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Introduction: Migraine is a highly prevalent and disabling neurological disease. Excessive use of acute medications can lead to medication-overuse headache (MOH), occurring when a patient experiences an increasing number of headache and migraine days, despite taking greater amounts of acute medication. To treat MOH, a preventive migraine treatment and/or withdrawal of the overused medication(s) are advised. Brief Educational Intervention (BEI) has been shown to be an effective tool with promising results for MOH. Here, we report the design of a clinical trial that aims to evaluate the efficacy of eptinezumab, an anti-calcitonin gene-related peptide preventive migraine treatment, as an add-on to BEI for treatment of MOH in those with chronic migraine.

Methods and analysis: RESOLUTION will be a phase 4, multi-national, randomized, double-blind, placebo-controlled study. This study will enroll approximately 570 participants with dual diagnoses of chronic migraine and MOH. Eligible patients will be randomly allocated to one of two treatment groups, BEI and eptinezumab (100 mg; n = 285) or BEI and placebo (n = 285), in a 1:1 ratio. The primary endpoint is the change from baseline in monthly migraine days over weeks 1–4. Secondary and exploratory endpoints will assess monthly migraine days over weeks 1–12, MOH remission, transition from chronic to episodic migraine, health-related quality of life, work productivity, and the safety and tolerability of eptinezumab in this patient population.

Ethics and dissemination: This study will be conducted in accordance with good clinical practice. All patients will be fully informed about the study, including the risks and benefits of participation, and all participants will provide informed consent for participation in the trial and dissemination of results.
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1. Introduction

For people under the age of 50 years, migraine is the leading cause of disability worldwide and is one of the most prevalent neurological diseases (1, 2). Though acute treatment is nearly universally used to relieve attacks, patients may experience decreased acute medication effectiveness over time, leading to a vicious cycle of increased headache frequency and disability despite taking increased amounts of acute medication. Without intervention this may lead to the development of chronic migraine (CM) and medication-overuse headache (MOH) (3–7). Medication overuse occurs in up to 50% of individuals with CM, triggering MOH in about 60 million people and making MOH one of the top 20 causes of disability worldwide (5, 8–10). A first step in reducing MOH is to educate patients and prescribers on the harmful effects of medication overuse (9, 11). At this point, a patient with CM and MOH may choose to stop or drastically reduce their intake of acute medications; however, this may lead to an initially worsened headache, and depending on the medication, withdrawal symptoms (8, 11). Additionally, a small subset of patients may require hospitalization to withdraw from the overused medication (12). Moreover, some patients subsequently redevelop MOH within year(s), a phenomenon known as relapse (8).

To ensure the effectiveness of acute medication withdrawal and prevent worsening of headaches during this withdrawal process, a combination of preventive migraine treatment and withdrawal of the overused medication(s) has been suggested as a plausible management strategy (13–15). Patient education is extremely important and universally recommended in patients with CM and MOH, because ultimately the patient is the one who decides when and how to treat each attack and how to implement necessary behavioral or lifestyle changes (16, 17). One form of patient education that has proven efficacy in the treatment of patients with MOH is Brief Educational Intervention (BEI) (9). A recent concealed double-blind randomized trial showed the effect of behavioral intervention during acute medication withdrawal (18).

BEI is safe, effective, and low in cost. It involves a short screening followed by individual feedback on how and why one should reduce the substance of concern; this approach has been proven to provide long-term results of medication reduction for patients suffering from MOH (11, 19). Similar approaches have been shown to be effective in the management of alcohol and drug addiction (20). However, for patients with complex MOH, BEI alone may not be enough to yield good outcomes (21). Coupling BEI with preventive migraine therapy may provide a patient with the most promising chance of recovering and breaking the cycle of MOH (15, 22). On average, BEI takes about 10 min to complete. Therefore, it should be feasible to adopt BEI in most headache clinics.

In previous studies, eptinezumab, an anti-calcitonin gene-related peptide (anti-CGRP) monoclonal antibody administered via intravenous (IV) infusion for migraine prevention in adults, has been shown to reduce the burden of migraine on patients as early as day one (23–26). An additional exploratory subgroup analysis of patients with CM and MOH in the PROMISE-2 study showed that eptinezumab was effective at reducing the number of migraine days for patients with this dual diagnosis (3). However, to date no studies have investigated if systematic application of BEI would improve outcomes in patients with MOH treated with eptinezumab. Here, we report the design of a randomized controlled trial to evaluate the efficacy of eptinezumab as an add-on to BEI for the prevention of migraine and the treatment of MOH, and in turn, the impact on health-related quality of life and work productivity.



2. Methods and analysis


2.1. Trial design and study setting

RESOLUTION is a phase 4, interventional, multi-national, multi-site, randomized, double-blind, parallel-group, placebo-controlled study. The study began 1 July 2022 and is anticipated for completion 30 May 2024. The target population is defined as patients with a dual diagnosis of CM and MOH according to the International Headache Society (IHS) International Classification of Headache Disorders, 3rd edition (ICHD-3) (4). Both CM and MOH diagnoses will be confirmed via prospectively collected information in a daily headache electronic diary (eDiary) during the screening period. Patients will be recruited from various countries (in Australia, North America, and Europe) and sites (~70 in total) during the planned recruitment period to ensure the required sample size is met. This study will be conducted in outpatient settings such as tertiary headache centers or neurology out-patient clinics. The RESOLUTION protocol described in this article is edition 1.1, with a date of 7 February 2022, and has been registered with EudraCT (2021-003049-40) and ClinicalTrials.gov (NCT05452239).

The total study duration will be approximately 36 weeks and includes a screening period (4 weeks), a placebo-controlled period (12 weeks), an open-label period (12 weeks), and a safety follow-up period (8 weeks; Figure 1). During the open-label period, all patients will receive eptinezumab (100 mg) to provide further relief, to gain exploratory data on the durability of a potential remission of MOH and CM, and to further assess the safety and tolerability of eptinezumab.
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FIGURE 1
 RESOLUTION study design. Study design for the randomized clinical trial included a baseline period (screening; 4 weeks), a placebo-controlled period (12 weeks) supplemented with Brief Educational Intervention (BEI), an open-label period (12 weeks), and a safety follow-up period (8 weeks). BEI, Brief Educational Intervention; IV, intravenous.


Patients are required to be on-site at the screening visit, at visits with study drug IV infusions (baseline visit and week 12 visit; IV infusion is administered over 30–45 min plus a post-infusion observation time of 1.5 h), and at the end-of-study visit (week 24). All other visits will be conducted as telephone or telemedicine visits. To support the assessment of endpoints, an eDiary will be filled in daily by each patient from the screening visit until either the end of study or the withdrawal visit. Adherence to eDiary compilation was monitored remotely.



2.2. Eligibility criteria

Patient selection is based on the main inclusion and exclusion criteria presented in Table 1 (for full inclusion and exclusion criteria please see Supplementary Table 1). Patients who meet all the inclusion criteria and none of the exclusion criteria are eligible to participate in this study.


TABLE 1 Main inclusion and exclusion criteria.
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2.3. Interventions
 
2.3.1. Brief Educational Intervention

All patients will receive BEI, administered by a trained clinician, at the baseline visit prior to study drug infusion to reflect real-world treatment scenarios. BEI is a 10-min, semi-structured educational conversation consisting of three components. First, patients are asked five questions adapted from the Severity Dependence Scale for Headache (SDS:H; Supplementary Figure 1) (27), including an indication of a patient's confidence to stop their medication overuse (Figure 2). Then, patients receive a short, structured presentation with information about MOH and the association between medication overuse and chronic headache. Topics include acute medication overuse, its side effects and pitfalls for migraine chronification, guidance for overcoming migraine chronification, and importantly, information that the headache may worsen initially before improvement occurs (i.e., “rebound headache”). Finally, BEI ends with a discussion on how to stop medication overuse and an agreed-upon plan for reducing acute medication use. At the baseline visit, patients will be advised to stop (or to limit the use of) their medications for acute and/or symptomatic treatment of headache (i.e., paracetamol/acetaminophen, nonsteroidal anti-inflammatory drugs, triptans, ergotamine, opioids, and/or combination analgesics). The discontinuation should be done abruptly. However, depending on the nature of the overused medication, the investigator can decide exceptionally to taper down instead. Patients are not excluded if they have used analgesics, but frequency of use will be recorded in the headache eDiary. Furthermore, the use of barbiturates and/or opioid analgesics are allowed provided a stable regimen of ≤ 4 days/month has been maintained for ≥12 weeks prior to screening.
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FIGURE 2
 BEI: Assessing dependency-like behavior in patients with headache. The structure of Brief Educational Intervention (BEI) for treatment of MOH. MOH, medication-overuse headache; Q1–Q5, Questions 1–5; SDS:H, Severity-Dependence Scale for Headache.




2.3.2. Study drug

Patients will be randomized to either BEI and eptinezumab 100 mg or BEI and placebo. Eptinezumab 100 mg will be dispensed as 1 single-use vial of 100 mg/mL (1 mL/vial) concentrate for solution for infusion, which is added to 100 mL of 0.9% normal saline, to be administered intravenously. Placebo will be dispensed as 100 mL of 0.9% normal saline, to be administered intravenously. Study drug is to be administered over a period of 30 min (up to 45 min as needed) by the blinded investigator or designee.



2.3.3. Actigraphy assessments

To investigate the efficacy of eptinezumab as an add-on to BEI on daily physical activity and sleep, at certain sites consenting patients will have the option to participate in actigraphy assessments using a digital device for 24 h/day over the screening and placebo-controlled periods. Actigraphy is a non-invasive way of monitoring activity and sleep and is recorded using a wrist-worn device (EmbracePlus; Empatica, Boston, MA, US) that continuously records physiological data using an accelerometer, an electrodermal activity sensor, and a peripheral temperature sensor. The following actigraphy parameters will be derived to capture physical activity and sleep: movement intensity, rest (measured as minutes per 24 h in the rest epoch state [range 0–300: 0 = wake epoch; 101 = rest epoch; 102 = turn and toss epoch; 300 = rest interruption epoch]), total sleep time (the total time identified as sleep, per night, in minutes), wake after sleep onset (the amount of time spent awake after the sleep onset), sleep efficiency (the percentage of time asleep within the time-in-bed period), and sleep onset latency (the time from the start of the time-in-bed period to the actual sleep onset). Prior to use, a guide with details on how to use the device will be provided to the patient.




2.4. Randomisation

Prior to randomisation, the investigator will review the data in an eDiary eligibility report to determine if the eligibility criteria are fulfilled. Eligible patients will then be allocated via a randomisation system to one of the two treatment groups (1:1 ratio): BEI and eptinezumab 100 mg or BEI and placebo. The placebo group will be included to represent supportive care in the absence of pharmacotherapy. Each patient will be assigned a screening number, and that number will be used to identify the patient throughout the study. Randomisation of the patient will be performed by the interactive response technology (IRT) system and stratified by country and number of previous preventive treatment failures ( ≤ 2; >2) occurring ≤ 5 years prior to the baseline visit. For this study, treatment failure is defined as treatment discontinuation due to lack of efficacy (no clinically meaningful improvement at the recommended or prescribed dose for ≥3 months), side effects, or general poor tolerability of the treatment. The IRT will allocate the patient to a treatment group and assign the patient a randomisation number in accordance with the specifications from the biostatistics team.

The pharmacist will have access to the unblinded information for the double-blind treatment for each patient. All other study staff and patients will be blinded to treatment. The investigator may only break the code if knowledge of the study drug is necessary to provide optimal treatment to the patient in an emergency. If possible, the investigator should consult the clinical research associate before breaking the code, or as soon as possible. If this occurs during a visit, the investigator must complete the visit as a withdrawal visit. Otherwise, the patient will be asked to attend a withdrawal visit as soon as possible and a safety follow-up visit 20 weeks after study drug administration.



2.5. Data collection and management

During the screening period, after the informed consent form is signed (Supplementary material 1), participant information will be recorded, including baseline demographic data, complete medical history, migraine and treatment history, vital signs including electrocardiogram (ECG) recording, pregnancy screening, routine blood work, and baseline efficacy data. Throughout the study, patients will undergo efficacy and safety assessments as outlined in Table 2.


TABLE 2 Study procedures and assessments timeline.
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Electronic case report forms (eCRFs) will be used to collect all data related to the study, except for the external data (i.e., safety laboratory test data, eDiary data, actigraphy, and electronic patient-reported outcomes [ePRO data]), which will be transferred by the vendor and kept in a secure designated storage area separate from the eCRF. The eCRFs use third-party software (Rave®) to capture data via an online system on a computer. When the investigator enters data in the eCRF (ideally during the visit or no more than 3 days thereafter), the data will be recorded electronically in a central database over encrypted lines, and all entries and modifications to the data will be logged in an audit trail. For the actigraphy assessment, the data will be recorded on the internal memory of the wearable wristband and sent to a paired application (Care App) via Bluetooth. Data from the application are transferred to a research portal (Care Portal) via an internet connection. As this is a phase 4 study, with an approved treatment, a data monitoring committee is not required.



2.6. Outcome measures

The primary endpoint is the change from baseline in monthly migraine days (MMDs) over weeks 1–4 and will be assessed based on eDiary data after 4 weeks of collection during the placebo-controlled period. Key secondary outcomes will assess migraine days, headache days, acute medication days, and fulfillment of ICHD-3 diagnostic criteria for CM and MOH. Additional secondary and exploratory endpoints will be assessed as summarized in Supplementary Table 2.

Primary and key secondary endpoints will be tested sequentially in the order shown in Supplementary Table 2. Only if one step demonstrates a statistically significant effect will the formal testing continue to the next step; a significance level of 0.05 will be used. Assessing the primary outcome of this study at week 4 has been chosen both as an early marker of the efficacy of eptinezumab with BEI and to demonstrate that this intervention has the potential to rapidly break the vicious cycle that leads to MOH, thereby immediately reducing acute medication use and patient burden.



2.7. Statistical methods
 
2.7.1. Sample size considerations

It is assumed that the treatment effect of eptinezumab 100 mg compared to placebo in change from baseline in MMDs (weeks 1–4) will be −1.5 MMDs. In DEFINE3, the differences between treatment + withdrawal and withdrawal were −1.7 and −1.4 days, respectively, after 2 and 4 months (15) and in the PROMISE-2 trial, 2.0 days between eptinezumab and placebo in the CM + MOH population (3). The standard deviation (SD) is assumed to be 6.2, based on the averaged SD across treatment groups in the MOH subgroup of PROMISE-2 on the change from baseline in MMDs (weeks 1–4) (3). Based on the assumed effect size and SD, using a two-sided test on the 5% significance level, 270 patients per treatment group will provide 80% power for showing an effect on the primary endpoint. Assuming 5% of patients will not contribute data to the analysis, 285 patients randomized per treatment group, or 570 patients randomized in total, will be needed. Sample size re-assessment will be conducted on blinded data when approximately 70% of the patients have been randomized. The SD is estimated in the same model as the primary endpoint, except that all terms including treatment (main effect of treatment group and interaction between treatment group and month) are excluded. Based on this estimate, the sample size may be increased if the estimated SD exceeds the planned SD to ensure 80% power on the primary endpoint, but not decreased.



2.7.2. Analysis groups

For data analyses, the following analysis sets will be used: all randomized patients (APRS), all patients in the APRS who received an infusion of the study drug in the placebo-controlled period (APTS), all patients in the APTS who had a valid baseline assessment and ≥1 valid post-baseline 4-week assessment of MMDs in weeks 1–12 (FAS), and all patients in the APRS who received an infusion of the study drug in the open-label period (APTS-OL). The FAS will be used for all efficacy analyses in the placebo-controlled period, the APTS will be used for all safety analyses in the placebo-controlled period, and the APTS-OL will be used for the safety and efficacy analysis of the open-label period.



2.7.3. Efficacy endpoint analyses

The primary endpoint will be analyzed using a mixed model repeated measures (MMRM) with the number of MMDs at baseline as a continuous covariate and including treatment group, month (weeks 1–4), country, sex, age, and previous treatment failures ( ≤ 2, >2) as categorical variables. The model will assume an unstructured covariance matrix to model the within-patient variance. The statistical test will be based on the treatment contrast for change from baseline in MMDs (weeks 1–4).

All continuous key secondary endpoints addressing changes from baseline to weeks 1–4 will be analyzed using the same methodology as described for the primary analysis, except for continuous key secondary endpoints addressing changes from baseline to weeks 1–12 in which the test will be based on the estimated mean MMDs averaged over weeks 1–4, 5–8, and 9–12. Daily pain assessment data will be collected in the headache eDiary via the question “What was the worst pain intensity of this headache today?”. The pain intensity assessment is collected on a 3-point scale: Mild (score = 1), Moderate (score = 2) and Severe (score = 3).

For each day, the daily pain assessment score will be derived by averaging the worst pain intensity over all headaches of that day. The average daily pain score will be calculated using the daily pain assessments collected during weeks 1–2. Change from baseline in average daily pain will be analyzed using the analysis of covariance (ANCOVA) with the average daily pain at baseline as a covariate and including treatment group, country, and previous treatment failures, as categorical variables. Regarding the use of acute medication, supplementary analyses looking only at days where no acute medication was used or where patients reported that the acute medication was not successful (this would be a composite strategy) will be done. The binary key secondary endpoints will be analyzed using logistic regression with baseline MMDs as a covariate and treatment and previous treatment failures ( ≤ 2, >2) as categorical variables.



2.7.4. Handling missing data

For any patients who do not complete their eDiary for 24 of the 28 days per each 4-week period, there will be missing data. It is expected that most missing eDiary data will be sporadic. However, to account for this, for each 28-day period, missing data from the eDiary will be imputed in the following way: if the number of days with observations, n, is ≥14 days, the MMDs for the 28-day interval will be calculated as the number of migraine days observed/n × 28 (prorated) and rounded to 2 decimals and if n < 14, the MMDs for the period will be set to missing.

In the primary analysis, missing data will be regarded as non-headache/non-migraine days. Sensitivity analyses with missing days imputed as headache-free and days as migraine, and vice-versa, will be performed. For missing data in the quality-of-life questionnaires, missing items will not be imputed. However, strategies will be provided for calculating sub-score or total score with missing individual scores separately in the statistical analysis plan, which will be prepared by Biostatistics at the contract research organization before the study is unblinded. No imputation will be taken for missing data in the wearable digital device during the study period.





3. Discussion


3.1. Strengths and limitations of the RESOLUTION trial design

None of the new anti-CGRP monoclonal antibodies have been investigated as add-on treatment to medication management or MOH withdrawal education. This randomized controlled trial will evaluate the use of an anti-CGRP monoclonal antibody, eptinezumab, as an add-on to BEI in the treatment of MOH in patients with CM. The results of this trial are of high clinical relevance when determining if BEI, aiming to eliminate medication overuse, would be enhanced by a preventive treatment. Eptinezumab has high bioavailability and reaches maximum plasma concentration within 30 min of administration (28, 29). Offering patients an effective preventive treatment, that in combination with BEI can ameliorate the negative effects of stopping acute medications, could terminate acute medication overuse and secure lasting relief from MOH.

In this study design, the primary outcome will be assessed at week 4, allowing efficacy results to be determined quickly, which greatly benefits this subset of patients by allowing them to reduce their acute medication use while simultaneously reducing the burden of disease. Additionally, this study not only assesses a change in migraine days as the primary outcome but will also assess whether eptinezumab with add-on BEI improves the quality of life for patients with a dual diagnosis of CM and MOH, who have been identified as having a greater disease-based burden than patients with CM alone (30).

This study is being performed across approximately 70 sites in a variety of geographical locations with varying cultural differences regarding physician practices, patient expectations, medication availability, and regulatory rules between participating countries and headache centers. This will allow insight into how BEI and preventive treatment may benefit patients with MOH and CM in different settings and will allow for additional post hoc analyses regarding MOH treatment globally.

There are potential limitations associated with this study design, which focuses on patients with MOH with underlying CM and is therefore not generalizable to MOH patients with other underlying primary or secondary headache disorders. Additionally, patients with previous anti-CGRP therapy failures and those who use barbiturates and/or opioid analgesics more than four times per month will be excluded from participation, as will be individuals with clinically significant cardiovascular disease or confounding pain syndromes. Therefore, the findings from this study may not be indicative of safety and efficacy in the general population of patients with these or other excluded conditions.




4. Ethics and dissemination


4.1. Research ethics approval and consent

This study will be conducted in accordance with the International Conference on Harmonization note for guidance on Good Clinical Practice only after the sponsor has received confirmation that the regulatory authorities have approved or confirmed notification of the study and that written approval of the protocol has been granted by the appropriate ethics committee or institutional review board. All patients will be fully informed about the study, including the risks and benefits of their participation in the study. A patient may withdraw from the study at any time, for any reason, specified or unspecified, and without penalty or loss of benefits to which the patient is otherwise entitled. No study-related procedures, including any screening procedures, may be performed before the investigator has obtained written informed consent from the patient. Patients and/or the public were not involved in the design, conduct, reporting, or dissemination plans of this research.



4.2. Confidentiality and dissemination

The data collected will be processed in accordance with the specifications outlined in the Danish Data Protection Act and the European Union legislation to ensure that requirements regarding personal data protection are met. If an external organization processes data on behalf of the sponsor, a contractual procedure will be signed between the sponsor or delegate and the external organization to ensure compliance with the above-mentioned legislation. The results will be submitted to ClinicalTrials.gov and EudraCT and actively disseminated through peer-reviewed journals, conference presentations, and social media.



4.3. Data sharing

In accordance with the European Federation of Pharmaceutical Industries and Associations and Pharmaceutical Research and Manufacturers of America's “Principles for Responsible Clinical Trial Data Sharing” guidelines, Lundbeck is committed to responsible sharing of clinical trial data in a manner that is consistent with safeguarding the privacy of patients, respecting the integrity of national regulatory systems, and protecting the intellectual property of the sponsor. The protection of intellectual property ensures continued research and innovation in the pharmaceutical industry. Deidentified data are available to those whose request has been reviewed and approved through an application submitted to https://www.lundbeck.com/global/our-science/clinical-data-sharing.
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Inclusion criteria prior to screening

The patient is aged >18 and <75 years of age

e A dual diagnosis of CM and MOH as defined by ICHD-3 guidelines (4), with
migraine onset at <50 years of age and a history of migraine for >12 months
>8 migraine days per month for each month within the past 3 months (per
ICHD-3 guidelines (4))

>15 headache days per month for each month within the past 3 months (per
ICHD-3 guidelines (4))

Failure with >1 preventive treatment within the last 5 years due to lack of
efficacys

Regular overuse of > 1 drugs that can be taken for acute treatment of headache,
for >3 months at a level that meets ICHD-3 criteria for MOH (4)

Inclusion criteria during screening (based on information
collected in the eDiary)

o >15 to <26 headache days, of which >8 days were assessed as migraine days
e Overuse of drugs that can be taken for acute headache treatment at a level that
meets criteria for ICHD-3 MOH (4)

Inclusion criteria after screening
o Headache eDiary compliance for >24 of 28 days

Main exclusion criteria

Previous anti-CGRP treatment failure including gepants for acute or preventive
use

Confounding and clinically significant pain syndromes (i, fibromyalgia,
chronic low back pain, and complex regional pain syndrome)

Severe psychiatric conditions whose symptoms are not controlled or who have
not been adequately treated for =6 months prior to the Screening Visit
Clinically significant cardiovascular disease

Acute or active temporomandibular disorders

e History or diagnosis of other headache disorders

*Lack of efficacy is defined as no clinically meaningful improvement at the locally
ecommended dose for >3 months.

CGRP, calcitonin gene-related peptide; CM, chronic migraine; eDiary, electronic diary;
ICHD-3, International Classification of Headache Disorders, 3¢ edition; MOH, medication-
overuse headache.





OPS/xhtml/Nav.xhtml




Contents





		Cover



		Adding eptinezumab to brief patient education to treat chronic migraine and medication-overuse headache: Protocol for RESOLUTION—A phase 4, multinational, randomized, double-blind, placebo-controlled study



		1. Introduction



		2. Methods and analysis



		2.1. Trial design and study setting



		2.2. Eligibility criteria



		2.3. Interventions



		2.3.1. Brief Educational Intervention



		2.3.2. Study drug



		2.3.3. Actigraphy assessments









		2.4. Randomisation



		2.5. Data collection and management



		2.6. Outcome measures



		2.7. Statistical methods



		2.7.1. Sample size considerations



		2.7.2. Analysis groups



		2.7.3. Efficacy endpoint analyses



		2.7.4. Handling missing data













		3. Discussion



		3.1. Strengths and limitations of the RESOLUTION trial design







		4. Ethics and dissemination



		4.1. Research ethics approval and consent



		4.2. Confidentiality and dissemination



		4.3. Data sharing







		Author contributions



		Funding



		Acknowledgments



		Conflict of interest



		Publisher's note



		Supplementary material



		References

















OPS/images/cover.jpg
& frontiers | Frontiers in Neurology

Adding eptinezumab to brief
patient education to treat chronic
migraine and medication-overuse

headache: Protocol for
RESOLUTION—A phase 4,
multinational, randomized,
double-blind, placebo-controlled
study





OPS/images/fneur-14-1114654-g001.gif
utame. sty






OPS/images/fneur-14-1114654-g002.gif
o e 31 St T Sorisrctrod

B Ty e oo S0511 o
S S o s
mirey i o
osors i s,

o ptans ot 1o
Changs e moseoten

S 7 P ©
ctuesad ovos OH 0nd

———— ===

| [Sp e momen |
ond it an 510 g
o o S o e

The cortten s dio i 1 e 40 COmbiSE T i S 3
Bt e st by ksl o s e PR Exrcn
e o o o 0 6t a8 s 208
ot bk posie s 1 s, e Tl MO sty e wse
bl s,










OPS/images/crossmark.jpg
(®) Check for updates





OPS/images/logo.jpg
& frontiers | Frontiers in Neurology





