SUPPLEMENTARY MATERIAL

Table S11 – SUPP: Grade Evaluation SummaryRADE EVALUATION SUMMARY
GRADE assessments were conducted on an outcome-specific basis, based on full-text evaluation of study design, methods, results, and reported limitations.
Due to substantial heterogeneity in outcome definitions, measurement methods, and reporting across studies, traditional Summary of Findings tables were not constructed. Instead, GRADE domains were assessed individually for each outcome within each study, and summarized in structured tables including the following columns: Outcome, Starting Level, Risk of Bias, Imprecision, Inconsistency, Indirectness, Publication Bias, Upgrade Factors, and Final Certainty.
We used the standard GRADE certainty symbols: ⊕⊕⊕⊕ (High), ⊕⊕⊕◯ (Moderate), ⊕⊕◯◯ (Low), and ⊕◯◯◯ (Very Low).
GRADE domains were systematically assessed for each outcome of interest, with downgrades or upgrades applied according to predefined criteria derived from the GRADE Handbook and adapted for migraine studies (e.g., with particular attention to subgroup imbalances in sex-specific analyses).
• Risk of bias: downgraded when studies showed design limitations such as lack of blinding, selective reporting, or post-hoc subgroup analyses.
• Inconsistency: downgraded when substantial heterogeneity in effect direction or magnitude was observed across studies.
• Indirectness: downgraded when the population, intervention, comparator, or outcomes differed meaningfully from the predefined PICO question.
• Imprecision: downgraded when small sample sizes (e.g., male subgroups representing 10–25% of the total sample) resulted in wide confidence intervals or insufficient power to detect clinically meaningful differences.
• Publication bias: downgraded when evidence of selective reporting or suspected reporting bias was identified.
Upgrade factors were applied when appropriate:
• Large effect: +1 upgrade if RR/OR >2 or <0.5 with confidence intervals not crossing 1.0 and no serious imprecision.
• Very large effect: +2 upgrade if RR/OR >5 or <0.2 with confidence intervals not crossing 1.0.
Rules were applied consistently but adapted to study type (e.g., observational vs. randomized controlled trials). In the absence of formal meta-analysis, inconsistency was assessed qualitatively by examining variability in effect direction, magnitude, and methodological characteristics across studies. Small male sample sizes were frequently considered a source of imprecision in sex-stratified outcomes. This threshold was chosen based on migraine subgroup literature, where small subgroup sizes can produce unstable estimates and reduced statistical power.
Sex imbalance was considered under Risk of Bias in observational studies when it reflected sampling limitations. In RCTs or RCT-based analyses, it was considered under Imprecision when it resulted in random uncertainty, such as wide confidence intervals in small male subgroups.

	[bookmark: _Hlk217819346]PICO 6 In people with migraine, how does the risk of developing chronic migraine, medication overuse and/or medication overuse headache differ between individuals of female and male sex?

	Outcome
	Starting Level
	Risk of Bias
	Imprecision
	Inconsistency
	Indirectness
	Publication Bias
	Upgrade Factors
	Final Certainty

	Transition from EM to CM (35)
	Low (⊕⊕◯◯) 
	-1 (high: self-report)
	None
	None 
	None 
	None 
	+1 (large effect in temporal subgroups)
	Low (⊕⊕◯◯)


	PICO 11: In adults with migraine, does the effectiveness of acute attack treatment differ between females and males?

	Outcome
	Starting Level
	Risk of Bias
	Imprecision
	Inconsistency
	Indirectness
	Publication Bias
	Upgrade Factors
	Final Certainty

	Acute treatment with gepants: 2h Pain Freedom (19)
	High (⊕⊕⊕⊕) 
	-1 (moderate: post-hoc subgroup analysis)
	[bookmark: OLE_LINK3][bookmark: OLE_LINK4]-1 (women: low, large N; men: high, small N)
	None 
	None 
	None 
	None
	Moderate for women (⊕⊕⊕◯); Low for men (⊕⊕◯◯)

	Acute treatment with gepants: 2h Freedom from most bothersome symptom (MBS) (19)
	High (⊕⊕⊕⊕) 
	-1 (moderate: post-hoc)
	-1 (women: low, large N; men: high, small N)
	None 
	None 
	None
	None
	Moderate for women (⊕⊕⊕◯); Low for men (⊕⊕◯◯)

	Acute treatment with gepants: 2h Pain Freedom (36)
	High (⊕⊕⊕⊕)
	-1 (moderate: post-hoc subgroup analysis)
	-1 (women: low, large N; men: high, small N)
	None 
	None 
	None 
	None
	Moderate for women (⊕⊕⊕◯); Low for men (⊕⊕◯◯)

	Acute treatment with gepants: 2h Freedom from MBS (36)
	High (⊕⊕⊕⊕) 
	-1 (moderate: post-hoc)
	-1 (women: low, large N; men: high, small N)
	None 
	None 
	None
	None
	Moderate for women (⊕⊕⊕◯); Low for men (⊕⊕◯◯)








	PICO 12: In adults with migraine, does the effectiveness of preventive treatment differ between females and males?

	Outcome
	Starting Level
	Risk of Bias
	Imprecision
	Inconsistency
	Indirectness
	Publication Bias
	Upgrade Factors
	Final Certainty

	Change in Monthly Migraine Days (MMDs) over 12 weeks (37)
	High (⊕⊕⊕⊕) 
	-1 (moderate: post-hoc analysis)
	-1 (women: low, large N; men: high, small N)
	None 
	None 
	None 
	None 
	Moderate (⊕⊕⊕◯) overall; Low for men (⊕⊕◯◯)

	≥50% Reduction in MMDs over 12 weeks (37)
	High (⊕⊕⊕⊕) 
	-1 (moderate: post-hoc analysis)
	-1 (women: low, large N; men: high, small N)
	None 
	None 
	None
	None
	Moderate (⊕⊕⊕◯) overall; Low for men (⊕⊕◯◯)

	Change in MMDs at weeks 9-12 (38)
	Low (⊕⊕◯◯) - Observational
	-1 (women: low, large N; men: high, small N)
	None 
	None 
	None
	None
	+1 (large effect)
	Low (⊕⊕◯◯)

	Change in MMDs over Weeks 1-12 (39)
	High (⊕⊕⊕⊕) - Based on RCTs (post-hoc pooled subgroup)
	-1 (moderate: post-hoc analysis)
	-1 (moderate: small N)
	None 
	None 
	None 
	None 
	Moderate (⊕⊕⊕◯)

	≥50% Reduction in MMDs over Weeks 1-12 (39)
	High (⊕⊕⊕⊕) - Based on RCTs
	-1 (moderate: post-hoc analysis)
	-1 (moderate: small N)
	None 
	None 
	None
	None
	Moderate (⊕⊕⊕◯)

	≥75% Reduction in MMDs over Weeks 1-12 (39)
	High (⊕⊕⊕⊕) - Based on RCTs
	-1 (moderate: post-hoc analysis)
	-1 (moderate: small N)
	None
	None 
	None
	+1 (large effect in responders)
	Moderate (⊕⊕⊕◯)

	Preventive treatment in EM with mAbs/atogepant: Change MMDs (19)
	High (⊕⊕⊕⊕) - Based on RCTs
	-1 (moderate: post-hoc analysis)
	-1 (women: low, large N; men: high, small N)
	-1 (moderate: variability across studies/antibodies)
	None 
	None
	+1 (large effect in women)
	Moderate (⊕⊕⊕◯) 

	Preventive treatment in CM with mAbs: Change in MMDs (19)
	High (⊕⊕⊕⊕) - Based on RCTs
	-1 (moderate: post-hoc)
	-1 (women: low, large N; men: high, small N)
	None 
	None 
	None
	+1 (consistent effect)
	Moderate (⊕⊕⊕◯)

	Preventive treatment in EM with mAbs/atogepant: Change in MMDs (36)
	High (⊕⊕⊕⊕) 
	-1 (moderate: post-hoc analysis)
	-1 -1 (women: low, large N; men: high, small N)
	-1 (moderate: variability across studies/antibodies)
	None 
	None
	+1 (large effect in women)
	Moderate (⊕⊕⊕◯) 

	Preventive treatment in CM with mAbs: Change in MMDs (36)
	High (⊕⊕⊕⊕) 
	-1 (moderate: post-hoc analysis)
	-1 -1 (women: low, large N; men: high, small N)
	None 
	None 
	None
	+1 (consistent effect)
	Moderate (⊕⊕⊕◯)






	PICO 17: In individuals with menstrual-related migraine, which short-term treatments are effective for preventing migraine attacks?

	Outcome
	Starting Level
	Risk of Bias
	Imprecision
	Inconsistency
	Indirectness
	Publication Bias
	Upgrade Factors
	Final Certainty

	Preventive: No Recurrence (triptans vs placebo) (41)
	High (⊕⊕⊕⊕) 
	None
	None
	None
	-1 (post-hoc in some)
	-1 (no assessment)
	None
	[bookmark: _Hlk219998005]Moderate (⊕⊕⊕◯)

	≥50% Reduction in Headache Days (42)
	Low (⊕⊕◯◯)  
	-1 
	-1 (high: small N)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)





	PICO 18: In individuals with menstrual-related migraine, which prophylactic treatments are effective at preventing migraine attacks? 


	Outcome
	Starting Level
	Risk of Bias
	Imprecision
	Inconsistency
	Indirectness
	Publication Bias
	Upgrade Factors
	Final Certainty

	≥50% Reduction in Monthly Migraine Days (CGRP mAbs vs placebo)  (41) (e.g., galcanezumab OR 2.35 [1.57–3.51]; erenumab 1.68 [1.22–2.32]) (41)
	High (⊕⊕⊕⊕) 
	None
	-1 (wide CIs in some)
	None 
	-1 (post-hoc from CM/EM; aura included)
	-1 (unassessed)
	+1 (consistent large effects)
	Low (⊕⊕◯◯)

	[bookmark: _Hlk217820141]Reduction in Menstrual Migraine Days (43) 
	Low (⊕⊕◯◯) - Real-world observational
	-1 (high: no control/blinding/randomization)
	-1 (high: small N)
	None 
	None 
	None 
	+1 (large effect size)
	Very Low (⊕◯◯◯)

	≥50% Reduction in Menstrual Migraine Days (43)  
	Low (⊕⊕◯◯) - Real-world observational
	-1 (high: no control/blinding/randomization)
	-1 (high: small N)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Reduction in Monthly Migraine Frequency (44)
	High (⊕⊕⊕⊕) 
	-1 (moderate: open-label, no blinding; post-hoc subgroup)
	-1 (moderate: small N)
	None 
	None 
	None 
	+1 (large, consistent effects)
	Moderate (⊕⊕⊕◯)

	Reduction in Migraine Days with/without Aura (44)
	High (⊕⊕⊕⊕) - Based on RCT
	-1 (moderate: open-label, no blinding; post-hoc subgroup)
	-1 (moderate: small subgroup N)
	None 
	None 
	None
	+1 (large effects)
	Moderate (⊕⊕⊕◯)

	Reduction in Migraine Days with/without CHC (44)
	High (⊕⊕⊕⊕) - Based on RCT
	-1 (moderate: open-label, no blinding; post-hoc subgroup)
	-1 (moderate: subgroup N)
	None 
	None
	None
	+1 (large effects)
	Moderate (⊕⊕⊕◯)

	Reduction in Perimenstrual Migraine Days (anti-CGRP vs baseline) (45) 
	Low (⊕⊕◯◯
	-1 (high: no randomization/blinding/control)
	None 
	None 
	None 
	None 
	+1 (large, consistent effect across windows)
	Low (⊕⊕◯◯)

	Reduction in Menstrual Migraine Attack Frequency vs placebo (46)
	High (⊕⊕⊕⊕) 
	-1 (moderate: small N)
	-1 (high: small N; SEM reported)
	None 
	None 
	None 
	+1 (large effect size)
	Moderate (⊕⊕⊕◯)





	PICO 20: In pregnant women with migraine, which treatments are safe for managing migraine?

	Outcome
	Starting Level
	Risk of Bias
	Imprecision
	Inconsistency
	Indirectness
	Publication Bias
	Upgrade Factors
	Final Certainty

	Risk of Preterm Delivery (sumatriptan vs controls) (47) 
	Low (⊕⊕◯◯) - Observational cohort
	-1 (high: no blinding)
	-1 (high: small N)
	None 
	None 
	None 
	None 
	Very Low (⊕◯◯◯)

	Risk of Low Birth Weight (sumatriptan vs controls) (47)
	Low (⊕⊕◯◯) - Observational cohort
	-1 (high: no blinding)
	-1 (high: small N)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Preterm Delivery (migraine drugs/sumatriptan-exposed vs general population) (48) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	-1 (high: self-reported) 
	None
	None 
	None
	None 
	None 
	Very Low (⊕◯◯◯)

	Risk of Low Birth Weight (<2500g) (migraine drugs/sumatriptan-exposed vs general population) (48) 
	Low (⊕⊕◯◯) - Registry-based observational
	-1 (high: self-reported)
	None
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Rate of Congenital Malformations (migraine drugs/sumatriptan-exposed vs general population) (48) 
	Low (⊕⊕◯◯) - Registry-based observational
	-1 (high: self-reported)
	None
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Major Congenital Malformations (triptan-exposed 1st trimester vs non-exposed) (49) 
	Low (⊕⊕◯◯) - Prospective cohort observational
	None 
	-1 (moderate: CIs include small effects)
	None 
	None 
	None 
	None 
	Very Low (⊕◯◯◯)

	Risk of Atonic Uterus (triptan-exposed 2nd/3rd trimester vs non-exposed) (49) 
	Low (⊕⊕◯◯) - Prospective cohort observational
	None
	-1 (moderate: CIs include small effects)
	None
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Blood Loss >500 mL During Labor (triptan-exposed 2nd/3rd trimester vs non-exposed) (49) 
	Low (⊕⊕◯◯) - Prospective cohort observational
	None
	-1 CIs include small effects)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Preterm Birth/Low Birth Weight/Other Adverse Outcomes (triptan-exposed vs non-exposed) (49) 
	Low (⊕⊕◯◯) - Prospective cohort observational
	None
	-1 (CIs include small effects)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Pre-eclampsia (migraine drugs-exposed vs non-exposed) (50) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	None 
	None 
	None 
	None 
	None 
	+1 (large effect)
	Moderate (⊕⊕⊕◯)

	Risk of Preterm Birth (migraine drugs-exposed after 1st trimester vs non-exposed) (50) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	None
	None 
	None 
	None 
	None
	+1 (large effect)
	Moderate (⊕⊕⊕◯)

	Risk of Low Birth Weight (migraine drugs-exposed vs non-exposed) (50) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	None
	-1 (moderate: wide CIs)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Stillbirth/Early Neonatal Death (migraine drugs-exposed vs non-exposed) (50) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	None
	-1 (high: wide CIs)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	[bookmark: _GoBack]Risk of Congenital Malformations (migraine drugs-exposed vs non-exposed) (50) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	None
	None 
	None 
	None 
	None
	None
	Low (⊕⊕◯◯)

	Risk of Major Congenital Malformations (triptan-exposed vs non-exposed) (51) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	None 
	None 
	None 
	None 
	None 
	+1 (large effect)
	Moderate (⊕⊕⊕◯)

	Risk of Postpartum Haemorrhage (triptan-exposed 2nd trimester vs non-exposed) (51) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	None
	None 
	None 
	None 
	None
	+1 (large effect)
	Moderate (⊕⊕⊕◯)

	Risk of Major Congenital Malformations in Migraine Controls (disease group vs population) (51) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	None
	None 
	None 
	None 
	None
	+1 (large effect)
	Moderate (⊕⊕⊕◯)

	Risk of Low Birth Weight/Preterm Birth in Migraine Controls (disease group vs population) (51) 
	Low (⊕⊕◯◯) - Registry-based observational cohort
	None
	None 
	None 
	None 
	None
	+1 (large effect)
	Moderate (⊕⊕⊕◯)

	[bookmark: _Hlk219645723][bookmark: _Hlk219645761]Risk of Externalizing Behavior Problems (triptan-exposed vs controls) (52) 
	Low (⊕⊕◯◯) - Prospective cohort observational
	None 
	None 
	None 
	None 
	None 
	+1 (large effect across)
	Moderate (⊕⊕⊕◯)

	Risk of Internalizing Behavior Problems (triptan-exposed vs controls) (52) 
	Low (⊕⊕◯◯) - Prospective cohort observational
	None
	None 
	None 
	None 
	None
	None 
	Low (⊕⊕◯◯)

	Risk of Externalizing Behavior Problems (triptan-exposed vs controls) (53) 
	Low (⊕⊕◯◯) - Prospective cohort observational
	None 
	None 
	None 
	None 
	None 
	None 
	Low (⊕⊕◯◯)

	Risk of Internalizing Behavior Problems (triptan-exposed vs controls(53)
	Low (⊕⊕◯◯) - Prospective cohort observational
	None
	None 
	None 
	None 
	None
	None 
	Low (⊕⊕◯◯)

	[bookmark: _Hlk219654066]Risk of Communication Problems (triptan-exposed during pregnancy vs controls) (53)
	Low (⊕⊕◯◯) - Prospective cohort observational
	None
	None 
	None 
	None 
	None
	None 
	Low (⊕⊕◯◯)

	Temperament (Sociability Trait) (triptan-exposed during pregnancy vs controls) (53)
	Low (⊕⊕◯◯) - Prospective cohort observational
	None
	None 
	None 
	None 
	None
	None
	Low (⊕⊕◯◯)

	Risk of Major Birth Defects (triptan-exposed vs controls) (54) 
	Low (⊕⊕◯◯) - Prospective observational cohort
	None 
	-1 (high: wide CI)
	None 
	None 
	None 
	None 
	Very Low (⊕◯◯◯)

	Risk of Spontaneous Abortion (triptan-exposed vs controls) (54) 
	Low (⊕⊕◯◯) - Prospective observational cohort
	None
	-1 (high: wide CI)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Preterm Delivery (triptan-exposed vs controls) (54) 
	Low (⊕⊕◯◯) - Prospective observational cohort
	None
	-1 (high: wide CI)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Preeclampsia (triptan-exposed vs controls) (54) 
	Low (⊕⊕◯◯) - Prospective observational cohort
	None
	-1 (high: wide CI)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Major Congenital Malformations (triptan-exposed vs controls) (57) 
	Low (⊕⊕◯◯) - Meta of observational
	None 
	-1 (high: wide CI)
	None 
	None
	None
	None 
	Very Low (⊕◯◯◯)

	Risk of Prematurity (triptan-exposed vs controls) (57) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	-1 (high: wide CI)
	None
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Spontaneous Abortions (triptan-exposed vs controls) (57) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	-1 (high: wide CI)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Major Congenital Malformations (triptan-exposed vs controls) (57) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	None 
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Prematurity (triptan-exposed vs controls) (57) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	-1 (high: wide CI)
	None
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Spontaneous Abortions (triptan-exposed vs controls) (57) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	None 
	None 
	None
	None
	+1 (large effect)
	Moderate (⊕⊕⊕◯)

	Risk of Major Congenital Malformations (migraine no-triptans vs healthy controls) (57) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	None 
	None 
	None
	None
	+1 (large effect)
	Moderate (⊕⊕⊕◯)

	Risk of Major Malformations (triptan-exposed vs general population) (58) 
	Low (⊕⊕◯◯) - Meta of observational
	None 
	-1 (high: wide CI)
	None 
	-1 (mixed triptans)
	None
	None 
	Very Low (⊕◯◯◯)

	Risk of Low Birth Weight (<2500g) (triptan-exposed vs general population) (58) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	-1 (high: wide CI)
	None 
	-1 (mixed triptans)
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Gestational Age <37 Weeks (triptan-exposed vs general population) (58) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	-1 (high: wide CI)
	None
	-1 (mixed triptans)
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Spontaneous Abortions (triptan-exposed vs general population) (58)
	Low (⊕⊕◯◯) - Meta of observational
	None
	-1 (high: wide CI)
	None
	-1 (mixed triptans)
	-1 (not assessed)
	+1 (large effect)
	Very Low (⊕◯◯◯)

	Risk of Stillbirth (triptan-exposed vs general population) (58) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	-1 (high: wide CI)
	None 
	-1 (mixed triptans)
	-1 (not assessed)
	None
	Very Low (⊕◯◯◯)

	Risk of Major Malformations (migraine no-triptans vs general population) (58) 
	Low (⊕⊕◯◯) - Meta of observational
	None
	None 
	None 
	-1 (mixed triptans)
	-1 (not assessed)
	+1 (large effect)
	Low (⊕⊕◯◯)

	Risk of Prematurity (<37 weeks) (DHE/triptan-exposed vs controls) (56) 
	Low (⊕⊕◯◯) - Observational cohort
	None 
	-1 (high: wide CIs)
	None 
	None 
	None 
	None 
	Very Low (⊕◯◯◯)

	Risk of Low Birth Weight (<2500g) (DHE/triptan-exposed vs controls) (56) 
	Low (⊕⊕◯◯) - Observational cohort
	None
	-1 (high: wide CIs) 
	None 
	None 
	None
	None 
	Very Low (⊕◯◯◯)

	Risk of Major Congenital Malformations (DHE/triptan-exposed vs controls) (56) 
	Low (⊕⊕◯◯) - Observational cohort
	None
	-1 (high: wide CIs)
	None 
	None 
	None
	None 
	Very Low (⊕◯◯◯)

	Risk of Septal Defects (DHE-exposed vs controls) (56) 
	Low (⊕⊕◯◯) - Observational cohort
	None
	-1 (high: wide CIs)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Spontaneous Abortions (DHE/triptan-exposed vs controls) (56)
	Low (⊕⊕◯◯) - Observational cohort
	None
	-1 (high: wide CIs)
	None 
	None 
	None
	None 
	Very Low (⊕◯◯◯)

	Risk of Spontaneous Abortion (CGRP mAbs-exposed) (60)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-1 (high: wide CIs)
	None 
	None
	None 
	None 
	[bookmark: _Hlk219991941]Very Low (⊕◯◯◯)

	Risk of Preterm Birth/Prematurity (CGRP mAbs-exposed) (60)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-2 (very high: very small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Birth Defects (CGRP mAbs-exposed) (60)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-2 (very high: very small N)
	None 
	None
	None
	None 
	Very Low (⊕◯◯◯)

	Risk of Maternal Toxicities (CGRP mAbs-exposed) (60)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-1 (high: small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Poor Breastfeeding (CGRP mAbs-exposed in lactation) (61)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-2 (very high: single case)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Spontaneous Abortion (CGRP mAbs-exposed) (61)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-1 (high: wide CIs)
	None 
	None
	None 
	None 
	Very Low (⊕◯◯◯)

	Risk of Preterm Birth/Prematurity (CGRP mAbs-exposed) (61)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-2 (very high: very small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Fetal Growth Restriction (CGRP mAbs-exposed) (61)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-2 (very high: single case)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Neonatal Outcomes (CGRP mAbs-exposed) (61)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-1 (high: small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Maternal Toxicities (CGRP mAbs-exposed) (61)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-1 (high: small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Poor Breastfeeding (CGRP mAbs-exposed in lactation) (61)
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-2 (very high: single case; no analysis)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Disproportionate Reporting of Pregnancy-Related Safety Reports (CGRP-A vs triptans) (60) 
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-1 (high: wide CIs)
	None 
	None
	None 
	None 
	Very Low (⊕◯◯◯)

	Disproportionate Reporting of Pregnancy Outcomes (Maternal/Foetal/Neonatal) (CGRP-A vs triptans) (60) 
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-1 (high: wide CIs)
	None 
	None
	None
	None 
	Very Low (⊕◯◯◯)

	Disproportionate Reporting of Foetal/Neonatal Outcomes (CGRP-A vs triptans) (60) 
	Low (⊕⊕◯◯) - Pharmacovigilance observational
	-1 (high: reporting bias)
	-1 (high: wide CIs)
	None 
	None
	None
	None 
	Very Low (⊕◯◯◯)

	Risk of Spontaneous Abortion (onabotulinumtoxinA-exposed during pregnancy(63)
	Low (⊕⊕◯◯) - Real-world observational cohort
	-1 (high: no controls/randomization/blinding)
	-2 (very high: small N; no quantitative analysis)
	None 
	None 
	None 
	None 
	Very Low (⊕◯◯◯)

	Risk of Preterm Delivery (onabotulinumtoxinA-exposed during pregnancy) (63)
	Low (⊕⊕◯◯) - Real-world observational cohort
	-1 (high: no controls/randomization/blinding)
	-2 (very high: small N; no quantitative analysis)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Low Birth Weight (onabotulinumtoxinA-exposed during pregnancy) (63)
	Low (⊕⊕◯◯) - Real-world observational cohort
	-1 (high: no controls/randomization/blinding)
	-2 (very high: small N; no quantitative analysis)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Congenital Malformations (onabotulinumtoxinA-exposed during pregnancy) (63)
	Low (⊕⊕◯◯) - Real-world observational cohort
	-1 (high: no controls/randomization/blinding)
	-2 (very high: small N; no quantitative analysis)
	None 
	None 
	None
	None 
	Very Low (⊕◯◯◯)

	Risk of Major Fetal Defects (onabotulinumtoxinA-exposed vs expected rates) (64)
	Low (⊕⊕◯◯) - Retrospective/prospective observational registry
	-1 (high: voluntary reporting; selection bias;)
	None
	None 
	None
	None 
	None 
	Very Low (⊕◯◯◯)

	Risk of Preterm Birth (onabotulinumtoxinA-exposed vs expected rates) (64)
	Low (⊕⊕◯◯) - Observational registry
	-1 (high: voluntary reporting; selection bias;)
	-1 (high: small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Risk of Low Birth Weight (onabotulinumtoxinA-exposed vs expected rates) (64)
	Low (⊕⊕◯◯) - Observational registry
	-1 (high: voluntary reporting; selection bias;)
	-1 (high: small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	[bookmark: _Hlk219646822]Risk of Fetal Loss (onabotulinumtoxinA-exposed vs expected rates) (64)
	Low (⊕⊕◯◯) - Observational registry
	-1 (high: voluntary reporting; selection bias;)
	-1 (high: small N)
	None 
	None
	None
	None 
	Very Low (⊕◯◯◯)





	[bookmark: _Hlk219647062]PICO 21: In breastfeeding women with migraine, which treatments are safe for managing migraine?

	Outcome
	Starting Level
	Risk of Bias
	Imprecision
	Inconsistency
	Indirectness
	Publication Bias
	Upgrade Factors
	Final Certainty

	Infant Exposure to Sumatriptan via Breast Milk (post-6mg SC dose) (66)
	Low (⊕⊕◯◯) - Pharmacokinetic observational
	None 
	-1 (high: small N)
	None 
	None 
	None 
	None 
	Very Low (⊕◯◯◯)

	Risk of Adverse Effects in Breastfed Infants (sumatriptan-exposed via milk) (66)
	Low (⊕⊕◯◯) - Pharmacokinetic observational
	None
	-1 (high: small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Infant Drug Exposure via Breast Milk (RID for triptans post-single dose) (67)
	Low (⊕⊕◯◯) - Pharmacokinetic observational
	None 
	-1 (high: small N)
	None 
	None 
	None 
	None
	Very Low (⊕◯◯◯)

	Risk of Adverse Effects in Breastfed Infants (triptan-exposed via milk) (67)
	Low (⊕⊕◯◯) - Pharmacokinetic observational
	None
	-1 (high: small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)

	Infant Drug Exposure via Breast Milk (RID for rimegepant post-75mg dose) (68)
	Low (⊕⊕◯◯) - Pharmacokinetic observational
	None 
	-1 (high: small N)
	None 
	None 
	None 
	None
	Very Low (⊕◯◯◯)

	Risk of Adverse Effects in Breastfed Infants (rimegepant-exposed via milk) (68)
	Low (⊕⊕◯◯) - Pharmacokinetic observational
	None
	-1 (high: small N)
	None 
	None
	None
	None
	Very Low (⊕◯◯◯)





	PICO 24: In post-menopausal women with migraine, which treatments are effective for managing migraine?

	Outcome
	Starting Level
	Risk of Bias
	Imprecision
	Inconsistency
	Indirectness
	Publication Bias
	Upgrade Factors
	Final Certainty

	Reduction in Headache Days (anti-CGRP mAbs in post-menopause vs childbearing age) (69)
	Low (⊕⊕◯◯) - Real-life observational
	None
	-1 (high: small N)
	None 
	None 
	None 
	+1 (large, effects)
	Low (⊕⊕◯◯)

	Reduction in MIDAS/HIT-6 Scores (anti-CGRP mAbs in post-menopause vs childbearing age) (69)
	Low (⊕⊕◯◯) - Real-life observational
	None
	-1 (high: small N)
	None 
	None 
	None
	+1 (large effects)
	Low (⊕⊕◯◯)

	Risk of Adverse Events (anti-CGRP mAbs in post-menopause) (69)
	Low (⊕⊕◯◯) - Real-life observational
	None
	-1 (high: small N)
	None 
	None 
	None
	None
	Very Low (⊕◯◯◯)





Table S2 SUPP-: Retained PICO questions and iteration process

	[bookmark: _Hlk217051460]PICO 1: In children and adolescents with migraine, how does entering puberty influence the clinical expression of migraine in females compared to males?

	[bookmark: _Hlk217047895][bookmark: _Hlk217048124]First drafted answer
(68.42%)
	The influence of puberty on the clinical expression of migraine differs markedly between females and males, primarily due to hormonal changes. These shifts lead to a pronounced female predominance in both the prevalence and impact of migraine, characterized by increased attack frequency, duration, and intensity, as well as a transition toward a more typical migraine attack phenotype.

	[bookmark: _Hlk217047900]First revised answer
(78.57%)

	[bookmark: _Hlk217049467]The influence of puberty on the clinical expression of migraine differs between females and males, likely attributed to sex-specific hormonal changes. With the onset of puberty, migraine becomes more prevalent in females, who often experience greater migraine-related burden, including higher attack frequency, pain intensity and longer attack duration, compared to males, contributing to a clear female predominance during and after puberty.

	
ROUND 1 FINDINGS - Synthesis of qualitative contributions revealed broad agreement on several points:

· Before puberty, migraine prevalence is similar in boys and girls, but a clear divergence emerges with puberty.
· Migraine becomes more prevalent in females after menarche, with some studies describing a two- to three-fold increase relative to males.
· Many experts reported increased attack frequency, pain intensity, and longer attack duration in adolescent females.
· Puberty was frequently associated with first migraine onset in girls, whereas this appeared less common in boys.
· Several experts cited possible influences of hormonal fluctuations, particularly oestrogen, while acknowledging that psychosocial and environmental factors may also contribute.

Overall, Round 1 supported the view that puberty marks a developmental stage at which migraine expression begins to diverge between sexes.
 
ROUND 2 FINDINGS - The revised statement achieved 68.42% agreement, remaining below the consensus threshold. The comments highlighted included:

· There is insufficient evidence supporting any claim of phenotype evolution.
· There was agreement that puberty increases migraine prevalence and burden more prominently in females.
· The contribution of environmental and behavioural factors is unclear.


ROUND 3 FINDINGS - Consensus was achieved in Round 3.
[bookmark: _Hlk217841226]Experts additionally noted that migraine prevalence and severity in males tend to stabilise or decline after puberty, contributing to the observed female predominance. While some clinicians observe clinical changes in phenotype over adolescence, evidence remains limited and was not included in the final statement.
 

	PICO 2: In individuals of reproductive age with migraine, does being in the reproductive period lead to different clinical expressions of migraine in females compared to males?

	[bookmark: _Hlk217048316]First drafted answer
(57.89%)
	In the reproductive period, migraine differs significantly between females and males, largely due to hormonal fluctuations. Females experience higher prevalence, longer and more severe attacks, greater disability, and more frequent associated symptoms. Menstrual migraine, triggered by estrogen withdrawal, is a key female-specific subtype, typically more disabling and less responsive to treatment. Moreover, high-estrogen states are linked to migraine with aura, while estrogen drops preferentially trigger migraine without aura. Males, in contrast, show more stable, less hormonally driven migraine patterns.

	[bookmark: _Hlk217048171]Second revised answer
(78.57%)

	[bookmark: _Hlk217049485]During the reproductive years, clinically meaningful sex-based differences in migraine expression are evident. Females exhibit higher migraine prevalence and tend to have more frequent, prolonged, and severe attacks, with greater associated disability. Menstrual migraine represents a female-specific subtype in which perimenstrual attacks are often more disabling and less responsive to acute treatment than non-perimenstrual attacks.

Estrogen fluctuations seem to modulate migraine susceptibility in some individuals. Estrogen decline is often associated with increased risk of attacks, particularly of migraine without aura. High-estrogen states (e.g., pregnancy, exogenous estrogen exposure) have been linked to increased occurrence of migraine with aura attacks, although causal relationships in both situations have not been definitively established.

In males, migraine patterns remain comparatively stable, with no clear evidence of hormone-driven variability.


	
ROUND 1 FINDINGS

Synthesis of qualitative contributions revealed broad agreement on several points:
· Experts agreed that migraine expression differs between females and males during the reproductive period.
· Females were reported to have longer, more severe, and more disabling attacks, particularly around menstruation.
· Menstrual migraine was consistently identified as a female-specific subtype with poorer response to acute treatment.
· Greater clinical variability across the reproductive years was noted in females.
· In males, migraine was generally described as more stable, with shorter attacks and fewer associated symptoms.
· Some experts highlighted uncertainty regarding hormonal mechanisms and the contribution of non-hormonal factors.


ROUND 2 FINDINGS

The revised statement achieved 57.89% agreement, remaining below the consensus threshold. The comments highlighted included:
· Experts generally supported the concept of sex-based differences during the reproductive period.
· Concerns were raised about over-attribution to hormonal causality.
· Divergent views emerged regarding the role of high-estrogen states, particularly in relation to migraine with aura.
· Experts recommended more cautious wording and acknowledgment of heterogeneity across migraine subtypes and sexes.

ROUND 3 FINDINGS - Consensus was achieved in Round 3. 


	PICO 3: In individuals with migraine reaching the end of the reproductive phase, how does this transition affect clinical migraine expression in females compared to males?

	[bookmark: _Hlk217048411]First drafted answer
(62.16%)
	At the end of the reproductive phase, migraine expression diverges significantly between females and males. In females, the perimenopausal transition, marked by fluctuating estrogen levels, often leads to worsening migraine frequency, severity, and unpredictability. Following menopause, as hormones stabilize, most women experience a notable improvement in migraine, though attacks may persist, especially in those with migraine with aura. In contrast, males do not undergo comparable hormonal fluctuations and typically show a gradual decline or stable migraine pattern with age, without the marked variability observed in females. 

	Second revised answer
(81.71%)

	At the end of the reproductive phase, migraine expression diverges significantly between females and males. In females, the perimenopausal transition, characterized by high and fluctuating estrogen levels, frequently leads to worsening migraine, with increased frequency, severity, and reduced predictability. 

After menopause, when hormone levels stabilize at consistently low estrogen concentrations, most women experience improvement in migraine, although attacks may persist, including in those with migraine with aura.

Males do not undergo comparable hormonal transitions; migraine in males tends to show a gradual decline or remain stable with advancing age, without the marked variability observed in females.

	
ROUND 1 FINDINGS

Synthesis of qualitative contributions revealed broad agreement on several points:
· Experts agreed that migraine expression may change with age in both sexes, with the transition out of the reproductive phase appearing more clinically variable in females.
· In females, perimenopause was frequently associated with worsening migraine burden, although this pattern was not universal. Marked inter-individual variability was emphasised, with some women experiencing worsening and others reporting improvement or minimal change.
· After menopause, many experts observed improvement in migraine in females, but persistence of attacks, particularly migraine with aura was commonly noted, and complete remission was considered uncommon.
· Experts cautioned that evidence supporting clear hormonal mechanisms is limited and that non-hormonal factors may also contribute.
· In males, migraine was generally reported to follow a more stable or gradually improving course with age, although data remain scarce and the concept of a male reproductive transition is poorly defined.

ROUND 2 FINDINGS

The revised statement achieved 63.16% agreement, remaining below the consensus threshold. The comments highlighted included:
· General support for the overall concept, with concerns regarding limited evidence for hormonal causality.
· Some experts noted that the role of hormones in migraine during this transition is not exclusive to oestrogen.
· Caution regarding statements on persistence of migraine with aura after menopause.
· Recognition that comparisons with males are limited by scarce data and the absence of a clearly defined male reproductive transition.

ROUND 3 FINDINGS AND FINAL CONSENSUS - Consensus was achieved in Round 3. 


	PICO 4. In people with migraine, how do hormonal treatments influence migraine expression in females compared to males?

	[bookmark: _Hlk217048603]First drafted answer
(47.37%)
	Hormonal treatments significantly influence migraine mainly in females, where attacks are hormone-sensitive, while effects in males are limited. In females, combined hormonal contraceptives may worsen migraine with aura and trigger attacks during estrogen withdrawal, though continuous low-dose or progestin-only regimens can stabilize hormones and reduce menstrual migraine. Hormone replacement therapy shows variable effects, with continuous transdermal estrogen generally preferred. In males, evidence is scarce, but testosterone therapy (in gender-affirming treatment) has been linked to reduced migraine frequency and intensity. Overall, estrogen fluctuations drive most hormonal effects in females, while androgens may play a protective role in males

	Second revised answer
(64.29%)

	Hormonal treatments primarily influence migraine in females, where attacks are likely sensitive to changes in estrogen levels. Combined hormonal contraceptives (CHCs) may worsen or precipitate migraine with aura and can trigger attacks during the hormone-free interval. In contrast, continuous CHC regimens and progestin-only formulations may help prevent menstrual related migraine.

Hormone replacement therapy (HRT) has variable effects on migraine, with low-dose continuous transdermal estrogen being preferable to other formulations.

In males, evidence regarding the effects of hormonal treatments on migraine is very limited, and current data are insufficient to draw conclusions about testosterone therapy or other hormonal interventions.

	[bookmark: _Hlk217048543]Third revised answer
(84.21%)

	[bookmark: _Hlk217049641]Combined hormonal contraceptives (CHCs) may worsen or precipitate migraine with aura and can trigger attacks during the hormone-free interval. In contrast, continuous CHC regimens and progestin-only formulations may help prevent menstrual related migraine.

Hormone replacement therapy (HRT) has variable effects on migraine, with low-dose continuous transdermal estrogen being preferable to other formulations.
In males, evidence regarding the effects of hormonal treatments on migraine is very limited, and current data are insufficient to draw conclusions about testosterone therapy or other hormonal interventions.

	
ROUND 1 FINDINGS

Synthesis of qualitative contributions revealed broad agreement on several points:
· Hormonal treatments influence migraine predominantly in females, largely through sensitivity to estrogen fluctuations.
· Combined hormonal contraceptives may worsen or precipitate migraine with aura and often trigger attacks during estrogen-withdrawal; continuous or progestin-only regimens may reduce perimenstrual attacks.
· Hormone replacement therapy has variable effects, though continuous low-dose transdermal estrogen is generally viewed as better tolerated.
· Individual responses are highly variable, with improvement, worsening, or no change all reported.
· Assisted reproduction and other high-estrogen protocols may exacerbate migraine, though evidence is limited.
· Data on males are scarce; while testosterone may improve migraine in isolated reports, current evidence is insufficient for conclusions.

 
ROUND 2 FINDINGS

The revised statement achieved 47.37% agreement, remaining below the consensus threshold. The comments highlighted included:
· Continued agreement that hormonal treatments influence migraine mainly in females, but some panellists requested more cautious wording regarding the degree of influence.
· Repeated emphasis that combined hormonal contraceptives should not be broadly recommended, particularly in women with aura, due to cardiovascular risk.
· Calls to clarify that testosterone-related improvement in males remains insufficiently evidenced, with concerns about overstating its role.
· Persistence of uncertainty regarding the magnitude and consistency of HRT effects, reinforcing the need for more balanced phrasing.
· Overall, contributors urged greater nuance and safety considerations, reflecting variability of responses and limited data in males.
 
ROUND 3 FINDINGS 

The revised statement reached 64.29% agreement, reflecting movement toward consensus. Key points raised included:
· General acceptance that hormonal treatments primarily affect migraine expression in females, though several experts requested removal of statements considered overly definitive.
· Calls to refine the description of continuous combined hormonal contraceptives, with some panellists advocating caution due to cardiovascular risk despite potential benefits in reducing perimenstrual attacks.
· Reaffirmation that testosterone-related improvement in males should be reported cautiously, as available evidence remains limited and mostly observational.
· Continued emphasis on inter-individual variability, reinforcing the need for balanced language acknowledging improvement, worsening, or no change.

ROUND 4 AND FINAL CONSENSUS -Final consensus was achieved in the 4th round 


	PICO 19: In women of childbearing potential with migraine, which treatments are safe for managing migraine?

	[bookmark: _Hlk217048711]First drafted answer
(61.16%)
	In women of childbearing potential (WOCBP), treatment safety depends on pregnancy planning and contraception use. With effective contraception, all standard migraine treatments can be considered. In those without contraception or planning pregnancy, acute treatment with acetaminophen is the safest; triptans (especially sumatriptan) are acceptable for severe attacks. NSAIDs should be used with caution. For preventive treatment, preferred options include propranolol, amitriptyline, onabotulinumtoxinA, magnesium and riboflavin. CGRP mAbs and gepants can be used with contraception but must be stopped before conception. Drugs to avoid include valproate, topiramate, ACE inhibitors, ARBs, ergotamine, and venlafaxine due to teratogenic risk.

	Second revised answer
(71.43%)

	In WOCBP, the safety of migraine pharmacological treatment depends on pregnancy planning and the use of effective contraception. With reliable contraception, all standard acute and preventive migraine therapies may be considered. 

In WOCBP without contraception or those planning pregnancy acetaminophen/ paracetamol is the safest option for attack treatment, while triptans, particularly sumatriptan, are acceptable for severe attacks. NSAIDs may be used cautiously.

In WOCBP without contraception or those planning pregnancy preferred options for migraine prevention include propranolol, low-dose amitriptyline, and onabotulinumtoxinA (for chronic migraine). Supplements such as magnesium and riboflavin may be offered, acknowledging limited evidence.

Preventive treatment with valproate, topiramate, ACE inhibitors and ARBs, ergot derivatives and venlafaxine should be avoided because of teratogenic or fetal risk; CGRP mAbs and gepants should be discontinued in sufficient time to completely eliminate the drug before conception, which is likely months in mAbs due to their long half-life and days in gepants. 

Shared decision-making with neurologists and obstetrics is recommended when planning pregnancy.


	
ROUND 1 FINDINGS

Synthesis of qualitative contributions revealed broad agreement on several points:
· Acute options commonly viewed as acceptable: paracetamol/acetaminophen, NSAIDs, triptans; combinations with antiemetics, steroids, or GON blocks also mentioned.
· Preventive options frequently cited as safer or standard: beta-blockers, amitriptyline, onabotulinumtoxinA, supplements (magnesium, riboflavin), neuromodulation; gepants considered with contraception.
· Valproate and topiramate repeatedly highlighted as to avoid or restrict due to teratogenic risk unless reliable contraception and informed consent are ensured.
· Safety depends on pregnancy intention and contraceptive reliability: with reliable contraception most treatments may be used; without contraception or when planning pregnancy, options narrow to paracetamol, selected triptans, beta-blockers, amitriptyline, and Botox.
· Other drugs to avoid due to fetal risk included ACE inhibitors, ARBs, ergot derivatives and venlafaxine; CGRP mAbs and gepants require discontinuation before conception.
· Several experts emphasized individualised, shared decision-making, noting variability in clinical practice and contraception access.


ROUND 2 FINDINGS

The revised statement achieved 63.16% agreement, indicating progress toward consensus. Key points raised included:
· Broad support for distinguishing treatment options according to contraception status and pregnancy intention.
· Agreement that paracetamol is the safest acute option, with triptans acceptable when needed and NSAIDs used cautiously.
· Continued alignment that valproate and topiramate should be avoided without reliable contraception, reflecting teratogenic risk.
· Calls to clarify timing of discontinuation for CGRP mAbs and gepants before conception.
· Preference to emphasise beta-blockers, amitriptyline, onabotulinumtoxinA, and supplements as preventive options when pregnancy is possible.
· Repeated requests to maintain balanced, non-restrictive wording, acknowledging variability in access to contraception and the importance of shared decision-making.

ROUND 3 FINDINGS Final consensus was achieved in round 3. 


	PICO 20A: In pregnant women with migraine, which acute treatments (excluding triptans) are safe for managing migraine attacks?

	[bookmark: _Hlk217048778]First drafted answer
(63.16%)
	In pregnant women with migraine, acetaminophen (paracetamol) is the safest and most recommended first-line option. Metoclopramide, prochlorperazine, and diphenhydramine are safe adjuncts. NSAIDs (e.g., ibuprofen, naproxen) may be used only in the second trimester. Occipital nerve blocks, steroids, and magnesium are also considered safe. Gepants, butalbital, and opioids should be avoided.


	Second revised answer
(71.43%)

	[bookmark: _Hlk214189499]In pregnant women with migraine, acetaminophen/paracetamol is the safest and preferred first-line acute treatment across all trimesters. Safe adjuncts include antiemetics such as metoclopramide and prochlorperazine, as well as the antihistamine diphenhydramine for associated symptoms or sleep support. 

Non-steroidal anti-inflammatory drugs (e.g. ibuprofen, naproxen) may be used in the second trimester, for short courses and with caution, and should be avoided in the first and third trimesters.

Greater occipital nerve blocks, short courses of oral corticosteroids preferably after the first trimester, and intravenous magnesium are considered safe for severe or refractory attacks. 

Drugs to avoid include gepants, butalbital, opioids (due to the risk of dependence and neonatal withdrawal) and ergot derivatives. 

Multidisciplinary management with neurology and obstetrics is recommended for refractory or severe attacks, and non-pharmacological management should be prioritized whenever feasible.


	
ROUND 1 FINDINGS

Synthesis of qualitative contributions revealed broad agreement on several points:
· Paracetamol/acetaminophen is the safest and preferred first-line acute treatment throughout pregnancy, despite modest efficacy.
· NSAIDs (e.g. ibuprofen, naproxen, mefenamic acid) may be used only with trimester restrictions: generally acceptable in the second trimester, to be avoided in the first and especially in the third.
· Antiemetics such as metoclopramide, domperidone and prochlorperazine were repeatedly cited as acceptable adjuncts; diphenhydramine was also mentioned in some responses.
· Occipital nerve blocks (with lidocaine, sometimes with steroid) and other neuromodulatory or non-pharmacological approaches (hydration, magnesium, tDCS/sTMS, lifestyle measures) were considered safe options for refractory attacks.
· Gepants were consistently viewed as unsafe or not recommended in pregnancy, and several experts also advised against butalbital, opioids and ergot derivatives because of fetal risk or dependence concerns.
· There was broad agreement that management should avoid opioids and minimise overall drug exposure, escalating stepwise and using shared decision-making, particularly when evidence is limited.

ROUND 2 FINDINGS
The revised statement reached 63.16% agreement, reflecting progress toward consensus. Key points highlighted included:
· Strong alignment that paracetamol/acetaminophen is the safest and preferred first-line acute treatment across pregnancy.
· Broad agreement that metoclopramide, prochlorperazine and diphenhydramine are acceptable adjuncts for symptom control.
· Converging views that NSAIDs (e.g., ibuprofen, naproxen) may be used only in the second trimester, with clear trimester restrictions recommended to avoid fetal risks.
· Occipital nerve blocks, short corticosteroid courses and magnesium were supported as additional options for selected cases.
· Gepants, butalbital, opioids and ergot derivatives should be avoided due to insufficient safety data or potential fetal harm.
· Emphasis on minimising pharmacological exposure and using non-pharmacological strategies, when possible, with shared decision-making guiding treatment escalation.

ROUND 3 FINDINGS - Final consensus was achieved in round 3. 


	PICO 20B: In pregnant women with migraine, which prophylactic treatments (excluding onabotulinum toxin and mAbs targeting the CGRP pathway) are safe for managing uncontrolled migraine?

	[bookmark: _Hlk217048857]First drafted answer
(36.84%)
	In pregnant women with uncontrolled migraine, no prophylactic drug is completely safe, but some may be considered when non-pharmacological measures fail. Calcium channel blockers are generally regarded as a safe first-line option. Beta-blockers and low-dose amitriptyline can be used with caution, avoiding beta-blockers late in pregnancy due to risks of fetal growth restriction and bradycardia. Supplements such as magnesium, riboflavin, and vitamin B and nerve blocks are also considered.

	Second revised answer
(85.71%)

	In pregnant women with uncontrolled migraine, no prophylactic drug is entirely risk-free, but select options may be used when non-pharmacological measures are insufficient always considering the risk-benefit. 

Beta-blockers and low-dose amitriptyline may be used with caution, avoiding beta-blockers late in pregnancy due to risks of fetal growth restriction and bradycardia. Calcium channel blockers are considered safe, although effectiveness is uncertain. 

Greater occipital nerve blocks with lidocaine can be considered in selected cases. Supplements such as magnesium may be used, acknowledging limited safety data. 

Drugs with known teratogenicity or insufficient safety data, including valproate, topiramate, ACE inhibitors, ARBs, venlafaxine and gepants should be avoided. 

Any pharmacologic prophylaxis should involve neurology and obstetrics management with close maternal and fetal monitoring.


	
ROUND 1 FINDINGS
​​
Synthesis of qualitative contributions revealed broad agreement that:
· Most women improve during pregnancy, particularly after the first trimester, reducing the need for pharmacological prevention.
· When preventive treatment is required, beta-blockers (propranolol, metoprolol) and low-dose amitriptyline were the most consistently suggested options, though with caution in late pregnancy due to potential fetal bradycardia and growth restriction.
· Non-pharmacological strategies, including lifestyle modification, neuromodulation (e.g., tDCS), and occipital nerve blocks, were repeatedly prioritised as first-line approaches.
· Magnesium and riboflavin were mentioned, but supporting evidence was regarded as limited and opinions varied.
· Calcium channel blockers were referenced intermittently as acceptable alternatives, though concerns were raised about limited efficacy data.
· Several experts noted that no prophylactic drug is entirely risk-free, reinforcing the importance of individualised decision-making and avoiding preventive therapy where possible.

ROUND 2 FINDINGS 

The revised statement reached only 36.84% agreement, with key points of divergence including:
· Persistent consensus that no prophylactic drug is entirely risk-free, but disagreement on how clearly to prioritise pharmacological vs. non-pharmacological options.
· Beta-blockers and low-dose amitriptyline continued to be viewed as acceptable options when necessary, though opinions differed on whether beta-blockers must be avoided late in pregnancy, given variable clinical practice.
· Calcium channel blockers were widely mentioned as low-risk, yet concerns persisted about limited efficacy data, creating uncertainty about how strongly to recommend them.
· Supplements (magnesium, riboflavin, vitamin B) remained controversial due to limited safety evidence, with some contributors supporting their inclusion and others urging caution or removal.
· Calls increased to frame recommendations within risk–benefit balance, emphasising that undertreated migraine itself carries maternal–fetal risks, and that prioritising complete avoidance of preventives may be inappropriate for severe cases.

ROUND 3 FINDINGS Final consensus was achieved in round 3 


	PICO 21A. In breastfeeding women with migraine, which acute treatments (excluding triptans) are safe for managing migraine attacks?

	[bookmark: _Hlk217048935]First drafted answer
(57.89%)
	In breastfeeding women with migraine, acetaminophen (paracetamol) and NSAIDs, particularly ibuprofen, naproxen, and diclofenac are considered first-line and safe options for acute treatment. Anti-emetics such as metoclopramide, domperidone, and prochlorperazine are also regarded as safe for managing associated nausea. Magnesium and small amounts of caffeine can be used as adjuncts. Emerging data suggest gepants have minimal transfer into breast milk and may be acceptable with caution. Aspirin, butalbital-containing drugs, and opiates should be avoided due to risks to the infant.

	Second revised answer
(78.57%)

	In breastfeeding women with migraine, acetaminophen/ paracetamol and NSAIDs, particularly ibuprofen, naproxen, and diclofenac, are considered first-line and generally safe options for acute treatment. Anti-emetics such as domperidone and prochlorperazine may be used for associated nausea, although safety data for metoclopramide are limited.  Magnesium and small amounts of caffeine can be considered as adjuncts. 

Emerging data suggest that gepants have minimal transfer into breast milk, but evidence remains limited; their use is generally not recommended pending further safety data. 

Aspirin (acetylsalicylic acid), butalbital-containing drugs, ergot derivatives, and opioids should be avoided due to potential risks to the infant.

Clinical management should prioritize minimizing infant exposure and involve multidisciplinary input when needed

	
ROUND 1 FINDINGS
​​
Synthesis of qualitative contributions revealed broad agreement that:
· Paracetamol and ibuprofen are widely regarded as compatible with breastfeeding and represent the safest first-line options for acute migraine treatment.
· Naproxen and diclofenac may be used short-term when needed, though naproxen’s longer half-life warrants more cautious use.
· Metoclopramide and domperidone can be used short-term for nausea associated with migraine attacks.
· Small amounts of caffeine are considered compatible with breastfeeding; excessive intake should be avoided.
· Magnesium is sometimes used in practice, but breastfeeding-specific safety data remain limited and uncertain.
· Occipital nerve blocks with local anesthetics are considered compatible, based mainly on clinical practice rather than strong evidence.
· Preliminary findings suggest minimal transfer of gepants into breast milk, but evidence is insufficient to support routine use.
· Aspirin, opioids, and butalbital-containing combinations should be avoided due to safety concerns for the infant.

ROUND 2 FINDINGS

The revised statement reached 57.89% agreement, with key points of divergence including:
· Need to clarify the role of gepants, as several panellists noted low milk transfer but considered evidence still insufficient for routine recommendation; wording should reflect possible cautious use rather than safe option.
· Magnesium safety claims require toning down, since multiple experts questioned whether current data justify calling it safe rather than “may be used with caution / limited evidence”.
· Anti-emetics require qualification, as comments highlighted potential effects on milk production and sedation; consensus wording should reflect compatibility with caution rather than safe without caveats.
· Aspirin and opiates avoidance remains uncontested.


ROUND 3 FINDINGS - final consensus was achieved in round 3


	PICO 21B. In breastfeeding women with migraine, which preventive treatments are safe for managing migraine?

	[bookmark: _Hlk217049092]First drafted answer
(47.37%)
	In breastfeeding women with migraine, beta-blockers (especially propranolol and metoprolol) and tricyclic antidepressants (such as amitriptyline or nortriptyline) are generally considered first-line preventive options, given their safety and low infant exposure. Verapamil, sertraline, and small doses of topiramate may be regarded as acceptable choices, while valproate and candesartan may be considered with caution.

Magnesium, riboflavin, and vitamin B supplements are low-risk and compatible with breastfeeding. Evidence for CGRP mAbs or gepants in lactation remains limited; they are generally not recommended pending more safety data.

	Second revised answer
(50.00%)
	In breastfeeding women with migraine, beta-blockers, particularly propranolol and metoprolol, and tricyclic antidepressants, such as amitriptyline or nortriptyline, are generally considered first-line preventive options due to their established safety and low infant exposure. OnabotulinumtoxinA may also be used for chronic migraine, although data are limited. Peripheral nerve blocks, magnesium and vitamin B supplements are low-risk and compatible with breastfeeding. 

Topiramate, valproate, and candesartan can be used with caution in difficult-to-treat cases due to potential risks to the infant and limited human safety data. Similarly, evidence on the use of CGRP mAbs or gepants during lactation is limited, and their use is generally not recommended until further safety data become available.

Preventive therapy should be prescribed at the lowest effective dose and infant monitoring is advised.


	[bookmark: _Hlk217049814]Third revised answer
(73.68%)

	In breastfeeding women with migraine, beta-blockers, particularly propranolol and metoprolol, and tricyclic antidepressants, such as amitriptyline or nortriptyline, are generally considered first-line preventive options due to their established safety and low infant exposure. OnabotulinumtoxinA may also be used for chronic migraine, although data are limited. Peripheral nerve blocks are low-risk and compatible with breastfeeding.

Topiramate, valproate, and candesartan require careful consideration in difficult-to-treat cases due to potential risks to the infant and limited human safety data. Evidence on the use of CGRP mAbs or gepants during lactation is emerging and although data does not suggest increased risk if used after the newborn period, their use is still not recommended until further safety data become available.

Preventive therapy should be prescribed at the lowest effective dose and infant monitoring is advised.

	
ROUND 1 FINDINGS
​​
Synthesis of qualitative contributions revealed broad agreement that:
· Non-pharmacological strategies repeatedly emphasised, including sleep regularity, hydration, meals, stress management, CBT/biofeedback, and social support.
· Beta-blockers and tricyclic antidepressants repeatedly cited as potential preventive options (propranolol, metoprolol, amitriptyline, nortriptyline).
· OnabotulinumtoxinA mentioned as possibly safe, though several experts emphasised limited data.
· CGRP mAbs variably suggested, generally with caution and often only after early postpartum period; gepants mentioned but with uncertainty due to lack of lactation data.
· Topiramate variably referenced, with some suggesting possible use and others discouraging due to insufficient evidence.
· Valproate mentioned by a minority as compatible, though not consistently supported.
· Calcium channel blockers (verapamil) cited occasionally as acceptable.
· Magnesium and riboflavin referenced as low-risk supplements, though several comments noted the absence of strong evidence.
· Multiple experts highlighted lack of robust data overall, encouraging case-by-case risk–benefit discussion.
· LactMed frequently cited as the preferred safety reference source among panellists.


ROUND 2 FINDINGS

The revised statement reached 47.37% agreement, with key points including:
· Beta-blockers and tricyclic antidepressants repeatedly identified as core safe preventive options.
· OnabotulinumtoxinA frequently cited as acceptable in breastfeeding despite limited data.
· Supplements (magnesium, riboflavin, vitamin B) considered low-risk, though evidence gaps acknowledged.
· CGRP mAbs and gepants generally viewed as not recommended due to insufficient lactation data.
· Topiramate, candesartan, and valproate described as use with caution, given safety uncertainties.
· Importance of lowest effective dose, infant monitoring, and non-pharmacological measures consistently emphasized.

ROUND 3 FINDINGS

The revised statement reached 50% agreement, with key points including:
· Continued support for beta-blockers and tricyclics as core preventive options.
· OnabotulinumtoxinA generally acceptable but evidence limited.
· Concerns raised about safety uncertainty for supplements and strong opposition to topiramate/valproate.
· CGRP mAbs possibly acceptable after newborn period, but data still insufficient for consensus.

ROUND 4 FINDINGS Final consensus was achieved in round 4 


	PICO 22. In pregnant women with migraine, which treatments (excluding occipital nerve blocks with lidocaine) are effective for managing migraine attacks? 

	[bookmark: _Hlk217049172]First drafted answer
(42.11%)
	In pregnant women with migraine, sumatriptan is considered the most effective treatment for moderate to severe attacks, while acetaminophen (paracetamol) remains the preferred option for milder episodes, despite limited efficacy. NSAIDs (particularly ibuprofen) can be used only during the second trimester if needed.

Metoclopramide, prochlorperazine, and ondansetron are effective antiemetics for managing nausea and related symptoms. Magnesium supplementation may also provide benefit, though evidence is limited.

	[bookmark: _Hlk217049087]Second revised answer
(71.43%)
	Evidence on efficacy comes largely from studies in non-pregnant populations, but available data supports acetaminophen/ paracetamol being preferred for mild attacks, while sumatriptan is most effective for moderate to severe attacks. NSAIDs can be used in the second trimester. Metoclopramide, prochlorperazine, and ondansetron are effective options for treating nausea and may contribute to overall attack relief. 

Intravenous magnesium may be considered in refractory cases, although evidence is limited.

Treatment should be individualized with input from neurology and obstetrics.

	
ROUND 1 FINDINGS
​​
[bookmark: _Hlk217842825]Synthesis of qualitative contributions revealed broad agreement that:
· Non-pharmacological strategies such as rest, hydration, trigger avoidance, stress reduction, and sleep optimization considered important.
· Evidence gap: efficacy data in pregnancy are scarce; assumptions largely extrapolated from non-pregnant populations. Acetaminophen/paracetamol widely used with modest efficacy.
· Sumatriptan viewed as the most effective option for moderate–severe attacks. Other triptans reported as effective based on clinical experience.
· NSAIDs may help but use is generally limited to the second trimester.
· Antiemetics (metoclopramide, ondansetron, prochlorperazine) relieve nausea and can support overall symptom control.
· Magnesium may provide benefit, but supporting evidence is weak.
· Neuromodulation devices mentioned as potentially helpful; limited data available.

ROUND 2 FINDINGS

The revised statement reached 42.11% agreement, with key points including:
· Clarified that efficacy data in pregnancy are scarce, and treatment effectiveness is mainly inferred from studies in non-pregnant populations.
· Reinforced sumatriptan as the most effective option for moderate–severe attacks, while acetaminophen remains preferred for mild episodes, despite limited efficacy.
· Specified that NSAIDs may be used only in the second trimester, when necessary, due to trimester-dependent fetal risk.
· Strengthened messaging that metoclopramide, prochlorperazine, and ondansetron are effective for nausea and may contribute to overall symptom relief.
· Added that magnesium may help in refractory cases, although the evidence base is limited.
· Highlighted the need to phrase recommendations carefully due to individual variation, trimester-specific risks, and lack of pregnancy-specific efficacy trials.

ROUND 3 FINDINGS - final consensus was achieved in the third round 

	PICO 23. In pregnant women with migraine, which prophylactic treatments (excluding occipital nerve blocks with lidocaine) are effective for managing migraine attacks? 

	First drafted answer
(36.85%)
	In pregnant women with migraine, beta-blockers are the most established preventive options, used at the lowest effective dose due to potential fetal growth risks. Amitriptyline is an alternative when beta-blockers are unsuitable, and calcium channel blockers like verapamil may offer additional benefit with a favorable safety profile.

OnabotulinumtoxinA is effective for chronic migraine; limited pregnancy data suggest minimal systemic absorption and low fetal risk after careful risk-benefit assessment.

Nutritional supplements such as riboflavin, magnesium, and vitamin B2 are safe supportive options. Pregnancy itself often improves migraine, so prophylaxis is usually needed only for severe or refractory cases.

	[bookmark: _Hlk217049255][bookmark: _Hlk217049169]Second revised answer
(64.29%)
	In pregnant women with migraine, evidence on preventive efficacy is limited, and treatment decisions rely mainly on extrapolation from non-pregnant populations together with pregnancy-specific safety considerations. Prophylaxis is generally reserved for those with frequent, severe, or disabling attacks that do not respond to non-pharmacological measures, as migraine often improves during pregnancy. 

Beta-blockers, particularly propranolol, are the most established preventive option and should be used at the lowest effective dose due to potential fetal growth risks. Low-dose amitriptyline may be considered as an alternative when beta-blockers are unsuitable. OnabotulinumtoxinA is effective for chronic migraine, pregnancy data suggest minimal systemic absorption and low fetal risk, making its use reasonable after careful risk–benefit assessment. 

Nutritional supplements such as magnesium and coenzyme Q10 are regarded as low-risk supportive options, though evidence for efficacy is limited.

Fetal monitoring and multidisciplinary collaboration with neurology and obstetrics are recommended when pharmacologic prophylaxis is required.

	[bookmark: _Hlk217049840]Third revised answer
(84.21%)
	In pregnant women with migraine, evidence on preventive efficacy is limited, and treatment decisions rely mainly on extrapolation from non-pregnant populations together with pregnancy-specific safety considerations. Prophylaxis is generally reserved for those with frequent, severe, or disabling attacks that do not respond to non-pharmacological measures, as migraine often improves during pregnancy. Beta-blockers, particularly propranolol, are an established preventive option and should be used at the lowest effective dose due to potential fetal growth risks. Low-dose amitriptyline may also be considered as an alternative. OnabotulinumtoxinA is effective for chronic migraine, pregnancy data suggest minimal systemic absorption and low fetal risk, making its use reasonable after careful risk–benefit assessment.
Fetal monitoring and multidisciplinary collaboration with neurology and obstetrics are recommended when pharmacologic prophylaxis is required.

	
ROUND 1 FINDINGS

Synthesis of qualitative contributions revealed broad agreement that:
· Non-pharmacological first: lifestyle regularity, trigger avoidance, sleep optimisation, stress reduction; pregnancy itself often improves migraine.
· Supplements/supportive options mentioned: magnesium, riboflavin (vitamin B2), vitamin B complex (evidence limited).
· Beta-blockers cited most frequently: propranolol and metoprolol considered the most established preventive drugs.
· Amitriptyline repeatedly suggested: used when beta-blockers are unsuitable or insufficient.
· OnabotulinumtoxinA mentioned: perceived as effective for chronic migraine by several clinicians, but others avoid due to limited pregnancy data.
· Neuromodulation options noted: tDCS and non-invasive vagal nerve stimulation referenced as possible preventive approaches when medication is undesirable.
· Verapamil occasionally referenced: as an alternative preventive option by a few respondents.
· Avoid or not recommended: valproate consistently discouraged; CGRP antagonists generally avoided.
· Divergent views: some feel no preventive treatment is clearly safe or necessary due to improvement during pregnancy; others stress caution rather than outright avoidance.

ROUND 2 FINDINGS

The revised statement reached 36.84% agreement, with key points including:
· Prophylaxis usually not needed as pregnancy often improves migraine.
· If required: propranolol/metoprolol or low-dose amitriptyline most cited options.
· OnabotulinumtoxinA considered acceptable for chronic cases after risk–benefit discussion.
· Magnesium / riboflavin mentioned as low-risk supportive, limited efficacy data.
· No solid efficacy studies in pregnancy; recommendations extrapolated from non-pregnant adults.

ROUND 3 FINDINGS

The revised statement reached 64.29% agreement, with key points including:
· Non-pharmacological options prioritized due to limited safety data and medico-legal concerns for drug use in pregnancy.
· Uncertainty about recommending supplements such as magnesium, riboflavin and coenzyme Q10 because of limited evidence and safety considerations at higher doses.
· Questions raised on why beta-blockers are prioritized over amitriptyline as first choice.
· Fetal monitoring suggested with pharmacologic prophylaxis, but feasibility and practicality questioned.
· Preference expressed by some panellists to avoid all preventive medications unless absolutely necessary and to encourage research into neuromodulation approaches such as tDCS.
· Clarification requested that amitriptyline should be used at the lowest effective dose rather than specifying “low dose.”

ROUND 4 FINDINGS Final consensus was achieved in the fourth round 



Search Strings

· PICO 1: In children and adolescents with migraine, how does entering puberty influence the clinical expression of migraine in females compared to males?
Search String: ("migraine" OR "headache") AND ("puberty" OR "adolescence") AND ("gender differences" OR "sex differences")

· PICO 2: In individuals of reproductive age with migraine, does being in the reproductive period lead to different clinical expressions of migraine in females compared to males?
· Search String: ("migraine" OR "headache") AND ("reproductive period" OR "menstrual cycle") AND ("gender differences" OR "sex differences")
· PICO 3: In individuals with migraine reaching the end of the reproductive phase, how does this transition affect clinical migraine expression in females compared to males?
· Search String: ("migraine" OR "headache") AND ("menopause" OR "end of reproductive phase") AND ("gender differences" OR "sex differences")
· PICO 4: In people with migraine, how do hormonal treatments influence migraine expression in females compared to males?
· Search String: (“migraine" OR "headache") AND ("hormonal treatments" OR "contraceptives" OR "hormone replacement therapy") AND ("gender differences" OR "sex differences")
· PICO 5: In people with migraine, does the risk of migraine-related complications differ in females compared to males?
· Search String: ("migraine" OR "headache") AND ("migraine complications" OR "status migrainosus" OR "aura complications") AND ("gender differences" OR "sex differences")
· PICO 6: In people with migraine, how does the risk of developing chronic migraine, medication overuse and/or medication overuse headache compare between individuals of female and male sex?
· Search String: ("migraine" OR "headache") AND ("medication overuse" OR "medication overuse headache" OR "chronic migraine") AND ("gender differences" OR "sex differences")
Part II – Sex Differences in Treatment Outcomes

1. PICO 7: In children and adolescents with migraine, how does puberty affect the effectiveness of acute migraine treatments in females compared to males?
1. Search String: ("migraine" OR "headache") AND ("puberty" OR "adolescence") AND ("acute treatment" OR "acute therapy")
1. PICO 8: In children and adolescents with migraine, how does puberty influence the effectiveness of preventive treatments in females compared to males?
1. Search String: ("migraine" OR "headache") AND ("puberty" OR "adolescence") AND ("preventive treatment" OR "prophylaxis")
1. PICO 9: Among individuals with migraine, how does long-term transgender hormonal therapy affect the effectiveness of acute migraine treatments in females compared to transgender males?
1. Search String: ("migraine" OR "headache") AND ("transgender") AND ("hormonal therapy")
1. PICO 10: Among individuals with migraine, how does long-term transgender hormonal therapy influence the effectiveness of preventive migraine treatments in females compared to transgender males?
Search String: ("migraine" OR "headache") AND ("transgender") AND ("hormonal therapy")
1. PICO 11: In adults with migraine, does the effectiveness of acute attack treatment differ between females and males?
Search String: ("migraine" OR "headache") AND ("treatment") AND ("adults" OR "elderly") AND ("sex" or "gender")
1. PICO 12: In adults with migraine, does the effectiveness of preventive treatment differ between females and males?
1. Search String: ("migraine" OR "headache") AND ("treatment") AND ("adults" OR "elderly") AND ("sex" or "gender")
1. PICO 13: In transgender individuals with migraine who are receiving long-term hormonal therapy, is there a difference in the safety of migraine treatments between transgender males and transgender females?
Search String: ("migraine" OR "headache") AND ("transgender") AND ("hormonal therapy")
1. PICO 14: In elderly adults with migraine, does the effectiveness of acute attack treatment differ between females and males?
1. Search String: ("migraine" OR "headache") AND ("treatment") AND ("adults" OR "elderly") AND ("sex" or "gender")
1. PICO 15: In elderly adults with migraine, does the effectiveness of preventive treatments differ between females and males?
1. Search String: ("migraine" OR "headache") AND ("treatment") AND ("adults" OR "elderly") AND ("sex" or "gender")
Part III – Fertility and Reproduction-Specific Management Issues

· PICO 16: In individuals with menstrual-related migraine, which treatments are effective for managing acute migraine attacks?
· Search String: ("migraine" OR "headache") AND ("menstrual migraine" OR "menstrual-related headache") AND ("acute treatment" OR "preventive treatment" OR "prophylaxis")
· PICO 17: In individuals with menstrual-related migraine, which short-term treatments are effective for preventing migraine attacks?
· Search String: ("migraine" OR "headache") AND ("menstrual migraine" OR "menstrual-related headache") AND ("acute treatment" OR "preventive treatment" OR "prophylaxis")
· PICO 18: In individuals with menstrual-related migraine, which prophylactic treatments are effective at preventing migraine attacks?
· Search String: ("migraine" OR "headache") AND ("menstrual migraine" OR "menstrual-related headache") AND ("acute treatment" OR "preventive treatment" OR "prophylaxis")
· PICO 19: In women of childbearing potential with migraine, which treatments are safe for managing migraine?
· Search String: ("migraine" OR "headache" OR migrain*) AND ("childbearing potential" OR  childbearing  OR "pregnancy" OR "breastfeeding" OR gestation OR lactation) AND ("safe treatments" OR "safety profile" OR “congenital malformation” OR  “congenital anomal*” OR “growth restriction” OR neurodevelopment OR pharmacovigilance OR fetal loss OR abortions OR “pregnancy complication”)
· PICO 20: In pregnant women with migraine, which treatments are safe for managing migraine?
· Search String: ("migraine" OR "headache") AND ("childbearing potential" OR "pregnancy" OR "breastfeeding") AND ("safe treatments" OR "safety profile")
· PICO 21: In breastfeeding women with migraine, which treatments are safe for managing migraine?
· Search String: ("migraine" OR "headache" OR migrain*) AND ("childbearing potential" OR  childbearing  OR "pregnancy" OR "breastfeeding" OR gestation OR lactation) AND ("safe treatments" OR "safety profile" OR “congenital malformation” OR  “congenital anomal*” OR “growth restriction” OR neurodevelopment OR pharmacovigilance OR fetal loss OR abortions OR “pregnancy complication”)
· PICO 22: In pregnant women with migraine, which treatments are effective for managing acute migraine attacks?
· Search String: ("migraine" OR "headache") AND ("pregnancy") AND ("acute treatment" OR "preventive treatment")
· PICO 23: In pregnant women with migraine, which treatments are effective for preventing migraine attacks?
· Search String: ("migraine" OR "headache") AND ("pregnancy") AND ("acute treatment" OR "preventive treatment")
· PICO 24: In post-menopausal women with migraine, which treatments are effective for managing migraine?
· Search String: ("migraine" OR "headache") AND ("post-menopause" OR "postmenopausal") AND ("treatment effectiveness" OR "prophylaxis")

Risk Of Bias Assessment

Risk of bias was assessed for all included studies using appropriate design-specific tools (RoB 2 for randomized trials; ROBINS-I for non-randomized studies; ROBINS-E for exposure studies). Below the full Results, respectively for the RoB 2, ROBINS-I and ROBINS-E assessments, are depicted in tables S3, S4 and S5.




Table S3 – RoB 2 Traffic light plot
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Table S4 – ROBINS-I Traffic light plot
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Table S5 – ROBINS-E Traffic light plot
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