Supplementary file S2: Protocol Summary
	Objective

	Objective
	To conduct a SLR of real-world evidence on the effectiveness and safety of all therapies used for preventive treatment of chronic migraine in adults

	Studies to include

	Study designs 
	Inclusion criteria
Prospective cohort studies
Retrospective cohort studies
Non-randomized Phase IV studies
Cross-sectional studies
Case-control studies
Exclusion criteria
[bookmark: _Hlk65137578]Clinical trials (RCTs, non-RCTs, and single-arm trials)
Case series and case reports
NOTE: Relevant systematic and narrative reviews were included for bibliographic searches of relevant evidence.

	Population 
	Indication: Chronic migraine
Prior treatment: Treatment naïve and previously treated
Age-groups: Adults only
Ethnicity: No restriction

	Treatment
	OnabotulinumtoxinA
Erenumab
Eptinezumab
Fremanezumab
Galcanezumab
Gabapentin
Amitriptyline
Nortriptyline
Topiramate
Flunarizine
Divalproex sodium
Valproate sodium
Valproic acid

NOTE: This is a non-exhaustive list of included pharmacological agents

	Comparator
	No restriction
Uncontrolled studies were also included

	Outcomes
	Outcomes of interest were effectiveness and safety endpoints (at all time points)
 NOTE: Detailed list of outcomes are provided under extraction parameters

	Sample size
	Studies with sample size ≥40 patients 

	Follow-up duration
	Studies which reported follow-up duration 

	Language 
	Any language (English or non-English)

	 Data sources

	Databases

	Embase®
MEDLINE®
Cochrane CENTRAL
NOTE: These databases were searched from 2010 onwards

	Other sources
	Conference search
Bibliography search
Gray literature search
Trial registry search

	Information to extract

	Extraction parameters
	The list of extraction parameters is provided below:
Study title and reference
Publication type (full text or conference abstract)
Date of Publication
Study characteristics
Study design
Country(ies)
Study population
Number of patients
Data source
Data collection period
Follow-up duration
Outcomes assessed
Industry sponsorship
Notable limitations
Details of study treatment
Key baseline characteristics
Age
Gender distribution
Age of migraine onset
Age of chronic migraine onset
Time since first migraine diagnosis
Time since first chronic migraine diagnosis
Monthly migraine days
Monthly headache days
Headache frequency
Migraine frequency
Headache intensity/severity
Migraine intensity/severity
HIT-6 score
MIDAS score
MSQ score
EQ-5D score
SF-12 and SF-36 score
Prior acute migraine medication
Prior preventive migraine medication
Current acute migraine medication
Current preventive migraine medication
Number of prior treatments tried/failed (acute/preventive)
Comorbid conditions
Effectiveness outcomes
Response rates (headache/migraine days, as per various definitions and timepoints)
≥30% reduction in headache/migraine days
≥50% reduction in headache/migraine days
≥75% reduction in headache/migraine days
Monthly headache/migraine days (including change in headache/migraine days from baseline)
Frequency of moderate or severe headache days
Headache or migraine duration
Headache or migraine severity/intensity
HIT-6 score
MIDAS score
MSQ score
EQ-5D
SF-12, SF-36 score
Comorbid anxiety or depression as per various scales (e.g., PHQ-9, GAD-7, HADS, BDI)
Sleep quality
Change in concomitant preventive medication use
Change in concomitant acute medication use from baseline (e.g., monthly acute medication days/month)
Concomitant non-opioid analgesic use
Concomitant opioid use
Adherence (as assessed at various timepoints)
Persistence (as assessed at various timepoints)
Satisfaction with treatment
TRAEs
Definitions of each outcome (as reported by authors) was also captured 

	Quality assessment

	Quality assessments of the included studies were conducted using the NOS. These were only conducted for studies with a full journal publication. Assessment criteria varied as per each study type (cohort studies or case-control studies).or case-control studies)


BDI: Beck Depression Inventory; CENTRAL: Cochrane Central Register of Controlled Trials; Embase: Excerpta Medica database; EQ-5D: EuroQol 5 Dimensions; GAD-7: General Anxiety Disorder-7; HADS: Hospital Anxiety and Depression Scale; HIT-6: Headache impact test-6; MEDLINE: Medical Literature Analysis and Retrieval System; MIDAS: Migraine Disability Assessment; MSQ: Migraine-Specific Quality of Life Questionnaire; NOS: Newcastle-Ottawa scale; PHQ-9: Patient Health Questionnaire-9; RCT: randomized controlled trial; SF-12: 12-Item Short-Form Survey; SF-36: 36-Item Short-Form Survey; SLR: systematic literature review; TRAE: treatment-related adverse event.

