9 A 2005 survey found that, on average, Canadian women experienced at least partial 
incapacitation on almost 21 days a year due to migraine.8 

Emerging evidence indicates that migraine may be a chronic progressive disorder characterized by 
escalating frequency of headache attacks (transformed migraine).10 In the United States, the average 
annual total costs (including direct and indirect costs) for patients with transformed migraine were at 
least four times higher than for individuals whose migraine frequency remained unchanged, owing to 
increased health care utilization, more visits to primary care physicians, neurologist or headache 
specialists, pain clinics, and emergency rooms, as well as more time missed at work.10 Tension-type 
headache is also a costly disorder to society because of its high prevalence.11 

A general belief exists that medical care is based on scientific evidence and that clinical decisions 
about the assessment, diagnosis, treatment, and management of a particular condition should also be 
evidence based. However, professionals often have their own specific clinical opinions that affect 
the use of medical services and also their costs. Despite its evident clinical, economic, and social 
burden, migraine has historically been under-diagnosed and undertreated, and treatment is often 
suboptimal and characterised by low compliance.12 Adherence to CPGs may assist practitioner and 
patient decisions on appropriate health care and may also improve practice and reduce costs. 
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Economic Information Reported in the Seed Guidelines 
Formal economic evaluations or cost analyses were not included in any of the seed guidelines, nor 
did they discuss the economic implications of their recommendations. 

The following general statements on economic aspects were made by the seed guidelines (see 
Appendix E for seed guideline references). 

• Management decisions on the use of preventive therapies should be guided by 
considerations of the recurrence and frequency of headaches, the contraindications and 
adverse events associated with treatment, the patient’s preferences, the presence of 
uncommon migraine conditions, and the cost of both acute and preventive therapies (G1). 

• One of the goals of acute migraine treatment is to be cost-effective for overall management. 
Consideration of patient preference (formulations, cost, dosing schedules, and tolerability) 
was also listed among the general consensus-based principles of care (G1). 

• Patient reassurance. Patients with high scores on the hospital anxiety and depression scale 
who did not receive a scan had significantly higher health service costs overall due to a 
greater use of headache resources such as psychiatric and psychology services than did 
comparable patients who received a scan (one publication, cited in G4). 

Resource Implications of the Alberta CPG 
Because of time and resource constraints, a formal cost analysis or economic evaluation of the 
impact of the Alberta CPG was not conducted. Nevertheless, information derived from such 
analyses (cost of implementation of multidisciplinary treatment programs, cost of unnecessary 
imaging tests, etc.) is important and useful for the decision-making process. Studies to address the 
resource implications of the Alberta CPG are planned for the future. 
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APPENDIX A: PARTICIPANTS IN THE ALBERTA CPG DEVELOPMENT 
PROCESS 

Guideline Development Group (GDG)—Active Members 

Zone City/Site Affiliation, Discipline, Area of Expertise 

Calgary Calgary Werner Becker MD, BSc, FRCP(C) (co-chair) 
Professor, Department of Clinical Neurosciences  
University of Calgary 
Neurology 

Calgary Paul Taenzer BSc, PhD, RPsych (co-chair) 
Adjunct Clinical Assistant Professor, Faculty of Medicine 
University of Calgary  
Psychology, pain management 

Calgary MD, CCFP, FCFP 
Associate Professor Emeritus, Department of Family Medicine 
University of Calgary  
Primary care 

Calgary MD, CCFP  
Private community physician  
Primary care  

Calgary MD, FRCPC (Neurology), DABPN 
Clinical Assistant Professor, Division of Neurology 
Department of Clinical Neurosciences, University of Calgary 
Neurology  

Calgary MD, DO, CCFP, Consultant 
Chronic Pain Centre, Alberta Health Services  
Musculoskeletal chronic pain management 

Calgary BSc PT, BPE 
Chronic Pain Centre, Alberta Health Services 
College of Physical Therapists of Alberta, Canadian Physiotherapy Association  
Manual therapy, acupuncture, intramuscular stimulation, therapeutic exercise 

Calgary MD, CCFP, FCFP, Consultant 
Chronic Pain Centre, Alberta Health Services 
Family medicine 

Calgary PhD 
Alberta Health Services 
Psychology, chronic pain, chronic headaches  

Calgary MD, CCFP 
Medical Director, Chronic Pain Centre, Alberta Health Services 
Family medicine, chronic pain management 

Calgary Registered Nurse 
Clinic Coordinator 
Calgary Headache Assessment & Management Program (CHAMP) 
Alberta Health Services 
Pain management, headache 
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Zone City/Site Affiliation, Discipline, Area of Expertise 

Central Sylvan Lake BSc, MSc, MD, CCFP, FCFP 
Director of Rural and Regional Health, University of Alberta 
Physician, Sylvan Family Health Centre 
Family medicine, medical education 

Wainwright MD, BSc 
Physician 
Family medicine  

Edmonton  Edmonton  BScPharm  
Clinical Pharmacist, Alberta Health Services  
Pharmacy, pain management  

Edmonton  BScMLS, MHSA  
Director Health Technology Assessment (HTA) 
Institute of Health Economics  
Health technology assessment, systematic reviews  

Edmonton  BSc, DC, MSc, PhD  
Associate Professor, Canada Research Chair in Spinal Function  
University of Alberta  
Spinal biomechanics  

Edmonton BA (Hons), MD  
Associate Dean, Community Engagement 
Professor, Department of Family Medicine  
University of Alberta  
Family medicine  

Edmonton  BSc, BScOT 
Clinic Director, LifeMark Health Institute,  
LifeMark Health, Inc. 
Chronic pain  

Edmonton  MD, MSc, CCFP 
Undergraduate Program Director 
Assistant Professor, University of Alberta 
Family medicine 

South  Lethbridge  MD, FCFP 
Family physician, Chinook Regional Hospital  
Practice limited to chronic pain management 

Medicine Hat  BScPT  
Physical Therapist, Medicine Hat Regional Hospital 
Alberta Health Services 
Chronic pain, physiotherapy  
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Resigned Members 

The following individuals have withdrawn from the GDG because of time constraints and/or 
workload issues. 

 
Zone City/Site Affiliation, Discipline, Area of Expertise 

Calgary Calgary BSP, MBA 
Chronic Pain Centre, Alberta Health Services  
Clinical Pharmacy 

GDG Ex-officio Members 

Zone City/Site Affiliation, Discipline, Area of Expertise 

Calgary Calgary MSc 
Director, Clinical Epidemiology 
Health Technology Assessment & Innovation, Alberta Health Services 
Systematic reviews, evidence-based research, guideline development  

Edmonton Edmonton  MSc 
Director Knowledge Transfer Initiatives 
Alberta Innovates – Health Solutions 
Knowledge transfer 

Edmonton  MD, MSc  
Research Associate HTA, Institute of Health Economics  
Health technology assessment, methodologist  

Edmonton  BSc (Hons), PhD  
Research Associate HTA, Institute of Health Economics  
Health technology assessment, methodologist 

Edmonton  Staff from Charis Management Consulting, Inc. and  
the Institute of Health Economics 
Project coordinator 
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Steering Committee (SC) and Research Team Members 

Zone City/Site Name Affiliation, Discipline, Area of expertise 

Calgary  Calgary  Paul Taenzer*‡  
Co-chair of the GDG 
and the AC 

BSc, PhD, RPsych  
Adjunct Clinical Assistant Professor, Faculty of 
Medicine 
University of Calgary  
Psychology, pain management 
Project manager 

Calgary Werner Becker*‡  
Co-chair of the GDG 
and the SC  

MD, BSc, FRCP(C) 
Professor, Department of Clinical Neurosciences  
University of Calgary 
Neurology 

Edmonton  Edmonton  Christa Harstall*†‡  
Co-chair of the SC and 
the AC 

BScMLS, MHSA  
Director Health Technology Assessment (HTA) 
Institute of Health Economics  
Health technology assessment, systematic reviews  
Project manager 

Edmonton Carmen Moga†‡ MD, MSc  
Research Associate HTA, Institute of Health 
Economics  
Health technology assessment, methodologist 

Edmonton Ann Scott†‡ BSc (Hons), PhD  
Research Associate HTA, Institute of Health 
Economics  
Health technology assessment, methodologist 

Edmonton Various# Staff from Charis Management Consulting, Inc. and 
the Institute of Health Economics 
Project coordinator 

Other Members of the Research Team 

Edmonton  Edmonton Dagmara Chojecki MLIS 
Institute of Health Economics 
Information specialist 

*SC members;†Research Team members; ‡Members who participated at the GDG videoconference meetings; #Owing 
to staffing issues, six different people filled this role over the course of the project, including a member of the Research 
Team 

Advisory Committee (AC) Members 

Name Affiliation, Discipline 

Christa Harstall (Chair)  Institute of Health Economics  
Director, Health Technology Assessment  

Paul Taenzer (Chair) Adjunct Clinical Assistant Professor, Faculty of Medicine, University of Calgary  

Michael Aherne Director of Initiative Development  
Pallium Project 

Donna Angus  Director, Knowledge Transfer Initiatives 
Alberta Innovates – Health Solutions 

JoAnne Beckie Alberta Health Services  
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Name Affiliation, Discipline 

Werner Becker Professor, Department of Clinical Neurosciences, University of Calgary  
Alberta Health Services, Calgary 

Joan Berezanski Executive Director 
Clinical Advisory and Research Branch 
Alberta Health  

Robyn Blackadar Executive Director, Knowledge Management  
Quality Practice and Partnerships  
Alberta Health  

Angela Estey Executive Director Chronic Disease 
Specialty Linkages (Children & Adults) 
Alberta Health Services 

Sharon Habermann Alberta Health Services 

Rob Hauptman  Pain Society of Alberta  

Sheila Kelly Manager, Regional Pain Program 
Alberta Health Services 

Gordon Mackie Canadian Headache Society 

Blair MacKinnon Dissemination Coordinator, Primary Care Unit 
Alberta Health 

June Norris Manager, Allied Health Operations 
Public Health, Primary Care and Chronic Disease Management 
Alberta Health Services 

John Parboosingh Professor Emeritus, University of Calgary 
Consultant, Community Learning, PEAK Project 

Douglas Perry Senior Provincial Clinical Advisor 
Clinical Advisory & Research Branch 
Alberta Health 

Saifee Rashiq Associate Professor, Director Division of Pain Medicine,  
Department of Anesthesiology and Pain Medicine 
University of Alberta  

Don Schopflocher Associate Professor & Research Statistician, Faculty of Nursing  
University of Alberta 

Chris Spanswick Pain Medicine/Medical Leader, Alberta Health Services 
Assistant Professor, Department of Anaesthesia, University of Calgary 

Doug Stich Program Director, Toward Optimized Practice 

Susan Ulan Senior Medical Advisor 
College of Physicians & Surgeons of Alberta 

Barry Ulmer Executive Director  
Chronic Pain Association of Canada 

Richard Ward President 
Alberta College of Family Physicians 

Susan Williams Assistant Deputy Minister 
Health Policy and Service Standards Divisions 
Alberta Health  
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Name Affiliation, Discipline 

Paul Woods  Alberta College of Family Physicians  

Michele Zielinski Executive Director 
Clinical Practice Improvement: Quality Performance Improvement 
Alberta Health Services  

Advisory Committee Ex-officio Members 

Name Affiliation, Discipline 

Egon Jonsson Professor, School of Public Health, University of Alberta 
Community Health Sciences, University of Calgary 
Executive Director & CEO, Institute of Health Economics 

Various  Staff from Charis Management Consulting, Inc. and  
the Institute of Health Economics 
Project coordinator 

 



 August, 2013 

Ambassador Program. Guideline for Management of Primary Headache in Adults. Background Document 58 

Figure A.1: Multidisciplinary GDG participation from the Alberta Health Services zones 
(active members) 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
Source: www.albertahealthservices.ca/ahs-map-ahs-zones.pdf 

Edmonton Zone: family physicians (2), occupational therapist/director (1), pharmacist (1), chiropractor (1), HTA 
researcher (1) 

Central Zone: family physicians (2) 

Calgary Zone: family physicians (4), osteopathic physician (1), specialist physicians (neurologists) (2), psychologists (2), 
registered nurse (1), knowledge management specialist (1)  

South Zone: physician (1), physical therapist (1) 
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APPENDIX B: THE GUIDELINE DEVELOPMENT PROCESS—
PARTICIPANTS AND ROLES 

Stakeholder buy-in is essential for implementing and disseminating guidelines, particularly for those 
adapted from pre-existing guidelines. A unique collaborative process was established to ensure that 
all stakeholders had a voice in the guideline adaptation process, which involved multiple committees 
and partnerships (see Figure B.1). 

Figure B.1: Relationships among the committees in the guideline development process 

 
Ambassador Program Directors 
The Ambassador Program Directors were accountable to the IHE and were responsible for the 
fiscal management, reporting, and goal attainment of the project. They also were responsible for 
monitoring and directing the work of the Project Coordinator, who was responsible for the day-to-
day management of the project. 

Project Team 
The Project Team comprised the combined membership of the SC and the Research Team. The 
Project Team provided project oversight, identified areas for methodological development, and 
implemented efficient tracking tools. The Project Team was also responsible for the final editing of 
the guideline recommendations and the development and implementation of the dissemination 
strategy. 

Steering Committee (SC) 
Role 

• Provided operational leadership and fiscal oversight. 

• Provided research information and guided the Research Team. 

• Acted as a secretariat to the GDG and AC. 

Project Team 

Advisory 
Committee 

Steering 
Committee 

Research 
Team 

Guideline Development 
Group 

Ad hoc 
Subcommittees 
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• Provided progress reports to the AC. 

• Wrote or revised guideline recommendations, based on GDG deliberations, for subsequent 
reassessment by the GDG. 

• Responsible for final decisions regarding the wording of the guideline recommendations.  

Membership 

• Clinical ambassadors, health technology assessment expert, and project coordinator. 

The committee met by telephone monthly, or more often as required. It also met face-to-face 
several times to refine the guideline recommendations. As part of the Project Team, members of the 
Research Team attended the majority of the SC meetings.  

Advisory Committee 
Role 

• Provided general project oversight and advised on the strategic direction for the guideline. 

• Advised the SC on the development, implementation, and evaluation of the guideline 

Membership 

• Representatives from the sponsoring agency, the Ministry of Health, the provincial health 
research funder, the Alberta Health Services zones, Alberta Innovates–Health Solutions, the 
provincial Primary Care Network Program, physician regulatory agencies, the provincial 
medical guideline group, established provincial knowledge translation programs, and a 
patient advocacy group. 

This committee met face-to-face twice over 2 years. 

Guideline Development Group (GDG) 
Role 

• Developed the provincial template for the Alberta CPG and point-of-care tools and 
supported their adaptation to the local health system. 

• Reviewed and contextualized each recommendation from the selected seed guidelines and 
requested review of research evidence. 

• Worked in ad hoc subcommittees to analyze supplementary research evidence provided by 
the Research Team. 

Membership 

• This was a multidisciplinary group from across the province (four out of five zones) 
consisting of primary care practitioners (for example neurologists, nurses, pharmacists, 
physicians, physical therapists, psychologists, chiropractors, and occupational therapists), 
physician education leaders, SC members, and Research Team members. 

• The group was representative for the geographical region and was led by two chairpersons 
who attended the videoconference meetings as well as the subcommittee meetings. 
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The GDG met twelve times over 2 years (May 2010 to February 2012) via web conference to assess 
and formulate the recommendations, by telephone for subcommittee meetings, and in one face-to-
face meeting at the beginning of the guideline development process. Some discussions were also 
conducted by email. 

Research Team 
Role 

The Research Team, guided by the SC and the AC, played multiple roles and served various 
functions in the guideline development and implementation process, including: 

• selection and critical appraisal of published guidelines 

• preparation of background documents and development of a system for tracking decision 
points 

• methodological advancement and translation of research evidence 

• active leadership and participation on all committees (AC, SC, GDG) 

• presentation of relevant research information to the GDG 

• co-chairing of subcommittee discussions on selected interventions 

• preparation and condensation of all the materials to expedite the review by the GDG 

• active participation in developing the provincial template for the Alberta CPG and point-of-
care tools 

• participation in the process of writing the guideline documents 

• active engagement in the dissemination plan 

• provision of support to the committee responsible for updating the guideline at two-year 
intervals 

Other Collaborations and Partnerships 
The Toward Optimized Practice (TOP) program is responsible for provincial CPGs and was one of 
the major partners in the Alberta CPG initiative. See Figure B.2 for an outline of the other 
collaborations formed throughout the development of the Alberta CPG. 
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Figure B.2: The Alberta CPG development process  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Knowledge assessment survey for headache management 
conducted among Alberta primary care practitioners 

Comprehensive literature search conducted to identify seed 
guidelines 

64 possible clinical practice guidelines (CPGs) identified; 18 seed 
CPGs selected based on clinical relevance 

Guideline Development Group (GDG) deliberations via web 
conferences 

Knowledge gap identified; research question formulated 
(prevention, diagnosis, and treatment of headache); target 
audience delineated 

Guideline documents written 

Evidence inventory tables with seed CPG recommendations 
developed 

Guideline endorsed 

Guideline reviewed and refined  

AGREE tool used to select 6 good quality ‘seed’ CPGs 

Formation of a multidisciplinary Advisory 
Committee (AC) to provide project oversight 

Input from research librarians 

Input from HTA researchers and methodologists 

Input from two multidisciplinary committees 
(Steering Committee, GDG) 

Collaboration with program responsible for 
provincial guidelines (Toward Optimized Practice) 

Input from external clinical experts 

Input from external clinical experts, lay committee, 
and patients 
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APPENDIX C: EXCLUDED GUIDELINES 
Table C.1: Summary of excluded guidelines 

Publication Reason for exclusion 

Armon C, Evans RW. Addendum to assessment: Prevention of post-lumbar 
puncture headaches current guideline. Report of the Therapeutics and Technology 
Assessment Subcommittee of the American Academy of Neurology. Neurology 
2005;65(4);510-2.  

Guideline focused on specific 
cause of headache  

Best Practice Statement: Management of chronic pain in adults. NHS Quality Improvement 
Scotland; February 2006. Available from: 
www.nhshealthquality.org/nhsqis/files/BPSManage_chronic_pain%20_adults%20(
Feb06).pdf (accessed 29 October 2009). 

Not a guideline  

Bigal ME, Lipton RB. Acute treatment of migraine headache. Current Treatment 
Options in Neurology 2003;5(6):423-30. 

Not a guideline (narrative 
review) 

British Association of Audiovestibular Physicians. Migraine related vertigo: classification 
and diagnostic criteria. November 2008. Available from: 
www.baap.org.uk/docs/2008%20BAAP%20MRV%20classification%20and%20dia
gnosis.pdf (accessed 29 October 2009). 

Target population (adult) not 
stated 

Bunn WB, Garber H. Disease management in migraine: A managed care migraine 
consensus statement. Managed Care Interface 2007;20(SUPPL. A):16-24. 

Did not use International 
Headache Society (IHS) 
diagnostic criteria 
Target population (adult) not 
stated 

Burgunder JM, Finsterer J, Szolnoki Z, Fontaine B, Baets J, Van Broeckhoven C, et 
al. EFNS guidelines on the molecular diagnosis of channelopathies, epilepsies, 
migraine, stroke, and dementias. European Journal of Neurology. 2010;17(5):641-8.  

Guideline; did not meet 
Ambassador inclusion criteria  

Cassina M, Di Gianantonio E, Toldo I, Battistella PA, Clementi M. Migraine 
therapy during pregnancy and lactation. Expert Opinion on Drug Safety. 2010;9(6):1-12. 

Not a guideline (narrative 
review) 

Derby hospitals NHS Foundation Trust. Guidelines for the management of migraine. 2005. 
Available from: 
www.derbyshirecountypct.nhs.uk/content/files/Clinical%20Guidelines/Migraine%
20version%201.5.pdf (accessed 28 October 2009). 

Guidelines for inpatient care 

Dodick D, Lipton RB, Martin V, Papademetriou V, Rosamond W, 
MaassenVanDenBrink A, et al. Consensus statement: cardiovascular safety profile 
of triptans (5-HT agonists) in the acute treatment of migraine. Headache 
2004;44(5):414-25. 

Target population (adult) not 
stated 

Dowson AJ, Lipscombe S, Sender J, Rees T, Watson D on behalf of the MIPCA 
Migraine Guidelines Development Group. New guidelines for the management of 
migraine in primary care. Current Medical Research and Opinion 2002;18(7):414-39. 

Target population (adult) not 
stated 

Dowson AJ, Sender J, Lipscombe S, Cady RK, Tepper SJ, Smith R, et al. 
Establishing principles for migraine management in primary care. International Journal 
of Clinical Practice 2003;57(6):493-507. 

Target population (adult) not 
stated 

Edlow JA, Panagos PD, Godwin SA, Thomas TL, Decker WW. American College 
of Emergency Physicians. Clinical policy: critical issues in the evaluation and 
management of adult patients presenting to the emergency department with acute 
headache. Annals of Emergency Medicine 2008;52(4):407-36. 

Guideline focused on patients 
with headache presenting to the 
emergency department  

  

http://www.library.nhs.uk/GUIDELINESFINDER/ViewResource.aspx?resID=143909&tabID=288�
http://www.library.nhs.uk/GuidelinesFinder/ViewResource.aspx?resID=123359&tabID=288�
http://www.library.nhs.uk/GuidelinesFinder/ViewResource.aspx?resID=123359&tabID=288�
http://www.library.nhs.uk/GuidelinesFinder/ViewResource.aspx?resID=123359&tabID=288�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Dodick%20D%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Lipton%20RB%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Martin%20V%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Papademetriou%20V%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Rosamond%20W%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
http://www.ncbi.nlm.nih.gov/pubmed?term=%22MaassenVanDenBrink%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstract�
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Evans RW, Armon C, Frohman EM, Goodin DS. Assessment: prevention of post–
lumbar puncture headaches: report of the Therapeutics and Technology Assessment 
Subcommittee of the American Academy of Neurology. Neurology 2000;55(7):909-
14. 

Guideline focused on specific 
cause of headache 

Evans RW, Tepper SJ, Shapiro RE, Sun-Edelstein C, Tietjen GE. The FDA alert on 
serotonin syndrome with use of triptans combined with selective serotonin reuptake 
inhibitors or selective serotonin-norepinephrine reuptake inhibitors: American 
Headache Society position paper. Headache 2010;50(6):1089-99.  

Not a guideline (position paper) 

Evers S, Afra J, Frese A, Goadsby PJ, Linde M, May A, et al. EFNS guideline on the 
drug treatment of migraine—report of an EFNS task force. European Journal of 
Neurology 2006;13(6):560-72.  
Included a revised report (guideline) published in 2009.  

Target population (adult) not 
stated, but has a special section 
on children and adolescents 

Evers S. Treatment of migraine with prophylactic drugs. Expert Opinion on 
Pharmacotherapy 2008; 9(15):2565-73. 

Target population (adult) not 
stated 
Single author  

Freeman MC. Migraine-preventive medications: Guidelines for success. Headache and 
Pain: Diagnostic Challenges, Current Therapy 2006;17(2):83-9. 

Target population (adult) not 
stated 
Single author 

Fumal A, Schoenen J. Current migraine management—patient acceptability and 
future approaches. Journal of Neuropsychiatric Disease and Treatment 2008;4(6):1043-57. 

Not a guideline 

Garza I, Swanson JW. Prophylaxis of migraine. Journal of Neuropsychiatric Disease and 
Treatment 2006;2(3):281-91. 

Not a guideline 

Glover C. Guidelines for community pharmacists on the management of headache. 
Pharmaceutical Journal 2008;280(7493):311-18. 

Target population (adult) not 
stated 

Gronseth G, Cruccu J, Alksne C, Argoff M, Brainin K, Burchiel T, et al. Report of 
the Quality Standards Subcommittee of the American Academy of Neurology and 
the European Federation of Neurological Studies. Practice Parameter: The 
diagnostic evaluation and treatment of trigeminal neuralgia (an evidence-based 
review). Neurology 2008;71(15);1183-90. 

Target population (adult) not 
stated 

Haag G, Diener HC, May A, Meyer C, Morck H, Straube A, et al. Self-medication 
of migraine and tension-type headache: summary of the evidence-based 
recommendations of the Deutsche Migraine und Kopfschmerzgesellschaft 
(DMKG), the Deutsche Gesellschaft fur Neurologie (DGN), the Osterreichische 
Kopfschmerzgesellschaft (OKSG) and the Schweizerische Kopfwehgesellschaft 
(SKG). The Journal of Headache and Pain 2011;12(2):201-17.  

Guideline; treatment of 
headaches initiated by the 
patients themselves without any 
consultation with their physician 
Target population (adult) not 
stated 

Holroyd KA, Drew JB. Behavioral approaches to the treatment of migraine. 
Seminars in Neurology 2006; 26(2):199-207. 

Did not use IHS diagnostic 
criteria 

Institute for Clinical Systems Improvement (ICSI). Diagnosis and treatment of headache. 
Bloomington (MN): ICSI; March 2009. Available from: 
www.icsi.org/headache/headache__diagnosis_and_treatment_of_2609.html 
(accessed 22 October 2009). 
January 2011 update: Institute for Clinical Systems Improvement (ICSI). Diagnosis 
and treatment of headache. Bloomington (MN): ICSI; 2011. Available from: 
www.icsi.org/headache/headache__diagnosis_and_treatment_of_2609.html 
(accessed 17 June 2011). 

Target population included 
patients 12 years of age and 
older 
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Lewis D, Ashwal S, Hershey A, Hirtz D, Yonker M, Silberstein S, et al. Practice 
parameter: pharmacological treatment of migraine headache in children and 
adolescents: report of the American Academy of Neurology Quality Standards 
Subcommittee and the Practice Committee of the Child Neurology Society Neurology 
2004;63(12);2215-24.  

Guideline; did not focus on adult 
population  

Lewis DW, Ashwal S, Dahl G, Dorbad D, Hirtz D, Prensky A, et al. Practice 
parameter: evaluation of children and adolescents with recurrent headaches: report 
of the Quality Standards Subcommittee of the American Academy of Neurology 
and the Practice Committee of the Child Neurology Society Neurology 
2002;59(4);490-8.  

Guideline; did not focus on adult 
population 

Lipscombe S, Rees T, Dowson AJ. Tailoring Migraine Management in Primary Care 
to the Needs of the Individual Patient. Headache Care 2004;1(2);147-57. 

Target population (adult) not 
stated 

Mannix LK. Comorbidities of migraine. 2004. Available from: 
www.headaches.org/pdf/CME_Mono02.pdf (accessed 28 October 2009). 

Monograph  

Marcus DA. Manual for headache management. Headache Quarterly 2002;13(2):97-
103. 

Target population (adult) not 
stated 
Single author 

National Headache Foundation. 2006. 
NHF Migraine Prevention Summit Proceedings 
Issue 1: Overview of Migraine 
Issue 2: The Importance of Communicating With Patients 
Issue 3: Impact of Migraine: Evaluating Patient Disability 
Issue 4: Advances in Preventive Therapies for Migraine 
Available from: www.headaches.org/ (accessed 28 October 2009). 

Monographs  

National Health Service (NHS). Institute for Innovation and Improvement Clinical 
Knowledge Summaries: Headache tension type. Last revised August 2009. Available from: 
www.cks.nhs.uk/headache_tension_type#-386639 (accessed 29 October 2009). 

Target population included 
patients 6 years and older  

National Health Service (NHS). Institute for Innovation and Improvement. Clinical 
Knowledge Summaries: Headache assessment. July 2005. Available from: 
www.cks.nhs.uk/headache_assessment#-362886 (accessed 29 October 2009). 

Target population included 
patients 6 years and older  

National Health Service (NHS). Institute for Innovation and Improvement. Clinical 
Knowledge Summaries: Headache medication overuse. Last revised August 2009. Available 
from: www.cks.nhs.uk/headache_medication_overuse#386525001 (accessed 29 
October 2009). 

Target population included 
patients 12 years and older 
(adolescents and adults) 

National Institute for Health and Clinical Excellence (NICE). Stereotactic radiosurgery 
for trigeminal neuralgia using the gamma knife. August 2004. Available from: 
www.nice.org.uk/nicemedia/pdf/ip/IPG085guidance.pdf (accessed 29 October 
2009). 

Not a primary care intervention 

National Institute for Health and Clinical Excellence (NICE). Trigeminal neuralgia—
Management. November 2008. Available from: 
www.cks.nhs.uk/trigeminal_neuralgia#-339540 (accessed 19 November 2009). 

Clinical expert considered 
trigeminal neuralgia to be within 
the purview of specialists only 
and not appropriate for a 
primary care guideline 

  

http://www.library.nhs.uk/GuidelinesFinder/ViewResource.aspx?resID=57561&tabID=288�
http://www.library.nhs.uk/GuidelinesFinder/ViewResource.aspx?resID=57561&tabID=288�
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Naumann M, So Y, Argoff CE, Childers MK, Dykstra DD, Gronseth GS, et al. 
Therapeutics and Technology Assessment Subcommittee of the American Academy 
of Neurology. Assessment: Botulinum neurotoxin in the treatment of autonomic 
disorders and pain (an evidence-based review): report of the Therapeutics and 
Technology Assessment Subcommittee of the American Academy of Neurology. 
Neurology 2008;70(19):1707-14. 

Target population (adult) not 
stated 

Olesen J, Bousser MG, Diener HC, Dodick D, First M, Goadsby PJ, et al. New 
appendix criteria open for a broader concept of chronic migraine. Cephalalgia 
2006;26(6):742-6.  

Not a guideline  

Saper JR, Lake AE 3rd, Bain PA, Stillman MJ, Rothrock JF, Mathew NT, et al. A 
practice guide for continuous opioid therapy for refractory daily headache: patient 
selection, physician requirements, and treatment monitoring. Headache. 
2010;50(7):1175-93. 

Based on Saper and Lake (2008) 
Did not use the IHS diagnostic 
criteria 

Saper JR, Lake AE. Continuous opioid therapy (COT) is rarely advisable for 
refractory chronic daily headache: Limited efficacy, risks, and proposed guidelines. 
Headache 2008;48(6):838-49. 

Did not use the IHS diagnostic 
criteria 

Saper JR, Lake AE. Sustained opioid therapy should rarely be administered to 
headache patients: Clinical observations, literature review, and proposed guidelines. 
Headache Currents 2006;3(3):67-70.  

Did not use the IHS diagnostic 
criteria 

Schroeder BM. AAFP/ACP-ASIM release guidelines on the management and 
prevention of migraines. American Family Physician 2003;67(6):1392-7. 
Same as Snow et al. (2002) (see Table C.2). 

Target population (adult) not 
stated 

Silberstein SD. Treatment recommendations for migraine. Nature Clinical Practice 
Neurology 2008; 4(9):482-9. 

Target population (adult) not 
stated 
Single author  

Taylor FR, Kaniecki RG. Symptomatic treatment of migraine: when to use 
NSAIDs, triptans, or opiates. Current Treatment Options in Neurology 2011;13(1):15-27. 

Not a clinical practice guideline 
(narrative review) 

Torelli P, Campana V, Cervellin G, Manzoni GC. Management of primary 
headaches in adult emergency departments: A literature review, the Parma ED 
experience and a therapy flow chart proposal. Neurological Sciences 2010;31(5):545-53. 

Proposal of recommendations 
for headaches in adults in 
emergency departments  

University of Warwick. Headache. University of Warwick, Joint Royal Colleges 
Ambulance Liaison Committee; 2007. Available from: 
www2.warwick.ac.uk/fac/med/research/hsri/emergencycare/prehospitalcare/jrcal
cstakeholderwebsite/guidelines/headache_2006.pdf (accessed 29 October 2009). 

Guidelines for emergency 
ambulance crews  

Van Kleef M, Lataster A, Narouze S, Mekhail N, Geurts JW, Van Zundert J. 
Evidence-based interventional pain medicine according to clinical Diagnoses. 2. 
Cluster headache. Pain Practice 2009; 9(6):435-42. 

Guideline; does not provide any 
recommendations on treatments 
used in primary care 

Wenzel RG, Sarvis CA, Krause ML. Over-the-counter drugs for acute migraine 
attacks: literature review and recommendations. Pharmacotherapy 2003;23(4):494-505. 

Clinical expert considered the 
guideline too pharmacy-focused 

Wheeler SD. phenotype-driven preventive strategies for migraine and other 
headaches. Neurologist 2009; 15(2):59-70. 

Not a guideline (narrative 
review, secondary and tertiary 
care) 

VA/DoD clinical practice guideline for the management of opioid therapy for chronic pain. 
Guideline summary. Washington (DC): Department of Veterans Affairs (U.S.); 2010. 
Available from: www.healthquality.va.gov/COT_312_Full-er.pdf (accessed 20 May 
2011). 

Did not use IHS diagnostic 
criteria 

javascript:AL_get(this,%20'jour',%20'Pharmacotherapy.');�
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Chen YY, Chen HM, Chen WH, Chen WT, Fuh JL, Juang KD, et al. Neuroimaging 
guidelines in nonacute headaches: Treatment guideline subcommittee of the Taiwan 
headache society. Acta Neurologica Taiwanica 2010;19(2):137-44.  

Chinese language  

Pearlman SH, Dodick DW. Therapeutic guidelines for headache. Handbook of Clinical 
Neurology 2010; 97:183-194. 

Review of other guidelines’ 
recommendations; includes 
additional published research 
evidence 

Sances G, Catarci T. Management of headache patients. Handbook of Clinical 
Neurology 2010; 97:127-35.  

Review of available clinical 
practice guidelines 

Table C.2: Guidelines excluded after review by the Steering Committee  

Publication Reason for exclusion 

E1 
National Health Service (NHS) Institute for Innovation and Improvement. Clinical 
Knowledge Summaries: Headache—cluster. London, UK: NHS; 2009. Available from: 
www.cks.nhs.uk/headache_cluster (accessed 24 November 2009). 

Low score on AGREE tool 
(average quality) 

E2 
Jordan JE, Seidenwurm DJ, Davis PC, Brunberg JA, De La Paz RL, Dormont PD, 
et al. Expert Panel on Neurologic Imaging. Headache. Reston (VA): American 
College of Radiology; 2006. Available from: www.acr.org/ac (accessed 22 October 
2009). 

Target population (adult) not 
stated 
Did not use International 
Headache Society (IHS) 
diagnostic criteria 
Low score on AGREE tool 
(average quality) 

E3 
Steiner TJ, Paemeleire K, Jensen R, Valade D, Savi L, Lainez MJ, et al. European 
principles of management of common headache disorders in primary care. Journal 
of Headache Pain 2007;8 Suppl 1:S3-47. 

Included children and adults, 
although not clearly stated in 
introduction (some separate 
information on adults and 
children)  
Low score on AGREE tool 
(average quality) 

E4 
Sandrini G, Friberg L, Janig W, Jensen R, Russell D, Sanchez del Rio M, et al. 
Neurophysiological tests and neuroimaging procedures in non-acute headache: 
guidelines and recommendations. European Journal of Neurology 2004;11(4):217-24. 
2011 update: Sandrini G, Friberg L, Coppola G, Janig W, Jensen R, Kruit M, et al. 
Neurophysiological tests and neuroimaging procedures in non-acute headache 
(2nd edition). European Journal of Neurology 2011;18(3): 373-81.  

Target population (adult) not 
stated 
Recommendations mention 
paediatric patients 
Low score on AGREE tool 
(average quality) 

E5 
Snow V, Weiss K, Wall EM, Mottur-Pilson C, for the American Academy of 
Family Physicians and the American College of Physicians–American Society of 
Internal Medicine. Pharmacologic management of acute attacks of migraine and 
prevention of migraine headache. Annals of Internal Medicine 2002;137(10):840-9.  

Target population (adult) not 
stated 
Low score on AGREE tool 
(average quality) 

E6 
Migraine in Primary Care Advisors (MIPCA). Guidelines for the management of migraine 
in primary care. Second edition. Number 8; January 2004. Available from: 
www.mipca.org.uk/pdf/newsletters/NL8_Guidelines_2ndEd.pdf (accessed 29 
October 2009). 

Target population (adult) not 
stated 
Low score on AGREE tool 
(average quality)  

  

http://www.library.nhs.uk/GUIDELINESFINDER/ViewResource.aspx?resID=102703&tabID=288�
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E7 
Inland Empire Health Plan. Clinical practice guideline for the diagnosis and management of 
migraine. February 2007. Available from: 
http://ww2.iehp.org/NR/rdonlyres/1F37DF38-6D3C-4761-AFA7-
81939F4B3478/0/Migraine.pdf; 
http://216.25.88.43/upload/NS_BASH/Shared_care_prescribing_guidelines.pdf 
(accessed 28 October 2009). 
November 2010 update: Available from: 
http://ww2.iehp.org/NR/rdonlyres/1F37DF38-6D3C-4761-AFA7-
81939F4B3478/0/Migraine.pdf (accessed 20 May 2011). 

Target population (adult) not 
stated 
Low score on AGREE tool 
(average quality) 

E8 
British Association for the Study of Headache. Guidelines for all healthcare professionals 
in the diagnosis and management of migraine, tension-type, cluster and medication-overuse 
headache. January 2007. Available from: 
http://216.25.88.43/upload/NS_BASH/BASH_guidelines_2007.pdf; 
http://216.25.88.43/upload/NS_BASH/Shared_care_prescribing_guidelines.pdf 
(accessed 28 October 2009). 
2010 update: Available from: 
http://217.174.249.183/upload/NS_BASH/2010_BASH_Guidelines.pdf 
(accessed 20 May 2011). 

Some information on children as 
well adults. Delineation is not 
consistent throughout the 
document. 
Low score on AGREE tool (poor 
quality) 

E9 
National Headache Foundation. Standards of care for headache diagnosis and treatment. 
5th Edition. Chicago (IL): National Headache Foundation; 2008.  

Target population (adult) not 
stated; has a separate chapter on 
pediatric migraine 
Low score on AGREE tool (poor 
quality) 

E10 
Macintyre PE, Schug SA, Scott DA, Visser EJ, Walker SM; APM:SE Working 
Group of the Australian and New Zealand College of Anaesthetists and Faculty of 
Pain Medicine. Acute Pain Management: Scientific Evidence. 3rd edition. Melbourne, 
Australia: ANZCA and FPM; 2010. Available from: 
www.anzca.edu.au/resources/books-and-publications/acutepain.pdf (accessed 8 
September 2010). 

Did not use IHS diagnostic 
criteria  
Low score on AGREE tool 
(average quality) 
Note: Could be used as a background 
reference for the recommendations on 
drugs in pregnancy 

E11 
Finnish Medical Society Duodecim. Systemic diseases in pregnancy. In: EBM 
Guidelines. Evidence-Based Medicine [Internet]. Helsinki, Finland: Wiley 
Interscience, John Wiley & Sons; 2007. Available from: 
www.guideline.gov/content.aspx?id=11046 (accessed 8 September 2010). 

Did not use IHS diagnostic 
criteria  
Low score on AGREE tool (poor 
quality) 

E12 
Francis GJ, Becker WJ, Pringsheim TM. Acute and preventive pharmacologic 
treatment of cluster headache. Neurology 2011;75:463-73. 

Low score on AGREE tool 
(average quality)  
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APPENDIX D: MODIFICATIONS MADE TO THE AGREE TOOL1 
Examples of the detailed instructions constructed using logical operators (AND, OR, NOT) for the 
AGREE tool items are listed below. 

Item 7 – Piloted among target users 

4 – Guideline piloted among target users and methods reported. 

3 – Guideline piloted among target users but methods not reported. 

2 – Unclear. 

1 – Guideline not piloted among target users. 

Item 8 – Systematic methods used to search for evidence 

 Information about the search terms used, sources consulted, and date limits of the 
literature searches should be provided. 

4 – All three elements (search terms, sources, date limits) reported. 

3 – Two elements reported. 

2 – Unclear or only one element reported. 

1 – Information is not provided about the methods used to search for evidence. 

Item 16 – Different management options presented 

4 – Different management options were considered to be adequately presented if the 
comparators for each intervention were stated in the guideline (for example, 
sumatriptan is more effective than naratriptan in patients with migraine). 

3 – The comparators were stated for only some of the interventions. 

2 – Unclear. 

1 – The comparators for the interventions were not stated. 

Item 19 – Organizational barriers discussed 

4 – Not applicable or organizational barriers discussed and required changes outlined. 

3 – Organizational barriers mentioned but required changes not outlined. 

2 – Unclear. 

1 – Organizational barriers not discussed. 

References 
1. Scott NA, Moga C, Harstall C. Making the AGREE tool more user friendly: the feasibility of a 

user guide based on Boolean operators. Journal of Evaluation in Clinical Practice 2009;15(6):1061-
73. 
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APPENDIX E: INCLUDED SEED GUIDELINES* 
Table E.1: Summary of included seed guidelines 

Guideline, Country  
Type of Headache, Definition; Target Population;  
Intended Users; Setting; Focus 

Source Database  
Clinical Algorithms 

G1  
USA  
469 references 

Type of headache: Migraine  
Target population: Adults  
Setting: Primary care setting  
Intended users: Not stated  
Focus: Diagnostic testing (primarily neuroimaging studies), 
pharmacological management of acute attacks, migraine-preventive 
drugs, and behavioural and physical treatments  

Source: Google 
Clinical algorithm: 
Available  

G2 
Europe 
193 references 
(excluded references for 
pregnant women and 
children) 

Type of headache: Migraine 
Target population: Age not stated (has a separate section that briefly 
discusses children and adolescents) 
Setting: Not stated 
Intended users: Not stated 
Focus: Drug treatment 

Source: PubMed  
Clinical algorithm: 
Not available 

G3 
France  
51 references on adults 
(total references 59)  
Note: Article publication 
summarizes the 
guideline; entire 
guideline is available in 
French  

Type of headache: Migraine  
Target population: Adults (aged 18 to 65 years) and children (aged 5 
to 17 years) presented separately  
Setting: Not stated  
Intended users: General practitioners, specialists, pharmacists  
Focus: Diagnosis and management 

Source: PubMed  
Clinical algorithm: 
Not available 

G4 
United Kingdom 
275 references 

Type of headache: Migraine, tension-type headache, trigeminal 
autonomic cephalalgias, medication-overuse headache 
Target population: Adults  
Setting: Primary and secondary care  
Intended users: General practitioners, community pharmacists, 
patients with headache, opticians, dental practitioners 
Focus: Diagnosis and management  

Source: United 
Kingdom National 
Library for Health 
Guidelines 
Clinical algorithm: 
Not available 

G5 
Europe 
143 references 

Type of headache: Cluster headache and the other trigeminal 
autonomic cephalalgias 
Target population: Age not stated 
Setting: Not stated 
Intended users: Physicians 
Focus: Prevention, management, and treatment 

Source: PubMed 
Clinical algorithm: 
Not available 

G6  
Europe 
129 references 

Type of headache: Tension-type headache  
Target population: Adults  
Setting: Not stated  
Intended users: Clinical neurologists, other health care professionals 
and healthcare providers  
Focus: Drug treatment  

Source: PubMed 
(update search, August 
2010) 
Clinical algorithm: 
Not available 

* Guidelines are not presented in any specific order. The identifiers (G1, G2, etc.) have been randomly assigned for the 
purpose of organization only. 
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References for Included Seed Guidelines 
G1  
USA 

US Headache Consortium. Evidence-based guidelines for migraine headache. US Headache Consortium Guidelines. St 
Paul (MN): US Headache Consortium; 2000. Available from: 
https://www.americanheadachesociety.org/professionalresources/USHeadacheConsortiumGuidelines.a
sp (accessed 24 November 2009). 
Companion documents:  
Program description and methods: Available from: 
www.aan.com/professionals/practice/pdfs/gl0086.pdf (accessed 31 January 2012). 
Frishberg BM, Rosenberg JH, Matchar DB, McCrory DC, Pietrzak MP, Rozen TD, et al. Evidence based 
guidelines in the primary care setting: neuroimaging in patients with non-acute headache. Available from: 
www.aan.com/professionals/practice/pdfs/gl0088.pdf (accessed 31 January 2012). 
Matchar DB, Young WB, Rosenberg JH, Pietrzak MP, Silberstein SD, Lipton RB, et al. Evidence-based 
guidelines for migraine headache in the primary care setting: pharmacological management of acute attacks. Available 
from: www.aan.com/professionals/practice/pdfs/gl0087.pdf (accessed 31 January 2012). 
Ramadan NM, Silberstein SD, Freitag FG, Gilbert TT, Frishberg BM. Evidence-based guidelines for migraine 
headache in the primary care setting: pharmacological management for prevention of migraine. Available from: 
www.aan.com/professionals/practice/pdfs/gl0090.pdf (accessed 31 January 2012). 
Campbell JK, Penzien DB, Wall EM. Evidence-based guidelines for migraine headache: behavioral and physical 
treatments. Available from: www.aan.com/professionals/practice/pdfs/gl0089.pdf (accessed 31 January 
2012). 
Patient summary: Available from: 
www.aan.com/professionals/practice/guidelines/migraine/Migraine_Guide_Patients.pdf (accessed 31 
January 2012). 
Summary guideline: Available from: https://www.aan.com/practice/guideline/uploads/120.pdf 
(accessed 31 January 2012). 
Summary report: Available from: www.neurology.org/cgi/reprint/55/6/754.pdf (accessed 31 January 
2012). 
AAN Encounter Kit—Headache: Available from: www.aan.com/go/practice/quality/headache 
(accessed 31 January 2012). 
Algorithm for imaging: Available from: www.aan.com/go/practice/quality/headache (accessed 31 
January 2012). 

G2  
Europe  

Evers S, Afra J, Frese A, Goadsby PJ, Linde M, May A, et al. EFNS guideline on the drug treatment of 
migraine--revised report of an EFNS task force. European Journal of Neurology 2009;16(9):968-81. Available 
from: www.efns.org/fileadmin/user_upload/CME_articles/CME_article_2009_September.pdf; 
www.efns.org/fileadmin/user_upload/guidline_papers/EFNS_guideline_2009_drug_treatment_of_migr
aine.pdf (accessed 31 January 2012). 
Companion documents:  
Information about the Task Force and methods: Available from: www.efns.org/EFNS-Guideline-
Papers.270.0.html; 
www.efns.org/fileadmin/user_upload/guidline_papers/EFNS_guideline_2004_neurological_manageme
nt_guidelines.pdf (accessed 31 January 2012). 
Complete summary by the National Guideline Clearinghouse (NGC): Available from: 
http://guideline.gov/content.aspx?f=rss&id=24517 (accessed 31 January 2012). 

G3 
France  

Géraud G, Lantéri-Minet M, Lucas C, Valade D; French Society for the Study of Migraine Headache 
(SFEMC). French guidelines for the diagnosis and management of migraine in adults and children. 
Clinical Therapeutics 2004;26(8):1305-18. 
Companion documents (French language): 
Available from: www.has-sante.fr/portail/jcms/c_272212/prise-en-charge-diagnostique-et-
therapeutique-de-la-migraine-chez-ladulte-et-chez-lenfant-aspects-cliniques-et-economiques (accessed 10 
December 2009). 
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G4 
United 
Kingdom 

Scottish Intercollegiate Guidelines Network (SIGN). Diagnosis and management of headache in adults. 
Edinburgh, Scotland: SIGN; 2008. Available from: www.sign.ac.uk/guidelines/fulltext/107/index.html; 
www.sign.ac.uk/pdf/sign107.pdf (accessed 24 November 2009). 
Quick reference guide: Available from: www.sign.ac.uk/pdf/qrg107.pdf (accessed 30 October 2009). 
Summary: Available from: 
www.bmj.com/cgi/section_pdf/337/nov20_1/a2329.pdf?ijkey=TPs6QosisH0tqqF&keytype=ref 
(accessed 30 October 2009). 
Methods: Available from: www.sign.ac.uk/pdf/sign50.pdf (accessed 31 January 2012). 

G5 
Europe  

May A, Leone M, Afra J, Linde M, Sandor PS, Evers S, et al. EFNS guidelines on the treatment of cluster 
headache and other trigeminal-autonomic cephalalgias. European Journal of Neurology 2006;13(10):1066-77. 
Available from: 
www.efns.org/fileadmin/user_upload/guidline_papers/EFNS_guideline_2006_cluster_headache_and_o
ther_trigeminal_autonomic.pdf (accessed 29 October 2009). 
Companion documents: 
Complete summary by the National Guideline Clearinghouse (NGC): Available from: 
www.guideline.gov/summary/pdf.aspx?doc_id=10471&stat=1&string (accessed 29 October 2009). 
Information about the Task Force and methods: Available from: www.efns.org/EFNS-Guideline-
Papers.270.0.html; 
www.efns.org/fileadmin/user_upload/guidline_papers/EFNS_guideline_2004_neurological_manageme
nt_guidelines.pdf (accessed 31 January 2012). 

G6 
Europe 

Bendtsen L, Evers S, Linde M, Mitsikostas DD, Sandrini G, Schoenen J. EFNS guideline on the 
treatment of tension-type headache—Report of an EFNS task force. European Journal of Neurology 
2010;17(11)1318-25. Available from: 
www.efns.org/fileadmin/user_upload/CME_articles/CME_article_2010_November.pdf (accessed 29 
October 2009). 
Companion documents:  
Information about the Task Force and methods: Available from: www.efns.org/EFNS-Guideline-
Papers.270.0.html; 
www.efns.org/fileadmin/user_upload/guidline_papers/EFNS_guideline_2004_neurological_manageme
nt_guidelines.pdf (accessed 31 January 2012). 
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APPENDIX F: CRITICAL APPRAISAL RESULTS (MODIFIED AGREE TOOL) 
Table F.1: Standardized domain scores, AGREE (%)—included seed guidelines 

AGREE domain* 

G1† (USA) 
M 

(D/Ma/T/P) 

G2 (Europe) 
M 

(Ma/T) 

G3 (France) 
M 

(D/Ma/T/P) 

G4 (UK) 
M, TT, C, O 

(D/E/Ma/T/P) 

G5 (Europe) 
C 

(Ma/T/P) 

G6 (Europe) 
TT 

(T/P) 

Scope and purpose 94 78 100 100 78 83 

Stakeholder involvement  29 38 42 75 38 50 

Rigor of development  76 83 81 76 83 79 

Clarity and presentation  100 75 96 100 71 75 

Applicability  22 33 67 67 6 0 

Editorial independence  50 100 67 92 100 100 

AGREE – Appraisal of Guidelines for Research and Evaluation 
Type of headache: C – cluster headache; M – Migraine; O – other primary headaches; TT – tension-type headache 
Focus: D – diagnosis; E – evaluation; Ma – management; T – treatment; P – prophylaxis 
 
* Two reviewers undertook the quality assessments independently 
†  See Appendix E for seed guideline references 
 
Note: Guidelines are not presented in any specific order. The identifiers (G1, G2, etc.) have been randomly assigned for the purpose of organization only. 
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Table F.2: Standardized domain scores, AGREE (%)—guidelines excluded by the Steering Committee 

AGREE 
domain* 

E1† 
(UK) 

C 
(D/Ma

) 

E2 
(USA) 

H 
(D) 

E3 
(Europe) 

H 
(D/T) 

E4 
(Europe) 

H 
(D) 

E5 
(USA) 

M 
(Ma/P) 

E6 
(UK) 

M 
(D/Ma/

T) 

E7 
(USA) 
2007 
M 

(D/Ma) 

E8 
(UK) 
2007 

M, TT,  
C, O 

(D/Ma) 

E9 
(USA) 
2008 

M, TT,  
C, O 

(D/T/P) 

E10 
(ANZ) 

2010 
M, TT, C 
(Ma/T) 

E11 
(Finland) 

2007 
M 

(Ma/T) 

E12 
(Canada) 

C 
(T/P) 

Scope and 
purpose 89 78 83 78 72 78 44 50 78 67 61 94 

Stakeholder 
involvement  50 42 67 33 42 50 13 33 21 63 33 21 

Rigor of 
development  71 52 48 52 31 38 36 40 24 79 29 57 

Clarity and 
presentation  96 96 67 67 92 88 50 79 54 96 46 75 

Applicability  61 50 61 22 0 0 56 61 33 0 0 0 

Editorial 
independence  50 42 100 42 50 33 17 8 17 33 25 67 

AGREE – Appraisal of Guidelines for Research and Evaluation; ANZ – Australia/New Zealand 
Type of headache: C – cluster headache; H – headache; M – Migraine; O – other primary headaches; TT – tension-type headache 
Focus: D – diagnosis; E – evaluation; Ma – management; T - treatment; P – prophylaxis 
 
* Two reviewers undertook the quality assessments independently 
† See Appendix C, Table C.2 for excluded guidelines references  
Note: Guidelines are not presented in any specific order. The identifiers (G1, G2, etc.) have been randomly assigned for the purpose of organization only. 
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Table F.3: Average quality score based on seven designated quality criteria—included seed guidelines 

AGREE domain 

G1* (USA) 
M 

(D/Ma/T/P) 

G2 (Europe) 
M 

(Ma/T) 

G3 (France) 
M 

(D/Ma/T/P) 

G4 (UK) 
M, TT, C, O 

(D/E/Ma/T/P) 

G5 (Europe) 
C 

(Ma/T/P) 

G6 (Europe) 
TT 

(T/P) 

Main score  23 26.5 24.5 25.5 26 25.5 

Quality rating† Good Good Good Good Good Good 

AGREE – Appraisal of Guidelines for Research and Evaluation  
Type of headache: C – cluster headache; M – Migraine; O – other primary headaches; TT – tension-type headache 
Focus: D – diagnosis; E – evaluation; Ma – management; T – treatment; P – prophylaxis 
 
* See Appendix E for seed guidelines references.  
† Two reviewers rated guidelines independently with respect to the following essential quality criteria: how well their methods excluded bias by examining the search 
strategy used; how the recommendations were formulated and presented; whether the recommendations were directly linked to the evidence; the external review 
process; and whether conflicts of interest and funding sources were reported. The guidelines were rated as follows:  

Good 22 to 28 points 
Average 15 to 21 points 
Poor  0 to 14 points 

Note: Guidelines are not presented in any specific order. The identifiers (G1, G2, etc.) have been randomly assigned for the purpose of organization only. 



 August, 2013 

Ambassador Program. Guideline for Management of Primary Headache in Adults. Background Document 76 

Table F.4: Average quality score based on seven designated quality criteria—guidelines excluded by the Steering 
Committee 

AGREE 
domain* 

E1* 
(UK) 

C 
(D/Ma) 

E2 
(USA) 

H 
(D) 

E3 
(Europe

) 
H 

(D/T) 

E4 
(Europe

) 
H 

(D) 

E5 
(USA) 

M 
(Ma/P) 

E6 
(UK) 

M 
(D/Ma/

T) 

E7 
(USA) 
2007 
M 

(D/Ma) 

E8 
(UK) 
2007 

M, TT,  
C, O 

(D/Ma) 

E9 
(USA) 
2008 

M, TT,  
C, O 

(D/T/P) 

E10 
(ANZ) 

2010 
M, TT, C 
(Ma/T) 

E11 
(Finland) 

2007 
M 

(Ma/T) 

E12 
(Canada) 

C 
(T/P) 

Main score 21 18.5 18.5 17.5 16.5 16.5 15 13.5 12.5 21.0 13.0 20.5 

Quality rating†  
Average  Average Average Average Average  Average  Average Poor  Poor  Average Poor Average 

AGREE – Appraisal of Guidelines for Research and Evaluation; ANZ – Australia/New Zealand  
Type of headache: C – cluster headache; H – headache; M – Migraine; O – other primary headaches; TT – tension-type headache 
Focus: D – diagnosis; E – evaluation; Ma – management; T – treatment; P – prophylaxis 
 
* See Appendix C, Table C.2 for excluded guidelines references. 
†  Two reviewers rated guidelines independently with respect to the following essential quality criteria: how well their methods excluded bias by examining the search 
strategy used; how the recommendations were formulated and presented; whether the recommendations were directly linked to the evidence; the external review 
process; and whether conflicts of interest and funding sources were reported. The guidelines were rated as follows:  

Good 22 to 28 points 
Average 15 to 21 points 
Poor  0 to 14 points 

Note: Guidelines are not presented in any specific order. The identifiers (G1, G2, etc.) have been randomly assigned for the purpose of organization only. 
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APPENDIX G: INVENTORY OF GUIDELINE RECOMMENDATIONS* 
In navigating the tables, please note the following. 

1. The recommendations are grouped as follows: 
• Diagnosis and investigation: primary headache (Table G.1a), secondary headache (Table G.1b), 

assessment tools (Table G.1c), clinical investigations (Table G.1d) 
• Acute migraine—pharmacological interventions: acute migraine (Table G2.a), menstrual migraine (Table 

G.2b), migraine in pregnancy (Table G.2c) 
• Migraine—non-pharmacological interventions: (Table G3.a) 
• Migraine prophylaxis: migraine—pharmacological interventions (Table G4.a), menstrual migraine (Table 

G.4b), migraine in pregnancy (Table G.4c) 
• Tension-type headache (TTH): patient education (Table G.5a), pharmacological prophylaxis (Table G.5b), 

acute pharmacological treatment (Table G.5c), non-pharmacological treatment (Table G.5d), 
treatment of TTH in pregnancy (Table G.5e) 

• Medication-overuse headache: general statements, definitions, and assessment (Table G.6a), 
pharmacological prophylaxis (Table G.6b), treatment (Table G.6c) 

• Cluster headache: trigeminal autonomic cephalalgias—diagnosis (Table G.7a), cluster headache—acute 
treatment (Table G.7b), cluster headache—pharmacological prophylaxis (Table G.7c), paroxysmal 
hemicrania, hemicrania continua, and SUNCT—acute treatment (Table G.7d) 

2. The Rating of Recommendation column (only in tables for tension-type, cluster, and medication-overuse 
headache) denotes the strength of the recommendation as stated by the seed guideline (see Table G.8 for 
explanation of ratings). 

3. In cases where recommendations are discordant, the leftmost column (headed Item) has been shaded grey and 
a brief description of the disagreement is written in italics under the relevant item name. 

4. The bolded integers in the columns under the Supporting Evidence (rightmost) section of the table represent 
the total number of discrete studies of that type cited by the guideline to support its recommendation. Thus, 
when there are multiple publications for a single study, the integers are less than the number of references listed 
below them.  

* See Appendix E for seed guidelines references. 
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Inventory of Guideline Recommendations for Diagnosis and Investigation 

Table G.1a: Diagnosis - symptoms and signs of primary headaches  

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Migraine  G1 (USA) (Summary guideline for clinicians)  
The International Headache Society (IHS) criteria are the basis for migraine 
diagnosis. 

Not provided 

G3 (France) (Summary [English] p. 1307; Main guideline [French] p. 16-29) 
It is recommended to use the IHS diagnostic criteria (for migraine without aura and 
for typical aura with migraine headache) in routine clinical practice (see Table G.9 
for IHS adapted diagnostic criteria). 

Professional consensus 

The diagnosis of migraine is based on a clinical triad: 
• recurrent attacks separated by totally pain-free intervals; 
• characteristic migraine symptoms; 
• unremarkable clinical examination.    

Professional consensus 
 

Critical analysis of the diagnostic criteria for migraine demonstrates an acceptable 
level of interobserver variability and good specificity, but unsatisfactory sensitivity. 
Therefore, the criteria are restrictive and cannot provide the diagnosis in all patients 
with migraine. To avoid this problem in routine practice, and thus avoid depriving 
certain patients of appropriate management, it is recommended to use ICHD-II 
Code 1.6.1 (probable migraine without aura, fulfilling all diagnostic criteria except 
one) (see Table G.9 for ICHD-II Code 1.6.1). 

    2 
1,2 

 1  
3 

G4 (UK) (p. 6-7) 
Patients who present with a pattern of recurrent episodes of severe disabling 
headache associated with nausea and sensitivity to light, and who have a normal 
neurological examination, should be considered to have migraine (see Table G.9 for 
ICHD-II diagnostic criteria). 

 2  
4,5 

 1 
6 

3  
7-9 

3  
10-12 

7  
13-19 

Tension-type 
headache 

G4 (UK) (p.7) 
A diagnosis of tension-type headache should be considered in a patient presenting 
with bilateral headache that is non-disabling where there is a normal neurological 
examination.  

 1 
20 

  2  
7,8 

 1  
13 

Differential 
diagnosis migraine 
– tension-type 
headache 

G3 (France) (Summary [English] p. 1307; Main guideline [French] p.21) 
Migraine must be distinguished from tension headache, a more diffuse headache that 
is non-pulsating, non-aggravated by exercise, and less intense (mild or moderate 
pain) than migraine, with no accompanying gastrointestinal symptoms but 
sometimes with phonosensitivity and/or photosensitivity. Migraine and tension 
headache are often associated or intertwined in the same patient. 

      2  
13,21 
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Table G.1a: Diagnosis - primary headaches (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Trigeminal 
autonomic 
cephalalgias 
(cluster headache, 
other)  

G4 (UK) (Main guideline p. 7-8; BMJ Summary p. 1231) 
When a patient presents with frequent, brief, unilateral headaches with autonomic 
features a trigeminal autonomic cephalalgia should be considered.   
These headaches are rare but excruciatingly severe and have specific treatments. 
Patients with a new suspected trigeminal autonomic cephalalgia should be referred 
for specialist assessment.   

 2  
4,22 

  1  
23 

 1  
13 

Hemicrania 
continua  

G4 (UK) (p. 9) 
When a patient presents with chronic daily headache which is strictly unilateral, 
hemicrania continua should be considered. 
Patients with new suspected hemicrania continua should be referred for specialist 
assessment.  

 1  
22 

    1 
13 

New daily 
persistent 
headache  

G4 (UK) (p. 9) 
In patients with new daily persistent headache, referral for specialist assessment 
should be considered.    

Based on clinical experience of guideline development group  
(Background studies cited: NR24, Other 13)  

CS – case series study; G – guideline; ICHD - International Classification of Headache Disorders; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized 
controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.1b: Diagnosis - symptoms and signs of secondary headaches  

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Clinical and 
neurological 
examination  

G4 (UK) (p. 10) 
Patients presenting with headache for the first time or with headache that differs 
from their usual headache should have a clinical examination, a neurological 
examination including fundoscopy, and blood pressure measurement.   

 
 

1 
4 

  1 
25 

3 
11,12,26 

 

 

Neurological examination in patients first presenting with headache should include: 
• fundoscopy; 
• cranial nerve assessment, especially pupils, visual fields, eye movements, facial 

power and sensation and bulbar function (soft palate, tongue movement); 
• assessment of tone, power, reflexes and coordination in all four limbs; 
• plantar responses; 
• assessment of gait, including heel-toe walking. 
There should be more detailed assessment if prompted by the history. The 
examination should be tailored to include any focal neurological symptoms.  

Based on clinical experience of the guideline development group 
 
 

Neck examination for cervicogenic headache (p. 11) 
Neck examination should be carried out in all patients presenting with headache 
including assessment of: 
• neck  posture; 
• range of movement; 
• muscle tone; 
• muscle tenderness.   

   1  
27 

 1  
12 

2  
13,28 
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Table G.1b: Diagnosis - secondary headaches (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Red flags and 
referral 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G4 (UK) (Main guideline p. 9-10; BMJ summary p. 1231-1232) 
Patients who present with headache and red flag features of potential secondary 
headache should be referred to an appropriate specialist for further assessment.   

       

Red flag features:  
• New onset or change in headache in patients who are aged over 50 years     3  

25,29,30 
1  
11 

 

• Thunderclap: rapid time to peak headache intensity (seconds to 5 minutes)     5  
25,29,31-33 

1  
26 

 

• Focal neurological symptoms (e.g. limb weakness, aura <5 minutes or >1 hour)    2  
5,34 

  4  
9,30,31,35 

  

• Non-focal neurological symptoms (e.g. cognitive disturbance)  1  
34 

   1 
26 

 

• Change in headache frequency, characteristics, or associated symptoms   1  
5 

  1  
30 

2  
11,26 

 

• Abnormal neurological examination      2  
25,35 

2  
11,26 

 

• Headache that changes with posture   1  
36 

  1  
37 

  

• Headache that awakens the patient (N.B. migraine is the most frequent cause of 
morning headache)  

 1  
36 

   1  
11 

 

• Headache precipitated by physical exertion or valsalva manoeuvre (e.g. 
coughing, laughing, straining, sneezing, bending, heavy lifting)  

 1  
36 

   1  
11 

 

• Patients with risk factors for cerebral venous sinus thrombosis   1  
34 

  2  
38,39 

  

• Jaw claudication or visual disturbance    2  
4,40 

     

• Neck stiffness       2  
29,41 

  

• Fever     1  
41 

  

• New onset headache in a patient with a history of human immunodeficiency 
virus (HIV) infection   

     1  
26 

 

• New onset headache in a patient with a history of cancer         1  
12 
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Table G.1b: Diagnosis - secondary headaches (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Red flags and 
referral  
(cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G4 (UK)  
Thunderclap headache (Main guideline p. 10, BMJ summary p. 1232) 
Patients with a first presentation of thunderclap headache should be referred 
immediately to hospital for same day specialist assessment for exclusion of 
subarachnoid haemorrhage, meningitis, or cerebral venous sinus thrombosis by 
computerized tomography (CT) brain scan, and lumbar puncture if CT brain scan is 
normal.  

  
1  
42 

   
3  

25,29,33 

 
1  
26 

 
1  
13 

Raised intracranial pressure (Main guideline p. 11-12; BMJ summary p. 1232)  
Patients with headache and features suggestive of raised intracranial pressure, such as 
worse lying flat, valsalva headache, focal or non-focal symptoms or signs, or papillo-
oedema, should be referred urgently for specialist assessment. 

 1  
36 

 1  
43 

 4  
11,12,26,44 

 

Patients with headache and features suggestive of central nervous system infection, 
such as fever and rash, should be referred immediately to hospital for same day 
specialist assessment.  

    2  
29,41 

1  
26 

 

Intracranial hypotension (spontaneous or iatrogenic) (p. 12) 
Intracranial hypotension should be considered in all patients with headache 
developing or worsening after assuming an upright posture.  
(Main guideline p. 17; BMJ summary p. 1232) 
All patients with suspected low pressure headache should be referred to a specialist 
(neurologist or headache clinic) for consideration of the most appropriate 
investigation.   

    1  
37 

  

Based on clinical experience of the guideline development group 
(Background studies cited: CS45-48) 

Giant cell (temporal) arteritis (GCA) (Main guideline p. 12; BMJ summary p.1232) 
GCA should be considered in any patient over the age of 50 years presenting with a 
new headache or change in headache. Check erythrocyte sedimentation rate and C-
reactive protein levels. 

 1  
40 

     

Patients with symptoms suggestive of GCA should be referred urgently for specialist 
assessment. 

Based on clinical experience of the guideline development group 

Angle closure glaucoma (p. 12) 
Angle closure glaucoma should be considered in a patient with headache associated 
with a red eye, halos, or unilateral visual symptoms. 

 1  
49 

  1  
30 

  

Acute angle closure glaucoma is an ophthalmological emergency.  Based on clinical experience of the guideline development group 
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Table G.1b: Diagnosis - secondary headaches (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Red flags and 
referral 
(cont’d) 

G4 (UK)  
Medication overuse headache (p. 10 & 35) 
Medication overuse headache must be excluded in all patients with chronic daily 
headache (headache ≥15 days per month for >3 months).  

       
3  

13,16,50 

Clinicians should be aware that patients using any acute or symptomatic headache 
treatment are at risk of medication overuse headache. Patients with migraine, 
frequent headache and those using opioid-containing medications or overusing 
triptans are at most risk. 

 1  
51 

  5  
23,52-55 

 3  
50,56,57 

When diagnosing medication overuse headache, psychiatric comorbidity and 
dependence behaviour should be considered.  

   1  
58 

   

Patients with medication overuse headache who have psychiatric comorbidity or 
dependence behaviour should have these conditions treated independently. Referral 
to a psychiatrist or a clinical psychologist should be considered.   

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.1c: Diagnosis - assessment tools 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 
History taking G3 (France) (Summary [English] p. 1308, Main guideline [French] p. 38) 

Anxiety and/or depressive disorders concurrent with migraine further aggravate 
disability. Careful history taking is recommended to look for signs of depression 
or anxiety, and to focus therapy not only on the pain, but also on any associated 
depression and anxiety.  

 1  
59 

 3  
60-62 

1  
63 

  

Headache diaries 
and questionnaires 

G3 (France) (Summary [English] p. 1308; Main guideline [French] p. 38) 
To achieve optimal management of migraine, it is recommended to advise 
patients to keep a diary. Patients should note the date, duration, intensity, and 
triggering factors of the attack, as well as any medications used to treat it. This 
diary can be used by the physician to better determine the severity of the 
migraine, to take into account the impact of the disease on activities of daily 
living, and to assist in the choice of treatment and type of follow-up measures 
required.  

Professional consensus  
(Background studies cited: Other 64-66) 

(Summary [English] p. 1308, Main guideline [French] p. 38-42) 
Several scales have been developed to measure the quality of life and productivity 
of migraineurs (SF-36, Short-Form Headache Impact Test [HIT/HIT-6] and 
Migraine Disability Assessment Scale [MIDAS] are referenced; translated in 
French).  
Among the migraine population, it would be important to identify those patients 
who require regular medical care. Further research should be performed in this 
area.  

   1  
67 

  4 
68-71 

G4 (UK) (p. 13-14) 
Practitioners should consider using headache diaries and appropriate assessment 
questionnaires (e.g. HIT/HIT-6, MIDAS, ID Migraine) to support the diagnosis 
and management of headache.  

 1 
72 

 2  
73,74 

3  
7,8,75 

1  
12 

13 
17,76-87 

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SF-36 -Short Form (36) Health 
Survey; SR/MA – systematic review/meta-analysis 
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Table G.1d: Diagnosis - clinical investigations 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Neuroimaging G1 (USA) (Summary guideline for clinicians) 
There is insufficient evidence to recommend any diagnostic testing other than 
neuroimaging.  

Not provided  

(Main guideline p. 15) 
Neuroimaging is not usually warranted for patients with migraine and normal 
neurological examination.  

   3  
88-90 

7  
91-97 

 1 
98 

(Main guideline p. 16) 
Data were insufficient to make an evidence-based recommendation regarding the 
use of neuroimaging for tension-type headache.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
(Background studies cited: NRCS89, CS97  

(Main guideline p. 14) 
Neuroimaging should be considered in patients with non-acute headache and an 
unexplained abnormal finding on the neurological examination.  

    5  
92,99-102 

  

(Main guideline p. 15-16) 
For patients with atypical headache features or patients who do not fulfill the strict 
definition of migraine (or have some additional risk factor), a lower threshold for 
neuroimaging may be applied.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs  

(Main guideline p. 14-15) 
Evidence is insufficient to make specific recommendations regarding neuroimaging 
in the presence or absence of neurological symptoms. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
(Background studies cited: CS100,102) 

G4 (UK) (p. 15-17) 
Neuroimaging is not indicated in patients with a clear history of migraine, without 
red flag features for potentially secondary headache, and a normal neurological 
examination. 

    3  
103-105 

1  
11 

 

(p. 17) 
Further investigation should be considered in patients with headaches which are 
precipitated, rather than aggravated, by exercise.  

Based on clinical experience of the guideline development group 
(Background studies cited: NR106, CS29,33, Other 13) 
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Table G.1d: Diagnosis - clinical investigations (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Computed 
tomography (CT) 
and magnetic 
resonance imaging 
(MRI) 

G3 (France) (Summary [English] p. 1308, Main guideline [French] p. 29-32) 
There is no indication for cerebral CT or MRI in patients with migraine defined by 
International Headache Society (IHS) diagnostic criteria for migraine with or without 
aura or to differentiate migraine from tension headache.  
In patients with known migraine, cerebral CT scanning or MRI is recommended in 
cases of sudden-onset headache (so-called “thunderclap” headache) and recent (past 
3 months) headache different from the usual migraine.  
In cases of acute, severe, intense headache that develops in <1 minute and lasts >1 
hour, emergency non-contrast cerebral CT scanning or MRI is recommended.  

Professional consensus  
(Background studies cited: NRCS89,107, CS108,109) 

G4 (UK) (p. 15-17) 
Clinicians requesting neuroimaging should be aware that both MRI and CT can 
identify incidental neurological abnormalities which may result in patient anxiety as 
well as practical and ethical dilemmas with regard to management. 

  1  
110 

   2  
111,112 

Effectiveness of CT versus MRI 
G1 (USA) (p. 16) 
Data were insufficient to make any evidence-based recommendations regarding the 
relative sensitivity of MRI compared with CT in the evaluation of migraine or other 
non-acute headache.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
(Background studies cited: NRCS89, CS95,113) 

CT G4 (UK) (p. 15-17) 
Brain CT should be performed in patients with headache who have unexplained 
abnormal neurological signs, unless the clinical history suggests MRI is indicated.   

     2  
11,114 

 

Thunderclap headache (p. 16) 
In patients with thunderclap headache, unenhanced CT of the brain should be 
performed as soon as possible and preferably within 12 hours of onset.   

 2  
42,106 

  1  
29 

1  
26 

1  
13 
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Table G.1d: Diagnosis - clinical investigations (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

MRI  G4 (UK) (p. 16) 
Brain MRI should be considered in patients with cluster headache, paroxysmal 
hemicranias, or Short-lasting, Unilateral, Neuralgiform headache attacks with 
Conjunctival injection and Tearing (SUNCT). 

 1  
22 

  2  
23,115 

  

Brain MRI should be carried out in patients presenting with headache that is 
precipitated, rather than aggravated, by cough.  

 1  
106 

  1  
116 

 1  
13 

Electroenceph-
alography (EEG) 

G1 (USA) (Summary for clinicians) 
EEG is not indicated in the routine evaluation of headache.  

Not provided  

G3 (France) (Summary [English] p. 1308) 
EEG is not indicated in patients with migraine as defined by the IHS diagnostic 
criteria. 
EEG is not recommended to rule out secondary headaches; CT scanning and MRI 
are indicated for this.  

Professional consensus 
(Background study cited: NR117) 

Sinus and cervical 
spine radiography, 
ophthalmic and 
orthoptic 
examination, 
abdominal 
sonography  

G3 (France) (Summary [English] p. 1308, Main guideline [French] p.32) 
There is no indication for radiography of the sinuses or the cervical spine, 
ophthalmic examination, orthoptic examination, or abdominal sonography for the 
diagnosis of migraine.  

Professional consensus 

Lumbar puncture  G4 (UK) (p. 17-18) 
Patients with thunderclap headache and a normal CT should have a lumbar 
puncture. In patients who require a lumbar puncture for thunderclap headache, 
oxyhemoglobin and bilirubin should be included in cerebrospinal fluid analysis.   

1  
118 

1  
42,119 

  2 
29,120 

 1  
121 

Opening pressure should be measured when lumbar puncture is indicated in patients 
with headache. 

Based on clinical experience of the guideline development group 

Subarachnoid haemorrhage (p. 17-18) 
In patients with suspected subarachnoid haemorrhage, neuroimaging should be 
performed prior to lumbar puncture. Lumbar puncture in CT negative patients with 
suspected subarachnoid haemorrhage should be carried out as soon as possible after 
12 hours has elapsed from the onset of symptoms. In delayed presentations, lumbar 
puncture can be performed up to two weeks from onset of symptoms.  

Based on clinical experience of the guideline development group 
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Table G.1d: Diagnosis - clinical investigations (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Erythrocyte 
sedimentation rate 
(ESR), C-reactive 
protein (CRP) and 
plasma viscosity  

G4 (UK) (p. 18) 
ESR and CRP (but preferably a combination of these diagnostic tests to maximise 
sensitivity and specificity) should be measured in patients with suspected giant cell 
arteritis.  

 1  
40 

  1  
122 

  

Other 
investigations  

G4 (UK) (p. 18) 
No evidence was identified on the benefits of routine full blood count assessment or 
the use of X-ray of the cervical spine in the diagnosis of patients with headache. 
[N.B. This is not a recommendation in the guideline.]  

Not provided  

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Inventory of Guideline Recommendations for Acute Migraine - Pharmacological Interventions 
Table G.2a: Acute migraine - pharmacological interventions 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Acute treatment 
(general 
statements) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G1 (USA) (p. 46) 
No recommendations can be made regarding dosing regimens. Dose ranges are 
presented for reference purposes only. No dosing information is provided for 
treatments lacking relevant RCTs.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

(p.31)  
Use migraine-specific agents (triptans, dihydroergotamine, ergotamine) in patients 
with more severe migraine and in those whose headaches respond poorly to non-
steroidal anti-inflammatory drugs (NSAIDs) or combination analgesics, such as 
acetylsalicylic acid plus acetaminophen plus caffeine.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

(Summary guideline for clinicians)  
Acute care should be individualized on the basis of patient’s symptoms and level of 
disability. 
Goals for acute treatment: 

• Treat attacks effectively, rapidly, and consistently to minimize adverse 
events. 

• Restore the patient’s ability to function. 
• Minimize the need for backup and rescue medications (see Glossary in 

Table G.10). 
• Optimize self-care and reduce subsequent use of resources. 

Guide to acute treatment:  
• Act promptly. Failure to use an effective treatment promptly may increase 

pain, disability, and the impact of the headache. 
• Use triptans (naratriptan, rizatriptan, sumatriptan, and zolmitriptan) and 

dihydroergotamine in patients who have moderate or severe migraine, or 
whose mild-to-moderate headaches respond poorly to NSAIDs or 
combinations, such as acetylsalicylic acid plus acetaminophen plus 
caffeine, or other agents, such as ergotamine.  

• NSAIDs (oral), combination analgesics containing caffeine, and 
isometheptene combinations are options for mild-to-moderate migraine 
attacks or severe attacks that have been responsive in the past to similar 
agents. 

• Select a non-oral route of administration for patients with migraine 
associated with severe nausea or vomiting. 

• Do not restrict antiemetics just to patients who are vomiting or likely to 
vomit. 

Not provided 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Acute treatment 
(general 
statements) 
(cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

• Use a self-administered rescue medication for patients whose severe 
migraine does not respond to (or fails) other treatments. 

• Limit and carefully monitor opiate- and butalbital-containing analgesics. 
• Guard against medication-overuse headache (“rebound headache”). 

Attempt to limit acute therapy to 2 days per week. 

Not provided 

G2 (Europe) (p. 968) 
The acute treatment of migraine attacks should follow the concept of stratified 
treatment.  

Based on clinical experience of guideline development group 

G3 (France) (Summary [English] p. 1309) 
During a patient’s initial consultation, it is recommended to ask the patient about his 
or her usual migraine medication practices and the relief obtained with it, using the 
following questions: 

• Do you have significant relief ≤ 2 hours after taking the medication? 
• Is the medication well tolerated? 
• Do you take only 1 dose? 
• Can you resume normal occupational, social, and family activities 2 hours 

after taking the medication?  
If the patient says yes to all four questions, his or her treatment regimen should not 
be changed. 
If the patient says no to at least one of these questions, the physician should 
prescribe an NSAID and a triptan together. The patient should be instructed to start 
with the NSAID and use the triptan only if relief is not obtained 2 hours after 
receiving the NSAID. If the NSAID is ineffective or poorly tolerated, a triptan 
should be prescribed as the first-line drug.  

Professional consensus 

(Summary [English] p. 1309-1310) 
If an ergot derivative or triptan is being used, the patient should wait until a 
headache develops before treating an attack preceded by aura.  
For all patients with migraine, the total number of doses taken per month should be 
counted, using a diary, to identify excessive use of medication (≥10 days/month for 
> 3 months). Excessive use occurs frequently in patients with migraine and can lead to 
the development of chronic daily headache related to medication overuse. This is true for all of 
the migraine medications.  

Professional consensus 
(Background study cited: Other1) 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Acute treatment 
(general 
statements) 
(cont’d) 

G4 (UK) (Main guideline p. 19; BMJ summary p. 1232) 
Practitioners should recognise that a patient’s standard therapy may not give a 
consistent response across all attacks. A strategy for managing resistant attacks 
should be planned with patients. Adopt a stepped approach tailored to the patient’s 
symptoms.  

Based on clinical experience of guideline development group  
(Background studies cited: G2) 

When initiating acute treatment for migraine the risks of medication overuse 
headache should be discussed with the patient. Patients using any acute or 
symptomatic headache treatment are at risk of medication overuse headache; those 
with migraine and frequent headache and those using opioids or triptans are at most 
risk. 

Based on clinical experience of guideline development group  

NSAIDs, 
combination 
analgesics, and 
non-opiate 
analgesics  
 
Some difference (G1 
versus G2, G3, G4) 
with respect to the use 
of acetaminophen 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G1 (USA) (p. 10-12, p. 29) 
Acetaminophen is not a specific treatment option for migraine. (Doses tested: 650 to 
4000 mg.)  

   1 
3 

   

NSAIDs (oral) and combination analgesics  
Their favourable tolerability makes these agents a reasonable first-line treatment 
choice for mild-to-moderate migraine attacks or severe attacks that have been 
responsive in the past to similar NSAIDs or non-opiate analgesics.  
(Doses tested: acetylsalicylic acid – 500 mg to 1000 mg; diclofenac K - 50 mg to 100 
mg; flurbiprofen – 100 mg to 300 mg; ibuprofen - 400 mg to 2400 mg; naproxen - 
750 mg to 1250 mg; naproxen sodium – 750 mg to 1750 mg; piroxicam [sublingual] - 
40 mg; pirprofen - 400 mg; tolfenamic acid - 200 mg to 400 mg; acetaminophen plus 
acetylsalicylic acid plus caffeine - 500 mg plus 500 mg plus 130 mg [2 tablets].)   
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Common adverse events: gastric irritation, discomfort, nausea, and vomiting. NSAIDs should not 
be used in patients with ulcer or renal disease. For combination analgesics also include insomnia.  

  11 
4-14 

10  
3,15-19,20-23 

  1 
24 

Ketorolac (intramuscular) is an option that may be used in a physician-supervised 
setting, although conclusions regarding clinical efficacy cannot be made at this time. 
(Doses tested: 30 mg to 60 mg.)  
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Common adverse events: drowsiness and nausea. Should not be used in patients with renal or 
gastrointestinal diseases.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
(Background studies cited: RCT25-27; NRCS28) 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

NSAIDs, 
combination 
analgesics, and 
non-opiate 
analgesics  
(cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G2 (Europe) (p. 968-969) 
Analgesics are the first choice for mild or moderate migraine attacks. In order to 
prevent drug overuse headache, the intake of simple analgesics should be restricted 
to 15 days per month and the intake of combined analgesics to 10 days per month. 
The following analgesics have efficacy in acute migraine treatment.  

• Acetylsalicylic acid (1000 mg oral) – gastrointestinal side effects 
• Acetylsalicylic acid (1000 mg intravenous) – risk of bleeding 
• Ibuprofen (200 mg to 800 mg) – side effects as for acetylsalicylic acid  
• Naproxen (500 mg to 1000 mg) – side effects as for acetylsalicylic acid 
• Diclofenac (50 mg to100 mg), including diclofenac-K 
• Acetaminophen (1000 mg oral; 1000 mg suppository) – caution in liver 

and kidney failure 
• Acetylsalicylic acid (250 mg oral) + acetaminophen (200 mg to 250 mg) + 

caffeine (50 mg) – side effects as for acetylsalicylic acid and 
acetaminophen 

• Metamizol (1000 mg oral) – risk of agranulocytosis 
• Metamizol (1000 mg intravenous) – risk of hypotension 
• Phenazon (1000 mg oral) – side effects as for acetaminophen 
• Tolfenamic acid (200 mg oral) – side effects as for acetylsalicylic acid 

In very severe attacks, intravenous acetylsalicylic acid is recommended. 

1 
29 

 
 

18 
6,9,10,30-44 

1 
17 

 
 

  
 

G3 (France) (Summary [English] p. 1309 & 1310; Main guideline [French] p. 
30-37) 
Recommended nonspecific agents include NSAIDs: naproxen sodium, ibuprofen, 
ketoprofen or diclofenac K; acetylsalicylic acid monotherapy or in combination 
with metoclopramide; and acetaminophen monotherapy.  
(Dose tested: naproxen sodium - 750 mg to 825 mg; ibuprofen - 200 mg and 800 
mg; ketoprofen - 75 mg and 150 mg; diclofenac - 50 mg and 100 mg; 
acetylsalicylic acid [effervescent] - 1000 mg; acetaminophen - 1000 mg.)  

 

 8 
6,8,14,33,35,4

5-47 

3 
17,18,31 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

NSAIDs, 
combination 
analgesics, and 
non-opiate 
analgesics  
(cont’d) 

G3 (France) (cont’d) 
Combining metoclopramide hydrochloride with acetylsalicylic acid reduces the risk 
for gastrointestinal symptoms but does not potentiate the analgesic effect of 
acetylsalicylic acid. 
(Dose tested: carbaspirin calcium plus metoclopramide HCl - aspirin 900 mg and 
metoclopramide 10 mg given at attack onset.) 
(Lysine acetylsalicylate plus metoclopramide: dose tested - 900 mg given at attack 
onset.) 
The following, while not a recommendation, was mentioned in G3 regarding 
potential harm. 
Metoclopramide:  
Adverse effects: neuropsychiatric disorders, tardive dyskinesia, extrapyramidal symptoms, endocrine 
disorders.  
Contraindications: pheochromocytoma, gastrointestinal bleeding, stenosis or perforation of the 
gastrointestinal tract, history of drug-induced tardive dyskinesia. 
Salicylate: 
Adverse effects: gastrointestinal disturbances, hemorrhagic syndrome, hypersensitivity reactions, 
Reye’s syndrome.  
Contraindications: active gastroduodenal ulcer, hypersensitivity to salicylates, risk for haemorrhage.   

Professional consensus 
(Background studies cited: RCT48,49) 

No clinical evidence shows that combining caffeine with acetaminophen or 
acetylsalicylic acid potentiates the effect of these drugs. Adjunctive use of caffeine 
cannot be recommended because it may induce drug abuse or 
dependence/addiction.  
(Dose tested: acetaminophen plus acetylsalicylic acid plus caffeine - 250 mg plus 250 
mg plus 65 mg.)  

Professional consensus 
(Background studies cited: RCT10) 

G4 (UK) (p. 19) 
Acetylsalicylic acid (900 mg) or ibuprofen (400 mg) is recommended for acute 
treatment in patients with all severities of migraine. Acetylsalicylic acid should be 
avoided in patients with asthma or peptic ulceration. 

   6 
30,45,50-53 

   1 
54 

Other NSAIDs (tolfenamic acid, diclofenac, naproxen, and flurbiprofen) can be 
used in the treatment of acute migraine attacks. 

Based on clinical experience of guideline development group 
(Background studies cited: Other55) 

Acetaminophen (1000 mg) is recommended as acute treatment for mild to moderate 
migraine. 

  1 
33 

   1 
54 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Opiate analgesics  
 
Some difference (G1 
versus G2, G3, G4) 
with respect to the use 
of opiate analgesics 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G1 (USA) (p. 12-14, p 30-31) 
Butorphanol nasal spray 
Clinical experience and expert consensus concur that butorphanol represents a 
treatment option for some patients with migraine. (Doses tested: 1 to 2 mg; dose 
approved: 1 mg.) 
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Adverse events include dizziness, drowsiness, nausea and/or vomiting, vertigo, blurred vision, 
nervousness, and taste perversion.  

  2 
56,57 

1 
58 

  1 
59 

Specifically, butorphanol may be considered when other medications cannot be used 
or as a rescue medication when significant sedation would not jeopardize the patient. 
Clinical concerns regarding the use of butorphanol lie in the fact that it is widely 
used despite the established risk of overuse and dependence. In special patients for 
whom use might be indicated, special attention should be given to these clinical 
concerns. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

Oral opiate combinations may be considered for use in acute migraine when 
sedation side effects will not put the patient at risk and/or the risk for abuse has 
been addressed.  
(Doses tested: Acetaminophen plus codeine - 400 to 650 mg plus 16 to 25 mg; 
Migraleve® - 2 to 8 tablets.)  

  3 
5,13,60 

7 
22,23,61-65 

   

Parenteral opiates may be considered for rescue therapy in a supervised setting for 
acute migraine when sedation side effects will not put the patient at risk and when 
the risk abuse has been addressed.  
(Doses tested: butorphanol [intramuscular] – 1 mg to 3 mg, meperidine 
[intramuscular] – 75 mg to 100 mg, meperidine [intravenous] - 0.4 mg/kg up to 3 
doses; methadone - 10 mg.)  
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Common adverse events: sedation, nausea and dizziness. Although opiates provide significant pain 
relief, physicians must evaluate the risk-benefit ratio. Dependency may be a concern in some 
patients. Limit use due to increased risk of headache rebound and dependency.   

  5 
26,66-69 

2 
58,70 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Opiate analgesics  
(cont’d) 

G2 (Europe) (p.971) 
Opioids and tranquilizers should not be used in the acute treatment of migraine.  

  3 
71-73 

1 
74 

   

G3 (France) (Summary [English] p. 1309) 
Opiate analgesics (e.g. codeine sulphate, propoxyphene hydrochloride, tramadol 
hydrochloride, morphine sulphate) should not be used alone or in combination for 
migraine because of the risk of abuse or dependence/addiction.  

Professional consensus 
(Background study cited: Other75) 

G4 (UK) (p. 24) 
Opioid analgesics should not be routinely used for the treatment of patients with acute 
migraine due to the potential for development of medication overuse headache.  

    1 
76 

  

Ergot alkaloids 
 
Some difference (G1, 
G2, G3 versus G4) 
with respect to the use 
of ergotamine 
 
 
 
 
 
 
 
 
 
(continued over page) 

G1 (USA) (p. 8-10, p. 27-28) 
Ergotamine (oral or suppository) (and caffeine combination) 
In the treatment of selected patients with moderate to severe migraine, ergot 
derivates may be considered.   
(Ergotamine: dose tested - 1 mg to 5 mg; dose approved - 2 mg.) 
(Ergotamine plus caffeine: doses tested - 2 mg to 6 mg ergotamine and 200 mg to 
600 mg caffeine; doses approved - 2 mg ergotamine plus 200 mg caffeine.) 
(Ergostine plus caffeine: doses tested - 2 mg plus 200 mg.)  

 

 9 
4,56,77-83 

5 
15,21-23,84 

  5 
85-89 

Dihydroergotamine (subcutaneous/intravenous/intramuscular)  
Because of their inability to tolerate or take oral medication, patients with nausea and 
vomiting may be given dihydroergotamine 
(subcutaneous/intravenous/intramuscular). Initial treatment with dihydroergotamine 
(subcutaneous/intramuscular) is a reasonable choice when: 

• the headache is moderate to severe, or 
• an adequate trial of NSAIDs or other non-opiate analgesics (including 

combination analgesics such as acetaminophen plus acetylsalicylic acid 
plus caffeine) has failed to provide adequate relief in the past. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Ergot alkaloids 
(cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
The most common adverse events with dihydroergotamine include nausea, vomiting, dysphoria, 
flushing, restlessness, and anxiety. Should not be used in patients at risk for ischemic heart disease. 
Treatment associated with low recurrence rates. Dihydroergotamine (subcutaneous/intramuscular) 
have less adverse events than when delivered intravenously.  
Contraindications: (Source: American Academy of Neurology, Encounter Kit) 
Dihydroergotamine should not be given within 24 hours of administration of triptans (sumatriptan, 
rizatriptan, zolmitriptan, naratriptan, almotriptan, frovatriptan, eletriptan); uncontrolled 
hypertension (blood pressure > 165/95); history of ischemic heart disease; history of angina; history 
of Prinzmetal’s angina (atypical angina); history of peripheral vascular disease; pregnancy. 
If the patient has chest pain or severe anxiety following the first dose of dihydroergotamine, do not 
repeat. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

The use of dihydroergotamine (subcutaneous/intramuscular) may be considered in 
patients with moderate to severe migraine.  
(Dose tested: intramuscular - 1 mg; subcutaneous - 1 mg, dose approved - 1 mg; 
intravenous – 1 mg to 2 mg.) 

  2 
89,90 

    

Dihydroergotamine (intravenous) plus antiemetics is an appropriate treatment choice 
for patients with severe migraine.  
(Doses tested: 0.5 mg to 1 mg.) 

  3 
68,69,91 

1 
70 

  1 
92 

Dihydroergotamine nasal spray 
The use of dihydroergotamine nasal spray is an appropriate treatment choice and 
should be considered for use in patients with moderate to severe migraine.  
(Doses tested: 0.5 mg to 4 mg; dose approved - 2 mg.) 
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Common adverse events include nasal congestion, nausea and vomiting. Should not be used in 
patients with risk of ischemic heart disease. Associated with low incidence of recurrence.  

 1 
93 

3 
94-96 

2 
97,98 

  5 
99-103 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Ergot alkaloids 
(cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G1 (USA) (cont’d) 
Because of their inability to tolerate or take oral medications, patients with nausea 
and vomiting may be given intranasal dihydroergotamine. Initial treatment with 
dihydroergotamine nasal spray is a reasonable choice when: 

• the headache is moderate-to-severe, or 
• an adequate trial of NSAIDs or other non-opiate analgesics (including 

combination analgesics such as acetaminophen plus acetylsalicylic acid 
plus caffeine) has failed to provide adequate relief in the past. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

G2 (Europe) (p. 969-70) 
Ergot alkaloids should be restricted to patients with very long migraine attacks or 
with regular recurrence. The only compounds with sufficient evidence of efficacy are 
ergotamine tartrate (oral) and dihydroergotamine 2 mg (suppository). Ergot alkaloids 
can induce drug overuse headache very fast and in very low doses, therefore their 
use must be limited to 10 days per month.  
The following, while not a recommendation, was mentioned in G2 regarding 
potential harm. 
Major side effects are nausea, vomiting, paresthesia, and ergotism. Contraindications are 
cardiovascular and cerebrovascular diseases, Raynaud’s disease, arterial hypertension, renal failure, 
pregnancy, and lactation.  

  4 
83,104-106 

1 
107 

  1 
108 

G3 (France) (Summary [English] p. 1309 & 1310; Main guideline [French] p. 40-41) 
Ergotamine tartrate and dihydroergotamine mesylate nasal spray or injection is 
recommended. 
Licensed in France: 

• Ergotamine tartrate - 2 mg/day; maximum 6 mg/day and 10 mg/week; 
• Dihydroergotamine mesylate: 

o intranasal solution - one spray in each nostril at attack onset;  
o injectable solution - 1 ampoule, may be repeated once 30 

minutes to 60 minutes later; maximum 2 mg/day and 8 
mg/week.   

 1 
108 

2 
94,109 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Ergot alkaloids 
(cont’d) 

The following, while not a recommendation, was mentioned in G3 regarding 
potential harm. 
Adverse effects: 
Ergotamine tartrate: ergotism, nausea, vomiting.  
Dihydroergotamine mesylate intranasal solution: transient local reactions, nasal obstruction, 
rhinorrhea; 
Dihydroergotamine mesylate injectable solution: ergotism, precordial pain.  
Contraindications: 
Ergot derivates: hypersensitivity to ergot derivatives, peripheral vascular disease, coronary artery 
disease, shock, hypertension, severe infection, severe liver failure. 

 1 
108 

2 
94,109 

    

(Summary [English] p. 1309) 
If a patient treats with ergotamine tartrate, his or her treatment regimen should not 
be changed if he or she has effective migraine relief (no pain or mild pain) 2 hours 
after receiving ergotamine, has no contraindications to its use, and is not requiring 
increasingly higher doses. 

Professional consensus 
(Background study cited: NR108) 

G4 (UK) (p. 24) 
Ergotamine is not recommended for patients with acute migraine.  
The following, while not a recommendation, was mentioned in G4 regarding 
potential harm. 
Ergotamine can cause side effects such as nausea, vomiting, abdominal pain, and muscular cramps. 
It should not be used in patients who have cerebrovascular or cardiovascular disease. 

1 
110 

 1 
104 

   1 
54 

Triptans (serotonin 
[5-HT1B/1D] 
agonists)  
 
 
 
 
 
 
 
(continued over page) 

G1 (USA) (p. 14-18, p. 31) 
The triptans are an appropriate treatment choice and may be considered for use in 
patients with moderate to severe migraine who have no contraindications for its use.  
(Sumatriptan nasal spray: doses tested - 1 mg to 40 mg; doses approved - 5 mg, 10 
mg, 20 mg.) 
(Naratriptan [oral]: doses tested - 1 mg to 2.5 mg; doses approved - 1mg, 2.5 mg.) 
(Rizatriptan [oral]: doses tested - 5 mg to 40 mg; doses approved - 5 mg, 10 mg.) 
(Sumatriptan [oral]: doses tested - 25 mg to 100 mg; doses approved - 25 mg, 50 
mg.) 
(Zolmitriptan [oral]: doses tested - 1 mg to 25 mg; doses approved - 2.5 mg, 5 mg.)  

  41  
14,31,34,83,96,

109,111-145 

9  
146-154 

  7  
155-161 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Triptans  
(cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Nasal spray adverse effects include unpleasant taste and flushing. Chest symptoms are common, but 
true ischemic events are rare. Contraindicated in patients with risk of heart disease, basilar or 
hemiplegic migraine, or uncontrolled hypertension. Based on post-marketing information, rare 
incidences of myocardial infarction and stroke have been reported.  
Naratriptan is associated with a slower onset of action and lower recurrence rate.  
Sumatriptan [subcutaneous] is associated with a very rapid onset of action.   

  41  
14,31,34,83,96,

109,111-145 

9  
146-154 

  7  
155-161 

Because of their inability to take oral medications, patients with nausea and vomiting 
may be given intranasal or subcutaneous sumatriptan.  Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

G2 (Europe) (p. 968, 970-71) 
Triptans are recommended for the acute treatment of migraine attacks. The 
following triptans have efficacy in acute migraine treatment.  

• Sumatriptan 25 mg, 50 mg, 100 mg (oral including rapid-release); 25 mg 
(suppository); 10 mg, 20 mg (nasal spray); 6 mg (subcutaneous) – 100 mg 
sumatriptan is reference to all triptans 

• Zolmitriptan 2.5 mg, 5 mg (oral including disintegrating form); 2.5 mg, 5 
mg (nasal spray) 

• Naratriptan 2.5 mg (oral) – lesser but longer efficacy than sumatriptan 
• Rizatriptan 10 mg (oral including 5 mg when taking propranolol wafer 

form) 
• Almotriptan 12.5 mg (oral) – probably less side effects than sumatriptan 
• Eletriptan 20 mg, 40 mg (oral) – 80 mg allowed if 40 mg not effective 
• Frovatriptan 2.5 mg (oral) – lesser but longer efficacy than sumatriptan 

In very severe attacks, subcutaneous sumatriptan is recommended. 
General side effects for all triptans: chest symptoms, nausea, distal paresthesia, fatigue.  

3 
162-164 

4 
165-168 

22 
14,31,112, 

136,143,145,16

9-184 

6 
107,185-189 

4 
190-193 

 4 
194-197 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Triptans  
(cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G2 (Europe) (cont’d) 
General contraindications: untreated arterial hypertension, coronary heart disease, cerebrovascular 
disease, Raynaud’s disease, pregnancy and lactation, age less than 18 years (except sumatriptan 
nasal spray) and age over 65 years, severe liver or kidney failure. 

3 
162-164 

4 
165-168 

22 
14,31,112, 

136,143,145,16

9-184 

6 
107,185-189 

4 
190-193 

 4 
194-197 

G3 (France) (Summary [English] p. 1309 & 1311; Main guideline [French] p. 42-46; 
Summary recommendations [French] p. 9) 
Triptans are effective for migraine headache, associated gastrointestinal symptoms, 
and phonosensitivity or photosensitivity.  
(Doses tested: sumatriptan - 25 mg, 50 mg, 100 mg; zolmitriptan - 2.5 mg, 5 mg; 
naratriptan - 2.5 mg; rizatriptan - 5 mg, 10 mg; eletriptan - 20 mg, 40 mg, 80 mg; 
frovatriptan - 2.5 mg; almotriptan - 12.5 mg.)   
The following, while not a recommendation, was mentioned in G3 regarding 
potential harm. 
Adverse effects: vascular flushing, vertigo, weakness, asthenia, somnolence, nausea, vomiting, 
coronary spasm (<1% of attacks), moderate or severe hypertension, paresthesia, sensation of 
weakness, tingling, heat, pressure, or tightness. 
Contraindication: hypersensitivity to selective serotonin receptor agonists, history of myocardial 
infarction or ischemic heart disease, vasospasm (Prinzmetal’s angina), peripheral vascular disease, 
stroke or transitory ischemic attack, severe liver failure, moderate or severe hypertension or 
uncontrolled mild hypertension, combination with monoamine oxidase inhibitor. 

1 
162 

      

(Summary [English] p. 1309)  
Each triptan has efficacy and tolerability profiles different from the others, but these 
differences are minimal. A patient who does not respond to one triptan may respond 
to another. A patient who does not respond to a particular triptan during an initial 
migraine attack may respond to it in subsequent attacks.  

1 
162 

 1 
180 

    

Before concluding that a particular triptan is ineffective in a patient, it should be 
tried for ≥ 3 attacks, unless it is poorly tolerated. 

Professional consensus 

Irrespective of the type of treatment, the patient should take the medication as early 
as possible after the onset of migraine headache.  Delaying administration of an oral 
triptan after the onset of a migraine headache might reduce the likelihood of 
complete relief, increase the risk for headache recurrence and adverse effects, and 
prolong suffering.  

   1 
198 

  1 
199 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Triptans  
(cont’d) 

G4 (UK) (Main guideline p. 20-22; BMJ summary p. 1232) 
Oral triptans are recommended for acute treatment in patients with all severities of 
migraine if previous attacks have not been controlled using simple analgesics.  
Almotriptan 12.5 mg, eletriptan 40-80 mg, or rizatriptan 10 mg are the preferred oral 
triptans for acute migraine.  
Triptans are contraindicated in patients with ischemic heart disease, previous myocardial infarction, 
coronary vasospasm, or uncontrolled or severe hypertension. Triptans should be used with caution in 
hemiplegic migraine.  

5 
110,200-203 

2 
204,205 

2 
30,104 

   1 
54 

If a patient does not respond to one triptan an alternative triptan should be offered.    1 
206 

    

Triptans should be taken at, or soon after, the onset of the headache phase of a 
migraine attack.  

     1 
2 

 

Triptan nasal sprays/subcutaneous injections 
Nasal zolmitriptan or subcutaneous sumatriptan should be considered in severe 
migraine or where vomiting precludes oral route or where oral triptans have been 
ineffective.  

Based on clinical experience of guideline development group  
(Background studies cited: G2) 

Triptan and NSAID combinations 
For recurrent or prolonged attacks or attacks recurring regularly after successful 
treatment with a triptan, consider a combination of sumatriptan 50-100 mg and 
naproxen sodium 500 mg.   

  1 
174 

    

Antiemetics  
 
 
 
 
 
(continued over page) 

G1 (USA) (p. 6-7; p. 25-26) 
Oral antiemetics may be used as an adjunct in the treatment of nausea associated 
with migraine.  
(Domperidone: doses tested - 30 mg to 120 mg.) 
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
No adverse events were reported with domperidone administered during the prodrome.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
(Background studies cited: RCT162,207) 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Antiemetics (cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G1 (USA) (cont’d) 
Intramuscular metoclopramide may be considered as an adjunct to control nausea in 
the treatment of migraine. (Dose tested: 10 mg) 
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Extrapyramidal adverse events (e.g. dystonia) and sedation are associated with metoclopramide, but 
were rarely reported in the clinical trials reviewed. In some patients with migraine sedation may be 
useful.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
(Background studies cited: RCT208,209, NRCS210) 

Intravenous metoclopramide may be an appropriate choice as an adjunct therapy for 
the treatment of headache pain or nausea for migraine in the appropriate setting.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
 

Metoclopramide intravenous may be considered as monotherapy for migraine pain 
relief. (Doses tested: 0.1 mg/kg for 1-3 doses to 10 mg) 

  3 
211-213 

    

Prochlorperazine (intravenous/intramuscular/suppository) may be a therapeutic 
choice for migraine in the appropriate setting. (Doses tested: intravenous - 10 mg; 
intramuscular - 10 mg; suppository - 25 mg.)  

  3 
208,211,214  

    

Prochlorperazine suppository may be considered as an adjunct in the treatment of 
acute migraine with nausea and vomiting.  
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Metoclopramide and prochlorperazine share the common adverse event of drowsiness and sedation.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

Evidence is insufficient at this time to establish, or refute, a role for serotonin 
receptor 5-HT3 antagonists (granisetron and zatosetron) as monotherapy in the 
management of acute attacks. 

  2 
215,216     

However, 5-HT3 antagonists may be considered as an adjunct therapy to control 
nausea in selected patients with migraine attacks.  Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

(Summary guideline for clinicians)  
Do not restrict antiemetics just to patients who are vomiting or likely to vomit.   

Not provided  
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Antiemetics (cont’d) G2 (Europe) (p. 969) 
The use of antiemetics in acute migraine attacks is recommended to treat nausea and 
potential emesis and because it is assumed that these drugs improve the resorption 
of analgesics.  
The following antiemetics are recommended for use in migraine attacks. 

• Metoclopramide (10 mg to 20 mg oral; 20 mg suppository; 10 mg 
intramuscular, intravenous, subcutaneous) is recommended for adults and 
adolescents. Side effects: dyskinesia; contraindicated in childhood and in pregnancy; 
also analgesic efficacy. 

• Domperidone (20 mg to 30 mg oral) – side effects less severe than for 
metoclopramide.  

  5 
212,217-220 

    

G4 (UK) (p. 23) 
Oral and rectal antiemetics can be used in patients with acute migraine attacks to 
reduce symptoms of nausea and vomiting and to promote gastric emptying.   

     1 
2 

 

A combination of acetylsalicylic acid and metoclopramide can be used for the 
treatment of patients with acute migraine attacks.  

1 
221 

      

Fixed analgesic/antiemetic combinations can be used for the treatment of patients 
with acute migraine attacks.  

1 
110 

 1 
222 

    

Intravenous metoclopramide can be used in the acute management of patients with 
migraine. 

1 
223 

 1 
224 

    

Other drugs 
 
 
 
 
 
(continued over page) 

G1 (USA) (p. 7-8, p. 26-27) 
Butalbital plus acetylsalicylic acid plus caffeine plus codeine   
Based on concerns of overuse, medication-overuse headache, and withdrawal, the 
use of barbital-containing analgesics should be limited and carefully monitored. 
(Doses tested: 50 mg plus 325 mg plus 40 mg plus 30 mg.) 
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Sedation is a common adverse event.  

  1 
56 

   1 
85 
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Table G.2a: Acute migraine - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Other drugs (cont’d) G1 (USA) (cont’d) 
(p. 18-19, p. 31-32)  
Isometheptene and isometheptene-combination agents  
Based on clinical evidence and favourable tolerability, isometheptene-containing 
compounds may be a reasonable choice for patients with mild to moderate 
headache.  
(Doses tested: isometheptene - 130 mg to 780 mg; isometheptene mucate plus 
acetaminophen plus dichloralphenazone - 2 to 6 capsules or 2 to 5 capsules.)  
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Adverse events: drowsiness, dizziness and nausea.   

   2 
3,225 

  3 
89,226,227 

(p. 19, p. 32)  
Dexamethasone or hydrocortisone  
Corticosteroids may be considered as a treatment choice for rescue therapy for 
patients with status migrainosus. (Dose tested: 6 mg) 
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Consider limiting treatment to once per week.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
(Background studies cited: Other92,228) 

(p. 19, p. 32)  
Intranasal lidocaine  
Evidence is insufficient at this time to establish a defined role for intranasal lidocaine 
in the management of acute migraine headache. (Dose tested: 4% solution, 1 to 4 
drops.)  
The following, while not a recommendation, was mentioned in G1 regarding 
potential harm. 
Adverse events: intranasal sensation/irritation common, short duration of action, and possible 
headache recurrence.  

 

 1 
229 

   1 
230 

(p. 19, p. 32)  
Intravenous lidocaine  
Evidence is insufficient to support the role for intravenous lidocaine in the 
management of acute migraine.   

 

 2 
231,232 

    

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
Note: Statements in italics relate to harm. These statements were sourced from the recommendations or from elsewhere in the seed guidelines. 
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Inventory of Guideline Recommendations - Pharmacological Interventions for Menstrual Migraine and Migraine in 
Pregnancy  
Table G.2b: Acute menstrual migraine - pharmacological interventions  

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Simple analgesics G4 (UK) (Main guideline p. 39; BMJ summary p. 1233) 
Patients with acute menstrual migraine can be treated with mefenamic acid or a 
combination of acetylsalicylic acid, acetaminophen, and caffeine.  

  1 
1 

1 
2 

   

Triptans G4 (UK) (Main guideline p. 39; BMJ summary p. 1233) 
If attacks don’t respond to simple analgesics, sumatriptan, zolmitriptan, naratriptan, 
and rizatriptan are recommended.  

  3 
3-5 

 1 
6 

  

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.2c: Acute migraine in pregnancy - pharmacological interventions  

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Simple analgesics G2 (Europe) (p. 974) 
If migraine occurs during pregnancy, only paracetamol is allowed during the whole 
period. NSAIDs can be given in the second trimester.  

Not provided 

G4 (UK) (Main guideline p. 38; BMJ summary p. 1233) 
Where possible, the use of medication in pregnancy should be avoided, particularly 
in the first trimester.  
Acetaminophen 1000 mg is the treatment of choice in pregnancy for all patients with 
migraine when the pain is sufficient to require analgesia.  
If acetaminophen provides insufficient analgesia aspirin 300 mg or ibuprofen 400 
mg can be used in the first and second trimester of pregnancy. 
As with any medication used during pregnancy, acetaminophen should be taken at 
the lowest effective dose for the shortest time necessary. 
Aspirin is contraindicated during the third trimester of pregnancy. 
Long-term exposure or exposure to high doses of ibuprofen in late pregnancy is 
associated with an increased risk of fetal complications. 

Based on the clinical experience of the guideline development group  
(Background studies cited: Other7-11) 

Triptans G2 (Europe) (p. 974) 
Triptans and ergot alkaloids are contraindicated.  

Not provided 

Administration of triptans in the first trimester of pregnancy is recommended by 
expert consensus if the child is more at risk by severe attacks with vomiting than by 
the potential impact of the triptan. 

Based on the clinical experience of the guideline development group  
(Background studies cited: SR12,13; NR14; NRCS15-17) 

G4 (UK) (Main guideline p. 38; BMJ summary p. 1233) 
There is insufficient evidence to advocate the use of triptans in pregnancy. 

Based on the clinical experience of the guideline development group  
(Background studies cited: SR12,18; NR14) 

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; NSAIDs - non-steroidal anti-inflammatory drugs; RCT – randomized controlled 
trial; SR/MA – systematic review/meta-analysis 
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Inventory of Guideline Recommendations for Migraine - Non-Pharmacological Interventions 

Table G.3a: Migraine - non-pharmacological interventions 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

General statements G1 (USA) (Summary guideline for clinicians) 
The following non-pharmacologic headache treatments may be used alone or 
combined with preventive drug therapy to achieve additional clinical improvement: 

• relaxation training; 
• thermal biofeedback with relaxation training; 
• electromyographic (EMG) biofeedback; 
• cognitive-behavioural therapy. 

(AAN Encounter Kit Headache)  
These non-pharmacologic therapies may be particularly well-suited as treatment 
options for patients with one or more of the following: 

• history of long-term, frequent, or excessive use of analgesic or acute 
medications that can aggravate headache problems or lead to decreased 
responsiveness to other pharmacotherapies; 

• insufficient or no response to pharmacologic therapy; 
• medical contraindications to specific pharmacologic treatments; 
• preference for non-pharmacologic interventions; 
• pregnancy, planned pregnancy, or nursing; 
• significant stress, deficient stress-coping skills. 

Not provided  

G1 (USA) (AAN Encounter Kit Headache)  
Professional/patient interaction 
• Involve the patient in a long-term management plan to improve patient 

compliance  
• Create realistic goals 
• Be flexible and sensitive to the patient’s desires regarding various modalities of 

treatment  
• Share evidence-based findings 
• Be able to discuss non-proven or potentially harmful modalities (i.e. cervical 

manipulation in the elderly) 
• Recognize that combining behavioural and physical treatments with the use of 

conventional pharmacologic agents may improve the efficacy of both 
modalities 

Not provided 
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Table G.3a: Migraine - non-pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Psychological 
therapy  
 
Some difference (G1 
and G3  vs G4) with 
respect to cognitive 
behavioural therapy, 
relaxation therapy, 
and biofeedback  

G1 (USA) (p. 9-10, p. 17) 
Behavioural therapy (i.e. relaxation, biofeedback) may be combined with preventive 
drug therapy (i.e. propranolol, amitriptyline) for patients to achieve additional clinical 
improvement for migraine relief.  

  2 
1,2 

1 
3 

  1 
4 

G1 (USA) (p. 7-9, p. 16-17)  
Relaxation training (progressive muscle relaxation, autogenic 
training, and meditation or passive relaxation), thermal 
biofeedback combined with relaxation training, EMG biofeedback, 
and cognitive-behavioural therapy may be considered as treatment 
options for prevention of migraine. Specific recommendations 
regarding which of these to use for specific patients cannot be 
made. 

Relaxation 
training 

  1 
5 

3 
6-8 

  1 
9 

Thermal 
biofeedback + 
relaxation 
training 

  4 
5,10,11,12 

3 
7,13,14 

  1 
9 

EMG 
biofeedback 

  1 
11 

2 
7,15 

   

Cognitive-
behavioural 
therapy 

  2 
16,17 

1 
8 

  2 
9,18 

G3 (France) (Summary [English] p. 1314; Main guideline [French] p. 84-86) 
Relaxation, biofeedback, and cognitive and behavioural therapies for stress 
management have been shown to be effective in the prophylactic treatment of 
migraine and can be considered in some patients, depending on their psychological 
profile.  

1 
19 

      

G4 (UK) (Main guideline p. 43; BMJ summary p. 1233) 
No good quality contemporary evidence was identified for cognitive behavioural 
therapy or any specific relaxation therapy or biofeedback technique in the 
management of headache. 

Based on the clinical experience of the guideline development group  
(Background studies cited: RCT20; G21) 

Hypnosis G1 (USA) (p. 7-8, p. 10-13, p. 17-18) 
Evidence-based treatment recommendations are not yet possible regarding the use 
of hypnosis as preventive or acute therapy for migraine.  

  1 
22 

    



 August, 2013 

Ambassador Program. Guideline for Management of Primary Headache in Adults. Background Document 135 

Table G.3a: Migraine - non-pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Acupuncture 
 
Some difference (G1 
and G3 vs G4) with 
respect to acupuncture 

G1 (USA) (p. 7-8, p. 10-13, p. 17-18) 
Evidence-based treatment recommendations are not yet possible regarding the use 
of acupuncture as preventive or acute therapy for migraine. 

  2 
23,24 

2 
25,26 

1 
27 

 2 
18,28 

G3 (France) (Summary [English] p. 1314; Main guideline [French] p. 86) 
Data in the literature is insufficient to draw conclusion about the efficacy of 
acupuncture for the prevention of migraine.  

1 
29 

      

G4 (UK) (Main guideline p. 45; BMJ summary p. 1233) 
Acupuncture can help reduce migraine frequency and severity and should be 
considered for preventive management in patients with migraine. However, sham 
acupuncture (superficial needling at non-acupuncture points) can be equally as 
effective. 

2 
29,30 

 5 
31-35 

    

Cervical 
manipulation 

G1 (USA) (p. 7-8, p. 10-13, p. 17-18) 
Evidence-based treatment recommendations are not yet possible regarding the use 
of cervical manipulation as preventive or acute therapy for migraine. 

  1 
36 

    

G3 (France) (Summary [English] p. 1312; Main guideline [French] p. 87-88) 
Data in the literature is insufficient to draw conclusion about the efficacy of cervical 
manipulation for the prevention of migraine. 

  1 
37 

    

Homeopathy G2 (Europe) (p. 973) 
No efficacy in migraine prophylaxis has been shown for homeopathic remedies. 

  3 
38-40 

    

G3 (France) (Summary [English] p. 1314; Main guideline [French] p. 86-87) 
Data in the literature is insufficient to draw conclusion about the efficacy of 
homeopathy for the prevention of migraine. 

1 
41 

      

G4 (UK) (Main guideline p. 47; BMJ summary p. 1233) 
Homeopathy is not effective as a migraine prophylaxis. 

Based on the clinical experience of the guideline development group  
(Background studies cited: SR41) 
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Table G.3a: Migraine - non-pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Hyperbaric oxygen  G1 (USA) (p. 7-8, p. 10-13, p. 17-18) 
Evidence-based treatment recommendations are not yet possible regarding the use 
of hyperbaric oxygen as preventive or acute therapy for migraine. 

  1 
42 

    

Massage G4 (UK) (Main guideline p. 45) 
There is insufficient evidence to make a recommendation on the use of massage in 
the treatment of patients with headache. 

  1 
20 

    

Occlusal 
adjustment  

G1 (USA) (p. 7-8, p. 10-13, p. 17-18) 
Evidence-based treatment recommendations are not yet possible regarding the use 
of occlusal adjustment as preventive or acute therapy for migraine. 

   1 
43 

   

Oral rehabilitation G4 (UK) (Main guideline p. 46) 
No good quality evidence was found to determine whether the use of acrylic splints 
is effective for patients with migraine. 

Based on the clinical experience of the guideline development group 

Spinal 
manipulation 

G4 (UK) (Main guideline p. 44) 
The evidence of effectiveness is too limited to lead to a recommendation. 

1 
44 

      

Transcutaneous 
electrical nerve 
stimulation 
(TENS) 

G1 (USA) (p. 7-8, p. 10-13, p. 17-18) 
Evidence-based treatment recommendations are not yet possible regarding the use 
of TENS as preventive or acute therapy for migraine. 

   1 
45 

  1 
46 

G4 (UK) (Main guideline p. 45) 
There is insufficient evidence to make a recommendation on the use of TENS in the 
treatment of patients with headache. 

1 
44 

 1 
47 

    

Diet G4 (UK) (Main guideline p. 41; BMJ summary p. 1233) 
No good quality evidence was found to support the notion that specific foods trigger 
migraine. Expert opinion suggests that missing meals may be a factor. Patients with 
migraine should be encouraged not to miss meals.  

 1 
48 

1 
49 

 1 
50 

1 
51 

1 
52 

Stress management G4 (UK) (Main guideline p. 42; BMJ summary p. 1233) 
Stress management should be considered as part of a combined treatment program 
(including group exercise and relaxation classes) to help patients reduce the 
frequency and severity of migraine headaches. 

  1 
20 

 1 
50 

 1 
53 

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis
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Inventory of Guideline Recommendations for Migraine Prophylaxis  
Table G.4a: Migraine prophylaxis - pharmacological interventions 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Prophylaxis 
(general 
statements) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G1 (USA) (p. 21-23) 
Medication use 

• Initiate therapy with the lowest effective dose. Begin with a low dose of the 
chosen pharmacological agent and increase the dose slowly until clinical 
benefits are achieved in the absence of adverse events or until limited by 
adverse events. 

• Give each treatment an adequate trial. A clinical benefit may take as long as 
2 to 3 months to manifest itself. 

• Avoid interfering medications (e.g. overuse of certain acute medications 
such as ergotamine). 

• Use of a long-acting formulation may improve compliance. 
Patient education 

• Maximize compliance. Discuss with the patient the rationale for a particular 
treatment, when and how to use it, and what adverse events are likely. 

• Address patient expectations. Discuss with the patient the expected benefits 
of therapy and how long it will take to achieve them. 

• Create a formal management plan. 
Evaluation 

• Monitor patients’ headaches by having them keep headache diaries. Diaries 
help to track headache and related symptoms from one clinic visit to 
another. By consensus, they are considered the “gold standard” in headache 
attack evaluation. Diaries should be user-friendly and should measure attack 
frequency, severity, duration, disability, response to type of treatment, and 
adverse effects of medication. 

• Re-evaluate therapy. After a period of stability, consider tapering or 
discontinuing treatment. 

Coexisting conditions 
Some conditions are more common in patients with migraine. Take into account the 
presence of coexisting diseases. These include stroke, myocardial infarction, 
Raynaud’s phenomenon, epilepsy, affective disorders, and anxiety disorders. 
Coexisting diseases present both treatment opportunities and limitations.  

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Prophylaxis 
(general 
statements) 
(cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

For example: 
• once the coexisting condition has been identified, select a pharmacological 

agent that will treat both disorders; 
• establish that the coexisting condition is not a contraindication for the 

selected migraine therapies (e.g. beta-blockers are contraindicated in 
patients with asthma); 

• establish that the treatments being used for coexisting conditions do not 
exacerbate migraine; 

• beware of interactions between pharmacological agents used for migraine 
and those used for other conditions; 

• direct special attention to women who are pregnant or want to become 
pregnant. Preventive medications may have teratogenic effects. If treatment 
is absolutely necessary, select a treatment with the lowest risk of adverse 
effects to the fetus. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

G1 (USA) (Summary guideline for clinicians) 
Guide to preventive therapy 
Consider preventive therapies when any of these are present: 

• frequent headaches (>2 per week); 
• migraine significantly interferes with patient’s daily routines, despite acute 

treatment; 
• contraindication to acute therapies or failure, adverse effects, or overuse of 

acute therapies; 
• patient preference; 
• presence of uncommon migraine conditions, including hemiplegic migraine, 

basilar migraine, migraine with prolonged aura, or migrainous infarction. 
Goals of preventive therapies 

• Reduce attack frequency, severity, and duration. 
• Improve responsiveness to acute treatment. 
• Improve function and reduce disability. 

Not provided 



 August, 2013 

Ambassador Program. Guideline for Management of Primary Headache in Adults. Background Document 143 

Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Prophylaxis 
(general 
statements) 
(cont’d) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

G1 (USA) (Summary guideline for clinicians) 
Guide to preventive medication use 

• Use medication with best efficacy and fewest adverse events. 
• Take coexisting conditions into account. 
• Select a drug that will treat more than one condition, if possible 
• Be sure that the coexistent disease is not a contraindication to the migraine 

treatment. 
• Be sure that the treatments used for coexistent conditions do not 

exacerbate migraine. 
• Beware of drug interactions. 
• Start low and increase dose slowly until benefits are achieved or limited side 

effects occur. 
• Give the drug an adequate trial at adequate dose (2 to 3 months). 
• Avoid interfering medications (e.g. overuse of acute medications). 
• Consider a long-acting formulation, which may improve compliance. 
• Monitor the patient’s headache diary. 
• Re-evaluate therapy. If headache is controlled at 6 months, consider 

tapering or discontinuing treatment. 

Not provided 

G2 (Europe) (p. 971-2) 
Prophylactic drug treatment of migraine should be considered and discussed with the 
patient when: 

• the quality of life, business duties, or school attendance are severely impaired; 
• frequency of attacks is ≥2 per month; 
• migraine attacks do not respond to acute drug treatment; 
• frequent, very long, or uncomfortable auras can occur. 

A migraine prophylaxis is regarded as successful if the frequency of migraine attacks 
per month is decreased by at least 50% within 3 months. For therapy evaluation, a 
migraine diary is extremely useful.  

Based on expert opinion of the guideline development group 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Prophylaxis 
(general 
statements) 
(cont’d) 

G3 (France) (Summary [English] p. 1313; Main guideline [French] p. 70-84; 
Summary [French] p. 11-13) 
When to use pharmacologic prophylaxis 
It is recommended to start prophylactic treatment in two situations:  

• as a function not only of the frequency and the intensity of the attacks but 
also of the activities of daily living disability caused by them;  

• when a patient has taken 6 to 8 doses of acute migraine medication per 
month for ≥3 consecutive months, even if the medication is effective, to 
avoid medication overuse (this applies to migraine-specific and/or non-
specific agents). 

The introduction of preventive treatment should be combined with patient 
education. The patient should be advised that preventive treatment does not 
eliminate migraine attacks but does limit their frequency and intensity. Keeping an 
attack diary is helpful for assessing the efficacy of the prophylactic treatment. 

Professional consensus 
(Background studies cited: NR1; CS2;3; G4; Other5) 

 Drugs to use in prophylaxis 
No compound has been shown to be more efficacious in migraine prophylaxis 
compared with the others. Thus, the choice of drug depends on the risk-benefit 
ratio, including adverse effects, contraindications, drug-to-drug interactions, and any 
comorbidity the patient may have. 

 

 
 
 
 
 
 
 
 
 
 
 
 
(continued over page) 

Starting treatment 
Prophylaxis should begin with a single drug at a low dose. The dose should be 
increased progressively until the optimal dose is achieved, with adverse effects taken 
into account. 
Evaluation of efficacy 
The efficacy of migraine prophylaxis should be assessed after 3 months of treatment. 
Treatment is considered to be effective if the frequency of migraine attacks is 
reduced by at least 50%. It is also important to take into account reductions in the 
consumption of acute-treatment medications and the intensity and duration of the 
attacks as measured in the migraine diary. 
Alternative prophylaxis 
If prophylactic treatment is unsuccessful, and the patient has not experienced any 
adverse effects, the dose can be increased. Alternatively, a different prophylactic drug 
can be used. After each prophylactic monotherapy has been tried, two drugs may be 
combined, each at a low dose to reduce the risk for adverse effects with either drug. 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Prophylaxis 
(general 
statements) 
(cont’d) 

Discontinuation 
If successful, prophylactic treatment should be continued for 6 months to 1 year. 
The dose should then be decreased slowly (over 3 to 6 months) prior to 
discontinuation. The same treatment can be restarted if the frequency of the attacks 
increases again. 

 

 G4 (UK) (Main guideline p. 24; BMJ summary p. 1232) 
Preventive pharmacological treatment of migraine should be considered in patients 
with recurring migraines that significantly interfere with their daily routine, in the 
presence of contraindication to, failure of, or overuse of acute therapies and in 
uncommon forms of migraine (hemiplegic migraine, basilar artery migraine, or 
migraine with prolonged aura). The goal of preventive therapy is to reduce the attack 
frequency, severity, and duration, improve responsiveness to treatment of acute 
attacks, and reduce migraine associated disability. 
Preventive pharmacological treatment will not stop all migraine and may not be 
effective in patients with medication overuse headache. Choice depends on 
comorbidities, potential drug interactions, and patient preference. 

Based on expert opinion of the guideline development group 

 General principles for preventive treatment for migraine 
• Most preventive drugs should be titrated slowly to an effective or maximum 

dose in order to minimise side effects. 
• Preventive medication should be given a trial of at least 6 to 8 weeks 

following dose titration. 
• The choice of preventive medications should be guided by their side effect 

profile and the patient’s comorbid conditions. 
• After 6 to 12 months of effective prophylaxis, gradual withdrawal should be 

considered. 
Alongside preventive migraine treatment patients should also have access to 
appropriate mediations for treatment of acute attacks of migraine. 

Based on the clinical experience of the guideline development group  
(Background studies cited: RCT6; G7) 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Group 1 therapies G1 (USA) (p. 44) 
No recommendations can be made regarding dosing regimens. Dose ranges are 
presented for reference purposes only. No dosing information is provided for 
treatments lacking relevant RCTs. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

(p. 4-20, 24, 44-55) 
The following preventive medications have proven high efficacy and mild-to-
moderate adverse events. 

       

 Amitriptyline 
(Doses tested: 25 mg to 150 mg/day; efficacious doses in clinical trials: 30 mg 
to 150 mg/day) 
Common adverse events: drowsiness, weight gain, and anticholinergic adverse events; long-term 
weight gain can be troublesome. Risk of drug interaction between cisapride and amitriptyline. 

  3 
8-10 

3 
11-13 

   

 Divalproex sodium (DS); sodium valproate (SV) 
(DS: doses tested - 500 mg to 1500 mg/day; serum level - 70 mg/L to 120 
mg/L; efficacious doses in clinical trials - 500 mg to 1500 mg/day.) 
(SV: doses tested - 800 mg to 1500 mg/day; serum level - 50 mg/L; efficacious 
doses in clinical trials - 800 mg to 1500 mg/day.) 
Common adverse events: nausea, asthenia, somnolence, vomiting, tremor, alopecia, weight gain, 
neural tube defects, and teratogenic potential. Not recommended in patients with liver disease. 

  5 
14-18 

3 
19,20,21 

  1 
22 

 Lisuride  
(Doses tested: 0.075 mg to 0.225 mg/day; efficacious doses in clinical trials: 
0.075 to 0.15 mg/day.) 

   5 
23-27 

  1 
28 

 Propranolol; timolol 
(Propranolol: doses tested - 40 mg to 240 mg/day; efficacious doses in clinical 
trials - 80 mg to 240 mg/day.) 
(Timolol: doses tested - 20 mg to 30 mg/day; efficacious doses in clinical trials - 
20 mg to 30 mg/day.) 
Infrequent adverse events include: fatigue, depression, nausea, dizziness, and insomnia. When 
used in conjunction with rizatriptan, a lower dose of rizatriptan should be given. Should not 
be used in patients with coexistent asthma, cardiac insufficiency, or Raynaud’s disease. May 
exacerbate depression. 

  16 
9,10,18, 29-41 

16 
42-57 

1 
58 

 2 
22,59 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Group 2 therapies G1 (USA) (p. 44) 
No recommendations can be made regarding dosing regimens. Dose ranges are 
presented for reference purposes only. No dosing information is provided for 
treatments lacking relevant RCTs. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

(p. 4-20, 24, 44-55) 
The following preventive medications have efficacy (lower than those listed in group 
1) and mild-to-moderate adverse events. 

  8 
29,31,60-65 

10 
44,66-74 

  2 
22,75 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
(continued over 
page) 

Aspirin  
(Doses tested: 325 mg every other day, 1300 mg/day; efficacious doses in 
clinical trials: 1300 mg/day.) 

Aspirin plus dipyridamole   
(Doses tested: Aspirin 975 mg to 1300 mg + Dipiridamole 75 mg/day; 
efficacious doses in clinical trials: 975 mg + 75 mg/day.) 

Fenoprofen 
(Doses tested: 600 mg to 1800 mg/day; efficacious doses in clinical trials: 1800 
mg/day.) 

Flurbiprofen 
(Doses tested: 200 mg/day; efficacious doses in clinical trials: 200 mg/day.) 

Indobufen 
(Doses tested: 400 mg/day; efficacious doses in clinical trials: 400 mg/day.) 

Ketoprofen 
(Doses tested: 150 mg/day; efficacious doses in clinical trials: 150 mg/day.) 

Lornoxicam 
(Doses tested: 12 mg/day; efficacious doses in clinical trials: 12 mg/day.) 

Mefenamic acid 
(Doses tested: 1500 mg/day; efficacious doses in clinical trials: 1500 mg/day.) 

Naproxen 
(Doses tested: 500 mg/day; efficacious doses in clinical trials: not established in 
placebo-controlled trials.) 

Naproxen sodium  
(Doses tested: 1100 mg/day; efficacious doses in clinical trials: 1100 mg/day.) 

Tolfenamic acid 
(Doses tested: 300 mg/day; efficacious doses in clinical trials: 300 mg/day.) 
Common adverse events NSAIDs: abdominal discomfort, gastritis, nausea, vomiting, occult 
gastrointestinal bleed. 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Group 2 therapies 
(cont’d) 

Atenolol  
(Doses tested: 100 mg/day; efficacious doses in clinical trials: 100mg/day.) 

Metoprolol 
(Doses tested: 50 mg to 300 mg/day; efficacious doses in clinical trials: 200 
mg/day.) 

Nadolol 
(Doses tested: 80 mg to 240 mg/day; efficacious doses in clinical trials: 80 mg 
to 240 mg/day.) 
Adverse events: tiredness, fatigue, dizziness, and insomnia. Should not be used in patients 
with coexistent asthma, cardiac insufficiency, or Raynaud’s disease. May exacerbate 
depression. 

  5 
76-80 

13 
55,66,81-91 

1 
58 

 1 
92 

 Cyclandelate 
(Doses tested: 1200 mg to 1600 mg/day; efficacious doses in clinical trials: not 
established in placebo-controlled trials.) 
Adverse events: infrequent dizziness, oedema, flushing, and constipation. 

  8 
40,41,93,94, 95, 

96-98 

9 
57, 99, 100-106  

   

 Verapamil 
(Doses tested: 240 mg/day; efficacious doses in clinical trials: 240 mg/day.) 
Common adverse events: constipation. Do not use if conduction block is present. 

 
 

 
 

 

 

 

 

 
 

 
 

 

 

 Nimodipine 
(Doses tested: 60 mg to 120 mg/day; efficacious doses in clinical trials: 120 
mg/day.) 
Common adverse events: abdominal discomfort. 

       

 
 
 
(continued over page) 

Fluoxetine (racemic), S-fluoxetine 
(Doses tested: 20 mg every other day to 40 mg/day; efficacious doses in clinical 
trials: 20 mg every other day to 40 mg/day.) 
Common adverse events: insomnia, fatigue, tremor, and stomach pain. Consider use in 
patients with coexistent depression. 

  3 
107-109 

   1 
22 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Group 2 therapies 
(cont’d) 
 

Gabapentin 
(Doses tested: 900 mg to 2400 mg/day; efficacious doses in clinical trials: 900 
mg to 2400 mg/day.) 
Adverse events: dizziness or giddiness and drowsiness. 

   2 
110,111 

   

 Guanfacine 
(Doses tested: 0.5 mg to 1 mg/day; efficacious doses in clinical trials: 1 
mg/day.) 

   1 
112 

   

 Feverfew 
(Doses tested: 50 mg to ~82 mg/day; efficacious doses in clinical trials: 50 mg 
to ~82 mg/day.) 
Mild adverse events. Withdrawal of feverfew may be associated with increased frequency of 
headaches. 

  3 
113-115 

1 
116 

   

 Magnesium 
(Doses tested: 400 mg to 600 mg/day; efficacious doses in clinical trials: 400 mg 
to 600 mg/day. 
Use of non-chelated formulation is associated with significant diarrhoea at clinically effective 
doses. 

  2 
117,118 

1 
119 

   

 Vitamin B2 (riboflavin)  
(Doses tested: 400 mg/day; efficacious doses in clinical trials: 400 mg/day.) 

  1 
120 

    

Group 3a 
therapies  

G1 (USA) (p. 44) 
No recommendations can be made regarding dosing regimens. Dose ranges are 
presented for reference purposes only. No dosing information is provided for 
treatments lacking relevant RCTs. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

 (p. 4-20, 24, 44-55) 
The following medications are clinically efficacious based on consensus and clinical 
experience and have mild-to-moderate adverse events: 

 

 
 
 
 
 
(continued over page) 

• cyproheptadine (Common adverse events: weight gain and fatigue); 
• bupropion; 
• mirtazepine; 
• trazodone; 
• venlafaxine; 
• diltiazem; 
• doxepin; 
• imipramine; 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Group 3a 
therapies 
(cont’d) 

• nortriptyline; 
• protriptyline; 
• fluvoxamine, paroxetine, sertraline (Common adverse events: insomnia, fatigue, 

tremor, and stomach pain); 
• ibuprofen (Common adverse events: abdominal discomfort, gastritis, nausea, vomiting, 

occult gastrointestinal bleed); 
• tiagabine; topiramate (Occasional central nervous system adverse events with both agents; 

kidney stones and weight loss with topiramate. Sedation could occur at doses of topiramate 
required to achieve efficacy.). 

(Efficacious doses in clinical trials: not established in placebo-controlled trials.) 

 

Group 3b 
therapies  

G1 (USA) (p. 44) 
No recommendations can be made regarding dosing regimens. Dose ranges are 
presented for reference purposes only. No dosing information is provided for 
treatments lacking relevant RCTs. 
(p. 4-20, 24, 44-55) 
The following medications are clinically efficacious based on consensus and clinical 
experience and have side effect concerns: 

• methylergonovine (methylergometrine); 
• phenelzine (Requires complex management with special dietary restrictions. High 

potential for drug interactions.). 
(Efficacious doses in clinical trials: not established in placebo-controlled trials.) 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 
 

Group 4 therapies  G1 (USA) (p. 44) 
No recommendations can be made regarding dosing regimens. Dose ranges are 
presented for reference purposes only. No dosing information is provided for 
treatments lacking relevant RCTs. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

(p. 4-20, 24, 44-55) 
The following medications have medium to high efficacy but with frequent or severe 
adverse events (or safety concerns) or complex management issues (special diets, 
high potential for severe adverse drug interactions). 

 
(continued over page) 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Group 4 therapies 
(cont’d) 
 

Methysergide 
(Doses tested: 2 mg to 10 mg/day, based on body weight; efficacious doses in 
clinical trials: 6 mg/day.) 

Common adverse events: gastrointestinal - including nausea, vomiting, abdominal pain, and 
diarrhoea; leg symptoms (restlessness or pain); dizziness, giddiness, drowsiness, lassitude, and 
paresthesia. Serious adverse events include retroperitoneal or retropleural fibrosis, which may be 
associated with uninterrupted use. Manufacturer’s labelling suggests that methysergide be 
discontinued for 3 to 4 weeks after each 6-month course of treatment. 

  2 
121,122 

13 
23,53,55,123-

132 

  1 
133 

 Pizotifen 
(Doses tested: 0.5 mg to 6 mg/day; efficacious doses in clinical trials: 1.5 to 6 
mg/day.) 
Adverse events: substantial weight gain, tiredness, and drowsiness. 

  4 
63,94,96,121 

20 
21,26,88, 

100,101, 

125,127,131, 

134,135-145 

  2 
146,147 

 Dihydroergotamine (TR-DHE oral) 
(Doses tested: 10 mg/day; efficacious doses in clinical trials: 10 mg/day.) 
Common adverse events: gastrointestinal symptoms including dyspepsia, epigastric pain, 
nausea, and vomiting. 

  2 
148,149 

4 
12,150-152 

1 
153 

  

 Flunarizine 
(Doses tested: 3 mg to 15 mg/day; efficacious doses in clinical trials: 10 
mg/day.) 
Common adverse events: sedation, weight gain, and abdominal pain. Depression and 
extrapyramidal symptoms can be observed, usually in elderly patients. 

  6 
37,77,93,96, 

154,155 

13 
50-52,100, 

101,123,156-

162 

  1 
163 

Group 5 therapies G1 (USA) (p. 44) 
No recommendations can be made regarding dosing regimens. Dose ranges are 
presented for reference purposes only. No dosing information is provided for 
treatments lacking relevant RCTs. 

Consensus achieved by the US Headache Consortium in the absence of relevant RCTs 

 (p. 4-20, 24, 44-55) 
The following medications have evidence indicating limited or no efficacy over 
placebo: 

  1 
164 

3 
165-167 

  1 
168 

 • acebutolol, alprenolol, oxprenolol, pindolol  
     Adverse events: fatigue, depression, nausea, dizziness, and insomnia. 

       

(continued over page) • carbamazepine (Doses tested: 600 mg/day; efficacious doses in clinical trials: 
not established in placebo-controlled trials.) (Common adverse events: vertigo, 
giddiness, and drowsiness.); 

  1 
169 

1 
170 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Group 5 therapies 
(cont’d) 

• vigabatrin (Doses tested: 1000 mg to 2000 mg/day; efficacious doses in 
clinical trials: not established in placebo-controlled trials.) (Safety concerns with 
visual field constriction.); 

      3 
171-173 

 • clomipramine;   1 
76 

1 
174 

   

 • clonazepam (Adverse events: dizziness or giddiness and drowsiness.);    1 
175 

   

 • clonidine (Doses tested: 0.05 mg to 0.225 mg/day; efficacious doses in clinical 
trials: 0.075 mg to 0.15 mg/day.) (Common adverse events: central nervous system, 
drowsiness, tiredness.); 

  1 
176 

12 
21,112,170, 

177-185 

1 
186 

 2 
187,188 

 • dihydroergokryptine (Doses tested: 20 mg/day; efficacious doses in clinical 
trials: not established in placebo-controlled trials.) (Common adverse events: 
gastrointestinal symptoms including dyspepsia, epigastric pain, nausea, and vomiting.); 

  1 
149 

3 
129,162,189 

   

 • femoxetine;   2 
190,191 

1 
46 

   

 • flumedroxone (Doses tested: 10 mg to 30 mg/day; efficacious doses in 
clinical trials: 10 to 30 mg/day.) (Common adverse events: in men -drowsiness, 
dyspepsia, and decreased libido; in women - nausea, mastitis, polymenorrhea and other 
menstrual disturbances.); 

   3 
126,192,193 

    

 • indomethacin;    1 
194 

   

 • lamotrigine;   1 
195 

    

• mianserin;    1 
196 

   

 • nabumetone;   1 
197 

     

 • nifedipine, nicardipine (Adverse events: dizziness, oedema, flushing, and constipation.);   3 
39,198,199 

2 
200,201 

1 
58 

  

(continued over page) • oxitriptan, iprazochrome, tropisetron.   2 
122,202 

5 
132,138,203-

205 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

First line drug 
therapy 
 
Some difference (G2 
versus G3) with 
respect to first line 
drug therapy 

G2 (Europe) (p. 972) 
• Betablockers - metoprolol 50 mg to 200 mg; propranolol 40 mg to 240 mg. 
• Calcium channel blockers - flunarizine 5 mg to 10 mg; female patients seem 

to benefit from lower doses than male patients. 
• Antiepileptic drugs - valproic acid 500 mg to 1800 mg; topiramate 25 mg to 

100 mg. 

1 
206 

1 
207 

21 
14,18,32,34,37,77,

85,86,93,208-219 

8 

48,51,84,90, 

157,163,220, 

221 

1 
222 

 4 
223-226 

G3 (France) (Summary [English] p. 1312-1313; Main guideline [French] p. 70-84); 
Summary [French] p. 11-13) 
Taking into account the risk-benefit ratio, the following drugs can be used: 

• propranolol HCl - 40 mg to 240 mg/day (oral); 
• metoprolol succinate -100 mg to 200 mg/day (oral); 
• timolol maleate - 10 mg to 20 mg/day (oral); 
• atenolol - 100 mg/day (oral); 
• nadolol - 80 to 240 mg/day (oral). 

Common adverse effects: asthenia, poor exercise tolerance. Rare adverse effects (<1% of attacks): 
insomnia, nightmares, impotence, depression, hypoglycemia. Contraindications: asthma, heart 
failure, atrioventricular block, bradycardia. (Note: possible aggravation of migraine with aura). 

• oxetorone fumarate - 60 mg to 180 mg/day (1 to 3 tablets) (Common adverse 
effects: somnolence. Rare adverse effects (<I% of attacks): diarrhoea requiring 
discontinuation.); 

• amitriptyline - 10 mg to 50 mg/day in the evening (oral) (Common adverse effects: 
dry mouth, somnolence, weight gain. Contraindications: glaucoma, prostatic adenoma.). 

      2 
5,227 

Second line drug 
therapy 
 
Some difference (G2 
versus G3) with 
respect to second line 
drug therapy 
(continued over page) 

G2 (Europe) (p. 972) 
Evidence of efficacy, but less effective or more side effects than first line drugs. 

• Amitriptyline 50 mg to 150 mg 
• Venlafaxine 75 mg to 150 mg 
• Naproxen 2 x 250 mg to 500 mg 
• Butterbur root extract (Petasites hybridus) 2 x 75 mg 
• Bisoprolol 5 mg to 10 mg 

  9 

8,9,63,65,228-232 
2 

11,71 
1 

233 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Second line drug 
therapy 
(cont’d) 
 
Some difference (G2 
versus G3) with 
respect to second line 
drug therapy 

G3 (France) (Summary [English] p. 1312-1313; Main guideline [French] p. 70-84); 
Summary [French] p. 11-13) 
Taking into account the risk-benefit ratio, the following drugs can be used. 
Pizotifen 0.5 mg to 1.5 mg/day (progressive dosage to 3 tablets/day) 

Common adverse effects: sedation, weight gain. Rare adverse effects (<1% of attacks): digestive 
disorders, vertigo, muscle pain, asthenia. 
Contraindications: glaucoma, urethroprostatic disorders. 

Flunarizine HCl 10 mg (1 tablet in the evening); ≤6 months consecutively 
Common adverse effects: somnolence, weight gain. Rare adverse effects (<1% of attacks): 
depression, extrapyramidal syndrome.  
Contraindications: depression, extrapyramidal syndrome. 

Valproate sodium 500 mg to 1000 mg/day (oral) 
Adverse effects: nausea, weight gain, somnolence, tremor, alopecia, abnormal liver function test 
results.  
Contraindications: liver disease. 

Gabapentin 1200 mg to 2400 mg/day (oral) 
Adverse effects: nausea, vomiting, convulsion, somnolence, ataxia, vertigo. 
Contraindications: hypersensitivity to gabapentin. 

Topiramate 50 mg to 200 mg/day (oral) 
Adverse effects: vertigo, ataxia, somnolence, dysarthria, paresthesia, irritability, asthenia, 
weight loss.  
Contraindications: hypersensitivity to one of the active compounds and/or to sulfamides. 

Indoramin 50 mg/day (oral) 
Adverse effects: Somnolence, nasal congestion, dry mouth, ejaculation disorders. 
Contraindications: hypersensitivity to one of the active compounds; Parkinson’s disease; severe 
heart, liver, and/or kidney failure. 

  1 
215 

   2 
5,227 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Third line drug 
therapy 
 
Some difference (G2 
versus G3) with 
respect to third line 
drug therapy 

G2 (Europe) (p. 972) 
• Acetylsalicylic acid 300 mg 
• Gabapentin 1200 mg to 1600 mg 
• Oral magnesium 24 mmol 
• Feverfew (Tanacetum parthenium) 3 x 6.25 mg 
• Riboflavin 400 mg 
• Coenzyme Q10 - 300 mg 
• Candesartan 16 mg 
• Lisinopril 20 mg 
• Methysergide 4 mg to 12 mg; short-term use only (maximum 6 months per 

treatment period) because of potentially severe side effects 

1 
234 

1 
235 

11 
117,118,120, 236-

243 

    

G3 (France) (Summary [English] p. 1312-1313; Main guideline [French] p. 70-84); 
Summary [French] p. 11-13) 
Taking into account the risk-benefit ratio, the following drugs can be used. 
Methysergide maleate 2 mg to 6 mg (1 to 3 tablets); discontinuation required for 1 

month every 6 months.  
Common adverse effects: nausea, vertigo, insomnia. Rare adverse effects (<1% of attacks): 
retroperitoneal fibrosis.  
Contraindications: hypertension, coronary insufficiency, arteriopathy, gastric ulcer, liver and/or 
kidney failure. (Note: should be reserved for patients with severe migraine resistant to other 
treatments.) 

Dihydroergotamine 10 mg to 20 mg/day 
(Note: dihydroergotamine is widely used for first line prophylaxis in France and 
is well tolerated. However, its efficacy remains to be confirmed.) 

      2 
5,227 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Beta blockers 
 

G4 (UK) (p. 25) 
Propranolol (80 mg to 240 mg per day) is recommended as first line therapy for 
prophylaxis in patients with migraine. 

1 
244 

    1 
245 

 

 Timolol, atenolol, nadolol, and metoprolol can be used as alternatives to propranolol as 
prophylaxis in patients with migraine. 
Atenolol is not licensed for use in migraine. 

Based on the clinical experience of the guideline development group  
(Background studies cited: G245) 

 When propranolol is prescribed to a patient using rizatriptan, the patient should be 
advised to halve the dose of rizatriptan and, in addition, not to take rizatriptan within 
2 hours of taking propranolol. 

Based on the clinical experience of the guideline development group  
(Background studies cited: Other246) 

 Use beta blockers with caution in patients with (not an exhaustive list) asthma, 
diabetes, bradycardia, peripheral vascular disease, or comorbid depression. May be 
preferred in patients with comorbid anxiety. 

     1 
7 

1 
246 

Antiepileptics 
 

G4 (UK) (p. 26) 
Topiramate 
In patients with episodic migraine and chronic migraine, topiramate 50 mg to 200 
mg per day is recommended to reduce headache frequency and severity. 

1 
247 

1 
248 

9 
210,211,249-255 

    

 Use topiramate with caution in patients with (not an exhaustive list) renal stones, 
angle closure glaucoma, or pregnancy. May be preferred in patients with comorbid 
obesity. 

     1 
7 

1 
246 

Sodium valproate 
In patients with episodic migraine sodium valproate 800 mg to 1500 mg per day is 
recommended to reduce headache frequency and severity. 

1 
247 

 2 
251,254 

    

Use valproate with caution in patients with (not an exhaustive list) obesity, liver 
disease, or pregnancy. May be preferred in patients with comorbid depression. 

     1 
7 

1 
246 

Gabapentin  
Patients with episodic and chronic migraine can be treated with gabapentin 1200 mg 
to 2400 mg per day to reduce headache frequency. 

  1 
236 

    

When considering antiepileptic medication for prophylaxis of migraine in women of 
reproductive age, advice and counselling regarding the potential teratogenic side 
effects of these drugs should be given. 

Based on the clinical experience of the guideline development group 
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Table G.4a: Migraine prophylaxis - pharmacological interventions (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Antidepressants G4 (UK) (p. 27) 
Selective serotonin reuptake inhibitors are not recommended in the prophylaxis of 
migraine. 

2 
256,257 

      

Amitriptyline 25 mg to 150 mg per day is recommended for patients requiring 
prophylaxis of migraine. 

  1 
230 

  1 
245 

 

Venlafaxine 75 mg to 150 mg per day is an effective alternative to tricyclic 
antidepressants for prophylaxis of migraine. 

  2 
228,230 

    

Use tricyclic antidepressants with caution in patients with (not an exhaustive list) 
angle closure glaucoma. May be preferred in patients with comorbid depression, 
comorbid tension-type headache, or sleep disturbance. 

     1 
7 

1 
246 

Feverfew 
Some difference (G1, 
G2 versus G4) with 
respect to feverfew 

G4 (UK) (Main guideline p. 47; BMJ summary p. 1233) 
Feverfew is not recommended for preventive treatment of patients with migraine. 

1 
234 

 1 
239 

    

Other drugs G2 (Europe) (p. 973) 
No efficacy in migraine prophylaxis has been shown for montelukast, acetazolamide 
(500 mg per day), or lanepitant. 

  3 
258-260 

    

G4 (UK) (Main guideline p. 28) 
Pizotifen 
Pizotifen is of limited value in prophylaxis of migraine. 

Based on the clinical experience of the guideline development group  
(Background studies cited: RCT261) 

Methysergide 
Methysergide should only be used under specialist supervision. 

Based on the clinical experience of the guideline development group  
(Background studies cited: G245; Other246) 

Botulinum toxin A 
Botulinum toxin A is not recommended for the prophylactic treatment of migraine. 

  1 
262 

    

G4 (UK) (Main guideline p. 47; BMJ summary p. 1233) 
Evidence is limited for the use of herbs, vitamins, and minerals. 

Based on the clinical experience of the guideline development group  
(Background studies cited: SR263; RCT120,229,238,264) 

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-
analysis. 
Statements in italics relate to harm. These statements were sourced from the recommendations or elsewhere in the seed guidelines. 
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Table G.4b: Menstrual migraine - prophylaxis 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

General 
statements 

G4 (UK) (Main guideline p. 39) 
Specific menstrual migraine prophylaxis should only be considered in women with 
regular and predictable menstrual cycles. 

Based on expert opinion of the guideline development group 

Hormone 
replacement 
therapy (HRT) 

G4 (UK) (Main guideline p. 40; BMJ summary p. 1233) 
HRT can be prescribed to menopausal and perimenopausal women with migraine. 
If a patient taking HRT experiences worsening migraine, HRT should be considered 
as a possible cause. 
If the patient is using oral HRT and experiences worsening migraine, transdermal 
HRT should be considered. 

Based on the clinical experience of the guideline development group  
(Background studies cited: NR265-267; RCT268,269; Other270,271) 

Phytoestrogens G4 (UK) (Main guideline p. 39) 
There is insufficient evidence to make any recommendations on the use of 
phytoestrogens. 

   1 
272 

 1 
273 

 

Triptans G4 (UK) (Main guideline p. 40) 
Frovatriptan (2.5 mg per day) or naratriptan (1 mg twice daily) taken 2 days before 
day 1 of the menstrual cycle then for a further 4 or 5 days, respectively, is 
recommended for the prophylaxis of menstrual migraine. 

  3 
274-276 

    

Oral 
contraception 

G4 (UK) (Main guideline p. 38; BMJ summary p. 1233) 
Do not prescribe combined oral contraceptives to women who have migraine with 
aura as this increases the risk of ischemic stroke (relative risk 8.72 [95% confidence 
interval 5.05 to 15.05]). 
Patients with migraine without aura who are over the age of 35 years should not use 
a combined oral contraceptive pill. 

3 
277-279 

1 
280 

    3 
281-283 

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-
analysis 
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Table G.4.C: Migraine in pregnancy - prophylaxis 

Item Guideline/Country/Synopsis of Recommendations 
Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Drug therapy G2 (Europe) (p. 974) 
Only magnesium and metoprolol are recommended during pregnancy. 

      1 
284 

CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-
analysis 
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Inventory of Guideline Recommendations for Tension-Type Headache (TTH) 
Table G.5a: Tension-type headache (TTH) - patient education 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Patient education/ 
reassurance 

G6 (Europe) (p. 1, 3) 
Information, reassurance and identification of trigger factors 
may be rewarding. It should be explained to the patient that 
frequent TTH only seldom can be cured, but that a meaningful 
improvement often can be obtained with the combination of 
drug and nondrug treatments. 

Not 
applicable 

Not provided 

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache.  
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.5b: Tension-type headache (TTH) - pharmacological prophylaxis 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Drugs G4 (UK) (p. 30, BMJ summary p. 1233) 
Tricyclic antidepressants, particularly amitriptyline, 25 mg to 150 mg per 
day, are recommended as the agents of choice where prophylactic 
treatment is being considered in a patient with chronic TTH.  

A 2 
2,3 

      

G6 (Europe) (p. 1, 6) 
Amitriptyline is drug of first choice for the prophylactic treatment of 
chronic TTH. Mirtazapine and venlafaxine are drugs of second choice. 
The efficacy of the prophylactic drugs is often limited, and treatment 
may be hampered by side effects. 
The following drugs are recommended for prophylactic therapy of 
TTH.  
Drug of first choice:  

• amitryptyline (30 mg to 75 mg) - side effects include dry mouth, 
drowsiness, dizziness, obstipation and weight gain. 

Drugs of second choice:  
• mirtazapine (30 mg) - major side effects are drowsiness and weight 

gain;  
• venlafaxine (150 mg) - major side effects are vomiting, nausea, 

dizziness and loss of libido. 
Drugs of third choice:  

• clomipramine (75 mg to 150 mg);  
• maprotiline (75 mg);  
• mianserin (30 mg to 60 mg). 

 
 
 
 
 
 
 

A 
 
 

B 
 
 

B 

1 
3 

1 
4 

15 
1,5-18 

1 
19 

  1 
20  

Botulinum toxin A  G4 (UK) (p. 31) 
Botulinum toxin A is not recommended for the preventive treatment of 
chronic TTH.  

B   1 
21 

    

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
 CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.5c: Tension-type headache (TTH) - acute pharmacological treatment 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Drugs G4 (UK) (p. 30, BMJ summary p. 1233) 
Aspirin and acetaminophen are recommended for acute treatment in 
patients with TTH.  
Doses included: aspirin: 500 mg and 1000 mg; acetaminophen 1000 mg.  

A    1 
22 

    

G6 (Europe) (p. 1, 5) 
Simple analgesics and non-steroidal anti-inflammatory drugs (NSAIDs) 
are recommended for the treatment of episodic TTH.  
Combination analgesics containing caffeine are drugs of second choice. 
Triptans, muscle relaxants and opioids should not be used.  
It is crucial to avoid frequent and excessive use of analgesics to prevent 
the development of medication-overuse headache. 
The following drugs are recommended for the acute treatment of TTH.  

• Ibuprofen (200 mg to 800 mg) - gastrointestinal side effects, 
risk of bleeding 

• Ketoprofen (25 mg) - side effects as for ibuprofen 
• Aspirin (500 mg to 1000 mg) - side effects as for ibuprofen 
• Naproxen (375 mg to 550 mg) - side effects as for ibuprofen 
• Diclofenac (12.5 mg to 100 mg), only doses of 12.5 mg to 25 

mg tested in TTH - side effects as for ibuprofen 
• Acetaminophen (1000 mg oral) - less risk of gastrointestinal 

side effects compared with NSAIDs 
• Caffeine combination (65 mg to 200 mg) - combination with 

caffeine (65 mg to 200 mg) increases the efficacy of ibuprofen 
and acetaminophen, but possibly also the risk for developing 
medication overuse headache 

 
A for all 
except 

caffeine 
combina-tion 

(B) 

 2 
23,24 

19 
22,25-42 

8 
43-50 

  2 
51,52 

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.5d: Tension-type headache (TTH) - non-pharmacological treatment 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Psycho-
behavioural 
treatments 

G6 (Europe) (p. 8) 
Non-drug management should always be considered although the 
scientific basis is limited. Information, reassurance and identification of 
trigger factors may be rewarding.  
Electromyography biofeedback has a documented effect in TTH. 

 
A  

2 
53,54 

      

Cognitive-behavioural therapy and relaxation training most likely are 
effective, but there is no convincing evidence. 

C 1 
53 

1 
4 

2 
9,55 

    

Physical therapy 
and acupuncture 

G6 (Europe) (p. 8) 
Physical therapy and acupuncture may be valuable options for patients 
with frequent TTH, but there is no robust scientific evidence for 
efficacy. 

C 7 
56-62 

1 
4 

7 
63-69 

1 
70 

  1 
71 

Massage  G4 (UK) (p.45) 
There is insufficient evidence to make a recommendation on the use of 
massage in the treatment of patients with headache. 

Not 
applicable 

1 
72 

      

TENS  G4 (UK) (p.45) 
There is insufficient evidence to make a recommendation on the use of 
TENS in the treatment of patients with headache. 

Not 
applicable 

1 
58 

      

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.5e: Tension-type headache (TTH) in pregnancy - treatment 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Simple analgesics G4 (UK) (Main guideline p. 38; BMJ summary p. 1233) 
Where possible, the use of medication in pregnancy should be avoided, 
particularly in the first trimester.  
Acetaminophen 1000 mg is the treatment of choice in pregnancy for all 
patients with TTH when the pain is sufficient to require analgesia.  
If acetaminophen provides insufficient analgesia aspirin 300 mg or 
ibuprofen 400 mg can be used in the first and second trimester of 
pregnancy. 
As with any medication used during pregnancy, acetaminophen should 
be taken at the lowest effective dose for the shortest time necessary. 
Aspirin is contraindicated during the third trimester of pregnancy. 
Long-term exposure or exposure to high doses of ibuprofen in late 
pregnancy is associated with an increased risk of fetal complications. 

Not applicable Based on clinical experience of guideline development group 
(Background studies cited: Other73-76) 

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Inventory of Guideline Recommendations for Medication-Overuse Headache 
Table G.6a: Medication-overuse headache - general statements, definitions, and assessment 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

General 
statements 

G1 (USA) (Guideline p. 23-24, Summary guideline for clinicians) 
Guard against medication-overuse headache. (“Rebound headache” or 
“drug-induced headache” are sometime used interchangeably with 
“medication-overuse headache”) (see Glossary in Table G.10).  
To decrease the risk of medication-overuse headaches, many experts 
suggest limiting acute therapy for patients who have more than two 
headache days per week on a regular basis.  
Attempt to limit acute therapy to 2 days per week. 

Not applicable Consensus achieved by the US Headache Consortium 
(Background studies cited: Other1,2) 

G3 (France) (Summary [English] p. 1309; Summary recommendations 
[French] p. 10) 
For all patients with migraine, the total number of doses taken per month 
should be counted, using a diary, to identify excessive use of medication 
(≥10 days/month for > 3 months). Excessive use occurs frequently in 
patients with migraine and can lead to the development of chronic daily 
headache related to medication overuse. This is true for all of the migraine 
medications. 

Not applicable Professional consensus 
(Background study cited: Other3) 

G4 (UK) (Quick reference guide p. 8) 
Medication overuse headache is described as: headache which is present 
for 15 days or more per month and which has developed while taking 
regular symptomatic medication. 

Not applicable Not provided 

Definitions and 
assessment 

G4 (UK) (Main guideline p. 35) 
Medication overuse headache must be excluded in all patients with 
chronic daily headache (headache ≥15 days per month for >3 months). 

D       3  
4-6 

G4 (UK) (Main guideline p. 35)  
Clinicians should be aware that patients using any acute or symptomatic 
headache treatment are at risk of medication overuse headache. Patients 
with migraine, frequent headache and those using opioid-containing 
medications or overusing triptans are at most risk. 

D  1 
7 

  5 
8-12 

 3 
6,13,14 

G4 (UK) (Main guideline p. 35)  
When diagnosing medication overuse headache, psychiatric comorbidity 
and dependence behaviour should be considered.  

C    1 
15 

   

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.6b: Medication-overuse headache - pharmacological prophylaxis 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

General statements  G1 (USA) (Guideline p. 23-24) 
In patients with suspected medication overuse or patients at risk of 
medication overuse, consider preventive therapy. 

Not applicable  Consensus achieved by the US Headache Consortium 

G4 (UK) (Main guideline p. 37) 
If frequent headache persists after symptomatic medication have been 
withdrawn, prophylactic agents may be effective and should be considered. 

D  1 
16 

2 
24,25 

 1 
20 

  

Topiramate G4 (UK) (Main guideline p. 37) 
In patients with medication overuse headache, topiramate may be 
considered in order to reduce the total number of headache days.  

C   3 
24,26,27 

    

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.6c: Medication-overuse headache - treatment 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

General statement G4 (UK) (Main guideline p. 36) 
Medication withdrawal should be attempted in all patients with medication 
overuse headache. 

Not applicable Based on clinical experience of guideline development group 
 

Abruptly withdraw 
(from treatment 
with simple 
analgesics or 
triptans) 

G4 (UK) (Main guideline p. 36, BMJ summary p. 1232) 
Patients with medication overuse headache caused by simple analgesics or 
triptans should be advised to abruptly withdraw the overused medication. 
In the majority of patients this can be as an outpatient with structured 
advice (such as an explanation about how medications cause headache, 
warning about withdrawal headache and other withdrawal symptoms, and 
the expectation that headache frequency will reduce and preventive 
treatments will regain their effectiveness). 

C  2 
7,16 

2 
17,18 

1 
19 

4 
20-23 

  

(Main guideline p. 36, Quick reference guide p. 8) 
NB Abrupt withdrawal from medication initially results in worsening of 
headache. 

Not applicable   1 
16 

 1 
19 

1 
21 

  

Gradual withdraw 
(from treatment 
with opioids and 
opioid-containing 
analgesics) 

G4 (UK) (Main guideline p. 36) 
Patients with medication overuse headache caused by opioids and opioid-
containing analgesics should be considered for gradual withdrawal of the 
overused medications. 

D  2 
7,16 

     

(BMJ summary p. 1232) 
For most patients this can be done in the outpatient department. 

Not applicable Not provided  

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Inventory of Guideline Recommendations for Cluster Headache  
Table G.7a: Trigeminal autonomic cephalalgias – diagnosis 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Cluster 
headache 

G5 (Europe) (p. 1067) 
The International Classification of Headache Disorders diagnostic criteria1: 

A: At least five headache attacks fulfilling criteria B–D; 
B: Severe or very severe unilateral orbital, supraorbital and/or temporal 
headache attacks, which last untreated for 15–180 min. During part (but 
less than half) of the time course of the cluster headache, attacks may be 
less severe, less frequent or of shorter or longer duration; 
C: The headache is accompanied by at least one of the following 
symptoms ipsilateral to the pain: 

1. Conjunctival injection or lacrimation; 
2. Nasal congestion and/or rhinorrhoea; 
3. Eyelid oedema; 
4. Forehead and facial sweating; 
5. Miosis and/or ptosis; 
6. A sense of restlessness and agitation. 

D: The attacks have a frequency from one every other day to 8 per day; 
E: History or physical and neurological examination do not suggest any 
other disorder and/or they are ruled out by appropriate investigations. 

Episodic cluster headache: at least two cluster periods lasting 7 days to 1 year 
separated by pain-free periods lasting ≥1 month. 
Chronic cluster headache: attacks occur for more than 1 year without remission or 
with remission <1 month. 
Probable cluster headache: attacks fulfilling all but one criterion for cluster 
headache. 

Not applicable       1 
1 

G5 (Europe) (p. 1067-8) 
Electrophysiological and laboratory examinations including examination of the 
cerebrospinal fluid are not helpful. For the initial diagnosis, and in the case of 
an abnormal neurological examination, a cranial computed tomography scan 
and a cranial magnetic resonance imaging scan should be considered in order 
to exclude abnormalities of the brain. Particularly in older patients, mass lesions 
or malformations in the midline have been described to be associated with 
symptomatic cluster headache or in SUNCT where lesions involving the 
posterior fossa or region of the pituitary gland need to be considered. 

Not applicable  2 
2,3 

  1 
4 
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Table G.7a: Trigeminal autonomic cephalalgias – diagnosis (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Paroxysmal 
hemicrania 

G5 (Europe) (p. 1068) 
The International Classification of Headache Disorders diagnostic criteria1: 

A. At least 20 attacks fulfilling criteria B–D; 
B. Attacks of severe unilateral orbital, supraorbital or temporal pain lasting 
2 to 30 minutes; 
C. Headache is accompanied by at least one of the following: 

1. ipsilateral conjunctival injection and/or lacrimation; 
2. ipsilateral nasal congestion and/or rhinorrhoea; 
3. ipsilateral eyelid oedema; 
4. ipsilateral forehead and facial sweating; 
5. ipsilateral miosis and/or ptosis. 

D. Attacks have a frequency above 5 per day for more than half the time, 
although periods with lower frequency may occur; 
E. Attacks are prevented completely by therapeutic doses of 
indomethacin; 
F. Not attributed to another disorder. 

Not applicable       1 
1 

SUNCT 
(short-lasting 
unilateral 
neuralgiform 
headache 
attacks with 
conjunctival 
injection and 
tearing) 
syndrome 

G5 (Europe) (p. 1068) 
The International Classification of Headache Disorders diagnostic criteria1: 

A. At least five attacks fulfilling criteria B–D; 
B. Attacks of unilateral orbital, supraorbital or temporal stabbing or 
pulsating pain lasting 5–240 seconds; 
C. Pain is accompanied by ipsilateral conjunctival injection and 
lacrimation; 
D. Attacks occur with a frequency from 3 to 200 per day; 
E. Not attributed to another disorder. 

The most important differential diagnosis is the classical trigeminal neuralgia. 
In trigeminal neuralgia, unlike in SUNCT syndrome, autonomic symptoms are 
not prominent and triggered attacks have a clear refractory period. 

Not applicable  1 
5 

    1 
1 

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.7b: Cluster headache – acute treatment 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Triptans G4 (UK) (Main guideline p. 32) 
Subcutaneous injection of sumatriptan 6 mg is recommended as the first 
choice treatment for the relief of acute attacks of cluster headache. 
Nasal sumatriptan or zolmitriptan is recommended for treatment of acute 
attacks of cluster headache in patients who cannot tolerate subcutaneous 
sumatriptan. 

A   5 
6-10 

 2 
11,12 

  

G5 (Europe) (p.1069, 1072) 
The drug of first choice is subcutaneous injection of sumatriptan 6 mg. 
An alternative would be sumatriptan 20 mg nasal spray or zolmitriptan 5 mg 
nasal spray, with the disadvantage of a slower onset and the advantage of 
being able to treat more attacks in 24 hours than with injected sumatriptan. 
The following, while not a recommendation, was mentioned in G5 
with respect to potential harm:  
Subcutaneous injection of sumatriptan is safe, with no evidence of 
tachyphylaxis or rebound headache in most patients. The most 
uncomfortable side effects are chest pain and distal paresthesia. 

A  2 
13,14 

5 
6-8,15,16 

1 
17 

4 
11,12, 

18,19 

  

Oxygen G4 (UK) (Main guideline p. 32) 
100% oxygen (7 to 12 litres per minute) should be considered for the 
treatment of acute attacks in all patients with cluster headache. 

Not applicable Based on clinical experience of guideline development group 
(Background study cited: NRCS20) 

G5 (Europe) (p.1069, 1072) 
The first option for the treatment of acute attacks of cluster headache should 
be the inhalation of 100% oxygen with at least 7 litres per minute over 15 
minutes. 
The following, while not a recommendation, was mentioned in G5 
with respect to potential harm:  
Oxygen is safe and without side effects. 

A  2 
21,22 

 3 
20,23, 

24 

   

Lidocaine G4 (UK) (Main guideline p. 32) 
For patients whose attacks of cluster headache are not well relieved by 
subcutaneous or nasal triptan and inhaled 100% oxygen, 10% intranasal 
lidocaine drops can be considered to help speed relief for acute attacks. 

Not applicable Based on clinical experience of guideline development group 
(Background studies cited: NRCS25) 

G5 (Europe) (p.1072) 
Intranasal lidocaine (4%) can be tried for treating acute cluster headache 
attacks if level A medication (oxygen, triptan) is ineffective or 
contraindicated. 

B  1 
26 

  1 
27 

 1 
28 
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Table G.7b: Cluster headache – acute treatment (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Octreotide G5 (Europe) (p.1072) 
Subcutaneous octreotide 100 μg can be tried for treating acute cluster 
headache attacks if level A medication (oxygen, triptan) is ineffective or 
contraindicated. 

B   1 
29 

    

Zolmitriptan G5 (Europe) (p.1072) 
Oral administration of zolmitriptan at 5 mg to 10 mg is effective in some 
patients, but high doses produce more side effects and limit practical use. 

B   1 
10 

    

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.7c: Cluster headache – pharmacological prophylaxis 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Verapamil  G4 (UK) (Main guideline p. 33; BMJ Summary p. 1233) 
Verapamil 240 mg to 960 mg is recommended as the first choice for the 
prophylaxis of cluster headache. 

B  1 
2 

1 
30 

  1 
31(G5) 

 

G5 (Europe) (p. 1071, 1072) 
Prophylaxis of cluster headache should be tried first with verapamil at a 
daily dose of at least 240 mg (maximum dose depends on efficacy or 
tolerability; echocardiographic controls are obligatory with increasing 
doses). 
The following, while not a recommendation, was mentioned in G5 
with respect to potential harm:  
Side effects of verapamil are bradycardia, ankle edema, constipation, 
gastrointestinal discomfort, gingival hyperplasia, and dull headache. 

A  2 
2,32 

1 
30 

1 
33 

3 
34-36 

  

Steroids G4 (UK) (Main guideline p. 33; BMJ Summary p. 1233) 
In addition to verapamil, steroids (60 mg prednisolone for five days then 
reduced by 10 mg every two days till stopped) can be given at the start of a 
cluster bout to abort it. 

Not applicable   1 
37 

  1 
31(G5) 

 

G5 (Europe) (p.1072) 
Although no class I or II* trials are available, steroids are clearly effective 
for treating cluster headache. Corticosteroids can be used for short periods 
where bouts are short or to help establish another medication. The use of at 
least 100 mg methylprednisone (or equivalent corticosteroid) given orally or 
up to 500 mg intravenously per day over 5 days (then tapering down) is 
recommended. The maximum dose depends on efficacy and tolerability. 

A  1 
38 

 1 
39 

   

Methysergide 
and lithium 

G5 (Europe) (p.1072) 
Methysergide and lithium are drugs of second choice if verapamil is 
ineffective or contraindicated. For methysergide, the maximum dose 
depends on efficacy and tolerability. 
The following, while not a recommendation, was mentioned in G5 
with respect to potential harm:  
For methysergide, as there is a definite incidence of pulmonary and 
retroperitoneal fibrosis under long-term use, the continuous use of 
methysergide is limited to 6 months. 
For lithium, the major side effects are hyperthyreosis, tremor, and renal 
dysfunction. 

B  3 
22,38,40 

 2 
33,41 

4 
42-45 

 1 
46 
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Table G.7c: Cluster headache – pharmacological prophylaxis (cont’d) 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Melatonin G5 (Europe) (p.1072) 
Melatonin is useful in some patients. The maximum dose depends on 
efficacy and tolerability. 

B   1 
47 

1 
48 

   

Ergotamine 
tartrate 

G5 (Europe) (p.1072) 
Ergotamine tartrate is recommended for short-term prophylaxis. 

B  1 
49 

  2 
50,51 

  

Pizotifen and 
intranasal 
capsaicin 

G5 (Europe) (p.1072) 
Despite positive class II studies, pizotifen and intranasal capsaicin should 
only be used in rare cases because of side effects. 

The following, while not a recommendation, was mentioned in G5 
with respect to potential harm:  
For pizotifen, the side effects include tiredness and weight gain. 

B   2 
52,53 

3 
54-56 

   

Topiramate  G5 (Europe) (p.1072) 
Topiramate is promising, but only open trials exist at this point. 
Recommended dose is at least 100 mg/day, with a starting dose of 25 mg. 

The following, while not a recommendation, was mentioned in G5 
with respect to potential harm:  
Side effects include cognitive disturbances, paresthesia and weight loss. 

B  2 
57,58 

 1 
59 

1 
60 

  

Baclofen and 
valproic acid 

G5 (Europe) (p.1072) 
Baclofen 15 mg to 30 mg and valproic acid showed possible efficacy and 
can be tried as drugs of third choice. 

C    2 
61,62 

2 
63,64 

  

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.7d: Paroxysmal hemicrania, hemicrania continua, and SUNCT – acute treatment 

Item Guideline/Country/Synopsis of Recommendations 
Rating of 

Recommen-
dation* 

Supporting Evidence 

SR/MA NR RCT NRCS CS G Other 

Indomethacin  G4 (UK) (Main guideline p. 34) 
Indomethacin up to 225 mg is recommended for the prophylaxis of 
paroxysmal hemicrania and hemicrania continua. 

D  1 
2 

     

G5 (Europe) (p.1073) 
Paroxysmal hemicrania is to be treated with indomethacin up to 200 mg. 
Alternatively, verapamil and other NSAIDs can be tried. 

 
A 
C 

 1 
65 

 2 
66,67 

5 
68-72 

 1 
73 

Lamotrigine G5 (Europe) (p.1073) 
Recent large case series outcomes suggest that lamotrigine is the most 
effective preventive agent in SUNCT, followed by topiramate and 
gabapentin. 

Not stated  2 
74,75 

  5 
76-80 

 1 
81 

Intravenous 
lidocaine 

G5 (Europe) (p.1066) 
Intravenous lidocaine may also be helpful as an acute therapy when patients 
are extremely distressed and disabled by frequent attacks. 

Not stated     1 
82 

  

*After consultation with the Steering Committee, the strength of the recommendations, as stated by the seed guidelines, was added to the evidence inventory tables for recommendations on tension-type, 
cluster, and medication-overuse headache. Refer to Table G.8 for explanation of ratings. 
CS – case series study; G – guideline; NR – non-systematic/narrative review; NRCS – non-randomized comparative study; RCT – randomized controlled trial; SR/MA – systematic review/meta-analysis 
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Table G.8: Recommendation ratings used by seed guidelines 

Recommendation 
Rating  G4 G5, G6 

A • At least one high quality meta-analysis, systematic review of randomised 
controlled trials, or randomised controlled trial with a very low risk of bias 
and directly applicable to the target population; or 

• A body of evidence consisting principally of well conducted meta-analyses, 
systematic reviews of randomised controlled trials, or randomised controlled 
trials with a low risk of bias directly applicable to the target population, and 
demonstrating overall consistency of results 

Established as effective, ineffective, or harmful: requires at least one convincing 
class I* study or at least two consistent, convincing class II studies 

B • A body of evidence including studies rated as high quality systematic reviews 
of case-control or cohort studies, and high quality case-control or cohort 
studies with a very low risk of confounding or bias and a high probability 
that the relation is causal and which are directly applicable to the target 
population, and with overall consistency of results; or 

• Extrapolated evidence from studies described in A 

Probably effective, ineffective, or harmful: requires at least one convincing class 
II* study or overwhelming class III evidence 

C • A body of evidence including well conducted case-control or cohort studies 
with a low risk of confounding or bias and a moderate probability that the 
relation is causal and which are directly applicable to the target population 
and with overall consistency of results; or 

• Extrapolated evidence from studies described in B 

Possibly effective, ineffective, or harmful: rating requires at least two convincing 
class III* studies 

D • Non-analytic studies, such as case reports, case series, expert opinion; or 

• Extrapolated evidence from studies described in C 

*Class I: An adequately powered prospective, randomized, controlled clinical trial with masked outcome assessment in a representative population or an adequately powered systematic review 
of prospective randomized controlled clinical trials with masked outcome assessment in representative populations. The following are required: 

(a) randomization concealment; 
(b) primary outcome(s) is/are clearly defined; 
(c) exclusion/inclusion criteria are clearly defined; 
(d) adequate accounting for dropouts and crossovers with numbers sufficiently low to have minimal potential for bias; 
(e) relevant baseline characteristics are presented and substantially equivalent among treatment groups or there is appropriate statistical adjustment for differences. 

Class II: Prospective matched-group cohort study in a representative population with masked outcome assessment that meets a–e above or a randomized, controlled trial in a representative 
population that lacks one criteria a–e. 
Class III: All other controlled trials (including well-defined natural history controls or patients serving as own controls) in a representative population, where outcome assessment is 
independent of patient treatment. 

Class IV: Evidence from uncontrolled studies, case series, case reports, or expert opinion. 
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Table G.9: Diagnosis criteria for migraine extracted from the seed guidelines* 
G3 (France)  

(Summary [English] p. 1307, Main guideline [French] p. 16-29) 
Diagnostic criteria of migraine without aura (code 1.1; adapted from IHS classification†):  
A. ≥5 attacks fulfilling criteria B to D 
B. Migraine attacks lasting 4 to 72 hours (untreated or unsuccessfully treated) 
C. Headache with ≥2 of the following characteristics: 

- Unilateral localization 
- Pulsating quality 
- Moderate or severe pain intensity (as measured using a 4-item pain-intensity scale (0=none, 1=mild, 2=moderate, 
3=severe) 
- Aggravation by or causing avoidance of routine physical activity (e.g. walking, climbing stairs) 

D. The presence of ≥1 of the following symptoms occurs during the headache: 
- Nausea and/or vomiting 
- Photosensitivity and phonosensitivity 

E. Physical examination between attacks is unremarkable. In case of doubt, organic diseases should be ruled out using appropriate 
investigations.   
If one of the criteria listed in A to D is not fulfilled, the diagnosis is probable migraine without aura (code 1.6.1). 

(Summary [English] p. 1307, Main guideline [French] p. 16-29) 
Diagnostic criteria of typical aura with migraine headache (code 1.2.1; adapted from IHS classification†):  
A. ≥2 attacks fulfilling criteria B to D 
B. Aura consisting of ≥1 of the following, but not motor weakness: 

Fully reversible visual symptoms, including positive features (e.g. flickering lights, spots, or lines) and/or negative features 
(e.g. loss of vision) 
Fully reversible sensory symptoms, including positive features (e.g. “pins and needles”) and/or negative features (e.g. 
numbness) 
Fully reversible dysphasic speech disturbance  

C. ≥2 of the following: 
Homonymous visual symptoms and/or unilateral sensory symptoms  
≥1 aura symptom developing gradually over ≥5 minutes and/or different aura symptoms occurring in succession over ≥5 
minutes 
Each symptom lasts 5 to 60 minutes 

D. Headache fulfilling criteria B to D for IHS migraine classification  
Migraine without aura (see diagnostic criteria) begins during the aura or follows aura within 60 minutes 

E. Physical examination between attacks is unremarkable. In case of doubt, organic diseases should be ruled out using appropriate 
investigations. 

ICHD-II code 1.6.1 Probable migraine without aura† 

Diagnostic criteria: 
A. Attacks fulfilling all but one of criteria A to D for Migraine without aura. 
B. Not attributed to another disorder.  
Comment: Do not code as 1.6.1. Probable migraine without aura if the patient fulfills the criteria for Chronic migraine or Status 
migrainosus.  

G4 (UK) 

(p. 1, Quick reference guide) 
Characteristics of migraine (bold indicates the most helpful for distinguishing migraine from other headache) 
• episodic moderate to severe headache that causes disability  
• unilateral 
• pulsating 
• builds up over minutes to hours 
• moderate to severe in intensity  
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• associated with nausea and/or vomiting and/or sensitivity to light and/or sensitivity to sound 
• aggravated by routine physical activity 
• typical aura (in 15 to 33% of patients with migraine) 
• exacerbation by physical activity 
• sensitivity to light between attacks 
• positive family history of migraine  

(p. 63-71) 
Selected Diagnostic Criteria from IHS Classification (ICHD-II)†‡ 
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ICHD - International Classification of Headache Disorders; IHS - International Headache Society 
*The information presented here is taken entirely, without any content modification, from the seed guidelines (G3 and G4) and the 
International Classification of Headache Disorders, 2nd edition (see citation below). References for the seed guidelines are available in 
Appendix E. 
†International Headache Society. The International Classification of Headache Disorders: 2nd edition. Cephalalgia 2004;24 Suppl 1:9-
160. 
‡Olesen J, Bousser MG, Diener HC, Dodick D, First M, Goadsby PJ, et al. New appendix criteria open for a broader concept of 
chronic migraine. Cephalalgia 2006;26(6):742-6. 
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Table G.10: Definitions of terms extracted from the seed guidelines* 

Term  Definition  
Chronic headache  (G4) Occurs on more than 15 days per month for more than 3 months.  

Medication-overuse headache  (G1) Medication-overuse headache results from frequent use of acute medications 
and is a pattern of increasing headache frequency often resulting in daily 
headaches. 
(G4) A headache which is present for 15 days or more per month and which has 
developed or worsened while taking regular symptomatic medication. 

Non-acute headache (G1) All headache syndromes that have occurred for at least 4 weeks during a 
patient’s lifetime. 

Primary headache disorders  (G4) Headaches not associated with an underlying pathology, e.g. migraine, 
tension-type headache, and cluster headache.  

Rebound headache  (G1) Rebound headache is distinct from medication-overuse headache in that 
rebound headache is associated with withdrawal of analgesics or abortive migraine 
medication. Our understanding of this phenomenon is based on strong clinical 
impression and limited research. There is no uniform agreement about which 
agents can cause rebound headache, although ergotamine (not 
dihydroergotamine), opiates, triptans, NSAIDs, simple and mixed analgesics 
containing butalbital, caffeine, or isometheptene are generally thought to do so. 
There is less uniform opinion about other antimigraine agents. 

Red flags  (G4) Warning signs for potential secondary headache that requires further 
investigation. 

Rescue medication (G1) A rescue medication is used at home when other treatments fail. It permits 
the patient to achieve relief without the discomfort and expense of a visit to the 
physician’s office or emergency department. 

Secondary headache disorders  (G4) Headache attributed to an underlying pathological condition. Includes any 
head pain of infectious, neoplastic, vascular, or drug-induced origin.  

Thunderclap headache  (G4) Defined by the ICHD-II (see Table G.9) as a high-intensity headache or 
rapid onset mimicking a subarachnoid haemorrhage from a ruptured aneurysm, 
with maximum intensity being reached in less than a minute. In most patients 
thunderclap headache peaks instantaneously. Thunderclap headache may be 
primary or secondary. 

Trigeminal autonomic 
cephalalgias (TAC) 

(G4) Characterized by attacks of severe unilateral pain in a trigeminal distribution.  
TACs include cluster headache, paroxysmal hemicrania, short-lasting unilateral 
neuralgiform headache attacks with conjunctival injection and tearing (SUNCT), 
and short-lasting unilateral neuralgiform headache attacks with cranial autonomic 
symptoms (SUNA).  

ICHD - International Classification of Headache Disorders; NSAIDs - non-steroidal anti-inflammatory drugs 
*References for the seed guidelines are available in Appendix E. 
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APPENDIX H: SUMMARY OF PARKING LOT ITEMS 
RECOMMENDATIONS ACCEPTED OR REJECTED BY THE GDG BASED ON SUPPLEMENTARY INFORMATION 
REVIEWED AND DISCUSSED IN SUBCOMMITTEE MEETINGS 

Table H.1: Headache diagnosis and investigation* 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

History-taking 
G4 (UK) 

30 May2011. SC: Check for 
recommendation on history-taking in 
seed guidelines.  

30 May 2011. Review statements from 
G4 based on one guideline.1 
Recommendation on headache history 
prepared by the GDG co-chair 
(neurologist). 

Neurology 
Psychology, pain management 
HTA research 

24 October 2011. GDG accepted 
recommendation. 
Based on GDG expert opinion. 
EO (GDG) 

  July 2011 to July 2012. SC meeting (26 
July 2012) and email correspondence 
(3 July 2012, and 26 July 2011 to 5 
August 2011): Prepare headache 
history tool for use by primary care 
practitioners. 

Neurology 
Family medicine, chronic pain 
management 
Psychology, pain management 
HTA research 

Examination 
G4 (UK)  

Physical examination 
22 March 2010. Supplementary search 
for SRs on physical/clinical 
examination and neurological 
examination for headache.§  
Refine list of neurological examinations 
in patients presenting with headache 
provided by G4.  
Review study cited by the GDG.2 

17 August 2010. No SR found on 
physical/clinical examination or 
neurological examination for 
headache. Information on clinical and 
neurological examination was reviewed 
from seven NRs3-9 and one qSR.2 
Subcommittee decision: Accept G4 
recommendation with minor 
modifications drafted by the GDG co-
chair (neurologist). 

Neurology (two participants) 
Psychology, pain management 
HTA research 

19 October 2010. GDG accepted 
recommendation. 
G4 + minor modification. 
CS (G4) 

 Screening neurological examination 10 June 2010. Refined draft 
recommendation based on G4. 

 19 October 2010. GDG accepted 
recommendation 
Based on expert opinion from G4 
EO (G4) 
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Table H.1: Headache diagnosis and investigation (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Examination 
G4 (UK) 
(cont’d) 

Neck examination 10 June 2010. Refined draft 
recommendation based on G4. 
27 September 2010. Subcommittee 
decision: Accept recommendation on 
neck examination drafted by GDG co-
chair (neurologist) based on G4. 

 19 October 2010. GDG accepted 
recommendation. 
Based on NRCS from G4 + 
GDG expert opinion. 
NRCS (G4) 

  30 May 2011. E-mail correspondence: 
Recommendations reviewed by two 
GDG members after applying the 
GLIA tool.10,11 

Musculoskeletal chronic pain 
management 
Primary care 

Examination for 
temporoman- 
dibular disorders 
(TMD) 
New 
recommendation 
 
 
 
 
 
 
 
 
 
 
(continued  
over page) 

6 June 2011. SC: Quick literature search 
for TMD guidelines, particularly clinical 
examination of patients with potential 
TMD. 

10 June 2010. Refined draft 
recommendation written by GDG co-
chair (neurologist). 
27 September 2010. Subcommittee 
decision: Accept recommendation on 
neck examination drafted by GDG co-
chair (neurologist). 

Neurology (two participants—one by 
email)  
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise (by email) 
Spinal biomechanics 
Physical therapy 
Psychology, pain management 
Musculoskeletal chronic pain 
management 
HTA research 

19 October 2011. GDG accepted 
recommendation. 
Based on GDG expert opinion. 
EO (GDG) 

7 July 2011. Review information and 
recommendations extracted from six 
TMD guidelines.12-17 

Neurology 
HTA research 

 30 May 2011. E-mail correspondence: 
Recommendations reviewed by two 
GDG members after applying the 
GLIA tool.10,11 

Neurology 
Musculoskeletal chronic pain 
management 
Primary care 
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Table H.1: Headache diagnosis and investigation (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Examination for 
temporoman- 
dibular disorders 
(TMD) 
New 
recommendation 
(cont’d) 

17 January 2011. SC: Search for videos 
on temporomandibular, neck, and 
neurological examination. 

1 July 2011 to 28 July 2011. Email 
correspondence: Discussions about 
video.18 

Neurology 
Psychology, pain management 
Musculoskeletal chronic pain 
management 
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise 
HTA research 

28 July 2011. Decision to use 
video as practical tool for 
temporomandibular examination. 

Primary headache 
diagnosis 
Migraine 
G1 (USA) 
G3 (France) 
G4 (UK) 

22 March 2010. GDG: What are the 
appropriate diagnostic criteria for 
migraine? Include shortcut criteria (e.g., 
studies.19,20), full International 
Headache Society (IHS) diagnostic 
criteria cited in G4, or adopt G4 
statement. 
28 September 2010. GDG: Reword 
recommendations to make them more 
client-centered. Merge (b) and (d) (see 
next column) into one 
recommendation. 

17 August 2010. Review studies2,19,20 
cited by the GDG. Review IHS criteria 
and G4 statement, as well as 
recommendation drafted by the GDG 
co-chair (neurologist). Four options 
were discussed: (a) SIGN criteria; (b) 
SIGN criteria without severe 
headaches (only light sensitivity or 
nausea); (c) IHS criteria; (d) 
Identification of Migraine (ID 
Migraine) criteria. Subcommittee 
decision: go with options (b) and (d) 
and ask opinion of family physicians. 

Neurology (two participants) 
Psychology, pain management 
HTA research 

28 September 2010. GDG accepted 
G4 recommendation with 
modifications and expert opinion. 
G4 + GDG expert opinion. 
NRCS (G4) 

Primary headache 
diagnosis 
Tension-type 
headache (TTH) 
G3 (France) 
G4 (UK) 

22 March 2010. GDG: Review G3 and 
G4 recommendations and IHS 
diagnostic criteria cited in G4. 
28 September 2010. GDG: Reword 
recommendations to make them more 
client-centered. 

10 April 2010. Email correspondence: 
GDG co-Chair (neurologist) drafted 
recommendation. 
17 August 2010. Subcommittee 
decision: accept recommendation 
drafted by GDG co-Chair. 

Neurology (two participants) 
Psychology, pain management 
HTA research 

28 March 2011. GDG accepted 
recommendation. 
Based on studies cited in G4 + 
GDG expert opinion. 
CS (G4) 
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Table H.1: Headache diagnosis and investigation (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Primary headache 
diagnosis  
Cluster headache 
G4 (UK) 

22 March 2010. GDG: Review G4 
recommendation and IHS diagnostic 
criteria cited in G4. 
28 September 2010. GDG: Reword 
recommendations to make them more 
client-centered. 

10 April 2010. Email correspondence: 
GDG co-chair (neurologist) drafted 
recommendation. 
17 August 2010. Subcommittee 
decision: accept recommendation 
drafted by GDG co-chair. 

Neurology (two participants) 
Psychology, pain management 
HTA research 

28 March,2011. GDG accepted 
recommendation. 
Based on studies cited in G4 + 
GDG expert opinion. 
CS (G4) 

Primary headache 
diagnosis 
Hemicrania 
continua  
G4 (UK) 

22 March 2010. GDG: Review G4 
recommendation and IHS diagnostic 
criteria cited in G4. 
28 September 2010. GDG: Reword 
recommendations to make them more 
client-centered. 

10 April 2010. Email correspondence: 
GDG co-chair (neurologist) drafted 
recommendation. 
17 August 2010. Subcommittee 
decision: accept recommendation 
drafted by GDG co-chair. 

Neurology (two participants) 
Psychology, pain management 
HTA research 

28 March 2011. GDG accepted 
recommendation. 
Based on GDG expert opinion. 
EO (GDG) 

Primary headache 
diagnosis 
New daily 
persistent 
headache  
G4 (UK) 

22 March 2010. GDG: Review G4 
recommendation and IHS diagnostic 
criteria cited in G4. 
28 September 2010. GDG: Reword 
recommendations to make them more 
client-centered. 

10 April 2010. Neurologist drafted 
recommendation (email 
correspondence). 
17 August 2010. Reviewed and 
accepted by subgroup. 

Neurology (two participants) 
Psychology, pain management 
HTA research 

28 March 2011. GDG accepted 
recommendation. 
Based on clinical experience from 
G4 + GDG expert opinion. 
EO (G4) 
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Table H.1: Headache diagnosis and investigation (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Cervicogenic 
headache—
clinical and 
neurological 
examination; 
whiplash-
associated 
disorders 
G4 (UK) 

22 March 2012. GDG: Review 
references from G4. Supplementary 
search for SRs on clinical and 
neurological examination for 
cervicogenic headache and whiplash- 
associated disorders§. Review article 
written and cited by one member of the 
GDG.21 

17 August 2010. Add information 
about assessment of jaw movements 
(palpation of head and jaw; palpation 
of temporal arteries) when addressing 
cervicogenic headache. 

Neurology (two participants) 
Psychology, pain management 
HTA research 

27 September 2010. GDG accepted 
recommendation proposed by co-
chair and SC. 
Based on GDG expert opinion. 
EO (GDG) 

27 September 2010. Review four 
studies cited in G41,22-24 and one SR25 
found by search, but in the SR study 
population was not stated and the 
reviewed studies included data from 
children and adolescents. A summary 
of the conclusions from qSRs26,27 and 
NRs28-33 was also reviewed. Review 
recommendation drafted by GDG co-
chair (neurologist). 

Neurology (two participants by email) 
Psychology, pain management 
Musculoskeletal chronic pain 
management 
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise (by email) 
Spinal biomechanics 
HTA research 

  30 May 2011. Email correspondence: 
Recommendations reviewed by two 
GDG members after applying the 
GLIA tool.10,11 

Musculoskeletal chronic pain 
management 
Primary care 
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Table H.1: Headache diagnosis and investigation (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Diagnosis and 
neuroimaging in 
the emergent/ 
urgent setting 
Red flags and 
referral 
G4 (UK) 

22 March 2010. GDG: Review the list 
of red flags from G4. Decide how best 
to organize the information for use by 
primary care physicians—group by level 
of emergency. 
28 September 2010. GDG: Use red 
flags only for emergency and urgent 
situations. 
29 November 2010. SC: Decision to 
create a neuroradiology subcommittee 
for red flags and diagnostic imaging 
recommendations. Involve an external 
consultant/expert to review the 
radiology recommendations. 
22 February 2011: SC: Send 
recommendation to external radiology 
expert. 
29 March 2011. SC: Send 
recommendations to an 
ophthalmologist for review. 
28 July 2011. SC: Review Ontario 
Health Technology Advisory 
Committee report.34 

22 March 2010. Review options and 
approaches for development of 
recommendations. 
17 August 2010. Review 
recommendations drafted by the 
GDG co-chair (neurologist), based on 
recommendations from G4 and 
information from one CS,35 two 
NRs,36,37 and one NRCS.38 

Neurology (two participants) 
Family medicine, chronic pain 
management (by email, 22 March 
2010) 
Psychology, pain management 
HTA research 

28 March 2011. GDG accepted 
recommendations. 
Emergency red flags 
Thunderclap headache 
EO (GDG) & CS (G4) 
Meningismus  
CS (G4) 
Papillo-oedema  
NRCS (G4) 
Acute angle-closure glaucoma 
CS (G4) 
Urgent red flags 
Signs of systemic illness 
G (G4) 
Temporal arteritis 
NR (G4) 
Papillo-oedema without focal signs 
EO (GDG) 
Elderly patients  
EO (GDG) 

11 July 2011. Diagnostic imaging 
recommendations reviewed by an 
external expert in radiology. 

Radiology 

Radiology recommendations reviewed 
by one external expert in radiology and 
one primary care physician from the 
GDG. 

Radiology 
Primary care 
Neurology 

28 July 2011. Review 
recommendations from Ontario 
report. 

Neurology 
Psychology, pain management 
HTA research 

17 June 2012. Recommendations 
reviewed by two external experts, one 
in emergency medicine and the other 
in ophthalmology. 

Emergency medicine 
Neurology 
Ophthalmology 
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Table H.1: Headache diagnosis and investigation (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Neuroimaging 
and diagnosis in 
the outpatient 
setting 
G1 (USA) 
G3 (France) 
G4 (UK) 

22 March 2010. GDG: Review G1, G3, 
and G4 recommendations. 
Supplementary search for SRs on 
diagnostic imaging§. Review study2 cited 
by the GDG. 
13 September 2010. SC: Seek the 
opinion of a neuroradiologist. 

13 September 2010. No SR found on 
indications for neuroimaging. 
Information extracted from qSR2 cited 
by GDG was discussed. Review 
recommendations drafted by the 
GDG co-chair (neurologist). 

Neurology (two participants) 
Psychology, pain management 
Family medicine, chronic pain 
management 
HTA research 

28 March 2011. GDG accepted 
recommendations. 
Imaging in typical migraine 
CS (G4) + qSR (IHE database) 
Sinus and cervical spine X-ray 
EO (G3) 
Atypical headaches 
EO (G1) 
Unexplained focal signs 
CS (G4) + qSR (IHE database) 
& G (G4) 
Unusual headache precipitants 
CS (G4) + qSR (IHE database) 
& CS (G4) & EO (GDG) 
Unusual aura symptoms 
EO (GDG) 
Cluster headache and other uncommon 
primary headache syndromes 
CS (G4) + qSR (IHE database) 
Late onset headache  
NR (G4) 
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Table H.1: Headache diagnosis and investigation (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Neuroimaging for 
patient 
reassurance 
G4 (UK) 

22 March 2010. GDG: Review study 
cited in G4 recommendation.39 Include 
a reassuring statement for physicians to 
tell patients. Review study cited by the 
GDG.40 

13 September 2010. Review one 
RCT39 and one NR.40 Review 
recommendation drafted by the GDG 
co-chair (neurologist). 

Neurology (two participants) 
Psychology, pain management 
Family medicine, chronic pain 
management 
HTA research 

13 September 2010. Subcommittee 
accepted G4 recommendation 
and additional information from 
the NR and subcommittee expert 
opinion. 
28 March 2011. GDG accepted 
recommendation. 
G4 + RCT cited in G4 + NR + 
GDG expert opinion. 
RCT (G4) 

Electroencephalo-
graphy (EEG) 
G1 (US) 
G3 (France) 

22 March 2010. GDG: Review G1 and 
G3 recommendations. 

29 March 2010. Recommendation 
drafted by the GDG co-chair 
(neurologist). 

NA 29 March 2010. Subcommittee 
accepted recommendation based 
on expert opinion from G1 and 
G3. 
9 May 2011. GDG accepted 
recommendation. 
Based on expert opinion from G1 
and G3. 
EO (G1, G3) 

CS – case series; EO – expert opinion; G – guideline; GDG – Guideline Development Group (see role and membership in Appendix A and Appendix B); GLIA – GuideLine Implementability 
Appraisal; HTA – health technology assessment; IHE – Institute of Health Economics; IHS – International Headache Society; NA – not applicable (that is, no parking lot items or other 
miscellaneous requests); NR – narrative review; NRCS – nonrandomized comparative study; NSAIDs – non-steroidal anti-inflammatory drugs; qSR – quasi-systematic review; RCT – randomized 
controlled trial; SC – Steering Committee (see role and membership in Appendix A and Appendix B); SIGN – Scottish Intercollegiate Guidelines Network; SR – systematic review 

Parking lot item – Any activity that involved review of individual studies cited in the seed guideline, systematic reviews published between January 2000 and October 2010, or other requests that 
were required by the GDG before a final decision could be made. 
* See Appendix E for the seed guidelines references (G1 to G6). 
†  Interventions are listed in the order in which they were written in the Alberta CPG. See Appendix G for the original recommendations from the seed guidelines. 
‡  Detailed information about the searches conducted and about data extraction from studies is available upon request. 
§  The systematic search included systematic reviews that were published between January 2000 and October 2010 and that focused on specific interventions for headache disorders. 

Note: Over a series of teleconferences and email correspondences held between May 2011 and February 2012, the SC appraised and, where necessary, refined the final wording of each 
recommendation according to the principles of the GuideLine Implementability Appraisal (GLIA) tool.10,11 The final version of the recommendations was presented to and approved by the GDG 
on 27 February 2012. 
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Table H.2: Management of migraine headache* 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

General approach to management  

Exercise 
New 
recommendation—
developed from 
subcommittee 
discussion 

27 September 2010. Subcommittee: 
Supplementary search for SRs on 
exercise for migraine§. Is there any 
evidence supporting these therapies? 

27 September 2010. Subcommittee 
decision: Make a recommendation 
regarding exercise for migraine. 
1 October 2010. Review summary of 
data extracted from two SRs.41,42 
1 October 2010 to 1 November 2011. 
Email correspondence: 
Recommendation drafted by GDG 
co-chair (neurologist). Reviewed and 
accepted by subcommittee. 

Neurology 
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise 
Spinal biomechanics 
Physical therapy 
Psychology, pain management 
Musculoskeletal chronic pain 
management 
HTA research 

14 February 2011. GDG accepted 
recommendation. 
Based on GDG expert opinion. 
EO (GDG) 

Lifestyle 
factors/specific 
migraine triggers 
New 
recommendation—
developed based on 
subcommittee 
discussion 

24 October 2011. Check seed guidelines 
for commonly reported lifestyle 
migraine triggers. 

29 November 2010. Formation of a 
new subcommittee to decide on 
organization of a potential general 
lifestyle section. 
22 March 2011. Summary document 
on lifestyle factors prepared by the 
GDG co-chair (neurologist) and sent 
to SC for review. 
Developed two documents for 
patients on “Commonly Reported 
Food Triggers for Migraine Attacks” 
and “Caffeine Content in Common 
Drinks and Foods.” 

Neurology 
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise 
Psychology, pain management 
HTA research 

17 January 2011. GDG accepted 
food trigger list; decision made to 
include as tool for patients. 
28 March 2011. GDG accepted 
shortened document on lifestyle. 
24 October 2011. GDG accepted 
revised recommendation. 
Based on GDG expert opinion. 
EO (GDG) 

Diet 
G4 (UK) 

31 May 2010. GDG: Should types of 
food triggers for migraine be added to a 
recommendation? Supplementary 
search for SRs on diet§. 
29 November 2010. GDG: Refine 
recommendation to include specific 
triggers. 

2 November 2010. Subcommittee 
decision: Accept background 
statement prepared by GDG co-chair 
(neurologist). More background 
information to be added. 

Neurology 
Family medicine, chronic pain 
management 
Psychology, pain management 
HTA research 

17 January 2011. GDG decision: A 
separate recommendation for diet 
will not be made. Add 
recommendation on specific 
migraine triggers. 
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the GDG; 

SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Pharmacological interventions  

NSAIDs and 
acetaminophen  
G3 (France) 
G4 (UK) 

4 May 2010. GDG: Review RCTs listed in 
G3 and G4. Include in the 
recommendation only the NSAIDs with 
RCT evidence. List dosage amount if 
higher than usual. Add an EO statement 
that some patients respond differently, in 
which case it is appropriate for these 
individuals to trial other forms from short 
list. 
17 August 2010. SC: Draft statement 
about adverse events. Supplementary 
search for SRs on other NSAIDs 
(tolfenamic acid, diclofenac, naproxen, 
and flurbiprofen)§. 
29 November 2010. GDG: Use naproxen 
dosage (550 mg) to reflect Canadian 
practices. 
17 January 2011. GDG: Create a 
recommendation regarding triptans, if 
other medications fail. 

17 August 2010. Review seven RCTs43-49 
cited in G4 and one RCT50 cited in G3.  
23 September 2010. Pharmacist 
provided information on NSAID risks 
and adverse events.  
8 November 2010. Email 
correspondence: Only one SR51 was 
found on naproxen sodium. Summary of 
conclusions from two qSRs52,53 and two 
NRs54,55 were reviewed. The search also 
identified one SR56 on ibuprofen. The 
subcommittee reviewed this, but the 
information did not change the 
recommendation. Add a 
recommendation on acetaminophen, as 
in G4. 

Neurology (two participants) 
Pharmacy 
Psychology, pain management 
HTA research 

14 February 2011. GDG accepted 
recommendation. 
G4 + additional evidence from SR 
+ GDG expert opinion. 
RCT (G4) + SR (IHE database) 

Triptans 
G2 (Europe) 
G3 (France) 
G4 (UK) 

4 May 2010. GDG: Review wording of 
the triptan recommendations in G2, G3, 
and G4. Retrieve SRs cited in G3 and G4 
only if relevant. Look for evidence-based 
rationale that suggests which triptan 
variant to start with, based on individual 
differences, and how to modify 
accordingly. Which triptans are more 
effective, and are there strong data to 
support this conclusion? Add statement 
about differential benefits. 
19 October 2010. GDG: Group to 
wordsmith the background information 
for this recommendation. 

13 September 2010. Review SRs57-60 and 
qSR61 from G3 and G4. Subcommittee 
decision: Accept G4 recommendations 
for oral triptans, which triptan to use, 
and when to take triptans. Accept the 
general G3 statement about which 
triptan to use rather than stating the 
names of individual triptans. The 
recommended doses of the various 
triptans will be listed in the medication 
table in the final guideline. 

Neurology (two participants) 
Pharmacy 
Psychology, pain management 
Family medicine, chronic pain 
management 
HTA research 

13 September 2010. Subcommittee 
accepted G3 and G4 
recommendation with expert 
opinion. 
14 February 2011. GDG accepted 
recommendation. 
G3, G4 + GDG expert opinion 
SR (G3, G4) 
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Triptans 
G2 (Europe) 
G3 (France) 
G4 (UK) 
(cont’d) 

 Triptan and NSAID combinations 
Subcommittee decision: Accept G4 
statement with modification for drug 
doses available in Canada. Add 
background statement that any triptan 
may work with any NSAID. 

 13 September 2010. Subcommittee 
accepted G4 with modification 
and expert opinion. 
14 February 2011. GDG accepted 
recommendation. 
G4 with modification + GDG 
expert opinion. 
RCT (G4) 

Subcutaneous injections 
Subcommittee decision: Accept G2 
statement with minor modification of 
wording and addition of dose. 

13 September 2010. Subcommittee 
accepted G2 statement with 
minor modification. 
14 February 2011. GDG accepted 
recommendation. 
G2 with minor modification + 
GDG expert opinion. 
SR (G2) 

Triptan nasal sprays 
13 September 2010. Subcommittee 
decision: Accept revised 
recommendation prepared by GDG 
co-chair (neurologist) based on G2. 
18 October 2010. Revised 
recommendation prepared by GDG 
co-chair. 

18 October 2010. Subcommittee 
accepted revised 
recommendation. 
14 February 2011. GDG accepted 
recommendation. 
G2 with minor modification + 
GDG expert opinion 
SR (G2) 
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Antiemetics 
G1 (USA) 
G2 (Europe) 
G4 (UK) 

4 May 2010. GDG: Refer to G2 
recommendation before reviewing 
RCTs. If guidelines do not provide a 
daily dose, then review the RCTs cited 
in G2. 
13 September 2010. Subcommittee: 
Supplementary search for SRs on the 
use of prochlorperazine§. 
21 July 2011. SC GLIA meeting: Check 
dosage of domperidone. 

13 September 2010. Review five 
RCTs.62-66 Subcommittee decision: 
Accept revised recommendation for 
metoclopramide prepared by the 
GDG co-chair (neurologist). Accept 
G4 statement for intravenous 
metoclopramide. 
26 September 2010. E-mail 
correspondence: No SRs were found. 

Neurology (two participants) 
Pharmacy 
Psychology, pain management 
Family medicine, chronic pain 
management 
HTA research 

13 September 2010. Subcommittee 
accepted recommendations. 
19 October 2010. GDG accepted 
recommendations. 
Metoclopramide and domperidone 
G2+ additional evidence from 
RCTs cited in G2. 
RCT (G2) 
Intravenous metoclopramide 
Based on G4 
SR (G4) 

Ergotamine 
G1 (USA) 
G4 (UK) 

4 May 2010. GDG: Review SR cited in 
G4 for economic impact. GDG co-
Chair (neurologist) to draft a statement. 
Consider adding a statement about not 
recommending ergot alkaloids for acute 
migraine although they may be helpful 
for selected patients. Should a list of 
when to use ergot alkaloids be 
included? Should nasal spray be 
included? The guideline does not cover 
intravenous administration suitable for 
other healthcare settings. 

17 August 2010. The qSR does not 
include information on economic 
impact. The subcommittee refined the 
recommendation. 

Neurology (two participants) 
Pharmacy 
Psychology, pain management 
HTA research 

19 October 2010. GDG accepted 
recommendation. 
G4 + GDG expert opinion. 
SR (G4)  

Butalbital 
G1 (USA) 

31 May 2010. GDG: SC to refine 
recommendation from G1. 

29 March 2011. E-mail 
correspondence: Recommendation 
drafted by GDG co-chair 
(neurologist). Recommendation 
applies to all medications containing 
butalbital, regardless of dose. 

Neurology 
Psychology, pain management 
HTA research 

9 May 2011. GDG accepted 
recommendation. 
Based on RCT from G1. 
RCT (G1)  
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Dexamethasone 
and prednisone 
G1 (USA) 

31 May 2010. Query about using 
dexamethasone and prednisone for 
migraine in the emergency room and 
general practice. Supplementary search 
for SRs on dexamethasone and 
prednisone for acute migraine§. 
24 October 2011. GDG: Consider 
relevance of adding recommendation. 

18 October 2010. Two SRs67,68 and 
one qSR69 were identified by the 
literature search. Subcommittee 
decision: Accept recommendation 
drafted by GDG co-chair 
(neurologist). Add background 
information about how this can be 
useful for the occasional attack that 
does not respond to the patient’s usual 
treatment—it is not meant for routine 
use. 

Neurology 
Primary care 
Psychology, pain management 
HTA research 

18 October 2010. Subcommittee 
accepted recommendation G1 + 
additional evidence (SRs). 
18 October 2011. SC decision not 
to include recommendation. 

Intravenous 
lidocaine 
G1 (USA) 

31 May 2010. GDG: Supplementary 
search for SRs on intravenous lidocaine 
for acute migraine§. 

18 October 2010. No SR was found. 
Review summary of conclusions from 
two narrative reviews.70,71 Use of 
intravenous lidocaine is not a routine 
practice. 

Neurology 
Primary care 
Psychology, pain management 
HTA research 

18 October 2010. Subcommittee 
decision not to include 
recommendation. 

Menstrual 
migraine 
G4 (UK) 

Simple analgesics 
31 May 2010. GDG: Is mefenamic acid 
a specific treatment for menstrual 
migraine? Review one study cited in 
G4. 

18 October 2010. Review one 
NRCS.72 Review revised 
recommendation prepared by the 
GDG co-chair (neurologist) based on 
G4 recommendation. Add background 
information about supporting 
evidence. Subcommittee decision: 
Accept revised recommendation for 
simple analgesics and triptans based 
on G4. 

Neurology 
Primary care 
Psychology, pain management  
HTA research 

19 October 2010. GDG accepted 
recommendation. 
Based on G4 + additional 
evidence (SR). 
RCT (G4) + SR (IHE 
database) 

Triptans 
31 May 2010. GDG: Supplementary 
search for SRs on triptans for menstrual 
migraine§. 

18 October 2010. Review evidence 
from one SR73 and summary of 
conclusions from eight narrative 
reviews.74-81 
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Migraine in pregnancy 

Simple analgesics 
G2 (Europe) 
G4 (UK) 

31 May 2010. GDG: Supplementary 
search for SRs on the use of NSAIDs 
during pregnancy§. Check information 
available on the Motherisk website 
(www.motherisk.org/women/index.jsp)
. Look for SR on contraindication of 
using NSAIDs in the third trimester. 

18 October 2010. None of the SRs 
met the predefined inclusion criteria. 
Review summary of conclusions from 
two qSRs82,83 and four NRs.84-87 
Review statement from Motherisk 
website. Review a revised 
recommendation drafted by the GDG 
co-chair (neurologist). 

Neurology 
Primary care 
Psychology, pain management 
HTA research 

29 June 2012. SC accepted 
recommendations. 
24 October 2011. GDG accepted 
recommendations. 
Acetaminophen  
EO (G2, G4) 
Acetaminophen-codeine combination 
EO (GDG) 
Ibuprofen  
EO (G4) 
Sumatriptan  
EO (G2, G4) 
Avoid drugs 
EO (G4) 
Ergot alkaloids  
EO (G2) 

Triptans  
G2 (Europe) 
G4 (UK) 

31 May 2010. GDG: Supplementary 
search for SRs on the use of triptans 
during pregnancy§. Check information 
available on the Motherisk website 
(www.motherisk.org/women/index.jsp)
. 
17 August 2010. SC: Expand and 
update search for new published seed 
guidelines and search for guidelines on 
headache in pregnancy. 
19 October 2010. GDG: Wordsmith 
the background information. 
14 February 2011. Search the Health 
Canada and the Unites States Food and 
Drug Administration websites for 
information on medications in 
pregnancy. 
21 July 2011. SC: Review one study88 on 
triptans in pregnancy cited on the 
Motherisk website to inform 
background. 
28 July 2011. Subcommittee: Check 
sumatriptan pregnancy registries to 
inform the recommendation. 

18 October 2010. None of the SRs 
met the predefined inclusion criteria. 
Review summary of conclusions from 
four quasi-SRs83,89-91 and six NRs.84-

87,92,93 Review statement based on 
study92 from Motherisk website. 
Review a revised recommendation 
drafted by the GDG co-chair 
(neurologist). 
14 February 2011. Email 
correspondence: One new guideline94 
that focused on medications (NSAIDs, 
codeine, and opioids) for headache in 
pregnancy was reviewed. The 
Canadian Compendium of 
Pharmaceuticals and Specialties95 and 
the websites of Health Canada and the 
United States Food and Drug 
Administration were searched. 
28 July 2011. Review Norwegian 
study.88 Results discussed at the SC 
meeting on 29 July 2011. SC decision: 
Add information to the background 
section. 

SC 
Neurology 
Psychology, pain management 
HTA research 
 
Email correspondence: February 
2011 
Neurology 
Family medicine 
Chronic pain management 
Psychology, pain management  
HTA research 
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Triptans 
G2 (Europe) 
G4 (UK) 
(cont’d) 

24 October 2011. GDG: 
Recommendations approved; include 
background information under 
sumatriptan. 

8 August 2011. SC discussed results 
published by the manufacturer in the 
registry document for sumatriptan.96 
11 to 29 June 2012. SC further refined 
the recommendation based after 
discussions with TOP on 11 June. 

  

Pharmacological prophylactic therapy  

Nortriptyline 
G1 (USA) 

14 June 2010. GDG: Supplementary 
search for SRs on nortriptyline for 
prophylactic treatment of migraine§. 

2 November 2010. No SRs found. 
Review summary of conclusions from 
one qSR97 and eight NRs.98-105 
Recommendation drafted based on 
expert opinion. 

Neurology 
Pharmacy 
Psychology, pain management 
HTA research 

29 November 2010. GDG accepted 
recommendation. 
Based on expert opinion from G1 
and GDG. 
EO (G1) 

Selective serotonin 
reuptake 
inhibitors (SSRIs) 
G4 (UK) 

14 June 2010. GDG: Supplementary 
search for SRs on SSRIs for 
prophylactic treatment of migraine§. 
Extract information from two SRs cited 
in G4. 

2 November 2010. Review evidence 
from two SRs106,107 cited in G4. 
Review summary of conclusions from 
one qSR97 and 14 narrative reviews.98-

105,108-113 Subcommittee decision: 
Accept recommendation based on SRs 
from G4. 

Neurology 
Pharmacy 
Psychology, pain management  
HTA research 

29 November 2010. GDG accepted 
recommendation. 
Based on G4. 
SR (G4) 

Gabapentin 
G1 (USA) 
G2 (Europe) 
G4 (UK) 

14 June 2010. GDG: Review dosages 
for gabapentin from the RCT cited in 
G4. 

13 September 2010. Review RCT114 
cited in G4. Subcommittee decision: 
Accept recommendation drafted by 
GDG co-chair (neurologist). Add 
dosage 900 mg to 24000 mg daily. 

Neurology 
Pharmacy 
Family medicine, chronic pain 
management 
Psychology, pain management 
HTA research 

19 October 2010. GDG accepted 
recommendation. 
Based on an RCT from G4. 
RCT (G4) 
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Duloxetine and 
desvenlafaxine 
New intervention 
suggested by GDG  

14 June 2010. GDG: Supplementary 
search for SRs on duloxetine or 
desvenlafaxine for prophylactic 
treatment of migraine§. 

November 2010. No SRs found. SC 
and GDG decision: When new 
interventions are suggested by the 
GDG that are not included in the seed 
guidelines, no recommendation will be 
made unless there is at least one 
relevant SR of the intervention listed 
in the IHE database. 

NA November 2010. SC and GDG 
decision: No recommendations 
on new intervention in the seed 
guidelines. Do not make a 
recommendation owing to the 
absence of SRs. 

Non-pharmacological therapy  

Relaxation 
training, 
biofeedback, 
cognitive 
behavioral 
therapy, 
stress 
management 
G1 (USA) 
G3 (France) 
G4 (UK)  

31 May 2010. GDG: Supplementary 
search for SRs on psychological 
therapy§. Review six RCTs cited in G1 
and one SR from G3. Check if there are 
any RCTs among the NRCSs cited in 
G1. 
Review RCT on stress management 
cited in G4. 
18 August 2010. Subcommittee: 
Supplementary search for SRs on stress 
management§. 

18 August 2010. Review evidence 
from six RCTs115-120 cited in G1 and 
one SR121 cited in G3. Review 
information from one new SR122 and 
its update123 found by the literature 
search. Review one RCT124 on stress 
management cited in G4. Discrepancy 
between G1 and G3 (supportive of 
treatment) and G4 (equivocal). Two 
potential recommendations were 
drafted. 
24 November 2010. No SRs found on 
stress management. Review summary 
of information from eight NRs.125-132 
Subcommittee decision: Accept one of 
the two drafted recommendations and 
add stress management. 

Psychology, pain management 
Psychology, chronic pain, chronic 
headache 
HTA research 

24 November 2010. GDG accepted 
recommendation. 
Based on SR from G3 + 
information from SR (IHE 
database) + GDG expert opinion 
from one NR. 
SR (G3, IHE database) 
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Acupuncture 
G1 (USA) 
G3 (France) 
G4 (UK) 

31 May 2010. GDG: Supplementary 
search for SRs on acupuncture§. Assess 
the quality of one Cochrane review 
published in 2009. 

27 September 2010. Review one 
Cochrane SR133 published in 2009 and 
recommendation drafted by the GDG 
co-chair based on G4. Provide details 
from review about frequency and 
duration of treatment. 
28 September 2010 and 18 October 
2010. Email correspondence: 
Information extracted from the 
Cochrane review discussed. 

Neurology 
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise 
Physical therapy 
Psychology, pain management 
Musculoskeletal chronic pain 
management 
HTA research 

19 October 2010. GDG accepted 
recommendation. 
Based on SR cited in G4 (minor 
modification) + SR from IHE 
database. 
SR (G4, IHE database) 

Homeopathy 
G2 (Europe) 
G3 (France) 
G4 (UK) 

21 July 2011. SC: Review SR from G3 
on homeopathy for prophylactic 
treatment of migraine. 

21 July 2011. Review evidence from 
SR134 cited in G3. Subcommittee 
decision: Adopt G2 recommendation 
based on RCTs—“not 
recommended.” 

Neurology 
Psychology, pain management 
HTA research 

21 July 2011. SC decision: “Not 
recommended.” 
Based on RCTs from G2. 
RCT (G2) 

Hyperbaric 
oxygen 
G1 (USA) 
 
Normobaric 
oxygen 
New 
recommendation  

31 May 2010. GDG: Supplementary 
search for SRs on hyperbaric oxygen 
for migraine§. 

13 September 2010. Review one 
Cochrane SR135 found by literature 
search on hyperbaric and normobaric 
oxygen for treating and preventing 
migraine. Review and refine 
recommendations drafted by GDG 
co-chair (neurologist). 

Neurology (two participants) 
Family medicine, chronic pain 
management 
Psychology, pain management 
HTA research 

19 October 2010. GDG decision: 
Reject recommendation owing to 
lack of evidence. 
21 July 2011. SC GLIA meeting: 
Decision to reword 
recommendations for hyperbaric 
and normobaric oxygen. GDG 
accepted revised 
recommendations. 
Hyperbaric oxygen 
Based on G1 + SR from IHE 
database. 
RCT (G1) + SR (IHE 
database) 
Normobaric oxygen 
Based on SR from IHE database. 
SR (IHE database) 
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Spinal 
manipulation 
G1 (USA) 
G3 (France)  
G4 (UK) 

31 May 2010. GDG: Review SR cited in 
G4. 
29 November 2010. GDG: Develop 
three recommendations and 
background statements for 
manipulation, mobilization, and 
massage. 

27 September 2010. Review one SR42 
cited in G4. There is insufficient 
evidence to make a recommendation. 

Neurology (two participants—one by 
email) 
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise (by email) 
Spinal biomechanics 
Physical therapy 
Psychology, pain management 
Musculoskeletal chronic pain 
management 
HTA research 

8 July 2011. Insufficient evidence 
is available to make a 
recommendation. Therefore, SC 
labelled recommendation as “do 
not know.” GDG accepted 
recommendation. 
Based on SR from G4 + IHE 
database. 
SR (G4, IHE database) 

 31 July 2011. GDG: Review one new 
published SR on spinal manipulation 
for the treatment of migraine. 

1 to 8 August 2011. Email 
correspondence and SC meeting 
discussion. Decision to consider the 
results from the new SR136 as 
conflicting evidence. The studies 
included in the SR were included in 
older publications. 

Neurology 
Spinal biomechanics 
Psychology, pain management 
HTA research 

Hypnotherapy 
G1 (USA) 

31 May 2010. GDG: Supplementary 
search for SRs on hypnotherapy§. 
Review NRCS cited in G1. 
19 October 19, 2010. GDG: Drafted 
background statement. 

18 August 2010. No SRs were found. 
Review information from three 
NRs137-139 and the RCT140 cited in G1. 
The NRs are supportive of treatment 
but include a small number of patients. 
Some journals for this area may not be 
captured by the search. Ask GDG if 
additional evidence is available that 
was not captured. 

Psychology, pain management 
Psychology, chronic pain, chronic 
headaches 
HTA research 

19 October 2010. GDG decision: 
Insufficient evidence is available 
to make a recommendation, 
therefore label as “do not know.” 
Based on RCT from G1 + GDG 
expert opinion based on NRs. 
RCT (G1) 
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Table H.2: Management of migraine headache (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Transcutaneous 
electrical nerve 
stimulation 
(TENS) 
G1 (USA) 
G4 (UK) 

31 May 2010. GDG: Check evidence 
source for G1 (NRCS). Retrieve SR 
cited in G4; review if migraine is 
addressed separately. 

18 October 2010 to 28 November 
2010. Email correspondence: SR42 
from G4 addressed migraine 
separately, but only included one low 
quality quasi-RCT with long-term 
follow up (36 months) on 
TENS/neurotransmitter modulation. 
Use a modified G4 recommendation. 

Neurology 
Psychology, pain management 
HTA research 

2 November 2010. SC decision: Use 
G4 recommendation with minor 
modification. 
29 November  2010. GDG 
accepted “do not know” 
recommendation. 
G4 with minor modification. 
SR (G4) 

EO – expert opinion; G – guideline; GDG – Guideline Development Group (see role and membership in Appendices A and B); GLIA – GuideLine Implementability Appraisal; HTA – 
health technology assessment; IHE – Institute of Health Economics; NA – not applicable (that is, no parking lot items or other miscellaneous requests); NR – narrative review; NRCS – 
nonrandomized comparative study; NSAIDs – non-steroidal anti-inflammatory drugs; qSR – quasi-systematic review; RCT – randomized controlled trial; SC – Steering Committee (see 
role and membership in Appendix A and Appendix B); SR – systematic review 

Parking lot item – Any activity that involved review of individual studies cited in the seed guideline, systematic reviews published between January 2000 and October 2010, or other 
requests that were required by the GDG before a final decision could be made. 
* See Appendix E for the seed guidelines references (G1 to G6). 
†  Interventions are listed in the order in which they were written in the Alberta CPG. See Appendix G for the original recommendations from the seed guidelines. 
‡  Detailed information about the searches conducted and about data extraction from studies is available upon request. 
§  The systematic search included systematic reviews that were published between January 2000 and October 2010 and that focused on specific interventions for headache disorders. 
Note: Over a series of teleconferences and email correspondences held between May 2011 and February 2012, the SC appraised and, where necessary, refined the final wording of each 
recommendation according to the principles of the GuideLine Implementability Appraisal (GLIA) tool.10,11 The final version of the recommendations was presented to and approved by 
the GDG on 27 February 2012. 
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Table H.3: Management of tension-type headache (TTH)* 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Combination 
analgesics 
containing 
caffeine 
G6 (Europe) 

29 November 2010. GDG: Retrieve 
studies cited in G6 on combination 
drugs for TTH that include caffeine. 

3 May 2011. Review information 
extracted from seven RCTs141-147 and 
one population survey148 cited in G6. 
Subcommittee decision: Accept G6 
recommendation with slight 
modification drafted by GDG co-chair 
(neurologist). 

Neurology 
Pharmacy 
Family medicine 
Family medicine, chronic pain 
management 
Psychology, pain management 
HTA research 

9 May 2011. GDG accepted 
recommendation. 
Based on RCTs from G6 with 
minor modification. 
RCT (G6) 

Mirtazapine 
G6 (Europe) 

29 November 2010. GDG: Retrieve 
studies cited in G6 on mirtazapine for 
TTH. 

3 May 2011. Review information from 
one SR149 and two RCTs150,151 cited in 
G6. Subcommittee decision: Adopt 
G6 recommendation. 

Neurology 
Pharmacy 
Family medicine 
Family medicine, chronic pain 
management 
Psychology, pain management 
HTA research 

9 May 2011. GDG accepted 
recommendation. 
Based on SR and RCTs from G6. 
SR (G6) 

Venlafaxine 
G6 (Europe) 

29 November 2010. GDG: Retrieve 
study cited in G6 on venlafaxine for 
TTH. 

3 May 2011. Review information from 
one RCT152 cited in G6. 
Subcommittee decision: Adopt G6 
recommendation. 

Neurology 
Pharmacy 
Family medicine 
Family medicine, chronic pain 
management 
Psychology, pain management 
HTA research 

9 May 2011. GDG accepted 
recommendation. 
Based on RCT from G6. 
RCT (G6) 

Onabotulinum-
toxin A 
(botulinum toxin 
A) 
G4 (UK) 

29 November 2010. GDG: 
Supplementary search for SRs on 
botulinum toxin A for TTH.§ 

3 May 2011. Review information from 
one SR149 and four NRs153-156 
identified by the search. Subcommittee 
decision: Accept recommendation 
from G4 with modification of 
wording: botulinum toxin A is not 
recommended for the prophylaxis of 
chronic TTH. 

Neurology 
Pharmacy 
Family medicine 
Family medicine, chronic pain 
management 
Psychology, pain management 
HTA research 

9 May 2011. GDG accepted 
recommendation. 
Based on RCT (G4) with 
modification of wording. 
RCT (G4) 
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Table H.3: Management of tension-type headache (TTH) (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Exercise 
New 
recommendation—
developed from 
subcommittee 
discussion 

27 September 2010. Subcommittee: 
Supplementary search for SRs on 
exercise for TTH§. Is any evidence 
available to support these therapies? 

27 September 2010. Subcommittee 
decision: Make a recommendation 
regarding exercise for TTH. 
1 October 2010. Review summary of 
data extracted from two SRs.41,42 
1 October 2010 to 1 November 2011. 
Email correspondence: 
Recommendation drafted by GDG 
co-chair (neurologist). Reviewed and 
accepted by subcommittee. 

Neurology 
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise 
Spinal biomechanics 
Physical therapy 
Psychology, pain management 
Musculoskeletal chronic pain 
management 
HTA research 

14 February 2011. GDG accepted 
recommendation. 
Based on SRs from IHE database. 
SR (IHE database)  

Massage 
G4 (UK) 

14 February 2011. GDG: Check SR 
cited in G4 to see if it provides separate 
results for TTH. 

14 February 2011. Review one SR157 
cited in G4. The review provided 
separate results for TTH. 
Subcommittee decision: Accept 
recommendation from G4. 
Insufficient evidence is available to 
make a recommendation for or against 
the use of massage in patients with 
TTH. 

Neurology 
HTA research 

28 March 2011: GDG decision: 
Add statement to the background. 
SC GLIA meeting: Accept 
recommendation as “do not 
know.” 
Based on SR cited in G4. 
SR (G4) 

TENS 
G4 (UK) 

14 February 2011. GDG: Check SR 
cited in G4 to see if it provides separate 
results for TTH. 

14 February 2011. Review one SR42 
cited in G4. The study provided 
separate results for TTH. 
Subcommittee decision: Accept 
recommendation from G4. 
Insufficient evidence is available to 
make a recommendation for or against 
the use of TENS in patients with 
TTH. 

Neurology 
HTA research 

28 March 2011. GDG decision: 
Accept recommendation as “do 
not know.” 
Based on SR cited in G4. 
SR (G4)  
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Table H.3: Management of tension-type headache (TTH) (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

TTH in pregnancy  

NSAIDs 
G4 (UK) 

17 January 2011. GDG: Reword G4 
recommendation. Check for 
acetylsalicylic acid dosages with 
pharmacist and websites. 
14 February 2011. GDG: Check for 
drugs and pregnancy with reference to 
acetylsalicylic acid, ibuprofen, and other 
NSAIDs. 
28 March 2011. Subcommittee: Remove 
acetylsalicylic acid from 
recommendation. 

February 2011. Email correspondence: 
Added information. 
14 February 2011. Accept provisional 
recommendation. 
1 August 2011. Email correspondence: 
Changed recommendation on 
ibuprofen for increased risk to middle 
trimester. 

Neurology 
Family medicine 
Chronic pain management 
Psychology, pain management 
HTA research 

28 March 2011. GDG accepted 
recommendation. 
9 May 2011. GDG accepted 
wording change to background 
section. 
27 February 2012. GDG accepted 
recommendation. 
Based on G4 expert opinion + 
GDG expert opinion. 
EO (G4) 

EO – expert opinion; GDG – Guideline Development Group (see role and membership in Appendices A and B); GLIA – GuideLine Implementability Appraisal; HTA – health 
technology assessment; IHE – Institute of Health Economics; NR – narrative review; NSAIDs – non-steroidal anti-inflammatory drugs; RCT – randomized controlled trial; SC – 
Steering Committee (see role and membership in Appendix A and Appendix B); SR – systematic review 

Parking lot item – Any activity that involved review of individual studies cited in the seed guideline, systematic reviews published between January 2000 and October 2010, or other 
requests that were required by the GDG before a final decision could be made. 
* See Appendix E for the seed guidelines references (G1 to G6). 
† Interventions are listed in the order in which they were written in the Alberta CPG. See Appendix G for the original recommendations from the seed guidelines. 
‡ Detailed information about the searches conducted and about data extraction from studies is available upon request. 
§ The systematic search included systematic reviews that were published between January 2000 and October 2010 and that focused on specific interventions for headache disorders. 
Note: Over a series of teleconferences and email correspondences held between May 2011 and February 2012, the SC appraised and, where necessary, refined the final wording of each 
recommendation according to the principles of the GuideLine Implementability Appraisal (GLIA) tool.10,11 The final version of the recommendations was presented to and approved by 
the GDG on 27 February 2012.
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Table H.4: Management of other headache disorders* 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Cluster headache 

Oxygen therapy 
G4 (UK) 
G5 (Europe) 

28 March 2011. GDG: Check and 
refine recommendation. 

14 April 2011 to 2 May 2011. Email 
correspondence: Review one 
Cochrane SR135 identified by 
supplementary search for SRs on 
hyperbaric oxygen for migraine§. The 
SR also focused on hyperbaric and 
normobaric oxygen for treating and 
preventing cluster headache. No 
evidence is available to support the use 
of normobaric oxygen therapy as a 
prophylactic measure. Administration 
of normobaric oxygen to treat acute 
cluster headache is likely to be 
effective in more than 70% of cases. 

Neurology 
Psychology, pain management 
HTA research 

9 May 2011. GDG accepted 
recommendation. 
Based on NRCS cited in G5 + 
G4 expert opinion + GDG 
expert opinion. 
NRCS (G5)  

Cervicogenic headache 

Referral 
New 
recommendation  

30 May 2011. SC: GDG co-chair 
(neurologist) to review seed guidelines 
for information on cervicogenic 
headache. 

30 May 2011 to 6 June 2011. Email 
correspondence: Recommendation 
prepared by the GDG co-chair 
(neurologist) was reviewed by two 
GDG members after applying the 
GLIA tool.10,11 

Neurology 
Musculoskeletal chronic pain 
management 
Primary care 

11 July 2011. SC accepted 
recommendation. 
24 October 2011. GDG accepted 
recommendation. 
Based on GDG expert opinion. 
EO (GDG) 
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Table H.4: Management of other headache disorders (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Exercise 
New 
recommendation—
developed from 
subcommittee 
discussion 

27 September 2010. Subcommittee: 
Supplementary search for SRs on 
exercise for cervicogenic headache§. Is 
any evidence available to support these 
therapies? 

27 September 2010. Subcommittee 
decision: Make a recommendation 
regarding exercise for cervicogenic 
headache. 
1 October 2010. Review summary of 
data extracted from two SRs.41,42 
1 October 2010 to 1 November 2011. 
Email correspondence: 
Recommendation drafted by GDG 
co-chair (neurologist). Reviewed and 
accepted by subcommittee. 

Neurology 
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise 
Spinal biomechanics 
Physical therapy 
Psychology, pain management 
Musculoskeletal chronic pain 
management 
HTA research 

14 February 2011. GDG accepted 
recommendation. 
Based on SRs (IHE database) + 
GDG expert opinion. 
SR (IHE database) 

Cervical spine 
manipulation and 
mobilization 
G1 (USA) 
G3 (France) 
G4 (UK) 

27 September 2010. Subcommittee: 
Supplementary search for SRs on neck 
exercise for cervicogenic headache and 
general exercises§. 
19 October 2010. GDG: Add more 
information regarding the risks and 
post-whiplash headaches. 
17 January 2011. GDG: Expand the 
background statements regarding 
cervical manipulation and mobilization. 

29 November 2010 and 10 December 
2010. Email correspondence: Review a 
summary (comparators, outcomes, 
side effects, and cost) of six RCTs158-

165 cited in one SR.166 Some of the 
studies had a very short follow-up. 
30 November 2010. Review 
recommendations drafted by the 
GDG co-chair (neurologist). 
1 December 2010. Review definitions 
for spinal manipulation, spinal 
mobilization, and massage prepared by 
one member of the GDG. 

Neurology (two participants—one by 
email) 
Manual therapy, acupuncture, 
intramuscular stimulation, therapeutic 
exercise (by email) 
Spinal biomechanics 
Physical therapy 
Psychology, pain management 
Musculoskeletal chronic pain 
management 
HTA research 

14 February 2011. GDG accepted 
recommendation with addition of 
a background sentence. 
Based on SRs from G4 and IHE 
database + GDG expert opinion. 
Cervical spinal manipulation 
SR (G4, IHE database) 
Cervical spine mobilization 
SR (G4, IHE database) 

 6 December 2010. Recommendations 
drafted by the GDG co-chair 
(neurologist). 
1 February 2011. Review and refine 
draft recommendations based on two 
SRs.42,166 

 



 August, 2013 

Ambassador Program. Guideline for Management of Primary Headache in Adults. Background Document 241 

Table H.4: Management of other headache disorders (cont’d) 

Intervention† 
(Source Seed 
Guideline) 

Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation‡ Expertise of Participants 

Headache secondary to temporomandibular disorders 

Referral 
New 
recommendation  

30 May 2011. SC: GDG co-chair 
(neurologist) to review seed guidelines 
for information on temporomandibular 
disorder. 

30 May 2011 to 6 June 2011. Email 
correspondence. Recommendation 
prepared by the GDG co-chair was 
reviewed by two GDG members after 
applying the GLIA tool.10,11 

Neurology 
Musculoskeletal chronic pain 
management 
Primary care 

11 July 2011. SC accepted 
recommendation. 
24 October 2011. GDG accepted 
recommendation. 
Based on GDG expert opinion. 
EO (GDG) 

EO – expert opinion; GDG – Guideline Development Group (see role and membership in Appendix A and Appendix B); GLIA – GuideLine Implementability Appraisal; HTA – health 
technology assessment; IHE – Institute of Health Economics; RCT – randomized controlled trial; SR – systematic review 

Parking lot item – Any activity that involved review of individual studies cited in the seed guideline, systematic reviews published between January 2000 and October 2010, or other 
requests that were required by the GDG before a final decision could be made. 
* See Appendix E for the seed guidelines references. 
† Interventions are listed in the order in which they were written in the Alberta CPG. See Appendix G for the original recommendations from the seed guidelines. 
‡ Detailed information about the searches conducted and about data extraction from studies is available upon request. 
§ The systematic search included systematic reviews that were published between January 2000 and October 2010 and that focused on specific interventions for headache disorders. 

Note: Over a series of teleconferences and email correspondences held between May 2011 and February 2012, the SC appraised and, where necessary, refined the final wording of each 
recommendation according to the principles of the GuideLine Implementability Appraisal (GLIA) tool.10,11 The final version of the recommendations was presented to and approved by 
the GDG on 27 February 2012. 
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Table H.5: Other parking lot items 

Item Parking Lot Items and Other 
Miscellaneous Requests by the 

GDG; SC Actions  

Subcommittee Meetings Final Decision by the 
Subcommittee and GDG; 

Evidence Source Review/Discussion/Deliberation Expertise of Participants 

New published 
guideline on 
chiropractic 
treatment of 
headache 

11 July 2011. GDG: Review 
recommendations from new guideline 
cited by member of the GDG. 
Compare with Alberta 
recommendations for migraine, 
tension-type headache, and cervicogenic 
headache. 

11 July 2011 to 14 July 2011. Email 
correspondence: Review guideline.167 
Most of the recommendations, except 
for neck manipulation, are congruent 
with the Alberta CPG 
recommendations. Review one RCT168 
cited in the guideline. 

Neurology 
Spinal biomechanics 
Psychology, pain management 
HTA research 

14 July 2011: Subcommittee 
decision not to include the 
chiropractic guideline or to alter 
Alberta CPG recommendations. 

CPG – clinical practice guideline; GDG – Guideline Development Group (see role and membership in Appendix A and Appendix B); HTA – health technology assessment; RCT – 
randomized controlled trial; SC – Steering Committee (see role and membership in Appendices A and B)  

Parking lot item – Any activity that involved review of individual studies cited in the seed guideline, systematic reviews published between January 2000 and October 2010, or other 
requests that were required by the GDG before a final decision could be made. 
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APPENDIX I: SAMPLE OF THE ADDITIONAL INFORMATION PROVIDED 
TO THE GDG AND SUBCOMMITTEES 

Ambassador Program – Headache Guideline 
Parking Lot Items 

 
Triptans 

 
GDG Meeting March 22, 2010. 

Questions:  
• Use wording found in G3 Summary in English (p. 1309)? 
• Single out which triptans are more effective if there are really strong data to support this 

conclusion 
• Include a statement from G3 about differential benefits 
• Should dosages in the G2 list be included? 
• Should there be a recommendation stating which triptan variants to try first as in G4? 
• A conclusion paragraph from a meta-analysis regarding which triptan variant is superior to 

others can be found in the G3 French seed guideline, Volume 2, p. 45; must look for 
evidence-based rationale that suggests which ones to start with, based on individual 
differences, and how to modify accordingly. 

• Endorse statements from G4 about triptan nasal sprays and NSAID combination to use in 
recommendation, except generalize from sumatriptan to other triptans (considered expert 
opinion) 

Actions:  
Subcommittee to review the following references:  

• Ferarri et al. (2001) from G3;  
• Belsey (2000), Ferrari et al. (2002), Loder (2005), Pascual et al. (2007), and Poolsup et al. 

(2005) from G4, but only if relevant. 

Additional information for triptans 

Section A 
Wording from the triptan recommendations in G2, G3, and G4. 

Section B 
Information abstracted from systematic reviews requested by the GDG that were cited in guidelines 
G3 (Table I.1) and G4 (Table I.2) from the pharmaceutical interventions inventory tables. 
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Section A 
Wording in G3 (France) (Summary [English] p. 1309)  
Triptans are effective for migraine headache, associated gastrointestinal symptoms, and 
phonosensitivity or photosensitivity.  

Each triptan has efficacy and tolerability profiles different from the others, but these differences are 
minimal. A patient who does not respond to one triptan may respond to another. A patient who 
does not respond to a particular triptan during an initial migraine attack may respond to it in 
subsequent attacks. 

Before concluding that a particular triptan is ineffective in a patient, it should be tried for ≥3 attacks, 
unless it is poorly tolerated. 

Irrespective of the type of treatment, the patient should take the medication as early as possible after 
the onset of migraine headache. Delaying administration of an oral triptan after the onset of a 
migraine headache might reduce the likelihood of complete relief, increase the risk for headache 
recurrence and adverse effects, and prolong suffering. 

Concluding paragraph from a meta-analysis (Ferarri et al. 2001) cited in G3 (France) 
regarding which triptan variant is superior (Volume 2, p. 45)  
“The authors conclude that, in comparison to sumatriptan 100 mg: 

• Rizatriptan 10 mg has similar and consistent efficacy, but lower tolerability; 
• Eletriptan 80 mg has better efficacy and the same durability of effect, but lower tolerability; 
• Almotriptan 12.5 mg has similar efficacy and durability of effect, but better tolerability; 
• Sumatriptan 25 mg, naratriptan 2.5 mg, eletriptan 20 mg, and frovatriptan 2.5 mg are less 

effective but have better tolerability; 
• Zolmitriptan 2.5 and 5 mg, eletriptan 40 mg, rizatriptan 5 mg, and sumatriptan 50 mg have 

similar efficacy and tolerability.” 

Reference 
G3 (France) 
Summary guideline: [English] Géraud G, Lantéri-Minet M, Lucas C, Valade D; French Society for 
the Study of Migraine Headache (SFEMC). French guidelines for the diagnosis and management of 
migraine in adults and children. Clinical Therapeutics 2004;26(8):1305-18. 

Summary guideline [French] ANAES Recommandations pour la pratique clinique. Prise en charge 
diagnostique et thérapeutique de la migraine chez l’adulte et chez l’enfant: aspects cliniques et 
économiques. Recommandations. Octobre 2002. Available from: http://www.has-
sante.fr/portail/jcms/c_272212/prise-en-charge-diagnostique-et-therapeutique-de-la-migraine-chez-
ladulte-et-chez-lenfant-aspects-cliniques-et-economiques (accessed April 2, 2013). 

Main Guideline: [French] ANAES Recommandations pour la pratique clinique. Prise en charge 
diagnostique et thérapeutique de la migraine chez l’adulte et chez l’enfant: aspects cliniques et 
économiques. Argumentaire Tome 2: Prise en charge thérapeutique de la migraine chez l’adulte et 
chez l’enfant, et aspects économiques Octobre 2002. Available from: http://www.has-
sante.fr/portail/jcms/c_272212/prise-en-charge-diagnostique-et-therapeutique-de-la-migraine-chez-
ladulte-et-chez-lenfant-aspects-cliniques-et-economiques (April 2, 2013). 

http://www.has-sante.fr/portail/jcms/c_272212/prise-en-charge-diagnostique-et-therapeutique-de-la-migraine-chez-ladulte-et-chez-lenfant-aspects-cliniques-et-economiques�
http://www.has-sante.fr/portail/jcms/c_272212/prise-en-charge-diagnostique-et-therapeutique-de-la-migraine-chez-ladulte-et-chez-lenfant-aspects-cliniques-et-economiques�
http://www.has-sante.fr/portail/jcms/c_272212/prise-en-charge-diagnostique-et-therapeutique-de-la-migraine-chez-ladulte-et-chez-lenfant-aspects-cliniques-et-economiques�
http://www.has-sante.fr/portail/jcms/c_272212/prise-en-charge-diagnostique-et-therapeutique-de-la-migraine-chez-ladulte-et-chez-lenfant-aspects-cliniques-et-economiques�
http://www.has-sante.fr/portail/jcms/c_272212/prise-en-charge-diagnostique-et-therapeutique-de-la-migraine-chez-ladulte-et-chez-lenfant-aspects-cliniques-et-economiques�
http://www.has-sante.fr/portail/jcms/c_272212/prise-en-charge-diagnostique-et-therapeutique-de-la-migraine-chez-ladulte-et-chez-lenfant-aspects-cliniques-et-economiques�
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Dosages in G2 (Europe) list (p. 968, 970-71) 

Triptans are recommended for the acute treatment of migraine attacks. The following triptans have 
efficacy in acute migraine treatment.  

• Sumatriptan 25 mg, 50 mg, 100 mg (oral including rapid-release); 25 mg (suppository); 10 
mg, 20 mg (nasal spray); 6 mg (subcutaneous) – 100 mg sumatriptan is reference for all 
triptans 

• Zolmitriptan 2.5 mg, 5 mg (oral including disintegrating form); 2.5 mg, 5 mg (nasal spray) 
• Naratriptan 2.5 mg (oral) – lesser but longer efficacy than sumatriptan 
• Rizatriptan 10 mg (oral including 5 mg when taking propranolol wafer form) 
• Almotriptan 12.5 mg (oral) – probably less side effects than sumatriptan 
• Eletriptan 20 mg, 40 mg (oral) – 80 mg allowed if 40 mg not effective 
• Frovatriptan 2.5 mg (oral) – lesser but longer efficacy than sumatriptan 

In very severe attacks, subcutaneous sumatriptan is recommended. 

Reference 
G2 (Europe)  

Evers S, Afra J, Frese A, Goadsby PJ, Linde M, May A, et al. EFNS guideline on the drug treatment 
of migraine--revised report of an EFNS task force. European Journal of Neurology 2009;16(9):968-81.  

Recommendation in G4 (UK) regarding which triptan to try first 
(Main guideline p. 20-22; BMJ summary p. 1232) 
Oral triptans are recommended for acute treatment in patients with all severities of migraine if 
previous attacks have not been controlled using simple analgesics.  

Almotriptan 12.5 mg, eletriptan 40-80 mg, or rizatriptan 10 mg are the preferred oral triptans for 
acute migraine.  

If a patient does not respond to one triptan an alternative triptan should be offered. 

Triptans should be taken at, or soon after, the onset of the headache phase of a migraine attack. 

Triptans are contraindicated in patients with ischemic heart disease, previous myocardial infarction, 
coronary vasospasm, or uncontrolled or severe hypertension. Triptans should be used with caution 
in hemiplegic migraine. 

Triptan nasal sprays/subcutaneous injections 
Nasal zolmitriptan or subcutaneous sumatriptan should be considered in severe migraine or where 
vomiting precludes oral route or where oral triptans have been ineffective. 

Triptan and NSAID combinations 
For recurrent or prolonged attacks or attacks recurring regularly after successful treatment with a 
triptan, consider a combination of sumatriptan 50-100 mg and naproxen sodium 500 mg.   
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Reference 
G4 (UK) 

Main guideline: Scottish Intercollegiate Guidelines Network (SIGN). Diagnosis and management of 
headache in adults. Edinburgh, Scotland: SIGN; 2008. Available from: 
http://www.sign.ac.uk/guidelines/fulltext/107/index.html (accessed April 2, 2013). 

BMJ Summary: Duncan CW, Watson DPB, Stein A, on behalf of the Guideline Development 
Group. Diagnosis and management of headache in adults: summary of SIGN guideline. BMJ 
2008;337:a2329:1231-4.  

Quick Reference Guide: http://www.sign.ac.uk/pdf/qrg107.pdf (accessed April 2, 2013). 
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Section B 
Table I.1: Summary of data from the systematic review on triptans cited in G3  

Review Study Population Comparison/Outcome/ 
Intervention Details 

Relevant Results/Authors’ Conclusions 

Ferarri et al. (2001)1 

The Netherlands, United 
Kingdom, USA 
Objective: 
To provide evidence-based 
selection guidelines for 
using triptans in clinical 
practice 
Studies Reviewed: 
Double-blind randomized 
controlled trials: 41 
published and 12 
unpublished 
Financial support: 
No formal funding 
statement, but three of the 
four authors stated various 
conflicts of interest relating 
to pharmaceutical 
companies 

Included Patients: 
Total number:  
24,089 
Condition: 
Acute migraine defined 
by International 
Headache Society 
criteria 
Age: 18 to 65 years 
Race: Not stated 
Excluded Patients: 
Adolescents or 
children; data collected 
for first attack only 

Comparisons:  
Placebo or any triptan type 
Outcomes Measured: 
Headache response at 2 hours, 
pain-free rates at 2 hours, 
headache recurrence, sustained 
pain-free rates, adverse events 
Provider: Not stated 
Setting: Not stated 
Intervention: Sumatriptan 100 
mg was selected as the 
reference dose for 
comparisons between triptans 

Mean response rates for sumatriptan 100 mg were 59% (95% confidence interval (CI) 
57% to 60%) for 2-hour headache response; 29% (95% CI 27% to 30%) for 2-hour 
pain-free; 20% (95% CI 18% to 21%) for sustained pain-free, and 67% (95% CI 63% to 
70%) for consistency. Placebo-subtracted proportions for patients with at least one 
adverse event were 13% (95% CI 8% to 18%), for at least one central nervous system 
adverse event 6% (95% CI 3% to 9%), and for at least one chest adverse event 1.9% 
(95% CI 1·0% to 2·7%). 
Compared with these data, rizatriptan 10 mg showed better efficacy and consistency, 
and similar tolerability; eletriptan 80 mg showed better efficacy, similar consistency, but 
lower tolerability; almotriptan 12·5 mg showed similar efficacy at 2 hours but better 
other results; naratriptan 2·5 mg and eletriptan 20 mg showed lower efficacy and better 
tolerability; zolmitriptan 2·5 mg and 5 mg, eletriptan 40 mg, and rizatriptan 5 mg 
showed very similar results.  
The results of the 22 trials that directly compared triptans showed the same overall 
pattern. At marketed doses, all oral triptans were effective and well tolerated. 
Rizatriptan 10 mg (especially when consistent and rapid freedom from pain is desired), 
eletriptan 80 mg (especially when high efficacy and low recurrence were favoured over 
tolerability), and almotriptan 12·5 mg (especially when high tolerability and good 
efficacy were favoured) provide the highest likelihood of consistent success.  
Sumatriptan 50 mg and 100 mg provide good efficacy and tolerability and by far the 
longest clinical experience. Naratriptan 2·5 mg offers very good tolerability coupled to a 
slower onset of improvement; this can be useful in patients with mild or moderate 
migraine. Zolmitriptan 2·5 mg and 5 mg were good alternatives in many patients; they 
offer no specific advantages or flaws. Frovatriptan cannot be fully judged in view of the 
lack of data, but does not seem to offer any particular advantage. 
All triptans are contraindicated in the presence of cardiovascular disease. 
Comments: The review did not assess the quality of the included studies and, 
therefore, does not qualify as a systematic review according to the definition used by the 
Ambassador Program. 

1Ferrari MD, Roon KI, Lipton RB, Goadsby PJ. Oral triptans (serotonin 5-HT1B/1D agonists) in acute migraine treatment: a meta-analysis of 53 trials. Lancet 2001; 358:1668-75. 
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Table I.2: Summary of data from the systematic reviews on triptans cited in G4  

Review Study Population Comparison/Outcome/ 
Intervention Details 

Relevant Results/Authors’ Conclusions 

Belsey (2007)2 

United Kingdom 
Objective: 
To carry out a systematic 
review of the evidence base 
relating to randomized 
placebo-controlled trials of 
oral triptan therapy in acute 
migraine and to ascertain 
aggregate crude efficacy 
levels for each agent and 
dose 
Studies Reviewed: 
29 double-blind randomized 
controlled trials 
Financial support: 
Unconditional educational 
grant from Merck Sharp & 
Dohme Ltd 

Included Patients: 
Total number:  
Not stated 
Condition: 
Acute migraine  
Age: Not stated 
Race: Not stated 
Excluded Patients: 
Data collected for first 
attack only 

Comparisons:  
Placebo or any triptan type 
Outcomes Measured: 
Pain free at 2 hours 
Provider: Not stated 
Setting: Not stated 
Intervention: Any single dose 
treatment of oral triptan 

Based on the numbers needed to treat analysis, significantly more patients achieved 
pain-free status at 2 hours with rizatriptan 10 mg than with sumatriptan 100 mg 
(P<0.02), sumatriptan 50 mg (P<0.01) eletriptan 40 mg (P<0.01), zolmitriptan 2.5 
mg (P<0.05), almotriptan 12.5 mg (P<0.01), or naratriptan 2.5 mg (P<0.001). 
There was no significant difference between rizatriptan 10 mg, eletriptan 80 mg, 
and zolmitriptan 5 mg for this endpoint. 
Based on acquisition costs alone, there was a statistically significant difference 
between the cost-effectiveness ratios of rizatriptan 10 mg (£14.15) and sumatriptan 
100 mg (£37.61; P<0.001), zolmitriptan 5 mg (£33.26; P<0.001), naratriptan 2.5 
mg (£32.66; P<0.01), sumatriptan 50 mg (£28.71; P<0.001) and eletriptan 80 mg 
(£28.17; P<0.001). There was no significant difference between the cost-
effectiveness ratios calculated for rizatriptan 10 mg and almotriptan 12.5 mg 
(£15.06), eletriptan 40 mg (£17.37), and zolmitriptan 2.5 mg (£20.22). 
Rizatriptan 10 mg is the only agent studied that demonstrated high levels of both 
clinical and cost-effectiveness. It can therefore be considered an ideal first-line 
treatment choice in the management of the acute migraine attack. 

Ferrari MD, Goadsby PJ, 
Roon KI, Lipton RB. 
Triptans (serotonin, 5-
HT1B/1D agonists) in 
migraine: detailed results 
and methods of a meta-
analysis of 53 trials. 
Cephalalgia 2002;22(8):633-
58. 

Duplicate publication of Ferarri et al. (2001)1 

Loder E. Fixed drug 
combinations for the acute 
treatment of migraine: place 
in therapy. CNS Drugs 
2005;19(9):769-84. 

Quasi-systematic review (quality of the included studies was not assessed). 
Does not contain any information on fixed drug combinations that include a triptan.  

2Belsey JD. The clinical and financial impact of oral triptans - an updated meta-analysis. Journal of Medical Economics 2002;5:79-89.
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Table I.2: Summary of data from the systematic reviews on triptans cited in G4 (cont’d) 

Review Study Population Comparison/Outcome/ 
Intervention Details 

Relevant Results/Authors’ Conclusions 

Pascual et al. (2007)3 

Spain 
Objective: 
To compare the efficacy and 
tolerability of currently 
marketed oral, non-
reencapsulated triptan 
formulations versus placebo 
in the treatment of 
moderate to severe migraine 
attacks 
Studies Reviewed: 
38 double-blind randomized 
controlled trials 
Financial support: 
Grant from GSK-Spain; all 
authors have given paid 
lectures for the companies 
launching the triptans 
analyzed in this paper 

Included Patients: 
Total number:  
Not stated 
Condition: 
Acute migraine  
Age: 19 years or older 
Race: Not stated 
Excluded Patients: 
Data collected for first 
attack only 

Comparisons:  
Placebo or any triptan type 
Outcomes Measured: 
Pain relief and pain free at 30 
minutes, 1 hour, 2 hours; 
headache recurrence; adverse 
events 
Provider: Not stated 
Setting: Not stated 
Intervention: Any of the seven 
currently marketed triptans 

After 30 minutes, fast-dissolving sumatriptan 50 and 100 mg, sumatriptan 50 mg, 
and rizatriptan 10 mg showed significant relief when compared to placebo, 
whereas the fast-dissolving formulation of sumatriptan 100 mg was the only oral 
triptan that was superior to placebo in meeting the pain-free endpoint. On the 
other hand, fast-dissolving sumatriptan 50 and 100 mg and eletriptan 40 mg 
showed a lower rate of recurrence than placebo, whereas rizatriptan 10 mg was the 
only triptan with a recurrence rate greater than that of placebo.  
Adverse events associated with treatment with tablet formulations of sumatriptan 
and zolmitriptan were significantly more frequent than those of the placebo group. 
The influence of reencapsulation on the effectiveness and tolerability data is small. 
 

3Pascual J, Mateos V, Roig C, Sanchez-Del-Rio M, Jimenez D. Marketed oral triptans in the acute treatment of migraine: a systematic review on efficacy and tolerability. Headache 
2007;47(8):1152-68.
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Table I.2: Summary of data from the systematic reviews on triptans cited in G4 (cont’d) 

Review Study Population Comparison/Outcome/ 
Intervention Details 

Relevant Results/Authors’ Conclusions 

Poolsup et al. (2005)4 

Thailand 
Objective: 
To evaluate the efficacy and 
tolerability of frovatriptan in 
acute migraine treatment 
Studies Reviewed: 
5 double-blind randomized 
controlled trials 
Financial support: 
Not stated 

Included Patients: 
Total number:  
2866 
Condition: 
Acute migraine  
Age: Not stated 
Race: Not stated 
Excluded Patients: 
Not stated 

Comparisons:  
Placebo  
Outcomes Measured: 
Pain free, headache response, 
headache recurrence, relief of 
migraine-associated symptoms, 
adverse effects 
Provider: Not stated 
Setting: Not stated 
Intervention:  
Frovatriptan 2.5 mg 

Frovatriptan 2.5 mg was more effective than placebo in rendering the patient pain-
free at 2 hours (risk ratio (RR) 3.70, 95% confidence interval (CI) 2.59 to 5.29) and 
4 hours (RR 2.67, 95% CI 2.21 to 3.22). It was also superior to placebo in reducing 
headache severity at 2 hours (RR 1.66, 95% CI 1.48 to 1.88) and 4 hours (RR 1.83, 
95% CI 1.66 to 2.00) after treatment.  
In those whose headache was relieved at 4 hours, the risk of headache recurrence 
within 24 hours was reduced by 26% with frovatriptan (P=0.009). 
Frovatriptan 2.5 mg was also superior to placebo in improving symptoms 
associated with migraine. At 2 hours after dosing, frovatriptan reduced the risk of 
nausea by 14% (P=0.0005), photophobia by 17% (P<0.0001), and phonophobia 
by 14% (P<0.0001). The corresponding numbers at 4 hours after dosing were 37% 
(P<0.0001), 34% (P<0.0001), and 30% (P<0.0001). Frovatriptan caused more 
adverse events than placebo (RR 1.31, 95% CI 1.07 to 1.62). 
The available evidence suggests that frovatriptan 2.5 mg is more effective, but may 
cause more adverse events, than placebo in the treatment of acute moderate to 
severe migraine. It is effective in providing pain relief and reducing the risk of 
recurrence.  

4Poolsup N, Leelasangaluk V, Jittangtrong J, Rithlamlert C, Ratanapantamanee N, Khanthong M. Efficacy and tolerability of frovatriptan in acute migraine treatment: systematic 
review of randomized controlled trials. Journal of Clinical Pharmacy and Therapeutics 2005;30(6):521-32. 
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APPENDIX J: SAMPLE OF THE DOCUMENT USED TO TRACK GDG DELIBERATIONS 

                 



 August, 2013 

Ambassador Program. Guideline for Management of Primary Headache in Adults. Background Document 263 

APPENDIX K: PROCESS USED TO FORMULATE RECOMMENDATIONS 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

MORE INFORMATION 
REQUIRED 

 

ACCEPT OR ACCEPT WITH 
MINOR MODIFICATION (E.G. 

WORDING) 

Accept original 
recommendation from 
seed guideline with only 
minor wording or other 
changes to make it 
applicable to the 
Alberta healthcare 
system. 

REJECT ORIGINAL RECOM-
MENDATION AND CREATE 

NEW ONE BASED ON EXPERT 
OPINION 

The original 
recommendation was 
rejected and a new one 
was drafted based on 
the collective expert 
opinion of the 
Ambassador Guideline 
Development Group 
(GDG). 

ACCEPT BUT SUPPLEMENT 
WITH EXPERT OPINION 

Accept original 
recommendation from 
seed guideline but 
modify or supplement 
with additional 
information/recom-
mendations based on 
the collective expert 
opinion of the 
Ambassador Guideline 
Development Group. 
(GDG). 

ACCEPT/CHANGE ORIGINAL 
RECOMMENDATION BASED 

ONLY ON STUDIES 
INCLUDED IN SEED 

GUIDELINES 

The GDG accepted or 
changed the original 
recommendation after 
examining the 
individual studies cited 
by the seed guideline as 
evidence for the original 
recommendation. 

SUPPLEMENT ADDITIONAL 
EVIDENCE WITH EXPERT 

OPINION 

After examining the 
individual studies cited 
by the seed guideline or 
additional systematic 
reviews on headache 
identified by a 
supplementary literature 
search, the GDG 
modified the original 
recommendation based 
on the collective expert 
opinion of the 
Ambassador GDG. 

REJECT ORIGINAL 
RECOMMENDATION 
AND CREATE NEW 

ONE BASED ON 
EXPERT OPINION 

ACCEPT/CHANGE ORIGINAL 
RECOMMENDATION BASED 
ON ADDITIONAL EVIDENCE 
FROM LITERATURE SEARCH 

The GDG accepted or 
changed the original 
recommendation after 
examining additional 
systematic reviews on 
headache identified by a 
supplementary literature 
search. An example of 
this would be the 
addition of a 
recommendation on 
therapeutic exercise for 
tension-type headache. 
This was only added 
after a subjective 
assessment of the 
additional evidence. 

ADDITIONAL INFORMATION 
RETRIEVED/CONSIDERED 

Seed Guideline Recommendation 

Seed Guideline on Headache 
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APPENDIX L: RECOMMENDATION CATEGORIES 

Definitions for Do, Do Not Do, Do Not Know 
DO 
When the Guideline Development Group (GDG) accepted the intent of the original 
recommendation in the seed guideline(s), the original wording was preserved where possible. Thus, 
recommendations were classified as “Do” when the original guideline recommended or provided a 
prescriptive direction to perform the action, or used the term “effective” to describe it. 

The seed guidelines used different systems to grade or categorize the level of evidence supporting 
each recommendation and the strength or type of recommendation made. However, generally all of 
the guidelines recommended an action or described it as effective when this statement was 
supported by: 

• results from at least one study of strong design for answering the question addressed; 

• generally consistent results from multiple studies of strong design for answering the 
question addressed;  

• the clinical experience of the GDG. 

When the Ambassador GDG supplemented a recommendation or created a new one based on 
expert opinion, it was classified “Do” when the collective professional opinion of the GDG 
supported the action. 

DO NOT DO (Not Recommended) 
When the GDG accepted the intent of the original recommendation in the seed guideline(s), the 
original wording was preserved where possible. Thus, recommendations were classified as “Do Not 
Do” when the original guideline recommended against or provided a prescriptive direction not to 
perform the action, used the term “ineffective” to describe it, or stated that the evidence does “not 
support” it. 

The seed guidelines used different systems to grade or categorize the level of evidence supporting 
each recommendation and the strength or type of recommendation made. However, generally all of 
the guidelines recommended against performing an action or described it as ineffective when this 
statement was supported by: 

• results from at least one study of strong design for answering the question addressed; 

• generally consistent results from multiple studies of strong design for answering the 
question addressed; 

• the clinical experience of the GDG. 

When the Ambassador GDG supplemented a recommendation or created a new one based on 
expert opinion, it was classified “Do Not Do” when the collective professional opinion of the GDG 
did not support the action. 
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DO NOT KNOW 
When the GDG accepted the intent of the original recommendation in the seed guideline(s), the 
original wording was preserved where possible. Thus, recommendations were classified as “Do Not 
Know” when the original guideline did not recommend for or against the action or stated that there 
was “no evidence”, “insufficient or conflicting evidence”, or “no good evidence” to support its use. 

The seed guidelines used different systems to grade or categorize the level of evidence supporting 
each recommendation and the strength or type of recommendation made. However, generally all of 
the guidelines stated that evidence for a particular action was lacking or insufficient when: 

• effectiveness was demonstrated in a general sense but not specifically for back pain; 

• the studies were of poor quality, inappropriately designed to answer the question addressed, 
or presented conflicting results, which precluded the determination of effectiveness or the 
balance of benefits and harms; 

• only one study of any design was available; 

• no studies of any design were available. 

When the Ambassador GDG supplemented a recommendation or created a new one based on 
expert opinion, it was classified “Do Not Know” when the collective professional opinion of the 
GDG was equivocal with respect to supporting the action. 
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APPENDIX M: FEEDBACK ON GUIDELINE DOCUMENTS 
Table M.1: Rating of importance of key guideline messages by Guideline Development 

Group members (n=10 via an online survey in March 2012) and family 
physicians (n=4 via a focus group in April 2012) 

Message 
Not at all 
important 

Slightly 
important 

Moderately 
important 

Very 
important 

Extremely 
important 

Neuroimaging is not indicated in patients with 
recurrent migraine headache, a normal 
neurological examination and no “Red Flags.” 

0 0 2 4 8 

Migraine should be considered in patients with 
recurrent moderate or severe headaches and a 
normal neurological examination. 

0 0 3 6 5 

A triptan should be used when NSAIDs are not 
effective. 0 1 1 8 4 

Opioid containing analgesics are not 
recommended for routine use for migraine. 0 0 2 7 5 

Medication overuse should be diagnosed in 
patients with headache who use combination 
analgesics, opioids, or triptans on 10 or more 
days per month or acetaminophen or NSAIDs 
on 15 or more days a month. 

0 0 3 5 6 

ASA, NSAIDs, and triptans are the primary 
medications for acute migraine treatment. 0 1 2 8 3 

Patients consulting for bilateral headaches that 
interfere with their activities are likely to have 
migraine rather than tension-type headache and 
may require migraine specific medication. 

0 0 3 9 2 

Most patients who present to community health 
care providers with headaches have migraine.* 0 1 3 4 2 

Comprehensive migraine therapy includes 
management of lifestyle factors and triggers, 
acute and prophylactic medications, and 
migraine self-management strategies.* 

0 0 5 1 4 

Patients who do not respond well to one triptan 
may respond to another.* 1 0 6 2 1 

*The family physician focus group was not asked to score this key message. 
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Table M.2a: Summary of feedback on the patient information sheets received from 
Guideline Development Group members (online survey conducted in 
November 2012)*  

Information 
Sheet Detail Discipline 

What you should 
know about 
headache self-
management 

Information is important for patients to know (three strongly agree, three agree). 

• The sheet could be edited to read better and be clearer and shorter. 

• Stress section clear and easy to understand. 
• Consider substituting "reduce" for "alleviate" in the first bullet. Consider 

substituting "communicating effectively your needs and limitations" instead of 
"being assertive....". 

• Link to the headache diary in the text at the point where it is recommended? 

• Document lengthy; a single double-sided page is often best. 

• Remind patients that the headache diary is for self-evaluation and should be 
abandoned once data are collected as continued use can lead to pain centering 
and hamper improved function. 

Six participants:  
Two family 
physicians 
One specialist 
physician 
One pharmacist 
One psychologist 
One director 

What you should 
know about 
headache 

Information is important for patients to know (four strongly agree). 

• Add some of the causes of headaches. 

• Some language (e.g., intensity and duration) may be at a higher reading level 
than desired. Maybe: "Migraine is the most common cause of headaches that 
last longer or are especially painful." 

• Should mention again that over-the-counter medications are useful in 
moderation, but should be limited to 10 to 15 days per month. 

Four participants: 
One family 
physician 
One specialist 
physician 
One pharmacist 
One director 

What you should 
know about 
medication-
overuse 
headache 

Information is important for patients to know (three strongly agree, three agree) 
• Add a couple of examples of self-management strategies in the self-

management section. 

• Under the "How is ...Treated" heading: 
- Third bullet: Consider "more than you can comfortably tolerate" instead of 

"bear." 
- Final bullet: Consider "Medications that prevent migraine headaches may 

be more effective after the medication overuse has been stopped." 

Six participants: 
Two family 
physicians 
One specialist 
physician 
One pharmacist 
One psychologist 
One director 

What you should 
know about 
migraine 
headache 

Information is important for patients to know (five strongly agree, three agree) 
• Too wordy in sections and too much information. 

• Consider using "features" instead of "symptoms" in the first bullet. Second 
bullet is a run-on sentence followed by a conflicting sentence. Consider 
"Patients sometimes confuse recurrent attacks over long periods of time of 
migraine headaches for those related to sinus infections (sinusitis). If the 
headache is sinus related, it would be expected to improve with appropriate 
treatment that may include antibiotics. However, in most cases these 
headaches are found not to be sinus related and are instead migraine." 

• Information regarding sinusitis seems conflicting and confusing. 

• In the section “Should I take medications for my headache?” consider having 
bullet #6 say "codeine and other narcotics" and #9 say "or codeine/ narcotic-
containing." 

Eight participants: 
Three family 
physicians 
One specialist 
physician 
One 
physiotherapist 
One pharmacist 
One psychologist 
One director 
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Table M.2a: Summary of feedback on the patient information sheets from Guideline 
Development Group members (cont’d) 

Information 
Sheet Detail Discipline 

What you should 
know about 
migraine 
preventive 
medications 

Information is important for patients to know (five strongly agree, two agree) 
• The initial comment on the first page about self-management strategies with 

accompanying examples is great. It should be cut and pasted onto other 
documents that refer to self-management. 

• The font on this one seems smaller and a lot of higher level vocabulary has 
been used. 

• Please add that antidepressants/antianxiety medications can also be used if 
you don't have anxiety or depression (similar to topirimate) 

• First bullet: Clarify "… preventive medications do not cause rebound or 
medication-overuse headache." Consider: "When your migraines cause enough 
pain or loss of ability to do normal activities in spite of appropriate use of 
acute medications for individual attacks." First bullet under “When should I 
consider …” 

• The phrasing of the definition is confusing: "They are different from acute or 
symptomatic medications like the triptans (for example sumatriptan) or 
painkillers which are taken to treat individual migraine attacks and do not 
cause rebound or medication-overuse headache." This sounds like painkillers 
do not cause rebound headache. Perhaps: "They are different from acute or 
symptomatic medications like the triptans (for example sumatriptan) or 
painkillers which are taken to treat individual migraine attacks. Preventive 
medications do not cause rebound or medication-overuse headache." 

• Should be written at a lower literacy level. Is the bullet point about overweight 
and topiramate really necessary? 

Seven participants: 
Two family 
physicians 
One specialist 
physicians 
One pharmacist 
One psychologist 
One chiropractor 
One director 

What you should 
know about 
tension-type 
headache 

Information is important for patients to know (two strongly agree, three agree) 

• It says that self-management strategies will be referred to later in the 
document, but they are not. 

•  May want to change: “Who is qualified to evaluate me?” to “Who should be 
seeing me?” or “Who should I see? “Also, some pictures would be nice. 

• Is the "Who should evaluate me?" section necessary in all the sheets? 

Five participants: 
One family 
physician 
One specialist 
physician 
One pharmacist 
One psychologist 
One director 

* One specialist physician (neurologist), who did not fill in the survey, made further refinements to the patient 
information sheets after reviewing the suggestions received from the survey participants. 
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Table M.2b: Summary of feedback on the patient information sheets from the Institute of 
Health Economics Lay Committee (n=8 via a focus group conducted in 
Edmonton, October 2012) 

Theme/Information 
Sheet Detail 

General opinion • Some sheets are too wordy. Low health literacy populations or individuals for whom English is 
not their first language (for example, First Nations Elders) may have difficulty reading and 
comprehending the text. 

• The sheets do not cover cluster headache, and participants felt information pertaining to even 
uncommon forms of headaches would be useful.  

• Participants had some concerns about the accessibility of the patient sheets. For example an 
electronic form may not be appropriate for a person during an episode of headache, so in such 
circumstances the information could be more useful in a print form. 

• Participants stated that they trusted their family physicians and would read information given to 
them by their physician.  

• The IHE and TOP logos are fine, but readers who are not familiar with TOP and IHE might not 
read the information online; a logo from Alberta Health Services would make the information 
more credible.  

• Handing all sheets to a patient may be confusing.  

What you should 
know about headache 
self-management 

• Sheet is too wordy; some of the repetitive information could be removed.  
• Some participants said they did not want anything that might be useful to be left out; repetition 

may be good, as not everyone understands the medical terminology. Some visuals or pictures may 
work.  

• Participants appreciated the management and holistic approach presented in this sheet (for 
example, one participant expressed appreciation of the discussion on the emotions that can 
accompany a headache). 

• The different types of headache should be explained so that people can distinguish what they 
should do; for example, whether they need to see a doctor, self-medicate, or need a prescription.  

• The information is useful for people who do not suffer from headache pain and shows what to 
do at the onset of a headache, provides a general idea about headache conditions, and provides a 
better understanding of what people with headache experience.  

• A person who suffers from an episode of headache needs streamlined information. 

• Should include: triggers, what to do, different medications (talk to your doctor about what route 
to go and what type of medications to take), and include some information about drugs and drug 
interactions. 

What you should 
know about headache 

• Participants liked the sheet and found the information useful. They would read the information if 
it were handed out by a physician.  

• The “Seek professional help” section is clear. 

• Participants also liked the sections about which professionals are qualified to evaluate headache 
patients and about returning to the physician if the headache pain does not improve. 
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Table M.2b: Summary of feedback on the patient information sheets from the Institute of 
Health Economics Lay Committee (cont’d) 

Theme/Information 
Sheet Detail 

What you should 
know about 
medication-overuse 
headache 

• Most participants did not know about this condition; they learned a lot from reading the 
information.  

• The section about treating medication-overuse headache may not need such detail, as this 
should be explained by a physician. However, not all physicians discuss this with patients.  

• The information about potential addictions is important and may be useful for those who are 
dealing with addictions to medications and withdrawal symptoms, and for those who do not 
understand medical terminology and can get easily addicted. Participants emphasized that 
physicians need to explain potential addiction issues.  

• Physicians should discuss the content of the sheet when they hand it out and should answer 
questions about medication interactions and frequency of use. 

• Withdrawal symptoms should be mentioned in the other sheets as well. 

• The self-care section is very useful. 
• Participants were interested to know whether pharmacists will also hand out this sheet, as not all 

people with headaches go to a physician. Also, massage therapists, chiropractors, and 
naturopaths could use these sheets.  

• It would be useful to play the messages from the sheet on screens in pharmacies so people 
could read them while they are waiting for a prescription; TV advertisements are very useful. 
Sheets could also include a web address where people can find more information.  

• Self-medicating can be dangerous because everybody is different. If you overmedicate you can 
get other problems—ulcers, nausea, etc. A disclaimer would be good. 

• Patients should speak to a doctor first about what medications are safe for them. 

What you should 
know about migraine 
headache 

• The sheet is informative about what to do if you have a migraine. 

• Explain the migraine types and symptoms. 

• No information is given about comparing migraine with other headaches. 

What you should 
know about migraine 
preventive 
medications 

• Is the word “prophylactic” necessary? Could it be avoided?  

• Language is too inaccessible and the sheet is very wordy. It needs a better title. 

• Participants liked that it mentions different medications (i.e., which medication to try). 

• It would be useful to highlight the diary information at www.headachenetwork.ca. 
• Participants talked about controlling triggers, but the information about triggers is in a different 

pamphlet. This one could just have a list of triggers: environmental, dietary, etc. 

• The pamphlet (especially the last sections) covers information patients need to know. 

• People need to be directed to a website for more information. 
• The sheet could combine some of the bullet points in the third section—there are too many 

bullet points in the first sections. Do not use them with every sentence, only for introducing 
new concepts. 

• Pamphlet would have to be identified in some way in order to be accepted as valid. 
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Table M.2b: Summary of feedback on the patient information sheets from the Institute of 
Health Economics Lay Committee (cont’d) 

Theme/Information 
Sheet Detail 

What you should 
know about tension-
type headache 

• Second section—“What is a tension headache?”—could be first. 
• Leave out the word “bilateral”; just say “both sides of your head.” 
• General agreement was expressed that it’s necessary to mention X-rays or MRIs.  

• The sheets should use a common format and style. This pamphlet was clearer, more concise, 
and read better than the others.  
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Table M.2c: Summary of feedback on the patient information sheets from the Calgary 
Headache Assessment & Management Program patients (n=5 via a focus 
group conducted in Calgary, May 2013)* 

Theme/Information 
Sheet Detail 

General opinion • Size of the documents and fonts, and their availability in electronic format, may impact 
readability, especially when patients have a headache. 

• It is useful to tell people what websites to access.  

What you should 
know about headache 
self-management 

• General comments: There is a lot of helpful information. Managing triggers, stress, and emotions 
are very important in headache.  

• Tips for self-monitoring: Good information. Remove “for at least a month” from the statement 
“keep up with self-monitoring for at least a month”. 

• Information in third paragraph, “some people find that if they can react early…”, is important, 
especially if there are factors (such as stretching) other than the medications that may alleviate 
the headache, so medication-overuse can be prevented.   

• The Tips on healthy lifestyle section is redundant and could be deleted or included in the next 
section. 

• Minimize the intensity and impact of a migraine: Participants liked the third bullet “avoid negative or 
catastrophic thinking”, but they did not like “I’ll lose my job, my boyfriend, etc.” as it is too 
specific. Leave it as “this headache is killing me”. 

What you should 
know about headache 

• General comments: Content is good, though grammar needs correcting. A good learning resource 
for someone who does not have knowledge about headaches. 

• Title: Should be “headaches” instead of “headache” as there is more than one type of headache.  

• Facts about migraine: It is helpful to know that headaches are common and there are medical and 
non-medical treatments to cope with them.  

• Will I need X-rays, and MRI or laboratory tests: This section is useful.  

• What should I do to help myself: Information about headache diaries is important as they are 
excellent tools. Diary design can be improved by increasing the space in the columns to 
accommodate more information (triggers, flares-up, activities during the day, medication intake).  

• Can headaches be prevented? Mention some non-medical treatments.  

What you should 
know about 
medication-overuse 
headache 

• General comments: Good; nothing missing, and nothing to take out. 

• What is medication-overuse headache? Liked that the medications acetaminophen and ibuprofen are 
separated from codeine and triptans and that there is an indication of the number of medication 
days that could lead to medication-overuse. 

• Should I see my doctor? Useful information; gives options and choices. 
• What can I do to help myself? Using a diary is useful to avoid over-medication. The link to a diary is 

useful.  

• Perhaps explain terminology and that medication-overuse is different from addiction. 

• If I’ve stopped medication: Great section.  
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Table M.2c: Summary of feedback on the patient information sheets from the Calgary 
Headache Assessment & Management Program patients (cont’d) 

Theme/Information 
Sheet Detail 

What you should 
know about migraine 
headache 

• General comments: Information is credible; nothing to remove. 
• Should I take medicines for my headache? The list of medications for acute and preventive treatment 

of migraine is a little overwhelming. There is nothing to take out but the information could be 
made more user friendly.  

 What should I do to help myself? There is not much information about self-management in the 
sheet, although there is a separate sheet developed for this. It may be helpful to add 
interventions that alleviate pain, such as using a barometric pressure therapy device and 
hyperbaric oxygen. Specify other triggers such as florescent light and weather pressure changes.   

• Can migraine be prevented or cured? The information that there is no known cure for migraine is 
depressing; add something like “however, with the right combination of preventive approaches 
many people are able to live without migraine being a big disruption in their lives.”  

What you should 
know about migraine 
preventive 
medications 

• General comments: Information is credible; nothing to remove. 

• Which medication should I try? Everyone is different and it is hard to know what works for each 
individual. Like the inclusion of alternative non-prescription medications. 

• What is likely to happen after I start a migraine preventive medication? The statement “a successful 
preventive medication will only decrease your migraine frequency by 50%” is quite disturbing.  

• To prevent/alleviate pain, it may help to use an antiglare screen and drink lots of water. Add life 
coaching; emphasize lifestyle factors and psychological help. 

What you should 
know about tension-
type headache 

• General comments: Information is credible; nothing to change or remove. 

* Participants were split into two groups, each of which reviewed three patient information sheets 
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Table M.3: Suggestions from family physicians for improving the guideline documents 
(n=4 via a focus group conducted in Calgary, April 2012) 

Theme Detail Discipline 
Presentation of 
main guideline 
document 

Rated 4 on a scale of 1 (lowest quality) to 5 (highest quality) for organization and 
ease of finding information. 
• Organized approach; nicely separated into topics, but document is lengthy and 

it can take a while to find specific information. The checkbox format was easy 
to understand (do, do not do, do not know). 

• Thorough document, well organized, although long; like the Motherisk contact 
information given. Is the diary available as a separate PDF to be distributed to 
patients? 

• Bring the information about the medications (lines of treatment, drugs, side 
effects, and evidence sources) into the recommendation. 

• Document is hard to navigate. 

• Add pop-up text when the cursor hovers over text; add bookmarks and 
hyperlinks to the document; find a way to make searching the document easier; 
add a function to show where you are in the document (such as a table of 
contents showing on the left side of the document). 

• Split the main guideline into chapters and save them in separate documents 
(e.g., diagnosis, management of migraine and/or tension-type headache).  

• Link information from the main guideline to the summary guideline and 
algorithm.  

• Acronyms for the evidence source need to be explicit on each page. 

• Add a note to say that additional information about the medications mentioned 
in the guideline is available in Appendix A: Medication table. 

Four family 
physicians  

Main guideline: 
information 
provided and 
areas missing 

Rated 4 on a scale of 1 (lowest quality) to 5 (highest quality) for providing 
sufficient information to inform clinical decisions. 
• Add s specific reference to the latest Canadian guidelines. 
• Would like to have medication starting doses in the text of the document, not 

just in the appendix. 
• Need clearer recommendations about how to diagnose medication-overuse 

headache and how to initiate/choose headache prophylaxis—including a 
timeline on when to expect improvements. 

• Use a checklist format for red flags, exam findings; include levels of evidence 
and pediatric recommendations; add an icon for each medication for use in 
pregnancy; mention other headache conditions such as coital, exertional, 
hypnic, paroxysmal, and hemicrania. 

• It’s important that recommendations are described clearly so doctors don’t 
have to spend a lot of time reading the background. 

• Add levels of evidence for guideline recommendations. 
• Evidence source: mention all the type of studies that informed the 

recommendation, not only the highest. 

• Rank the evidence source using numbers. 
• Add information about auras: typical versus atypical. 

• Add information about use of contraceptives and associated risks with aura 
symptoms and cerebrovascular disease/stroke. 

Three family 
physicians  
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Table M.3: Suggestions for improving the guideline documents from physicians (cont’d) 

Theme Detail Discipline 
Guideline 
recommendations 
(clinically sound, 
appropriate for 
the intended 
patients)  

Rated 4 by three participants and 5 by one participant on a scale of 1 (lowest 
quality) to 5 (highest quality) 

• Dosage and titration is required; special pregnancy precautions. 

• Need to add more information about titration of β-blockers for migraine. 
• Pharmacological prophylaxis for tension-type headache—include information 

about medications in a table format, add more details about side effects and 
titrations; information can be included in pop up boxes for those using the 
electronic format. 

• Triptan qualifications and doses—add a more specific recommendation on 
which triptan is recommended to be used first, which second, and so on. 

• Add symbols (,, ?) in the medication tables in Appendix A. 

• Add links to provincial resources available for the treatment of headache. 

Four family 
physicians 

Enablers to 
implementing the 
guideline 

• Check box format is clear, quick to review. 
• Lots of information that is relatively easy to use; clinically useful, especially 

medication doses.  
• ,, ? system. 

Four family 
physicians 

Barriers to 
implementing the 
guideline 

• Lack of infrastructure/information technology to support guideline use 
• Lack of time to use the guideline in the clinical setting 
• Too lengthy to use on a regular basis; better suited as a reference document 
• A more tabular treatment option presentation in the main guideline would help. 

Four family 
physicians 

Usability  Three participants indicated that they will use the guideline in making professional 
decisions and would recommend the guideline for use in practice. 

Three primary 
care physicians  

Quick reference 
algorithm and 
medication tables 

Clarity and usefulness of the algorithm  
On a scale of 1 (lowest quality) to 5 (highest quality): rated 4 by three participants 
and 5 by one participant for clarity; rated 4 for ease of use by four participants. 
Four participants said they will use the algorithm.  
• Should be incorporated into electronic medical record (EMR). 
• It would be easiest and most practical if it were condensed to one page. 

 
Clarity and usefulness of the medication tables  
On a scale of 1 (lowest quality) to 5 (highest quality): rated 4 by two participants 
and 5 by one participant for clarity; rated 4 for ease of use by two participants and 
5 by one participant. Two participants indicated that it is worthwhile to have the 
medication tables included with the algorithm and that they will use them.  
• Try to minimize appendix references or minimize core document information. 
• Add hyperlinks to link medication tables with the main guideline medication 

table. 
• Add title “selected” or “commonly used” medications instead of “summary” 

medication table. 
• Titration information is very important. 
• Add a note about drugs used in pregnancy (or a symbol to indicate which drugs 

could be used during pregnancy). 
• Add more information on triptan qualifications and doses. 

Four family 
physicians 
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Table M.3: Suggestions for improving the guideline documents from physicians (cont’d) 

Theme Detail Discipline 
Additional 
algorithms 
developed for 
different 
headache 
conditions  

The algorithms were considered clear, but one algorithm works best. 
• Suggest having one simplified document.  
• Algorithms are good but people would likely only use/find the information if 

combined into one master algorithm.  
• Consolidate them into one page with meds on reverse of sheet for non-EMR 

users. 

• Primary Care Network physicians use EMRs; information from EMRs can be 
easily updated; would like to include the algorithm of the headache guideline. 

Four family 
physicians 

Preference for a 
more detailed 
summary 
guideline that 
includes key 
messages and 
selected 
recommendations 
for headache 
assessment and 
treatment (e.g., a 
six-page 
document instead 
of a two-page 
summary) 

• Suggest comments on the electronic version of the document, with hyperlink 
capabilities. 

• We may miss some information using only one master summary. 
• “Less is more”—cross-reference with the main guideline document.  
• In the algorithm there is a discontinuation of diagnosing uncommon headache 

conditions; add arrows to link with diagnosis of common headaches. 
• Add bookmarks for “Table 1,” “Table 2,” and “Table 3” in the algorithm, to 

link with the medication tables. 
• Use smaller fonts for the practice points. 
• Add “refer if necessary” for patients with migraine and tension-type headache. 
• Red flags box: separate/make more distinctive the emergency red flags and 

urgent red flags—possible indicators of secondary headache; add a time for 
referral: emergency red flags need to be addressed immediately, urgent red flags 
addressed in hours to days. 

It would be good to add the questions about assessment of the need to change a 
patient’s acute migraine medication (from page 16 of the main guideline) to the 
summary guideline, although this may not work due to space: 

• Do you have significant relief within 2 hours of taking the medication? 
• Is the medication well tolerated? 
• Do you take only one dose? 
• Can you resume normal occupational, social, and family activities within 2 

hours of taking the medication?  
If the patient says “No” to at least one of these questions, the physician should 
consider changing the patient’s acute migraine medication, if possible. 

Four family 
physicians 

Other comments • Physicians would prefer to learn how to use the headache guideline via 
academic detailing or an interactive workshop. Other suggested dissemination 
methods were mail-out of laminated algorithm/medication tables and 
integrating with EMRs. 

• In-person communication of the guideline works best. Emails are sometimes 
overlooked. Tools can also be disseminated by mail, advertisements in 
professional magazines, workshops/presentations at conferences, and apps. 

• More patient handouts would help physicians use the guideline. The headache 
diary and caffeine handout are very helpful. More patient self-assistance and 
management tools would also help.  

Four family 
physicians 
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Table M.4: Suggestions for improving the guideline from Advisory Committee members 
(December 2011) 

Document Detail 

Main guideline  • The guideline does not mention that NSAIDs have been linked to increased risk of heart disease. 
What would be recommended to patients who have a history of heart disease? Possibly add a 
background statement about NSAIDs administered to patients with comorbidities (heart disease). 

• Suggest moving the blood pressure measurement to after the neck examination in the physical 
examination recommendation, and include a statement about the adverse effects of cervical spinal 
manipulation. 

• Question were raised about including the strength of evidence of the recommendations in the 
Alberta guideline. This information was not included in the Alberta guideline due to variations in 
the scales used to rate the strength of evidence among the seed guidelines.  

• The guideline could be used as a tool to support a physician’s decision to not recommend 
neuroimaging, but the guideline does not state this strongly enough. The guideline cannot take the 
point of view that we live in a society that demands scanning, while still aiming to reduce 
unnecessary scanning. Patients may be caused unneeded anxiety after scan results. The guideline 
could be used to support the family physicians’ decision to not prescribe a scan when the evidence 
does not support the need for a scan. A short video and/or a short one-pager for physicians on 
how to approach this topic may be useful. 

• The guideline may need to list the International Headache Society Diagnostic Classifications as 
background. 

• The guideline should be used as a tool to state what interventions are supported by the research 
evidence, rather than focusing on areas where the evidence is not as strong. The interventions that 
are supported by strong evidence should be clearly stated. 

• It was noted that the guideline is missing an education component for new physicians to learn how 
to utilize guidelines. However, this is a component of the dissemination plan.  

• It was mentioned that the commonality of various headache types should be emphasized within the 
guideline. However, this will be addressed in the two-page algorithm and in the medication tables 
of the guideline. 

• A decision support tool, which could help reassure the patient, might be a useful addition to the 
guideline. 
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APPENDIX N: DECLARATION OF COMPETING INTEREST FORM 
 

 
 

Declaration of Competing Interest 
 

Project Name: Headache Guidelines in Primary Care  

 
 
1. I agree to have my name acknowledged as a contributor on the development of the guideline on 

headache.  

    Yes     No   
 

If not, please be assured that we would respect your preference. 
 
2. If yes, please list name, degrees, position, title and affiliation as you wish them to appear in the 

guideline. 
 

Name:            

Degrees:            

Position Title:           

Affiliation:            

Area of expertise:                             
 

All contributors are required to disclose circumstances which could be perceived to be a competing 
interest. 

Competing interest is considered to be financial interest or non-financial interest, either direct or indirect 
that could affect the recommendations contained in this guideline. 

Please note that declaring financial and/or non-financial competing interest helps us to fully inform our 
stakeholders about this aspect and does not mean that the person would not be in a position to act as an 
expert, or that his/her contributions would be incorrect or biased. 

If you have any questions or concerns, please contact Christa Harstall, Project Director HTA, by e-mail at 
charstall@ihe.ca. 

 

Continued on next page 
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Potential competing interest NO YES 

Ownership of stock, stock options or other financial instruments of a product’s 
manufacturer or manufacturers of competitive products (excluding mutual fund 
ownership). 

  

Honoraria or other compensation from a manufacturer or a special interest group for 
writing a publication or participating in the development of the guideline. 

  

Grant, honoraria or other compensation from a manufacturer or a special interest group 
for conducting research 

  

Currently, or within the last 2 years: 
• Consultancy or employment with a manufacturer or a special interest group. 
• Speaker fees, educational grants and/or travel assistance provided by a 

manufacturer or a special interest group.  
• Any other direct or indirect relationship with a manufacturer or a special interest 

group which could be perceived to be a competing interest. 

  

 
If yes to any of the above or if there is any other potential competing interest, please describe below: 

              

              

              
 
 
 
 
               
Signature        Date 
 
         
Printed Name 
 
 
 
 
 
Thank you for completing this form. Please return the form by mail or fax to: 
 
Institute of Health Economics 
Attention: HTA 
1200, 10405 Jasper Avenue 
Edmonton, Alberta, Canada  T5J 3N4 
Fax: (780) 448-0018 
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Table N.1: Competing interests declared by GDG members  

Affiliation, Discipline, Area of Expertise Declared Interest 
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Professor, Department of Clinical 
Neurosciences  
University of Calgary 
Neurology 
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and Merck 
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Neurology 

Received consultant’s fees from Biogen Idec 
Received travel assistance from Teva Neuroscience 
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Pharmacy, pain management  

Written continuing medical education for pharmacists and presented at 
pharmacy educational conferences for a manufacturer or a special 
interest group (not specified) 
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Associate Professor, Canada Research Chair in 
Spinal Function  
University of Alberta  
Spinal biomechanics  

Chief Scientific Officer and 51% shareholder of VibeDx  
Recipient of an operating grant from the Canadian Chiropractic 
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