[bookmark: _Hlk193017595]Supplementary table 1: Baseline demographic and clinical characteristics of migraine patients stratified by diagnosis in the safety population (defined as consecutive subjects enrolled in the study who received at least one dose of atogepant 60 mg).
	Variables
	Number (%) or mean±SD
	

	
	All
	HFEM
	CM
	p-value

	Patients
	183
	82
	101
	

	Age, yrs
	46.1±15.0
	47.8±13.3
	46.1±15.0
	0.444

	Females
	154 (84.2)
	65 (79.3)
	89 (88.1)
	0.103

	BMI
	23.3±3.8
	23.1±4.7
	23.3±3.8
	0.778

	Age at onset, yrs
	16.6±9.0
	17.5±8.0
	16.6±9.0
	0.195

	MMD
	10.2±2.8
	10.2±2.8
	-
	-

	MHD
	22.7±6.1
	-
	22.7±6.1
	-

	NRS
	8±1.0
	8.0±1.1
	8±1.0
	0.667

	Medication overuse
	72 (71.3)
	-
	72 (71.3)
	-

	Medication overuse duration, yrs
	4.7±5.6
	-
	4.7±5.6
	-

	Unilateral pain
	29 (17.9)
	14 (17.9)
	15 (17.9)
	0.988

	UAS
	119 (65.0)
	57 (69.5)
	62 (61.4)
	0.252

	CAPS
	1.3±2.0
	1±1.8
	1.6±2.1
	0.063

	Allodynia
	21 (11.5)
	5 (6.1)
	16 (15.8))
	0.040

	ASC-12
	2.7±4.3
	3.1±5.0
	2.4±3.5
	0.885

	Dopaminergic symptoms
	63 (34.4)
	28 (34.1)
	35 (34.7)
	0.943

	MAI
	17.7±10.9
	11.1±5.5
	22.9±11.2
	<0.001

	Pts using concomitant prophylaxis 
	58 (31.7)
	24 (29.3)
	34 (33.7)
	0.525

	Prior treatment failures 
	4.3±2.4
	3.8±2.1
	4.7±2.6
	0.028

	Pts with prior treatment failures with anti-CGRP mAbs*
	76 (41.5)
	27 (32.9)
	49 (48.5)
	0.005

	Pts with prior treatment failure to OnabotulinumtoxinA
	34 (18.6)
	10 (12.2)
	24 (23.8)
	0.045

	Pts with >1 comorbidity
	116 (63.4)
	53 (64.6)
	63 (62.4)
	0.753

	Pts with psychiatric comorbidities
	56 (30.6)
	22 (26.8)
	34 (33.7)
	0.318

	HIT-6
	64.6±9.5
	62.5±11.2
	66.4±7.0
	0.036

	MIDAS
	77.0±75.4
	52.5±52.2
	98.9±85.8
	<0.001

	MIBS-4
	8.7±3.5
	7.8±3.3
	9.5±3.4
	0.002














Abbreviations: All, overall migraine population; HFEM, high-frequency episodic migraine; CM, chronic migraine; BMI, Body Mass Index; MHD, monthly headache days; MMD, monthly migraine days; MAI, analgesic doses taken per month; NRS, Numeric Rating Scale; UAS, unilateral cranial autonomic symptoms; CAPS, Cranial Autonomic Parasympathetic Symptom Scale; ASC-12, Allodynia Symptom Checklist; Dopaminergic symptoms, presence during prodromes, headache stage or postdromes of have at least one of the following symptoms: yawning, somnolence, nausea, vomiting, mood changes, fatigue or diuresis;  HIT-6, Headache Impact Test-6, MIDAS, Migraine Disability Assessment Scale; MIBS-4, Migraine Interictal Burden Scale-4.
*Of the 76 patients, 65 had failed treatment with a single anti-CGRP mAb (erenumab, n=28; galcanezumab, n=22; fremanezumab, n=14; eptinezumab, n=1), while 11 had failed two agents (erenumab and galcanezumab, n=7; erenumab and fremanezumab, n=3; fremanezumab and galcanezumab, n=1).
- :  not applicable



Supplementary Table 2: Comparison of clinical and demographic features based on ≥ 50% response rates in the HFEM and CM after 12-week follow-up
	Variables
	Number (%) or mean±SD
	
	Number (%) or mean±SD
	

	
	HFEM
	
	CM
	

	
	<50% RR
	≥50% RR
	p-value
	<50% RR
	≥50% RR
	p-value

	Patients (N)
	9
	26
	
	19
	28
	

	Age, yrs
	45.0±19.2
	47.8±10.9
	0.956 
	44.2±15.5
	43.9±16.0
	0.803 

	Females
	8 (88.9)
	21(80.8)
	0.999
	19 (100)
	27 (96.4)
	0.999 

	BMI
	23.2±4.8
	23.3±3.2
	0.999 
	23.5±3.5
	23.4±3.5
	0.849 

	Age at onset, yrs
	14.9±3.5
	16.4±6.7
	0.616 
	13.8±5.9
	14.8±7.3
	0.771 

	Disease duration, yrs
	30.1±18.1
	31.5±12.2
	0.781 
	30.4±14.9
	28.6±15.5
	0.934 

	MMD 
	9.8±3.3
	10.3±2.5
	0.753 
	· 
	· 
	

	MHD 
	-
	-
	
	24.1±6.1
	22.8±5.1
	0.174 

	NRS score 
	7.7±1.2
	8.2±0.9
	0.362 
	8.1±0.9
	7.9±1.0
	0.889 

	Medication overuse 
	-
	-
	
	15 (78.9)
	19 (67.9)
	0.404 

	Medication overuse duration 
	-
	-
	
	6.7±6.4
	4.5±4.5
	0.332 

	Unilateral pain 
	2 (22.2)
	2 (7.7)
	0.268 
	0
	7 (25.0)
	0.032 

	UAS 
	3 (33.3)
	5 (19.2)
	0.396 
	9 (47.4)
	12 (42.9)
	0.760 

	CAPS
	0.9±1.6
	0.5±1.2
	0.717 
	1.5±1.7
	1.5±2.4
	0.740 

	Allodynia
	0
	4 (15.4)
	0.553 
	4 (21.1)
	6 (21.4)
	0.999 

	ASC-12
	1.7±4.5
	1.5±3.0
	0.473 
	3.0±3.3
	2.8±4.5
	0.449 

	Dopaminergic symptoms 
	0
	4 (15.4)
	0.553 
	11 (57.9)
	9 (32.1)
	0.080 

	MAI  
	13.1±10.1
	10.5±3.8
	0.717 
	22.0±9.7
	24.1±9.7
	0.923 

	Pts using concomitant prophylaxis 
	3 (33.3)
	5 (19.2)
	0.396 
	8 (42.1)
	11(39.3)
	0.847 

	Prior treatment failures 
	3.8±1.6
	3.4±0.9
	0.580 
	5.4±2.6
	4.7±3.0
	0.213 

	Pts with prior treatment failures with CGRP-mAbs 
	2 (22.2)
	7 (26.9)
	0.999 
	14 (73.7)
	11 (39.3)
	0.020 

	Pts with prior treatment failure to Onabotulinum toxin A
	0
	1 (33.3)
	-
	5 (62.5)
	5 (83.3)
	0.580 

	Pts with >1 comorbidity 
	7 (77.8)
	13 (50.0)
	0.244 
	14 (73.7)
	14 (50.0)
	0.104 

	Pts with psychiatric comorbidities 
	3 (33.3)
	7 (26.9)
	0.694 
	11 (57.9)
	6 (21.4)
	0.011 

	HIT-6  
	58.6±13.5
	62.8±10.6
	0.645 
	68.5±6.2
	65.0±7.7
	0.099 

	MIDAS 
	43.7±38.0
	73.9±78.0
	0.280 
	134.1±92.6
	72.4±57.3
	0.002 

	MIBS-4
	10.0±2.4
	8.8±3.4
	0.611 
	9.3±4.0
	9.3±3.2
	0.648 


























Abbreviations: HFEM, high-frequency episodic migraine; CM, chronic migraine; RR, response rate: reduction in migraine frequency from baseline to weeks 9-12; BMI, Body Mass Index; MHD, monthly headache days; MMD, monthly migraine days; MAI, analgesic doses taken per month; NRS, Numeric Rating Scale; UAS, unilateral cranial autonomic symptoms; CAPS, Cranial Autonomic Parasympathetic Symptom Scale; ASC-12, Allodynia Symptom Checklist; Dopaminergic symptoms, presence during prodromes, headache stage or postdromes of have at least one of the following symptoms: yawning, somnolence, nausea, vomiting, mood changes, fatigue or diuresis;  HIT-6, Headache Impact Test-6, MIDAS, Migraine Disability Assessment Scale; MIBS-4, Migraine Interictal Burden Scale-4.
- :  not applicable
Supplementary Table 3: Baseline demographic and clinical characteristics of 76 migraine patients with prior anti-CGRP mAb treatment failure compared to 107 patients who had not previously received anti-CGRP mAbs in the safety population (defined as consecutive subjects enrolled in the study who received at least one dose of atogepant 60 mg).
	
	Number (%) or mean±SD
	

	Variables
	pts with prior failure to anti-CGRP mAbs
	pts not previously treated with anti-CGRP mAbs
	p-value

	Patients         
	76
	107
	

	HFEM/CM
	27/49
	55/52
	0.033

	Age, yrs
	47.5±13.5
	46.4±14.8
	0.609

	Females
	63 (83%)
	91 (85.0%)
	0.423

	BMI
	23.2±3.6
	23.2±4.5
	0.980

	Age at onset, yrs
	15.0±6.9
	18.4±9.3
	<0.005

	MMD 
	18.9±8.2
	14.8±6.8
	<0.001

	MHD 
	19.7±8.5
	15.5±6.8
	<0.001

	NRS
	7.9±1.0
	8.1±1.1
	0.342

	Medication overuse
	40 (52.6%)
	39 (36.4%)
	<0.021

	Medication overuse duration, yrs
	3.1±5.4
	2.7±5.1
	0.385

	Unilateral pain
	13 (17.8)
	16 (18.0%)
	0.572

	UAS
	25 (32.9%)
	39 (36.4%)
	0.368

	CAPS
	1.3±2.0
	1.3±1.9
	0.998

	Allodynia
	10 (13.2)
	11 (10.3%)
	0.354

	ASC-12
	3.3±4.5
	2.3±4.0
	0.154

	Dopaminergic symptoms
	28 (36.8%)
	35 (32.7%)
	0.336

	MAI
	18.7±11.5
	17.0±10.4
	0.309

	Pts using concomitant prophylaxis 
	24 (31.6)
	34 (31.8%)
	0.554

	Prior treatment failures 
	5.2±2.7
	3.6±2.0
	<0.001

	Pts with prior treatment failure to OnabotulinumtoxinA
	22 (29.0%)
	12 (11.2%)
	0.050

	Pts with >1 comorbidity
	48 (63.2%)
	68 (63.6%)
	0.539

	Pts with psychiatric comorbidities
	32 (42.1)
	24 (22.4%)
	0.004

	HIT-6
	65.6±10.4
	63.7±8.5
	0.206

	MIDAS 
	87.3±87.1
	68.7±63.6
	0.118

	MIBS-4
	8.7±3.5
	8.7±3.4
	0.836



Abbreviations: All, overall migraine population; HFEM, high-frequency episodic migraine; CM, chronic migraine; BMI, Body Mass Index; MHD, monthly headache days; MMD, monthly migraine days; MAI, analgesic doses taken per month; NRS, Numeric Rating Scale; UAS, unilateral cranial autonomic symptoms; CAPS, Cranial Autonomic Parasympathetic Symptom Scale; ASC-12, Allodynia Symptom Checklist; Dopaminergic symptoms, presence during prodromes, headache stage or postdromes of have at least one of the following symptoms: yawning, somnolence, nausea, vomiting, mood changes, fatigue or diuresis;  HIT-6, Headache Impact Test-6, MIDAS, Migraine Disability Assessment Scale; MIBS-4, Migraine Interictal Burden Scale-4.
- :  not applicable



Supplementary table 4. Demographic and clinical characteristics of the 34 patients with prior anti-CGRP mAb treatment failure among the 82 who completed the 12-week follow-up.
	Variables
	Number (%) or mean±SD
	

	
	All
	HFEM
	CM
	p-value

	Patients
	34
	9
	25
	

	Age, yrs
	44.5±14.0
	46.0±10.4
	44.0±15.2
	0.848

	Females
	30 (88.2)
	6 (66.7)
	24 (96.0)
	0.048

	BMI
	23.2±3.4
	24.5±3.8
	22.8±3.2
	0.333

	Age at onset, yrs
	13.6±5.6
	15.3±6.1
	13.0±5.5
	0.272

	MMD
	-
	10.9±1.9
	-
	-

	MHD
	-
	-
	25.3±4.8
	-

	NRS
	8.0±0.8
	8.2±1.0
	7.9±0.8
	0.539

	Medication overuse
	-
	-
	19 (76.0)
	-

	Medication overuse duration, yrs
	-
	-
	5.6±6.0
	-

	Unilateral pain
	5 (14.7)
	2 (22.2)
	3 (12.0)
	0.591

	UAS
	11 (32.4)
	2 (22.2)
	9 (36.0)
	0.682

	CAPS
	1.4±2.5
	1.3±1.8
	1.5±2.7
	0.979

	Allodynia
	8 (23.5)
	2 (22.2)
	6 (24.0)
	0.999

	ASC-12
	3.9±4.5
	3.4±5.5
	4.1±4.0
	0.274

	Dopaminergic symptoms
	12 (35.3)
	1 (11.1)
	11 (44.0)
	0.113

	MAI
	19.5±10.6
	10.4±5.3
	22.1±10.4
	0.006

	Pts using concomitant prophylaxis 
	12 (35.3)
	1 (11.1)
	11 (44.0)
	0.113

	Prior treatment failures 
	5.3±2.5
	4.3±0.5
	5.6±2.8
	0.395

	Pts with prior treatment failure to OnabotulinumtoxinA
	8 (23.5)
	0
	8 (32.0)
	-

	Pts with >1 comorbidity
	21 (61.8)
	5 (55.6)
	16 (64.0)
	0.704

	Pts with psychiatric comorbidities
	14 (41.2)
	3 (33.3)
	11 (44.0)
	0.702

	HIT-6
	67.3±7.6
	65.2±10.5
	68.0±6.4
	0.539

	MIDAS
	102.9±82.5
	78.4±77.8
	111.7±83.9
	0.094

	MIBS-4
	9.5±3.4
	8.2±3.8
	9.9±3.2
	0.208














Abbreviations: All, overall migraine population; HFEM, high-frequency episodic migraine; CM, chronic migraine; BMI, Body Mass Index; MHD, monthly headache days; MMD, monthly migraine days; MAI, analgesic doses taken per month; NRS, Numeric Rating Scale; UAS, unilateral cranial autonomic symptoms; CAPS, Cranial Autonomic Parasympathetic Symptom Scale; ASC-12, Allodynia Symptom Checklist; Dopaminergic symptoms, presence during prodromes, headache stage or postdromes of have at least one of the following symptoms: yawning, somnolence, nausea, vomiting, mood changes, fatigue or diuresis;  HIT-6, Headache Impact Test-6, MIDAS, Migraine Disability Assessment Scale; MIBS-4, Migraine Interictal Burden Scale-4.
- :  not applicable
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Supplementary table 1:  Baseline demographic and clinical characteristics of migraine patients stratified by diagnosis in the safety population (defi ned as  consecutive subjects enrolled in the study who received at least one dose of atogepant 60 mg).  

Variables  Number (%) or mean±SD   

All  HFEM  CM  p - value  

Patients  183  82  101  

Age,  yrs  46.1±15.0  47.8±13.3  46.1±15.0  0.444  

Females  154 (84.2)  65 (79.3)  89 (88.1)  0.103  

BMI  23.3±3.8  23.1±4.7  23.3±3.8  0.778  

Age at onset ,  yrs  16.6±9.0  17.5±8.0  16.6±9.0  0.195  

MMD  10.2 ±2.8  10.2±2.8  -  -  

MHD  22.7 ±6.1  -  22.7±6.1  -  

NRS  8 ±1.0  8.0±1.1  8±1.0  0.667  

Medication overuse  72 (71.3)  -  72 (71.3)  -  

Medication overuse duration , yrs  4.7 ±5.6  -  4.7±5.6  -  

Unilateral pain  29 (17.9)  14 (17.9)  15 (17.9)  0.988  

UAS  119  (65.0)  57 (69.5)  62 (61.4)  0.252  

CAPS  1.3±2.0  1±1.8  1.6±2.1  0.063  

Allodynia  21 (11.5)  5 (6.1)  16 (15.8))  0.040  

