Additional material Long-term atogepant
Table A1. Distribution of treatment response categories to atogepant at 3, 6, and 12 months using non-responder imputation.
	Outcome
	≥ 30 %
  (Mild +)
	≥ 50 %
  (Good +)
	≥ 75 %
(Excellent)
	100 %
(Full remission)

	Monthly Headache Days (MHD)
	3 months

	
	40.5 %
  (n=208)
	30.2 %
  (n=155)
	13.8 %
  (n=71)
	2.3 %
  (n=12)

	
	6 months

	
	44.1 %
  (n=226)
	35.1 %
  (n=180)
	14.2 %
  (n=73)
	1.2 %
  (n=6)

	
	12 months

	
	39.8 %
   (n=204)
	31.0 %
   (n=159)
	13.5 %
   (n=69)
	1.6%
   (n=8)

	Monthly Migraine Days (MMD)
	3 months

	
	47.0 %
   (n=241)
	25.5 %
   (n=131)
	11.3 %
   (n=58)
	2.3%
   (n=12)

	
	6 months

	
	46.8 %
   (n=240)
	36.8 %
   (n=189)
	18.1 %
   (n=93)
	4.9 %
   (n=25)

	
	12 months

	
	40.5 %
   (n=208)
	32.6 %
   (n=167)
	18.3 %
   (n=94)
	4.1 %
   (n=21)



Non-responder imputation analysis using the full baseline cohort as the denominator at each time point (n = 513). Patients who discontinued treatment or lacked evaluable data were classified as non-responders. Values are percentages of the baseline cohort, with the number of observed responders shown in parentheses. Response thresholds represent cumulative reductions from baseline in monthly headache days (MHD) or monthly migraine days (MMD); higher response categories are included within lower thresholds. 

Additional Table A2. Baseline characteristics of patients who remained on atogepant treatment at 12 months versus those who discontinued during follow-up.

	Variable
	Discontinuers 
 n = 2091
	Completers
n = 3041
	p-value2

	Sex, Women, N (%)
	178 (85%)
	270 (89%)
	0.2

	Age, median (IQR), years
	51 (39, 58)
	47 (39, 56)
	0.042

	Age at headache onset, median (IQR), years
	16 (13, 25)
	16 (12, 22)
	0.4

	Monthly headache days, median (IQR)
	27 (16, 30)
	20 (14, 30)
	<0.001

	Monthly migraine days, median (IQR)
	15 (10, 24)
	13 (9, 17)
	<0.001

	Duration of chronic headache, months
	60 (24, 120)
	48 (24, 132)
	0.5

	Baseline headache intensity
	9 (8,9)
	8 (7,9)
	0.16

	Presence of aura, N (%)
	54 (26%)
	91 (30%)
	0.3

	Number of failed preventive treatments, median (IQR)
	7 (5, 10)
	6 (5, 8)
	0.002

	Failed preventive onabotulinumtoxinA (BoNT-A), N (%)
	178 (85%)
	245 (81%)
	0.043

	Patients previously treated with anti-CGRP mAbs, N (%)
	123 (59%) 
	147 (48%)
	0.065

	Patients with concomitant treatment, N (%)
	107 (51%)
	180 (59%)
	0.12

	Number of concomitant preventive treatments, median (IQR)
	1 (0,1)
	1 (0,1)
	0.12

	Analgesic medication overuse (MO), N (%)
	113 (54%)
	111 (36%)
	0.009

	HIT-6 Score, median (IQR)
	69 (65, 74)
	67 (64, 72)
	0.001

	HADS-A Score, median (IQR)
	10 (6, 13)
	7 (5, 11.5)
	0.018

	HADS-D Score, median (IQR)
	9 (6, 12)
	7 (3, 10)
	0.004

	ISI Score, median (IQR)
	9.5 (6.5, 12)
	9 (5, 11)
	0.4

	Diagnosis of chronic migraine, N (%)
	166 (79%)
	214 (70%)
	0.022

	1 n (%); Median (Q1, Q3)

	2 Pearson’s Chi-squared test; Wilcoxon rank sum test; Fisher’s exact test; NA



Comparison of baseline demographic and clinical characteristics between patients who remained on atogepant treatment at 12 months and those who discontinued during follow-up. Categorical variables are presented as n (%), and continuous variables as median (interquartile range). BoNT-A, onabotulinumtoxinA; CGRP, calcitonin gene-related peptide; HADS-A, Hospital Anxiety and Depression Scale–Anxiety; HADS-D, Hospital Anxiety and Depression Scale–Depression; HIT-6, Headache Impact Test–6; IQR, interquartile range; ISI, Insomnia Severity Index; mAbs, monoclonal antibodies; MO, medication overuse.





Additional Table A3. Changes in psychometric scores according to treatment response at 6 and 12 months.
	 
	 
	 
	Non-responders (<50%)
	Responders (≥50%)
	p-value

	Response rates according to MHD reduction
	*At 6 months
	HADS-A (IQR)
	-1 (-5, 2.25)
	-1 (-5, 0)
	0.5793

	
	
	HADS-D (IQR)
	0 (-4, 2)
	-1 (-4, 0)
	0.1573

	
	
	ISI (IQR)
	0 (-4.5, 1.75)
	-1.5 (-2.75, 0.75)
	0.8385

	
	* At 12 months
	HADS-A (IQR)
	-2 (-6, 4.5)
	-3 (-4, -2)
	0.5158

	
	
	HADS-D (IQR)
	-1 (-5, 4.5)
	-3 (-4, 0)
	0.4356

	
	
	ISI (IQR)
	-1 (-9.5, 3)
	-1.5 (-3, 3.25)
	0.6566

	Response rates according to MMD reduction
	* At 6 months
	HADS-A (IQR)
	-0.5 (-5, 2.25)
	-2 (-6, 0)
	0.085

	
	
	HADS-D (IQR)
	0 (-2.25, 2)
	-2 (-7, 0)
	0.0012

	
	
	ISI (IQR)
	0 (-3, 3)
	-2 (-3, 0)
	0.1599

	
	* At 12 months
	HADS-A (IQR)
	-1 (-4.5, 4.75)
	-3 (-6.25, -2)
	0.2338

	
	
	HADS-D (IQR)
	0 (-5, 5.25)
	-2.5 (-3.75, 0)
	0.5171

	
	
	ISI (IQR)
	3 (-5, 3)
	-3 (-5.5, 2.5)
	0.6955



Patients were categorized as responders (≥50% reduction in monthly headache days [MHD] or monthly migraine days [MMD]) or non-responders (<50%). Values represent median change from baseline with interquartile range (IQR). Between-group comparisons were performed using the Mann–Whitney U test. p values <0.05 were considered statistically significant. HADS-A: Hospital Anxiety and Depression Scale – Anxiety subscale; HADS-D: Hospital Anxiety and Depression Scale – Depression subscale; ISI: Insomnia Severity Index.

Additional Table A4. Multivariable logistic regression models evaluating predictors of achieving a ≥50% response at 12 months according to monthly headache days (MHD) and monthly migraine days (MMD).
	Variable
	OR
	95% CI
	p-value

	Predictors of ≥50% response based on monthly headache days (MHD) 
	
	
	

	Previous preventive treatment failures
	0.85
	0.76–0.94
	0.003*

	Baseline headache frequency
	0.99
	0.96–1.03
	0.792

	Previous exposure to anti-CGRP monoclonal antibodies
	0.86
	0.51–1.46
	0.588

	Previous exposure to both anti-CGRP monoclonal antibodies and onabotulinumtoxinA
	0.45
	0.15–1.25
	0.133

	Predictors of ≥50% response based on monthly migraine days (MMD) 
	
	
	

	Previous preventive treatment failures
	0.88
	0.82–0.96
	0.003*

	Previous exposure to anti-CGRP monoclonal antibodies
	0.75
	0.44–1.27
	0.286

	Previous exposure to both anti-CGRP monoclonal antibodies and onabotulinumtoxinA
	0.63
	0.36–1.09
	0.097


Results are presented as odds ratios (OR) with 95% confidence intervals (CI) and p values.  Separate models were fitted for MHD-based (n = 304) and MMD-based (n = 289) responses. An OR >1 indicates higher odds of achieving a ≥50% response, whereas an OR <1 indicates lower odds of response. * Asterisks indicate statistically significant associations. BoNT-A (onabotulinumtoxinA); CGRP (calcitonin gene-related peptide); CI (confidence interval); MHD (monthly headache days); MMD (monthly migraine days); mAbs (monoclonal antibodies); OR (odds ratio).

Additional Table A5. Baseline demographic and clinical characteristics and treatment outcomes according to prior exposure to a single anti-CGRP monoclonal antibody target (receptor vs ligand). 
 	Previously tested anti-CGRP antibodies	 
Characteristic	Anti-CGRP Receptor	Anti-CGRP Ligand	p-value2
	N = 231	N = 1501	
Sex, N (%)	 	 	 
 	Women	20 (87%)	134 (89%)	0.7
Age, median (IQR), years	53 (48, 61)	48 (38, 59)	0.3
Age at headache onset, median (IQR), years	15 (13, 23)	15 (11, 20)	0.7
Duration of chronic headache, median (IQR), months	72 (25, 190)	48 (24, 120)	0.4
Aura, N (%)	3 (17%)	43 (29%)	0.4
Number of failed preventive treatments, median (IQR)	6 (4, 8)	7 (6, 9)	0.033
Failed preventive onabotulinumtoxinA (BoNT-A), N (%)	17 (94%)	133 (89%)	0.7
Patients with concomitant treatment, N (%)	14 (64%)	91 (61%)	0.8
MHD Baseline, median (IQR)	20 (12, 30)	25 (15, 30)	>0.9
MHD 3-Months, median (IQR)	14 (6, 30)	17 (10, 30)	0.6
MHD 6-Months, median (IQR)	14 (4, 30)	15 (8, 29)	0.7
MHD 12-Months, median (IQR)	10 (4, 12)	11 (6, 20)	0.2
MMD Baseline, median (IQR)	12 (8, 26)	15 (10, 21)	0.6
MMD 3-Months, median (IQR)	12 (3, 25)	10 (5, 15)	0.6
MMD 6-Months, median (IQR)	5 (4, 25)	8 (4, 15)	0.9
MMD 12-Months, median (IQR)	4 (1, 10)	6 (3, 10)	0.3
HIT-6 Baseline, median (IQR)	68 (66, 76)	67 (64, 72)	0.2
HIT-6 3-Months, median (IQR)	70 (63, 74)	66 (60, 70)	0.038
HIT-6 6-Months, median (IQR)	58 (54, 64)	64 (58, 68)	0.3
HIT-6 12-Months, median (IQR)	54 (52, 56)	60 (52, 64)	0.3
MO Baseline, N (%)	8 (44%)	64 (54%)	0.4
MO 3-Months, N (%)	5 (36%)	40 (39%)	0.8
MO 6-Months, N (%)	5 (33%)	30 (30%)	0.8
MO 12-Months, N (%)	0 (0%)	13 (19%)	0.6
1 n (%); Median (Q1, Q3)
2 Fisher’s exact test; Kruskal-Wallis rank sum test; NA; Pearson’s Chi-squared test

Data are presented as n (%) for categorical variables and median (interquartile range) for continuous variables. MHD (monthly headache days); MMD (monthly migraine days); MO (medication overuse); BoNT-A (onabotulinumtoxinA); IQR (interquartile range). 

