[bookmark: _Ref45316813][bookmark: _Toc47722471]Supplementary file S10: Mean HIT-6 score and mean reduction in HIT-6 score and proportion of patients with severe (≥60) HIT-6 score and with improvement in HIT-6 score at different time points

Table S10(i) Mean HIT-6 score and mean reduction in HIT-6 score at different time points in chronic migraine patients
	Treatment
	Baseline
	3 months
	6 months
	1 year
	2 years
	3 years

	
	Mean values 
(# studies)
	Mean values (# studies)
	Mean reduction 
(# studies)
	Mean values (# studies)
	Mean reduction 
(# studies)
	Mean values (# studies)
	Mean reduction 
(# studies)
	Mean values (# studies)
	Mean reduction 
(# studies)
	Mean values (# studies)
	Mean reduction 
(# studies)

	All patients irrespective of prior treatment status

	OnabotulinumtoxinA
	61.2-72.1 (N=12)
	39.5†-72.4 (N=6)
	9.7-15.8 (N=2); Statistically significant (N=3)
	56.4-66.2 (N=6)
	1.8-11.7 (N=2); Statistically significant (N=4)
	54.6-60.5 (N=6)
	5.0-11.8 (N=3); Statistically significant (N=2)
	49.0-57.9 (N=2)
	Statistically significant (N=2)
	57.2-62.8 (N=2)
	Statistically significant (N=1)

	Erenumab
	66.0-69.2 (N=2)
	57.0-58.0 (N=2)
	12.8 (N=1)
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	Topiramate
	62.0 (N=1)
	43.2† (N=1)
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	Previously treated patients

	OnabotulinumtoxinA
	65.1-72.1 (N=9)
	53.4-72.4 (N=5)
	9.7-15.8 (N=2); Statistically significant (N=2)
	56.4-66.2 (N=6)
	1.8-11.7 (N=2); Statistically significant (N=4)
	54.6-60.5 (N=4)
	5.4-11.8 (N=2); Statistically significant (N=2)
	49.0-57.9 (N=2)
	Statistically significant (N=2)
	57.2 (N=1)
	Statistically significant (N=1)

	Erenumab
	66.0-69.2 (N=2)
	57.0-58.0 (N=2)
	12.8 (N=1)
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA


[bookmark: _Hlk45791190]HIT: Headache Impact Test; NA: not available.
†Value estimated using Digitizer.
HIT-6 scale: A screening and monitoring tool that is used to provide a global measure of headache impact in six domains (pain, social functioning, role functioning, vitality, cognitive functioning, and psychological distress). The score ranges from 36 to 78 with higher score indicates worsening.


Table S10(ii) Proportion of patients with severe (≥60) HIT-6 score and with improvement in HIT-6 score at different time points in chronic migraine patients
	Study name
	Study design
	Patient type
	Failed preventive treatment
	Intervention
	N
	Headache impact test-6 (HIT-6) score, n (%)

	
	
	
	
	
	
	Baseline
	3 months
	6 months
	1 year
	2 years

	Chronic migraine (Proportion of patients with severe [≥60] HIT score)

	Negro 2016 (Italy)
	PCS
	Previously treated
	≥1
	OnabotA 155 U
	132
	124 (93.9)
	-
	102 (77.3)
	59 (44.7)
	29 (22)

	
	
	
	
	OnabotA 195 U
	143
	137 (95.8)
	-
	91 (63.6)
	57 (39.9)
	22 (15.4)

	Sarchielli 2017 (Italy)
	PCS
	Previously treated
	≥2
	OnabotA
	56
	54 (95.8)
	53 (94.6)
	45 (80.4)
	25 (44.6)
	-

	Chronic migraine (Proportion of patients with improvement in HIT-6 score)

	Maasumi 2015 (US)a
	RCS
	Unknown
	NR
	OnabotA
	359
	-
	-
	108 (30.1)
	-
	-

	Taddei-Allen 2019 (NR)b
	RCS
	Unknown
	NR
	CGRP mAbs^
	21
	-
	-
	-
	(44.0)
	-

	
	
	
	
	OnabotA
	21
	-
	-
	-
	(35.0)
	-

	Sarchielli 2017 (Italy)c
	PCS
	Previously treated
	≥2
	OnabotA
	56
	-
	5 (8.9)
	30 (53.5)
	40 (71.4)
	-

	Susie 2018 (UK)d
	RCS
	Previously treated
	NR
	OnabotA
	100
	-
	-
	57 (57.0)
	-
	-


[bookmark: _Hlk45791253]CGRP: calcitonin gene-related peptide; ERE: erenumab; HIT: headache impact test; NR: not reported; OnabotA: onabotulinumtoxinA; PCS: prospective cohort study; RCS: retrospective cohort study.
^Multiple CGRP mABs: erenumab, galcanezumab, and fremanezumab; aPatients improved in HIT-6 score by ≥6 points; bPatients had at least a one severity class improvement per the HIT-6; cPatients improved in HIT-6 score by ≥5 points; dPatients improved in HIT-6 score by ≥3 points.
HIT-6 scale: A screening and monitoring tool that is used to provide a global measure of headache impact in six domains (pain, social functioning, role functioning, vitality, cognitive functioning, and psychological distress). The score ranges from 36 to 78 with higher score indicates worsening.

