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Abstract
Background
PROMISE-1 and PROMISE-2 evaluated the preventive efficacy, tolerability, and safety of eptinezumab, a calcitonin gene-related peptide–targeted monoclonal antibody, in adults with episodic (EM) and chronic migraine (CM), finding significant reductions in migraine frequency. This post hoc analysis compared patient-reported outcomes (PROs), health-related quality of life (HRQoL) and acute medication use in patients with a ≥ 75% migraine responder rate (MRR) after treatment with eptinezumab to patients with a ≥ 50– < 75% MRR.

Methods
PROMISE-1 and PROMISE-2 were phase 3, randomized, double-blind, placebo-controlled studies. This analysis included patients from both studies treated with eptinezumab 100 mg or 300 mg who experienced ≥ 75% and ≥ 50–< 75% MRR over Weeks 1–12 (wks1–12). In both studies, HRQoL was measured by the 36-item Short-Form Health Survey (SF-36) and acute medication usage. PROMISE-2 also included the 6-item Headache Impact Test (HIT-6), patient-identified most bothersome symptom (PI-MBS), and Patient Global Impression of Change (PGIC).

Results
In PROMISE-1, a total of 115/443 (26.0%; 100 mg, n = 49, 300 mg, n = 66) and 120/443 (27.0%; 100 mg, n = 61, 300 mg, n = 59) eptinezumab-treated patients achieved ≥ 75% and ≥ 50–< 75% MRR over wks1–12, respectively. In PROMISE-2, a total of 211/706 (30.0%; 100 mg, n = 95; 300 mg, n = 116) and 209/706 (29.6%; 100 mg, n = 110, 300 mg, n = 99) eptinezumab-treated patients achieved ≥ 75% and ≥ 50–< 75% MRR over wks1–12, respectively. EM and CM patients with ≥ 75% and ≥ 50–< 75% MRR over wks1–12 showed reduced use of acute headache medication and increased HRQoL to normative levels across SF-36 domains of bodily pain, social functioning, and physical functioning. In CM patients with ≥ 75% and ≥ 50–< 75% MRR over wks1–12, the mean change in HIT-6 total score with eptinezumab (pooled) was − 11.7 and − 7.6, respectively. “Very much” or “much” improvement responses were reported in 41.8% and 16.5% on PI-MBS and 36.2% and 20.0% on PGIC in ≥ 75% and ≥ 50–< 75% MRR, respectively.

Conclusion
Eptinezumab treatment induced a ≥ 75% MRR over wks1–12 in the majority of patients. This patient subgroup reported substantial improvements in PROs associated with headache-related life impact and HRQoL, and reductions in acute headache medication use, which were more marked than those in the ≥ 50–< 75% responders. This study supports the clinical meaningfulness of ≥ 75% MRR for patients with either EM or CM.

Trial registration
ClinicalTrials.​gov identifiers: NCT02559895 (PROMISE-1), NCT02974153 (PROMISE-2).

Supplementary Information
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Background
Eptinezumab is a monoclonal antibody against calcitonin gene-related peptide (CGRP) indicated for the preventive treatment of migraine in adults [1]. As a humanized immunoglobulin G1 (IgG1) antibody, eptinezumab rapidly and durably binds CGRP, thus providing sustained blockade of this key neuropeptide’s interaction with its receptor [2–4]. In the pivotal phase 3 PROMISE-1 and PROMISE-2 studies, eptinezumab 100 mg and 300 mg demonstrated rapid and sustained reductions in migraine frequency [5–8]. In both studies and at both dose levels, statistically significant reductions in mean monthly migraine days (MMDs) over Weeks 1–12, the primary efficacy endpoint, were achieved [5, 6]. Migraine preventive effects were observed early (> 50% reduction in migraine prevalence on the day following the initial dose versus the average in the screening period) and were sustained for the duration of the studies (PROMISE-1, 48 weeks; PROMISE-2, 24 weeks) [7, 8]. Benefits beyond reductions in migraine frequency were reported, including reductions in acute headache medication use and patient-reported improvements in functioning.
Two key secondary endpoints in both PROMISE studies were the percentage of patients achieving a ≥ 75% migraine responder rate (MRR) (i.e., reduction in MMDs) over Weeks 1–4 and Weeks 1–12 and a 50% MRR over Weeks 1–12. The proportion of patients who received eptinezumab 100 mg or 300 mg achieving ≥ 75% MRR at Week 12 was similar in both studies— ~ 26% in PROMISE-1 and ~ 30% in PROMISE-2—and was greater than that observed in the placebo groups (~ 16% in both studies). Similarly, the proportion of patients receiving either dosing scheme achieving a 50% response was ~ 53% (~ 16% difference from placebo) in PROMISE-1 and ~ 60% in PROMISE-2 (~ 20% difference from placebo). Whereas the clinical relevance of ≥ 75% MRR remains incompletely understood, it has been suggested previously that this threshold represents a “tipping point” in migraine prevention, with patients achieving ≥ 75% MRR in an eptinezumab study experiencing much greater improvements in patient-reported outcome measures than did patients with lower thresholds of response [9]. The objective of the present post hoc analysis of data from the two PROMISE studies was to measure the impact of the eptinezumab-induced ≥ 75% MRR on patient-reported outcomes including health-related quality of life (HRQoL) in PROMISE-1 and PROMISE-2 and compare it to the impact reported in patients experiencing a ≥ 50–< 75% MRR.
Methods
Data sources
The detailed methodology for PROMISE-1 (NCT02559895) [5] and PROMISE-2 (NCT02974153) [6] was published previously. Briefly, these studies were pivotal phase 3, parallel-group, randomized, double-blind, placebo-controlled trials that evaluated the preventive efficacy, tolerability, and safety of eptinezumab in adults with migraine. In both studies, patients received eptinezumab or placebo, administered intravenously (IV) over 30 min to 1 h every 12 weeks. In PROMISE-1, eptinezumab doses used were 30 mg, 100 mg, and 300 mg, while in PROMISE-2, eptinezumab doses used were 100 mg and 300 mg. For the purposes of this analysis, only patients receiving the approved 100 mg or 300 mg doses of eptinezumab were included; therefore, any “eptinezumab pooled” groups included those two dose levels. Response to the two doses was not significantly different in either study. Patients in PROMISE-1 received up to 4 doses of study medication and patients in PROMISE-2 received up to 2 doses. PROMISE-1 enrolled patients with episodic migraine (EM), and PROMISE-2 enrolled patients with chronic migraine (CM), with diagnostic assessment completed during the screening visit. A daily electronic diary (eDiary) was used throughout the 28-day screening period to confirm diagnosis and acute medication use at baseline. Patients who reported migraine or headache frequency outside the study inclusion criteria were considered protocol deviations but included in the analysis.
Outcomes and assessment
A daily eDiary was used throughout each study to obtain a daily report (irrespective of headache occurrence), and to capture the incidence and characteristics of headache and migraine events, as well as use of acute headache medication. Headache data were entered into the eDiary as they occurred and, after the resolution of a headache, the patient answered questions about the headache that allowed it to be classified as a migraine or non-migraine headache. For both studies, the primary outcome measure was the reduction in MMDs over the first 12 weeks of the study; secondary outcome measures included the percentage of patients achieving ≥ 75% MRR over Weeks 1–4 and Weeks 1–12 and ≥ 50% MRR over Weeks 1–12. These reductions in MMDs were calculated as the difference between the number of migraine days recorded in the eDiary during the baseline period and the average monthly number of migraine days recorded over the treatment interval. A similar method of analysis was used to calculate monthly headache days (MHDs). Days of acute headache medication use—defined as days with any combination analgesic, simple analgesic, or triptan use—were measured during the baseline period, and the mean change over Weeks 1–12 was calculated.
Both PROMISE-1 and PROMISE-2 also captured HRQoL as measured by the 36-item Short-Form Health Survey (SF-36; v2.0) [10, 11] at scheduled visits. The SF-36 measures HRQoL over the preceding 4 weeks in 8 key domains (vitality, physical functioning, bodily pain, general health perceptions, physical role functioning, emotional role functioning, social functioning, and mental health), which are also combined into mental component summary and physical component summary scores. Norm-based scores below 50 represent health status that is below the nationally derived mean of the US population. Of interest are the bodily pain, social functioning, and physical role functioning (role-physical) domains, as these were the most impacted domains at baseline in the full study populations [6, 7, 12].
Patients in PROMISE-2 also completed the following patient-reported outcome measures during visits: 6-Item Headache Impact Test (HIT-6) [13, 14], patient-identified most bothersome symptom (PI-MBS), and Patient Global Impression of Change (PGIC) [15]. The HIT-6 was administered at screening, Day 0, and each study visit through Week 32. Scores of ≥60 denote severe headache-related life impact, 56–59 indicate substantial headache-related life impact, 50–55 represent some headache-related life impact, and ≤ 49 demonstrate little or no headache-related life impact. PI-MBS was identified at screening, where patients described the most bothersome symptom they associated with their chronic migraine; from this information, the investigator categorized the symptom as well as noted the verbatim symptom on the assessment form at each visit. At Weeks 4, 8, 12, 16, 20, 24, and 32, patients were asked to rate the overall change in that symptom since study initiation, using a 7-item Likert-type scale ranging from “very much improved” to “very much worse”. Patients completed the PGIC during the same scheduled visits as PI-MBS (excluding baseline), using an identical rating scale. The PGIC involves a single question about the patient’s impression of the overall change in their disease status since the start of the study and encompasses multiple domains of health including activity limitations, symptoms, emotions, and overall quality of life.
Statistical analysis
This post hoc analysis included data from patients treated with eptinezumab 100 mg or 300 mg who were ≥ 75% or ≥ 50 –< 75% migraine responders over Weeks 1–12, meaning that they experienced a ≥ 75% or ≥ 50 –< 75% mean reduction from baseline in their MMD frequency over this period. Patients were analyzed within the treatment group to which they were randomly assigned.
For migraine endpoints based upon the eDiary (e.g., migraine days, headache days, etc.), missing data were imputed depending on patient compliance with the eDiary. If the eDiary was completed for ≥21 days in a 28-day study month, the observed frequency was normalized to 28 days. If the diary was completed for < 21 days, the results were a weighted function of the observed data for the current interval and the results for the previous interval, with the weight being proportional to the number of completed eDiary days. For acute headache medication use, if the eDiary was completed for ≥ 14 days in a 28-day study month, the observed frequency was normalized to 28 days; if the eDiary was completed for < 14 days, missing data were not imputed.
Descriptive statistics (including mean, standard deviation, and percentage) were used to report data; as this was a post hoc analysis, no formal tests for statistical significance were conducted. Analyses were performed using SAS software version 9.4 (SAS Institute, Inc., Cary, NC, USA).
Results
Patients
In PROMISE-1, a total of 115/443 (26.0%) eptinezumab-treated patients achieved ≥ 75% MRR over Weeks 1–12 (100 mg, n = 49; 300 mg, n = 66), and a total of 120/443 (27.1%) eptinezumab-treated patients achieved ≥ 50–< 75% MRR (100 mg, n = 61; 300 mg, n = 59). In PROMISE-2, a total of 211/706 (30.0%) eptinezumab-treated patients achieved ≥ 75% MRR over Weeks 1–12 (100 mg, n = 95; 300 mg, n = 116), and a total of 209/706 (29.6%) eptinezumab-treated patients achieved ≥ 50–< 75% MRR (100 mg, n = 110; 300 mg, n = 99). Demographic and baseline clinical characteristics of eptinezumab-treated patients with a ≥ 75% or a ≥ 50–< 75% MRR are presented in Table 1. In general, the dose groups were well matched with regard to baseline characteristics in each study. The mean age of all patients in this analysis was ~ 40 years, with the majority being female (567/655; 86.6%) and white (601/655; 91.8%).
Table 1Baseline demographics and characteristics of eptinezumab-treated ≥ 50–< 75% and ≥ 75% migraine responders


	 	Eptinezumab 100 mg
	Eptinezumab 300 mg
	Eptinezumab Pooled

	PROMISE-1 (EM)
	≥ 50–< 75%
N = 61
	≥ 75%
N = 49
	≥ 50–< 75%
N = 59
	≥ 75%
N = 66
	≥ 50–< 75%
N = 120
	≥ 75%
N = 115

	Mean age, years (SD)
	40.5 (10.09)
	39.1 (12.18)
	40.1 (13.03)
	40.1 (11.21)
	40.3 (11.58)
	39.7 (11.59)

	Sex, n (%)

	 Female
	47 (77.0%)
	39 (79.6%)
	52 (88.1%)
	57 (86.4%)
	99 (82.5%)
	96 (83.5%)

	 Male
	14 (23.0%)
	10 (20.4%)
	7 (11.9%)
	9 (13.6%)
	21 (17.5%)
	19 (16.5%)

	Race, n (%)

	 White
	53 (86.9%)
	43 (87.8%)
	52 (88.1%)
	58 (87.9%)
	105 (87.5%)
	101 (87.8%)

	 Black or African American
	6 (9.8%)
	2 (4.1%)
	5 (8.5%)
	7 (10.6%)
	11 (9.2%)
	9 (7.8%)

	 Other
	2 (3.3%)
	4 (8.2%)
	2 (3.4%)
	1 (1.5%)
	4 (3.3%)
	5 (4.3%)

	Mean (SD) BMI, kg/m2
	29.5 (6.56)
	28.0 (7.48)
	27.4 (6.59)
	29.8 (7.28)
	28.4 (6.63)
	29.0 (7.39)

	Mean (SD) age at diagnosis, years
	23.4 (11.50)
	19.9 (9.24)
	22.7 (10.28)
	21.0 (9.39)
	23.1 (10.88)
	20.5 (9.30)

	Mean (SD) duration of migraine diagnosis, years
	17.0 (12.16)
	19.3 (10.99)
	17.4 (13.10)
	19.0 (11.22)
	17.2 (12.58)
	19.1 (11.07)

	Mean (SD) baseline migraine days
	8.3 (2.66)
	8.8 (2.85)
	9.0 (2.79)
	8.5 (2.86)
	8.7 (2.73)
	8.6 (2.84)

	Mean (SD) baseline headache days
	9.2 (2.77)
	10.0 (2.65)
	10.0 (2.74)
	10.4 (3.32)
	9.6 (2.77)
	10.3 (3.05)

	PROMISE-2 (CM)
	≥ 50–< 75%
N = 110
	≥ 75%
N = 95
	≥ 50–< 75%
N = 99
	≥ 75%
N = 116
	≥ 50–< 75%
N = 209
	≥ 75%
N = 211

	Mean age, years (SD)
	38.3 (11.37)
	43.9 (11.18)
	42.1 (10.95)
	41.1 (10.06)
	40.1 (11.31)
	42.3 (10.64)

	Sex, n (%)

	 Female
	98 (89.1%)
	80 (84.2%)
	92 (92.9%)
	102 (87.9%)
	190 (90.9%)
	182 (86.3%)

	 Male
	38.3 (11.37)
	15 (15.8%)
	7 (7.1%)
	14 (12.1%)
	19 (9.1%)
	29 (13.7%)

	Race, n (%)

	 White
	106 (96.4%)
	90 (94.7%)
	91 (91.9%)
	108 (93.1%)
	197 (94.3%)
	198 (93.8%)

	 Black or African American
	4 (3.6%)
	5 (5.3%)
	6 (6.1%)
	6 (5.2%)
	10 (4.8%)
	11 (5.2%)

	 Other
	0
	0
	2 (2.0%)
	2 (1.7%)
	2 (1.0%)
	2 (0.9%)

	Mean (SD) BMI, kg/m2
	25.4 (4.77)
	26.3 (4.11)
	25.9 (4.25)
	26.5 (4.87)
	25.6 (4.53)
	26.4 (4.53)

	Mean (SD) age at diagnosis, years
	20.7 (9.39)
	24.1 (10.13)
	22.0 (9.52)
	23.0 (9.43)
	21.3 (9.46)
	23.5 (9.74)

	Mean (SD) duration of migraine diagnosis, years
	17.7 (11.02)
	19.7 (12.43)
	20.1 (12.71)
	18.1 (11.25)
	18.8 (11.88)
	18.8 (11.80)

	Mean (SD) duration of chronic migraine, years
	10.4 (11.19)
	10.3 (12.30)
	13.2 (12.38)
	10.8 (11.01)
	11.7 (11.82)
	10.6 (11.58)

	Mean (SD) baseline migraine days
	16.1 (4.43)
	15.7 (4.18)
	15.5 (4.64)
	15.0 (4.42)
	15.8 (4.53)
	15.3 (4.32)

	Mean (SD) baseline headache days
	20.2 (3.01)
	19.6 (2.54)
	19.8 (3.09)
	20.0 (3.11)
	20.0 (3.05)
	19.8 (2.86)

	Medication-overuse headache diagnosis, n (%)
	46 (41.8%)
	38 (40.0%)
	47 (47.5%)
	44 (37.9%)
	93 (44.5%)
	82 (38.9%)


A ≥ 50–< 75% migraine responder was defined as a patient who achieved a ≥ 50–< 75% reduction in mean monthly migraine days over Weeks 1–12. A ≥ 75% migraine responder was defined as a patient who achieved a ≥ 75% reduction in mean monthly migraine days over Weeks 1–12. BMI, body mass index; CM, chronic migraine; EM, episodic migraine; SD, standard deviation



Maintenance and consistency of ≥ 75% and ≥ 50–< 75% migraine response
In PROMISE-1, > 70% of eptinezumab-treated patients with ≥ 75% MRR over Weeks 1–12 maintained that response in the 12 weeks after the second, third, and/or fourth infusions; for those with ≥ 50–< 75% MRR over Weeks 1–12, ~ 20–43% of eptinezumab-treated patients maintained that response and ~ 38–59% exceeded or improved to ≥ 75% MRR. In PROMISE-2, > 80% of eptinezumab-treated patients maintained ≥ 75% MRR in the 12 weeks after the second infusion. In addition, ~ 36–38% of eptinezumab patients with ≥ 50–< 75% MRR over Weeks 1–12 maintained that response and ~ 37–42% exceeded or improved to a ≥ 75% MRR (Fig. 1).
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Fig. 1Maintenance of treatment response in Weeks 13–24 based on the migraine response rate in Weeks 1–12 in PROMISE-1 and PROMISE-2 (pooled): (A) Percentage of eptinezumab-treated patients maintaining ≥ 75% or ≥ 50–< 75% migraine response during the first infusion (Weeks 1–12) and (B) Percentage of eptinezumab-treated patients maintaining ≥ 50–< 75% migraine response maintaining response in Weeks 13–24


For patients with ≥ 75% MRR over Weeks 1–12, most (312/326 [95.7%]) experienced ≥ 75% MRR for ≥2 of the 3 study months (i.e., 4-week intervals) (Fig. 2; Additional file 1) and nearly 60% (195/326 [59.8%]) maintaining a ≥ 75% MRR for all 3 study months of the first infusion interval (i.e., Weeks 1–12). For patients with ≥ 50–< 75% MRR over Weeks 1–12, 47.1% (155/329) maintaining a ≥ 50–< 75% MRR for at least 2 of the 3 study months, and 20.7% [68/329]) of patients with ≥ 50–< 75% MRR over Weeks 1–12 maintaining a ≥ 50–< 75% MRR less than 1 month out of the 3 study months.
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Fig. 2Number of study months eptinezumab-treated patients maintained same monthly migraine response achieved in Weeks 1–12. Percentage of ≥ 75% migraine responders in (A) PROMISE-1 and (B) PROMISE-2 and percentage of ≥ 50–< 75% migraine responders in (C) PROMISE-1 and (D) PROMISE-2. CM, chronic migraine; EM, episodic migraine; Epti, eptinezumab


Changes in MMDs for eptinezumab-treated ≥ 75% and ≥ 50–< 75% migraine responders
In each study, baseline migraine frequency (MMDs) was similar across treatment groups, averaging 8.6 days in PROMISE-1 and 15.3 days in PROMISE-2 for ≥ 75% migraine responders, and 8.7 days in PROMISE-1 and 15.8 days in PROMISE-2 for ≥ 50–< 75% migraine responders (Table 1).
Whereas most (85.2% [98/115]) eptinezumab-treated ≥ 75% migraine responders in PROMISE-1 experienced 6–20 MMDs at baseline, none experienced > 4 MMDs over the 12 weeks following the initial dose and 8.7% (10/115) experienced no MMDs during Weeks 1–12. The mean (standard deviation) migraine frequency over Weeks 1–12 was 1.2 (0.84) MMDs. Most (86.7% [104/120]) eptinezumab-treated ≥50–< 75% migraine responders in PROMISE-1 also experienced 6–20 MMDs at baseline, 75.8% (91/120) experienced 1–4 MMDs and 24.2% (29/120) experienced > 4 MMDs during Weeks 1–12. The mean (standard deviation) migraine frequency over Weeks 1–12 was 3.3 (1.26) MMDs.
Most (86.3% [182/211]) eptinezumab-treated ≥ 75% migraine responders in PROMISE-2 experienced 9–20 MMDs, and 10.0% (21/211) experienced ≥21 MMDs at baseline; 95.2% (201/211) experienced 4 or fewer MMDs over the 12 weeks following the initial dose. Most (82.9% [175/211]) experienced only 1–4 and 12.3% (26/211) experienced no MMDs during this period. The mean (standard deviation) migraine frequency over Weeks 1–12 was 1.7 (1.32) MMDs. Most (80.4% [168/209]) eptinezumab-treated ≥ 50–< 75% migraine responders experienced 9–20 MMDs, 16.3% (34/209) experienced ≥21 MMDs, and 3.3% (7/209) experienced 6–8 MMDs at baseline. Over the 12 weeks following the initial dose, most (79.9% [167/120) patients experienced > 4 MMD, and 20.1% (42/209) experienced 2–4 MMD. The mean (standard deviation) migraine frequency over Weeks 1–12 was 6.1 (2.11) MMDs.
Changes in MHDs for eptinezumab-treated ≥ 75% and ≥ 50–< 75% migraine responders
In each study, baseline headache frequency (MHDs) was similar across treatment groups, averaging 10.3 days in PROMISE-1 and 19.8 days in PROMISE-2 in eptinezumab-treated patients with ≥ 75% MRR, and 9.6 days in PROMISE-1 and 20.0 days in PROMISE-2 in eptinezumab-treated patients with ≥ 50–< 75% MRR (Table 1).
Most (60.0% [69/115]) ≥ 75% migraine responders in PROMISE-1 experienced 9–14 MHDs at baseline; 5.2% (6/115) experienced ≤5 MHDs, 25.2% (29/115) experienced 6–8 MHDs, 8.7% (10/115) experienced 15–20 MHDs, and 0.9% (1/115) experienced ≥21 MHDs. Over the 12 weeks following the initial dose, only 12.2% (14/115) experienced > 4 MHDs; most (82.6% [95/115]) experienced 1–4, and 5.2% (6/115) experienced no MHDs during this time period. Most (61.7% [74/120]) ≥ 50–< 75% migraine responders also experienced 9–14 MHDs at baseline; 9.2% (11/120) experienced ≤5 MHDs, 25.8% (31/120) experienced 6–8 MHDs, 3.3% (4/120) experienced 15–20 MHDs, and 0 experienced ≥21 MHDs. Over the 12 weeks following the initial dose, 50.0% (60/120) experienced > 4 MHDs; the other half (50.0% [60/120]) experienced 1–4 MHDs.
Whereas most (64.0% [135/211]) ≥ 75% migraine responders experienced 15–20 MHDs and 36.0% (76/211) experienced ≥21 MHDs at baseline, in PROMISE-2 more than 40% (41.7% [88/211]) experienced ≤4 MHDs over the 12 weeks following the initial dose. The remainder (58.3% [123/211]) experienced more than 4 MHDs during this time period. Most (59.8% [125/209]) ≥ 50–< 75% migraine responders in PROMISE-2 experienced 15–20 MHDs, 39.2% (82/209) experienced ≥21 MHDs, and 1.0% (2/209) experienced 9–14 MHDs at baseline. Most (97.6% [204/209]) experienced > 4 MHDs over the 12 weeks following the initial dose. The remainder (2.4% [5/209]) experienced 3–4 MHDs during this time period.
Acute headache medication use and patient-reported outcomes in eptinezumab-treated ≥ 75% and ≥ 50–< 75% migraine responders
Eptinezumab-treated patients who experienced ≥ 75% or ≥ 50–< 75% MRR during Weeks 1–12 demonstrated reduced use of combination and simple analgesics, as well as triptans, during that same period (Fig. 3), with ≥ 75% responders experiencing, on average, fewer acute headache medication days. For ≥ 75% and ≥ 50–< 75% migraine responders in PROMISE-2, the greatest reduction in acute headache medication use was for triptans (− 8.4 and − 6.3 triptan days, respectively).
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Fig. 3Changes in days of acute headache medication use over Weeks 1–12 in eptinezumab-treated ≥ 75% migraine responders in (A) PROMISE-1 and (B) PROMISE-2 and in ≥ 50–< 75% migraine responders in (C) PROMISE-1 and (D) PROMISE-2. Analyses for each medication are limited to patients who used that medication during the 28-day baseline period. A ≥ 75% or ≥ 50–< 75% migraine responder was defined as a patient who achieved a ≥ 75% or ≥ 50–< 75% reduction in mean monthly migraine days over Weeks 1–12. CM, chronic migraine; EM, episodic migraine; Epti, eptinezumab.


Eptinezumab-treated ≥ 75% and ≥ 50–< 75% migraine responders in PROMISE-1 (EM) generally reported scores of approximately 50 across the SF-36 domains of bodily pain, social functioning, and role-physical at baseline (Table 2). At Week 12, mean scores improved by 6.2 points for bodily pain, 2.6 points for social functioning, and 4.3 points for role-physical domains for ≥ 75% migraine responders, while scores improved by 5.9 points for bodily pain, 3.0 points for social functioning, and 2.3 points for role-physical domains for ≥ 50–< 75% migraine responders. Eptinezumab-treated ≥ 75% and ≥ 50–< 75% migraine responders in PROMISE-2 (CM) generally reported severely impacted HRQoL (SF-36 domain scores below 1–2 standard deviations below the mean) at baseline. At Week 12, SF-36 scores across the domains increased 9.8 points for bodily pain, 8.2 points for social functioning, and 7.9 points for role-physical domains, resulting in mean scores of ~ 50 for ≥ 75% migraine responders. At Week 12, SF-36 scores across the domains increased 5.6 points for bodily pain, 5.4 points for social functioning, and 6.0 points for role-physical domains for ≥ 50–< 75% migraine responders.
Table 2Change from baseline to Week 12 in SF-36 bodily pain, social functioning, and role-physical domains in eptinezumab-treated ≥ 75% and ≥ 50–< 75% migraine responders


	 	Eptinezumab 100 mg
	Eptinezumab 300 mg
	Eptinezumab Pooled

	PROMISE-1 (EM)
	≥ 50–< 75%
N = 61
	≥ 75%
N = 49
	≥ 50–< 75%
N = 59
	≥ 75%
N = 66
	≥ 50–< 75%
N = 120
	≥ 75%
N = 115

	Bodily pain

	 Baseline, mean (SD)
	45.8 (8.88)
	46.2 (9.95)
	46.5 (9.71)
	48.5 (9.30)
	46.1 (9.27)
	47.5 (9.60)

	 Week 12, mean (SD)
	51.2 (8.99)
	52.7 (8.26)
	52.5 (7.86)
	54.7 (7.20)
	51.8 (8.46)
	53.9 (7.70)

	 Change from baseline, mean (SD)
	5.8 (8.24)
	6.7 (7.83)
	6.1 (8.19)
	5.9 (7.66)
	5.9 (8.18)
	6.2 (7.71)

	Social functioning

	 Baseline, mean (SD)
	48.6 (9.37)
	50.6 (8.22)
	50.4 (8.98)
	51.4 (8.06)
	49.5 (9.19)
	51.1 (8.10)

	 Week 12, mean (SD)
	51.5 (8.97)
	53.9 (5.08)
	52.8 (6.97)
	53.9 (6.26)
	52.1 (8.07)
	53.9 (5.77)

	 Change from baseline, mean (SD)
	3.3 (9.96)
	3.2 (7.49)
	2.6 (8.26)
	2.2 (7.14)
	3.0 (9.15)
	2.6 (7.28)

	Role-physical

	 Baseline, mean (SD)
	49.8 (7.61)
	49.1 (8.90)
	49.7 (7.75)
	50.1 (7.91)
	49.8 (7.64)
	49.7 (8.32)

	 Week 12, mean (SD)
	51.2 (6.92)
	53.8 (6.57)
	52.8 (5.71)
	54.2 (5.04)
	52.0 (6.39)
	54.0 (5.72)

	 Change from baseline, mean (SD)
	1.5 (7.86)
	4.7 (7.91)
	3.1 (6.56)
	3.9 (7.50)
	2.3 (7.28)
	4.3 (7.65)

	PROMISE-2 (CM)
	≥ 50–< 75%
N = 110
	≥ 75%
N = 95
	≥ 50–< 75%
N = 99
	≥ 75%
N = 116
	≥ 50–< 75%
N = 209
	≥ 75%
N = 211

	Bodily pain

	 Baseline, mean (SD)
	40.6 (10.25)
	40.1 (9.60)
	40.5 (8.97)
	40.1 (9.40)
	40.5 (9.64)
	40.1 (9.47)

	 Week 12, mean (SD)
	45.8 (8.81)
	49.2 (8.14)
	46.8 (7.80)
	50.2 (7.57)
	46.3 (8.35)
	49.7 (7.82)

	 Change from baseline, mean (SD)
	5.1 (8.22)
	9.4 (9.66)
	6.2 (8.37)
	10.1 (9.21)
	5.6 (8.29)
	9.8 (9.39)

	Social functioning

	 Baseline, mean (SD)
	43.7 (9.36)
	42.6 (10.82)
	44.0 (10.05)
	43.0 (9.65)
	43.8 (9.67)
	42.8 (10.17)

	 Week 12, mean (SD)
	49.1 (7.42)
	51.1 (6.83)
	49.0 (7.48)
	51.1 (7.42)
	49.1 (7.43)
	51.1 (7.15)

	 Change from baseline, mean (SD)
	5.3 (7.41)
	8.4 (9.50)
	5.5 (7.68)
	8.0 (9.14)
	5.4 (7.52)
	8.2 (9.28)

	Role-physical

	 Baseline, mean (SD)
	42.5 (8.52)
	42.3 (9.04)
	42.4 (9.15)
	42.2 (8.72)
	42.4 (8.80)
	42.2 (8.84)

	 Week 12, mean (SD)
	48.1 (7.61)
	49.4 (6.79)
	48.7 (7.51)
	50.7 (6.93)
	48.4 (7.55)
	50.1 (6.88)

	 Change from baseline, mean (SD)
	5.5 (7.05)
	7.1 (9.74)
	6.5 (7.74)
	8.6 (8.67)
	6.0 (7.38)
	7.9 (9.17)


A ≥ 75% or ≥ 50–< 75% migraine responder was defined as a patient who achieved a ≥ 75% or ≥ 50–< 75% reduction in mean monthly migraine days over Weeks 1–12. CM, chronic migraine; EM, episodic migraine; SD, standard deviation; SF-36, 36-item Short-Form Health Survey (v2.0)



HIT-6 data from PROMISE-2 indicate that eptinezumab-treated patients who experienced a ≥ 75% MRR during Weeks 1–12 had reduced HIT-6 total scores at Week 12, with the mean (SD) change from baseline being − 11.7 (8.19) in the combined eptinezumab groups (N = 211). The magnitude of the observed change is nearly double that which is believed to be clinically meaningful in patients with migraine (i.e., change of − 5) or chronic migraine (i.e., change of − 6) [16, 17]. The frequency of severe headache pain (HIT-6 item 1) was lower at Week 12 than at baseline in eptinezumab-treated ≥ 75% migraine responders, with only 18.0% (38/211) reporting that headache pain was very often or always severe at Week 12, compared to 60.7% (128/211) at baseline (Fig. 4). In addition, HIT-6 total scores at Week 12 indicated that headache had little-to-no life impact (score ≤ 49) in more than one-third (36.0% [76/211]) of eptinezumab-treated ≥ 75% migraine responders. Eptinezumab-treated patients who experienced ≥ 50–< 75% MRR during Weeks 1–12 also had reduced HIT-6 total scores at Week 12, with the mean (SD) change from baseline being − 7.6 (6.08) in the combined eptinezumab groups (N = 209). The frequency of severe headache pain (HIT-6 item 1) was lower at Week 12 than at baseline in eptinezumab-treated ≥ 50–< 75% migraine responders, with only 28.7% (60/209) reporting that headache pain was very often or always severe at Week 12, compared to 63.2% (132/209) at baseline (Fig. 4). HIT-6 total scores at Week 12 indicated that headache only had little-to-no life impact (score ≤ 49) in 10.0% (21/209) of patients, with 45.5% (95/209) of patients indicating that headache had severe life impact (score ≥ 60).
[image: ]
Fig. 4Responses to HIT-6 item 1 (severe pain) in eptinezumab-treated patients maintaining ≥ 75% migraine response over Weeks 1–12 in PROMISE-2 at (A) baseline and (B) Week 12 and those maintaining ≥ 50–< 75% migraine response over Weeks 1–12 in PROMISE-2 at (C) baseline and (D) Week 12. Item 1 of the 6-item Headache Impact Test (HIT-6) asked “When you have headaches, how often is the pain severe?” A ≥ 75% or ≥ 50–< 75% migraine responder was defined as a patient who achieved a ≥ 75% or ≥ 50–< 75% reduction in mean monthly migraine days over Weeks 1–12. Epti, eptinezumab


Changes in PI-MBS and PGIC in eptinezumab-treated ≥ 75% and ≥ 50–< 75% migraine responders in PROMISE-2 are summarized in Table 3. A total of 87/208 (41.8%) eptinezumab-treated ≥ 75% migraine responders reported that their PI-MBS was “very much improved” at Week 12. Similarly, 75/207 (36.2%) eptinezumab-treated ≥ 75% MRR patients described their condition as “very much improved” on the PGIC at Week 12. In eptinezumab-treated ≥ 50–< 75% migraine responders, a total of 33/200 (16.5%) reported that their PI-MBS was “very much improved” at Week 12, and a total of 40/200 (20.0%) described their condition as “very much improved” on the PGIC at Week 12.
Table 3PI-MBS and PGIC ratings at Week 12 in eptinezumab-treated ≥ 75% and ≥ 50–< 75% migraine responders (PROMISE-2; eptinezumab pooled)


	 	PI-MBS
	PGIC

	≥ 50–< 75%
	≥ 75%
	≥ 50–< 75%
	≥ 75%

	n
	200
	208
	200
	207

	Very much improved
	33 (16.5%)
	87 (41.8%)
	40 (20.0%)
	75 (36.2%)

	Much improved
	101 (50.5%)
	90 (43.3%)
	99 (49.5%)
	103 (49.8%)

	Minimally improved
	46 (23.0%)
	21 (10.1%)
	40 (20.0%)
	16 (7.7%)

	No change
	14 (7.0%)
	5 (2.4%)
	17 (8.5%)
	10 (4.8%)

	Minimally worse
	5 (2.5%)
	5 (2.4%)
	2 (1.0%)
	3 (1.4%)

	Much worse
	1 (0.5%)
	0
	2 (1.0%)
	0


A ≥ 75% or ≥ 50–< 75% migraine responder was defined as a patient who achieved a ≥ 75% or ≥ 50–< 75% reduction in mean monthly migraine days over Weeks 1–12. PGIC, Patient Global Impression of Change; PI-MBS, patient-identified most bothersome symptom



Discussion
The results of this post hoc analysis provide evidence of the benefits beyond reduction in MMD that are associated with an MRR of ≥ 75%, and suggest that monitoring reductions in migraine frequency, in concert with simple questioning about overall status, PI-MBS, and problems related to functioning, provides extensive evidence of the benefits of treatment. For patients with EM and CM, mean monthly migraine frequency was < 2 MMDs when experiencing ≥ 75% MRR with eptinezumab, while patients experiencing ≥ 50–< 75% MRR with eptinezumab had monthly migraine frequencies of 3.3 MMDs in patients with EM and 6.1 MMDs in patients with CM. Benefits associated with ≥ 75% MRR in this analysis included reductions in acute medication use and improvements in patient-reported outcome measures designed to assess headache impact, status of PI-MBS, overall disease status, and HRQoL. While patients with ≥ 50–< 75% MRR experienced reductions in acute medication use and improvements in patient-reported outcome measures, changes were not as substantial as those with ≥ 75% MRR. Changes in HIT-6 scores indicate that eptinezumab-treated ≥ 75% migraine responders recognized a reduction in daily headache-related impact and pain severity, and those in SF-36 domain scores captured increases to normative levels for bodily pain, social functioning, and physical role functioning. Changes in HIT-6 scores indicate that eptinezumab-treated ≥ 50–< 75% migraine responders still experience clinically meaningful changes in HIT-6 scores both for episodic migraine (i.e., change of − 5) and chronic migraine (i.e., change of − 6) [16, 17], albeit a lower reduction in migraine frequency than exhibited in ≥ 75% migraine responders (− 7.6 versus − 11.7). Changes in PGIC scores provided further evidence of the improvement in patients’ perception of their condition in those patients experiencing ≥ 75% MRR. Fewer eptinezumab-treated patients experiencing ≥ 50–< 75% MRR indicated “very much improved” on the PGIC, and more reported “no change” or “minimally improved” than those experiencing ≥ 75% MRR. As the ≥ 75% migraine responder rate was largely sustained after repeated dosing in both studies (80% through the fourth infusion [48 weeks] in PROMISE-1 and 85% through the second infusion [24 weeks] in PROMISE-2), it is conceivable that improvements in HRQoL would persist long-term as well. Previously, HIT-6 analysis of PROMISE-2 showed improvements of HIT-6 were sustained up to 8 months, well beyond the duration of the study [18]. Comparatively, 20–43% maintained but 38–59% exceeded the ≥ 50–< 75% MRR through the fourth infusion [48 weeks] in PROMISE-1, with 36–38% maintaining and 37–42% improving through the second infusion [24 weeks] in PROMISE-2. These data suggest that the lower frequency of the ≥ 50– > 75% MRR may be due to patients improving to the ≥ 75% MRR.
It is notable that the high rate of achievement of ≥ 75% MRR with eptinezumab in PROMISE-1 (26.0% of patients who received eptinezumab 100 mg or 300 mg) was accomplished with monotherapy. Monotherapy is desirable since it may limit some of the untoward effects that could occur with the use of multiple preventive treatments and agrees with current recommendations for migraine prevention [19, 20].
As this was a post hoc analysis, the limitations of which are widely recognized, additional prospective studies are needed to confirm all findings.
Conclusion
In this post hoc analysis of data from PROMISE-1 and PROMISE-2, the attainment of ≥ 75% MRR was associated with substantial improvements in patient-reported headache-related life impact, patient perception of disease status, and patients’ self-identified most bothersome migraine-associated symptom, as well as a reduction in use of acute headache medication, which were more marked than those with ≥ 50- < 75% MRR. This study supports the clinical meaningfulness of ≥ 75% MRR for patients with either episodic or chronic migraine.
Acknowledgements
The authors thank Mary Tom, PharmD, and Nicole Coolbaugh, CMPP, of the Medicine Group, LLC (New Hope, PA, USA) for providing medical writing support in accordance with Good Publication Practice guidelines, which was funded by H. Lundbeck A/S (Copenhagen, Denmark).

Authors’ contributions
RBL, LC, CT, TB, and RC contributed to the conception and design of the study or data acquisition. JH performed the statistical analyses, and all authors contributed to interpretation of the data. All authors reviewed and provided critical revision of all manuscript drafts for important intellectual content, as well as read and approved the final manuscript for submission.

Funding
Sponsored and funded by H. Lundbeck A/S. The sponsor participated in the design and conduct of the study; data collection, management, analysis, and interpretation; and preparation, review, and approval of the manuscript. All statistical analyses were performed by a contracted research organization and were directed or designed by Pacific Northwest Statistical Consulting under contractual agreement with H. Lundbeck A/S. All authors and H. Lundbeck A/S prepared, reviewed, and approved the manuscript and made the decision to submit the manuscript for publication. Editorial support for the development of this manuscript was funded by H. Lundbeck A/S.

Availability of data and materials
In accordance with EFPIA’s and PhRMA’s “Principles for Responsible Clinical Trial Data Sharing” guidelines, Lundbeck is committed to responsible sharing of clinical trial data in a manner that is consistent with safeguarding the privacy of patients, respecting the integrity of national regulatory systems, and protecting the intellectual property of the sponsor. The protection of intellectual property ensures continued research and innovation in the pharmaceutical industry. Deidentified data are available to those whose request has been reviewed and approved through an application submitted to https://​www.​lundbeck.​com/​global/​our-science/​clinical-data-sharing.

Declarations
Ethics approval and consent to participate
Approval for each study was provided by the independent ethics committee or institutional review board of the study sites. The studies were each conducted in accordance with Good Clinical Practice guidelines, the principles of the Declaration of Helsinki, and all applicable regulatory requirements. Patients provided written informed consent prior to initiation of any study procedures.

Consent for publication
Not applicable.

Competing interests
RL: Receives or has received, as a consultant and/or advisory panel member, honoraria from Lundbeck Seattle BioPharmaceuticals, Allergan, American Academy of Neurology, American Headache Society, Amgen, Biohaven Pharmaceuticals, BioVision, Boston Scientific, Dr. Reddy’s Laboratories, electroCore Medical, Eli Lilly, eNeura Therapeutics, GlaxoSmithKline, Merck, Pernix, Pfizer, Supernus, Teva Pharmaceuticals, Trigemina, Vector, and Vedanta; received compensation from eNeura and Biohaven Pharmaceuticals, has stock or stock options in Biohaven Pharmaceuticals; receives research support from Amgen, Migraine Research Foundation, and National Headache Foundation.
LC: Received personal compensation for serving as a consultant for Alder/Lundbeck, Allergan/AbbVie, Biohaven, Satsuma and Teva; is on the advisory panel for Ctrl M Health (stock); served as an Expert Witness for Vaccine Injury Compensation Program; non-compensated Associated Editor with Headache; non-compensated relationship as Board Member at Large with Alliance for Headache Disorders Advocacy.
CT: Received honoraria for participation in advisory boards for Allergan, electroCore, Eli Lilly, Novartis, and Teva; speaker for Allergan, Eli Lilly, Novartis, and Teva; PI or collaborator in clinical trials sponsored by Alder, Amgen, Eli Lilly, and Teva; received grants from European Commission, the Italian Ministry of Health, and the Italian Ministry of University.
TB: Full-time employee of and stock owner in Lundbeck.
JH: Full-time employee of Pacific Northwest Statistical Consulting, Inc., a contracted service provider of biostatistical resources for Lundbeck.
RC: Full-time employee of Lundbeck or one of its subsidiary companies at the time of the study and manuscript development.


References
	1.
VYEPTI (2021) package insert. Lundbeck Seattle BioPharmaceuticals, Inc., Bothell, WA

	2.
Garcia-Martinez LF, Raport CJ, Ojala EW, Dutzar B, Anderson K, Stewart E, Kovacevich B, Baker B, Billgren J, Scalley-Kim M, Karasek C, Allison D, Latham JA (2020) Pharmacologic characterization of ALD403, a potent neutralizing humanized monoclonal antibody against the calcitonin gene-related peptide. JPET 374(1):93–103. https://​doi.​org/​10.​1124/​jpet.​119.​264671Crossref

	3.
Baker B, Schaeffler B, Cady R, Latham J, Whitaker T, Smith J (2017) Rational design of a monoclonal antibody (mAB) inhibiting calcitonin gene-related peptide (CGRP), ALD403, intended for the prevention of migraine (p2.155). Neurology 88(16 supplement):p2.155

	4.
Baker B, Schaeffler B, Beliveau M, Rubets I, Pederson S, Trinh M, Smith J, Latham J (2020) Population pharmacokinetic and exposure-response analysis of eptinezumab in the treatment of episodic and chronic migraine. Pharmacol Res Perspect 8(2):e00567. https://​doi.​org/​10.​1002/​prp2.​567CrossrefPubMedPubMedCentral

	5.
Ashina M, Saper J, Cady R, Schaeffler B, Biondi DM, Hirman J et al (2020) Eptinezumab in episodic migraine: a randomized, double-blind, placebo-controlled study (PROMISE-1). Cephalalgia 40(3):241–254. https://​doi.​org/​10.​1177/​0333102420905132​CrossrefPubMedPubMedCentral

	6.
Lipton RB, Goadsby PJ, Smith J, Schaeffler BA, Biondi DM, Hirman J, Pederson S, Allan B, Cady R (2020) Efficacy and safety of eptinezumab in patients with chronic migraine. PROMISE-2. Neurology 94(13):e1365–e1377. https://​doi.​org/​10.​1212/​WNL.​0000000000009169​CrossrefPubMedPubMedCentral

	7.
Smith TR, Janelidze M, Chakhava G, Cady R, Hirman J, Allan B et al (2020) Eptinezumab for the prevention of episodic migraine: sustained effect through 1 year of treatment in the PROMISE-1 study. Clin Ther 42(12):2254–2265.e2253. https://​doi.​org/​10.​1016/​j.​clinthera.​2020.​11.​007CrossrefPubMed

	8.
Silberstein S, Diamond M, Hindiyeh NA, Biondi DM, Cady R, Hirman J, Allan B, Pederson S, Schaeffler B, Smith J (2020) Eptinezumab for the prevention of chronic migraine: efficacy and safety through 24 weeks of treatment in the phase 3 PROMISE-2 (prevention of migraine via intravenous ALD403 safety and efficacy–2) study. J Headache Pain 21(1):120. https://​doi.​org/​10.​1186/​s10194-020-01186-3CrossrefPubMedPubMedCentral

	9.
Cady R, Lipton RB (2018) Qualitative change in migraine prevention? Headache 58(7):1092–1095. https://​doi.​org/​10.​1111/​head.​13354CrossrefPubMed

	10.
Ware JE, Kosinski M (1997) The SF-36 Health Survey (Version 2.0) Technical Note. MA: Health Assessment Lab, September 20, 1996 (updates September 27, Boston

	11.
Ware JE Jr (2000) SF-36 health survey update. Spine (Phila Pa 1976) 25(24):3130–3139. https://​doi.​org/​10.​1097/​00007632-200012150-00008Crossref

	12.
Osterhaus JT, Townsend RJ, Gandek B, Ware JE Jr (1994) Measuring the functional status and well-being of patients with migraine headache. Headache 34(6):337–343. https://​doi.​org/​10.​1111/​j.​1526-4610.​1994.​hed3406337.​xCrossrefPubMed

	13.
Kosinski M, Bayliss MS, Bjorner JB, Ware JE Jr, Garber WH, Batenhorst A et al (2003) A six-item short-form survey for measuring headache impact: the HIT-6. Qual Life Res 12(8):963–974. https://​doi.​org/​10.​1023/​A:​1026119331193CrossrefPubMed

	14.
Bayliss MS, Batenhorst AS (2002) The HIT-6™: a User’s guide. RI: QualityMetric Incorporated, Lincoln

	15.
Guy W (1976) Clinical global impressions (028-CGI). In: Guy W, editor. ECDEU assessment manual for psychopharmacology. MD: U.S. Dept. of Health, Education, and Welfare, Public Health Service, Alcohol, Drug Abuse, and Mental Health Administration, Rockville

	16.
Houts CR, Wirth RJ, McGinley JS, Cady R, Lipton RB (2020) Determining thresholds for meaningful change for the headache impact test (HIT-6) total and item-specific scores in chronic migraine. Headache 60(9):2003–2013. https://​doi.​org/​10.​1111/​head.​13946CrossrefPubMedPubMedCentral

	17.
Ailani J, Burch RC, Robbins MS (2021) The American headache society consensus statement: update on integrating new migraine treatments into clinical practice. Headache 61(7):1021–1039. https://​doi.​org/​10.​1111/​head.​14153CrossrefPubMed

	18.
Lipton RB, McGinley JS, Houts C, Wirth R, Cady R (2019) Eptinezumab demonstrated early and sustained reductions in HIT-6 total score over time in patients with chronic migraine in the PROMISE-2 trial. Headache 59(Suppl 1):159

	19.
Silberstein SD (2015) Preventive migraine treatment. Continuum (Minneapolis, Minn) 21(4 headache):973–989. https://​doi.​org/​10.​1212/​CON.​0000000000000199​Crossref

	20.
Silberstein SD, Dodick D, Freitag F, Pearlman SH, Hahn SR, Scher AI, Lipton RB (2007) Pharmacological approaches to managing migraine and associated comorbidities--clinical considerations for monotherapy versus polytherapy. Headache 47(4):585–599. https://​doi.​org/​10.​1111/​j.​1526-4610.​2007.​00760.​xCrossrefPubMed



Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in published maps and institutional affiliations.


OEBPS/images/10194_2022_1386_Fig4_HTML.png
A. Baseline
= Epti 100 mg (n=95)
70%

[, =2}
Dn o
S

IS
=]
X

30%

Percentage of patients
8
X

10%
0% 0% 0%

2% 1o, 1%
o

= Epti 300 mg (n=116)

0% T
no o o

Never

B. Week 12
¥ Epti 100 mg (n=95)
70%

Percentage of patients
N w £ (5.} D
o o (=3 o (=]
R R R R R

&
R

0%

n 10 7 17 30
Never R

C.Baseline

= Epti 100 mg (n=110)

w S (5.} [<2} ~
Oﬂ (=3 o (a o
X R 2R R

Percentage of patients
§

0% 0% 0%

2 1 3
Rarely

arely

2% 1% 1%

38 42 8

¥ Epti 300 mg (n=116)

36% 359% 36%

81 M 49 1B
Sometimes

= Epti 300 mg (n=99)

36% 35% 35%

0% T
no o o

Never

D. Week 12
# Epti 100 mg (n=110)
7%

[ -}
S o
X R

Percentage of patients
8 8 38
X xR R

5
R

]
B

2 1 3
Rarely

2 2
Never Rarely

¥ 3B 74
Sometimes

= Epti 300 mg (n=99)

39 60 47 107
Sometimes

Sometimes

= Epti Pooled (n=211)

4% 3% 4%

51 69 120 4 4 8

Very often Always
¥ Epti Pooled (n=211)

20 15 35 1 2 3
Very often Always
& =pt Pocled (n=208)
56% 55% 55%

61 54 115 8 9 17
Very often Always
# Epti Pooled (n=209)

24 29 53 3 4 7
Very often Always





OEBPS/images/10194_2022_1386_Fig1_HTML.png
Percent of patients

Percent of patients

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

mEptinezumab 100 mg  mEptinezumab 300 mg Eplinezumab Pooled

3% 80%

76% 739, 74% 74% 73% 73%

0,
615 88% g594
(]

Infusion 2 Infusion 3 Infusion 4 i Infusion 2
(Weeks 13-24) (Weeks 25-36) (Weeks 37-48) (Weeks 13-24)
PROMISE-1 PROMISE-2

mEptinezumab 100 mg  ®Eptinezumab 300 mg Eptinezumab Pooled

1

1

1

1

1

1

1

1

1

43% :
o 37% 0% , 1% 38 !
1

1

1

1

1

1

1

1

1

36% 38% 37%

Infusion 2 Infusion 3 Infusion 4 Infusion 2
(Weeks 13-24) (Weeks 25-36) (Weeks 37-48) (Weeks 13-24)
PROMISE-1 PROMISE-2





OEBPS/navigation.xhtml

    
      Contents


      
        		Patient-reported outcomes, health-related quality of life, and acute medication use in patients with a ≥ 75% response to eptinezumab: subgroup pooled analysis of the PROMISE trials


      


    
    
      Landmarks


      
        		Body Matter


      


    
  

OEBPS/css/envelope.png





OEBPS/images/10194_2022_1386_Fig3_HTML.png
A PROMISE-1 (EM)

Combination Simple
analgesics analgesics Triptans

17 21

-0.5

RS A
o »n o

-25

o &
o O

-4.0

Mean change from baseline
A
(&

= Epti 100 mg = Epti 300 mg Epti Pooled

B. PROMISE-2 (CM)

Combination Simple
analgesics analgesics Triptans

55 73

o
N = O

555153 55053

8.1 g4

-10 - -8.9

Mean change from baseline
&

=Epti 100 mg = Epti 300 mg Epti Pooled

C. PROMISE-1 (EM)

Combination Simple
analgesics analgesics Triptans

P22 S0
o »m o wu o

-3.0 29 .30

-40 1 35 37-36

Mean change from baseline
N
(4]

= Epti 100 mg = Epti 300 mg Epti Pooled

D. PROMISE-2 (CM)

Combination Simple
analgesics analgesics Triptans

I 67 46

77 64

.40 -3.8 -39

-6.1 6.4 6.3

Mean change from baseline

®mEpti100 mg = Epti 300 mg Epti Pooled





OEBPS/images/10194_2022_1386_Fig2_HTML.png
A PROMISE-1(EM)
= Epti 100 mg (n=49) = Epti 300 mg (n=66) = Epti Pooled (n=115)

80% 1
£ 70% 1
2 60% 1
3 50% -
5 40%
E 30% -
8 20% -
2 10% |

0% A

n 3 4 7 27 29 56 19 33 52
10f3 20f3 30f3
Number of Study Months (4-week intervals)

B. PROMISE-2 (CM)
= Epti 100 mg (n=95) = Epti 300 mg (n=116) = Epti Pooled (n=211)

80% 1
£ 70% 1
[ i
2 60%
3 50% A
%5 40% 1
£ 30% 1
8 20% -
2 10% 1
0%

70% ggo, 68%

28% 28% 29%

2% 4% 3%

27 34 61 66 77 143
10f3 20f3 30f3
Number of Study Months (4-week intervals)

C. PROMISE-1 (EM)
= Epti 100 mg (n=61) = Epti 300 mg (n=59) = Epti Pooled (n=120)

80% 1
2 70% |
(] 4
2 60%

8 50% A
'S 40% 1

n

26% 29% 28% . 29% 28%

16% 14% 15%

16 17 33 10 8 18
0of3 10f3 20f3 30f3
Number of Study Months (4-week intervals)

D. PROMISE-2 (CM)
= Epti 100 mg (n=110) = Epti 300 mg (n=99) = Epti Pooled (n=209)

80% 1
£ 70%
2 60% A
S 50% A
‘S 40% 1
£ 30% -
Q -
O 20%

S 10% A

0% -

n

40%
36% 3p0,34%  35% 7%

0, ()
16% 17% 17% 14%10%12%

18 17 35 39 32 7 38 40 78 15 10 25
0of3 10f3 20f3 30f3

Number of Study Months (4-week intervals)





OEBPS/css/sidebar.gif





