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Abstract

Objective

To report the efficacy and safety of erenumab among patients with episodic migraine (EM) who were
unsuccessful on 2 to 4 preventive treatments observed at week 64 of the open-label extension phase
(OLEP) of A Study Evaluating the Effectiveness of AMG 334 Injection in Preventing Migraines in
Adults Having Failed Other Therapies (LIBERTY) study (ClinicalTrials.gov NCT03096834).

Methods

The OLEP, evaluating monthly erenumab 140 mg for 3 years, enrolled 240 patients who completed the
double-blind treatment phase (DBTP) of 12 weeks during which they received placebo or erenumab
140 mg subcutaneous injections every 4 weeks as monotherapy. Efficacy outcomes were evaluated
through the initial 52 weeks of OLEP (from DBTP baseline to total 64 weeks) in the overall population,
patients receiving erenumab in DBTP, and patients from the DBTP placebo arm who switched to
erenumab in OLEP. Endpoints included reduction of >50% in monthly migraine days (MMD) from
DBTP baseline and change in MMD from DBTP baseline, Headache Impact Test score, and Migraine
Physical Function Impact Diary score (Physical Impairment and Everyday Activities).

Results

Altogether, the week 52 visit of the OLEP was completed by 204 of 240 (85.0%) patients. Among
patients continuing erenumab, the 50% responder rate increased from 29.9% at weeks 9 to 12 to
44.3% at weeks 61 to 64. The 50% responder rate in patients who initiated erenumab in the OLEP
remained higher in the OLEP (50.0% at week 61-64) than during DBTP (14.2% at weeks 9-12)
compared to patients in continuous erenumab arm. In the OLEP, the 50% responder rate for the
overall population increased from weeks 13 to 16 until weeks 37 to 40 and then remained stable
through weeks 61 to 64. Patients treated with erenumab in DBTP showed sustained effects on all
eflicacy outcomes; those initiating erenumab in the OLEP demonstrated continued improvement
from week 13 onward. Adverse events (AEs) were reported, considering both treatment groups,
by =80.8% (serious AEs by 6.7%), 76.3% (5.9%) in the continuing erenumab arm, and 85.2%
(7.4%) in those starting erenumab in OLEP. No deaths were reported.

Conclusions

In patients with EM who were unsuccessful on 2 to 4 prior preventive treatments, the LIBERTY
study demonstrated sustained efficacy on erenumab monotherapy treatment through 64 weeks in
both treatment arms. Safety of erenumab was consistent with that observed in previous clinical trials.
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Glossary

AE = adverse event; CGRP = calcitonin gene-related peptide; CM = chronic migraine; DBTP = double-blind treatment phase;
EA = everyday activities; eDiary = electronic diary; EM = episodic migraine; HIT-6 = Headache Impact Test; LIBERTY = A
Study Evaluating the Effectiveness of AMG 334 Injection in Preventing Migraines in Adults Having Failed Other Therapies;
MMD = monthly migraine days; MPFID = Migraine Physical Function Impact Diary; OLEP = open-label extension phase; PI =
physical impairment; SAE = serious AE; STRIVE = Study to Evaluate the Efficacy and Safety of Erenumab (AMG 334) in

Migraine Prevention.

Classification of Evidence

The current study provides Class IV evidence on data from patients with EM that erenumab is safe and provides sustained

efficacy at 52 weeks.

Erenumab, being a fully human monoclonal antibody, binds
with the calcitonin gene-related peptide (CGRP) receptor to
block its activation as it plays a role in migraine."”” Erenumab
has proved to be efficacious and safe in episodic migraine (EM)
3= or chronic migraine (cM)® thorough randomized studies.

The longer-term safety and eflicacy profile of erenumab in
patients with EM is being evaluated in a S-year, open-label
study (NCT01952574), and an interim analysis at >3 years of
follow-up was published recently.” The efficacy and safety of
erenumab administered in different doses after 1 year of
treatment have been evaluated in the active treatment phase
of the Study to Evaluate the Efficacy and Safety of Erenumab
(AMG 334) in Migraine Prevention (STRIVE) study8 and in
the 1-year open-label treatment phase in patients with CM.’
Erenumab demonstrated sustained efficacy with long-term
treatment and a safety profile comparable to that of placebo.

The results from the double-blind treatment phase (DBTP) of
the phase 3b A Study Evaluating the Effectiveness of AMG 334
Injection in Preventing Migraines in Adults Having Failed Other
Therapies (LIBERTY) study demonstrated efficacy of erenumab
140 mg in patients with EM who were unsuccessful on 2 to 4 prior
preventive treatments."’ These findings are in line with study
results from other CGRP pathway antagonists, fremanezumab'"
and galcanezumab."” The studies highlight the need for longer-
term data because adherence to preventives is poorB; thus, di-
nicians can discuss with patients on this new category of medi-
cations. The 3-year open-label extension phase (OLEP) of the
LIBERTY study is currently ongoing. Here, we report the longer-
term efficacy and safety of erenumab in patients with EM who
were unsuccessful on 2 to 4 previous preventives and completed
64 weeks in the LIBERTY study (52 weeks of the OLEP).

Methods

Study Design

The design of the LIBERTY study is presented in figure 1. In
the 12-week DBTP, patients with EM were randomized in a 1:
1 ratio to receive either placebo or erenumab 140 mg
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monotherapy, both administered subcutaneously once every
4 weeks for 12 weeks '° Patients who completed the 12-week
DBTP were eligible to participate in an ongoing 3-year OLEP.
Two injections of open-label erenumab 70 mg each (equaling
140-mg total dose) were administered by qualified study staff
at each dosing visit during the 52-week OLEP. No other
preventive comedications were allowed; that is, patients were
on erenumab monotherapy. The aim of the DBTP was to
compare the efficacy and tolerability of erenumab with that of
placebo in patients with EM who had earlier not adequately
responded to 2 to 4 preventive treatments or who were not
able to tolerate these treatments. The results from the DBTP
of the LIBERTY study have been reported previously.'® This
article presents the efficacy and safety of erenumab from 64
weeks of treatment including 52 weeks of the OLEP from the
LIBERTY study.

Inclusion/Exclusion Criteria

Eligibility criteria for the LIBERTY study were reported
previously.10 Briefly, the main inclusion criteria included age
of 18 to 65 years, a diagnosis of EM (4-14 monthly migraine
days [MMD])."* Patients were to have (1) failed 2 to 4 prior
attempts to preventive treatment with the following agents:
metoprolol or propranolol, flunarizine, topiramate, amitrip-
tyline, valproate/or divalproex, lisinopril, venlafaxine, cande-
sartan, or locally approved preventive agents (indoramin in
France; cinnarizine in the Czech Republic; oxetorone in
France; nadolol in Spain; and pizotifen in Austria, the Czech
Republic, France, the Netherlands, Sweden, and the United
Kingdom); (2) failed 1 and failed or deemed not suitable for
another preventive treatment such as propranolol or meto-
prolol, topiramate, or flunarizine; and (3) failed or deemed
not suitable for valproate or divalproex. Treatment failure
(efficacy and safety) and unsuitability to any medication were
assessed on the basis of the patient’s medical history and
physicians’ medical judgment.'’

Patients >50 years of age at migraine onset, nursing, or
pregnant; those with a history of hemiplegic migraine head-
ache, cluster headache, psychiatric disorder or seizure, active
chronic pain, any malignancy, or hepatic disease; patients
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using a preventive treatment for migraine within S times the
drug’s half-life before baseline or a device or procedure within
the month before baseline; or those receiving botulinum toxin
A treatment within the 4 months before initiation/during the
baseline phase in the head or neck were excluded from the
study. Patients with preexisting cerebrovascular or cardio-
vascular disease/surgery within the 12 months before
screening and those with medication overuse for any condi-
tion in the month before or during the baseline period were
also excluded.

Outcomes

The primary and secondary efficacy endpoints of the DBTP of
LIBERTY study have been reported previously.'® Efficacy
outcomes in the OLEP included achievement of >50% re-
duction in MMD compared to DBTP baseline, change in
MMD from DBTP baseline, change in Headache Impact Test
(HIT-6) total score, and change in everyday activities (EA)
and physical impairment (PI) as measured by Migraine
Physical Function Impact Diary (MPFID) from DBTP
baseline. Efficacy outcomes were measured monthly during
the first 3 months of the OLEP and then only for the last
month of each quarter through week 64.

HIT-6 is a short-form self-administered questionnaire based
on the Internet-HIT question pool that evaluates how often
headaches affect activities or cause distress, using the func-
tionally relevant domains."® Six domains assess the impact of
pain severity. Functional impairment in patients with mi-
graine was measured with change in HIT-6 total score from
baseline to week 12 during the DBTP and to weeks 16, 36, 48,
and 60 in the OLEP.

The MPFID is a self-administered, 13-item instrument mea-
suring impact on EA (7 items), impact on PI (§ items), and
overall impact (1 stand-alone, global item).'® For each do-
main, the scores were computed as the sum of the item re-
sponses, and the sum was rescaled to a scale from 0 to 100,
with higher scores representing higher burden. Patients
completed the MPFID every day using an electronic diary
(eDiary), with a recall period of 24 hours only.

Safety and tolerability of erenumab were evaluated by moni-
toring adverse events (AEs), vital signs, physical examina-
tions, laboratory evaluations, blood pressure/heart rate, and
ECG, and AEs were coded according to the Medical Dictio-
nary for Regulatory Activities version 21.1, and severity was
graded with the Common Terminology Criteria for Adverse
Events version 4.03.

Statistical Analysis

The open-label analysis set included all patients being ad-
ministered >1 dose of erenumab in the OLEP. This analysis
set was used for summarizing data collected during the OLEP.
For analyses of efficacy parameters during the OLEP, sum-
mary descriptive statistics by each treatment arm were tabu-
lated at each visit. For continuous endpoints, the descriptive
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statistics included number of patients, mean, and SD. For
categorical endpoints, frequency and percentage were used.
No formal statistical testing was performed. The de-
mographics summary generated for the DBTP was rerun on
the subset of patients who entered the OLEP and received >1
dose of erenumab in the OLEP. The number of 50% re-
sponders at each visit of OLEP was tabulated by treatment
arm and responder status (50% responder, 50% non-
responder, missing) at week 12.

Opverall, exposure-adjusted participant incidence rate of AEs
were summarized for all treatment-emergent AEs, serious AEs
(SAE), and AEs leading to discontinuation of study treatment
for the DBTP in the subset of patients who entered the OLEP.
Summary of AEs during the OLEP compared to DBTP are
also presented.

A temporary technical issue related to the use of the log
pads for recording of daily headache was reported in July
2018 that resulted in the loss of data for a subset of patients
and subsequently missing data for efficacy endpoints
coming from eDiary. Approximately, one-third of the pa-
tients who were still ongoing in the OLEP had missing data
for week 52 and 64 visits for endpoints based on daily
eDiary and week 48 and 60 for HIT-6. Week 52 data based
on daily eDiary were collected during week 49 to 52 (the
eDiary log was dispensed on week 48). However, the HIT-6
questionnaire was filled in on the week 48 visit. This
resulted in significantly lower number of data points
reported for these visits. There was no impact on collection
of safety data. Sensitivity analyses with different imputation
techniques were performed on efficacy data to assess the
impact of the missing data on the overall results. Only the
data from patients who continued treatment with erenu-
mab in the OLEP to week 64 were imputed. For the sen-
sitivity analyses on the key efficacy endpoints (responder
rate and HIT-6), 3 additional analyses (summary statistics
by visit) were run on imputed data using 3 different
methods of imputation: (1) multiple imputation assuming
missing at random, (2) last observation carried forward,
and (3) imputing the missing data using the mean value on
previous time points (from OLEP).

Standard Protocol Approvals, Registrations,
and Patient Consents

This study is registered with ClinicalTrials.gov (NCT03096834).
All processes were reviewed and approved by institutional
review boards at the site of participation. All centers com-
plied with local regulations, and patients provided written
informed consent. This study was conducted in agreement
with International Council for Harmonisation Good Clinical
Practice guidelines.

Classification of Evidence

The study provides Class IV evidence that for patients with
EM who were unsuccessful on 2 to 4 prior preventive treat-
ments, erenumab showed favorable treatment effects on

Neurology.org/N
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Figure 1 LIBERTY Study Design

Double-blind Open-label
treatment phase (12 weeks) treatment phase
Placebo QM SC {156 weeks)F

sk

Screening Baseline
phase phase
(0-2 weeks) (4 weeks)

Erenumab 140 mg

Erenumab 140 mg QM SC

4*» Follow-up phase: 16 weeks after the last dose of the study drug
*The open-label treatment phase is ongoing

Follow-up phase 16 weeks after the last dose of the study drug. *The
open-label extension phase (OLEP) is ongoing. LIBERTY = A Study Evalu-
ating the Effectiveness of AMG 334 Injection in Preventing Migraines in
Adults Having Failed Other Therapies; n = Number of patients from each
treatment arm in the double-blind treatment phase entering into the
OLEP; N = Number of patients in each treatment arm in the DBTP; QM =
once monthly; SC = subcutaneous.

efficacy and safety parameters after 1 year of open-label
treatment.

Data Availability

The data presented in this report are available by request from
the author investigators or Novartis Pharma AG, the company
sponsoring this clinical research.

Results

Patient Disposition, Baseline Characteristics,
and Primary Results

Patients (N = 246) were randomized to receive erenumab
140 mg (n = 121) or placebo (n = 125) in the LIBERTY
study. Of these, 240 (97.6%) completed the DBTP and en-
tered the OLEP (n = 118 patients on erenumab 140 mg
continued on erenumab 140 mg and n = 122 for patients on
placebo who switched to erenumab 140 mg). A total of 36
(15.0%) patients discontinued OLEP before/on week 64: 17
(14.4%) patients from the continuous erenumab arm and 19
(15.6%) patients who switched from placebo to erenumab.
The most common reasons for OLEP discontinuation were
lack of efficacy (n = 19, 7.9%), participant/guardian decision
(n=11,4.6%), and AEs (n = 4, 1.7%) (figure 2).

The treatment arms were well balanced in terms of
baseline and disease characteristics (table 1). Among the
patients who entered the OLEP, >81.0% of patients were
women, and 62.1% had >2 prior preventive treatment
failures.

Efficacy

In the OLEP, the 50% responder rate for the overall pop-
ulation increased from weeks 13 to 16 until weeks 37 to 40
and then remained stable through weeks 61 to 64 (figure 3).
Compared with erenumab 140 mg in the DBTP, an increase
in the 50% response rates was observed from weeks 17 to 20
onward for the overall population in the OLEP. Among
patients continuing erenumab, the 50% responder rate in-
creased from 29.9% at weeks 9 to 12 to 41.7% at weeks 21 to
24 and 44.3% at week 61 to 64. The 50% responder rate in
patients who initiated erenumab in the OLEP remained
higher in the OLEP than during DBTP (weeks 9-12)
compared to patients in the continuous erenumab arm who
demonstrated slightly increased and stable response in

OLEP (figure 3).

Among the 35 patients who responded to continued erenu-
mab (patients on erenumab 140 mg in DBTP who continued

Figure 2 Patient Disposition

Patients enrolled in the Open-Label
Extension Phase (OLEP) (N = 240)

« Completed open-label treatment (0; 0.0%)
« Discontinued OLEP (36; 15.0%)

\
Patients on erenumab in DBTP
who continued on erenumab in
the OLEP (n=118):
«—| « Part of open-label analysis set
for all efficacy and safety
evaluations (118; 100%)

Patients on placebo in DBTP

who initiated erenumab in the

OLEP (n=122):

« Part of open-label analysis set [,
for all efficacy and safety
evaluations (122; 100%)

Discontinued OLEP (n = 17; 14.4%):
« Adverse events (2; 1.7%)
« Lack of efficacy (9; 7.6%)
* Physician decision (1; 0.8%)
« Patient/guardian suggestion
(5; 4.2%)

Discontinued OLEP (n = 19; 15.6%):
« Adverse events (2; 1.6%)
« Lack of efficacy (10; 8.2%)
* New therapy for study indication
(1; 0.8%)
« Patient/guardian suggestion
(6; 4.9%)

Discontinued safety follow-up

(n=2; 1.7%): Patients who entered safety Patients who entered safety

+ Patient/guardian decision follow-up (n =12; 10.2%): follow-up (n =11; 9.0%): Y
(1; 0.8%) [+ Completed safety follow-up + Completed safety follow-up

« New therapy for study (n=9;7.6%) (n =10; 8.2%)

Discontinued safety follow-up
(n=0)

indication (1; 0.8%)

DBTP = double-blind treatment phase; OLEP =
open-label extension phase.
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Table 1 Key Baseline and Demographic Characteristics of the Enrolled Patients in the OLEP of the LIBERTY Study (Open-

Label Analysis Set)

Characteristics

Patients on erenumab 140 mg
in DBTP who continued erenumab

in OLEP (N = 118)

Patients on placebo

in DBTP who initiated
erenumab in OLEP (N = 122)

Overall population
in OLEP (N = 240)

Age,y 44.6 (10.6) 44.4 (10.5) 44.5 (10.5)
Sex, n (%)
Male 22 (18.6) 22 (18.0) 44 (18.3)
Female 96 (81.4) 100 (82.0) 196 (81.7)
Race, n (%)
White 109 (92.4) 112 (91.8) 221 (92.1)
Asian 0(0.0) 1(0.8) 1(0.4)
Unknown 0(0.0) 1(0.8) 1(0.4)
Other 9(7.6) 8 (6.6) 17 (7.1)
Ethnicity, n (%)
Hispanic/Latino 13(11.0) 8 (6.6) 21(8.8)
Not Hispanic/Latino 97 (82.2) 103 (84.4) 200 (83.3)
Unknown 8 (6.8) 11 (9.0) 19(7.9)
Weight, kg 72.8(14.4) 72.0(15.9), n=121 72.4(15.2), n =239
BMI, kg/m? 25.0(4.2) 24.8 (5.0, n =121 24.9 (4.6), n =239

No. of previous unsuccessful preventive migraine treatments

<2 1(0.8) 0(0.0) 1(0.4)
2 42 (35.6) 48(39.3) 90 (37.5)
3 43 (36.4) 51 (41.8) 94 (39.2)
4 32 (27.1) 23(18.9) 55 (22.9)
Previous unsuccessful preventive medications, n (%)
Amitriptyline 48 (40.7) 61 (50.0) 109 (45.4)
Candesartan 26 (22.0) 26 (21.3) 52 (21.7)
Flunarizine 29 (24.6) 37(30.3) 66 (27.5)
Lisinopril 2(1.7) 0(0.0) 2(0.8)
Metoprolol 46 (39.0) 48 (39.3) 94 (39.2)
Propranolol 58 (49.2) 52 (42.6) 110 (45.8)
Topiramate 102 (86.4) 102 (83.6) 204 (85.0)
Valproate 43 (36.4) 25 (20.5) 68 (28.3)
Venlafaxine 6(5.1) 7 (5.7) 13 (5.4)
Others? 9(7.6) 13(10.7) 22(9.2)
MMD 9.2(2.4) 9.3(2.6) 9.2(2.5)
MMD by strata, n (%)
Stratum 1 (low): 4-7 34 (28.8) 36 (29.5) 70(29.2)
Stratum 2 (high): 8-14 84 (71.2) 86 (70.5) 170 (70.8)
Monthly headache days 10.0 (2.6) 10.1 (2.6) 10.0 (2.6)
Continued
Neurology | Volume 96, Number 22 | June 1, 2021 Neurology.org/N
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Table 1 Key Baseline and Demographic Characteristics of the Enrolled Patients in the OLEP of the LIBERTY Study (Open-

Label Analysis Set) (continued)

Patients on erenumab 140 mg
in DBTP who continued erenumab
in OLEP (N = 118)

Characteristics

Patients on placebo
in DBTP who initiated
erenumab in OLEP (N = 122)

Overall population
in OLEP (N = 240)

Disease duration of migraine, y 26.9 (12.1) 24.0 (10.9) 25.4(11.6)
Aura, n (%)
Present 40 (33.9) 45 (36.9) 85 (35.4)
Not present 78 (66.1) 77 (63.1) 155 (64.6)
Patient-reported outcomes of the enrolled patients in the LIBERTY study at baseline (Open-Label Analysis Set)
MPFID-EA score 14.1 (8.5) 14.3 (8.8) 14.2 (8.6)
MPFID-PI score 12.8(9.2) 13.1(9.6) 13.0 (9.4)
HIT-6 score 62.3(4.1) 62.5(5.1) 62.4 (4.6)

Abbreviations: BMI = body mass index; DBTP = double-blind treatment phase; HIT-6 = Headache Impact Test; LIBERTY = A Study Evaluating the Effectiveness of
AMG 334 Injection in Preventing Migraines in Adults Having Failed Other Therapies; MMD = monthly migraine days; MPFID-EA = Migraine Physical Function
Impact Diary-Everyday Activities; MPFID-PI = Migraine Physical Function Impact Diary-Physical Impairment; n = number of patients for whom data were
available at baseline; N = number of patients included in the analysis set; OLEP = open-label extension phase.

Data are mean (SD) or number (percent).
@Includes cinnarizine, indoramin, nadolol, oxetorone, and pizotifen.

erenumab in OLEP) at weeks 12 to 50, 25 patients (71.4%)
responded at week 12 and at least 1 other visit during the
OLEP, and 10 patients were responders at week 12 only: 50%
response (among the visits they performed with a nonmissing
value for MMD). In addition, an analysis of the responders
from the active arm in the DBTP, that is, continued erenumab
(who achieved response in 2-3 visits with 50% response [n =
29] or who had responded at week 12 only [n = 10] or at week
12 and at least 1 other visit [n = 25]) showed a continuous
response in the range of 70% to 75% to at least 50% of the
visits during the OLEP (table 2).

Among the 29 patients who responded well to continuous
erenumab during the OLEP (50% responder at 2 or 3 visits),
21 patients (>70%) responded at half of the visits or more
during the OLEP (among the visits they performed with a
nonmissing value for MMD) (table 2).

A mean reduction in MMD from DBTP baseline was sus-
tained in the overall population in the OLEP (figure 4). It
improved over time (from weeks 13-16 to weeks 37-40) and
then stabilized at the last 2 visits of assessment (weeks 49-52
and 61-64). Compared with the DBTP, a sharp mean

Figure 3 Responder Rate, >50% Reduction in Monthly Migraine Days

Placebo
DBTP

60 I Erenumab 140 mg/patients on erenumab 140 mg who continued on erenumab 140 mg in OLEP

Patients on placebo who initiated erenumab 140 mg in OLEP
I Overall population in OLEP

50

40

Proportion of patients with >50%
reduction in monthly migraine days (%)

OLEP
553

50.0
47.1 47.1
44.3
38.7

I
I
I 51.5
! 473
I
I P 431
| 39.2
: 37.0 36.6
I 339 340
30.4 310
0] 299 I
| 267
I
I
204
I
142 |
I
10 |
I
I
0 .

T T T T T
Week 9-12 Week 13-16 Week 17-20 Week 21-24 Week 37-40

T T
Week 49-52 Week 61-64

Patients on erenumab 140 mg who continued on erenumab 140 mg
WN=35117 | n/N=31/116 | n/N=36/116 | n/N=41/112 | n/N=44/102 nN=36/93 | n/N=31/70
Patients on placebo who initiated erenumab 140 mg Data were calculated as number of responders
nN=17/120 [ wN=41121 | n/N=44119 | n/N=48/115 | n/N=53/103 nN=52/94 | n/N=33/66 (n)/total number of participants in the treat-
Overall population in OLEP ment arm with response variable defined (N).
- nN=72/237 | n/N=80/235 | n/N=89/227 | n/N=97/205 n/N=88/187 | n/N=64/136 OLEP = open-label extension phase.
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Table 2 Achievement of at Least a 50% Reduction in MMD During the OLEP: Shift Table by Treatment Arm and Responder
Status During DBTP (Open-Label Analysis Set)

Percentage of OLEP Visits Reaching 50% Responder Criteria Among Visits with Nonmissing MMD Values

Patients on erenumab 140 mg in DBTP who continued erenumab in
OLEP, n (%)

Patients on placebo in DBTP who initiated
erenumab in OLEP, n (%)

Criteria for DBTP Total 0 230% 250% 280% 100% Total 0 230% 250% >80% 100%
0 Visits with 50% 62 32(51.6) 14 (22.6) 10(16.1) 3(4.8) 0(0.0) 97 33(34.0) 49 (50.5) 38(39.2) 17(17.5) 10(10.3)
response

1 Visit with 50% 27 7(25.9) 13(48.1) 9(33.3) 3(11.1) 0(0.0) 12 3(25.0) 8(66.7) 6 (50.0) 2(16.7) 0(0.0)
response

2 Visits with 50% 17 1(5.9) 14 (82.4) 12 (70.6) 7(41.2) 6(35.3) 10 0(0.0) 10 (100.0) 8(80.0) 7(70.0) 4(40.0)
response

3 Visits with 50% 12 0(0.0) 12(100.0) 9 (75.0) 8(66.7) 7 (58.3) 2 0(0.0) 2(100.0) 2(100.0) 1(50.0) 1(50.0)
response

At least 1 visit with 56 8(14.3) 39 (69.6) 30(53.6) 18(32.1) 13(23.2) 24 3(12.5) 20(83.3) 16 (66.7) 10(41.7) 5(20.8)
50% response

At least 2 visits with 29 1(3.4) 26 (89.7) 21(72.4) 15(51.7) 13 (44.8) 12 0(0.0) 12 (100) 10(83.3) 8(66.7) 5(41.7)
50% response

50% Responder at 10 1(10.0) 8(80.0) 7 (70.0) 2(20.0) 0(0.0) 6 2(33.3) 4(66.7) 2(33.3) 0(0.0) 0(0.0)
week 12 only

50% Responder at 25 1(4.0) 22(88.0) 18(72.0) 13(52.0) 11 (44.0) 1" 0(0.0) 11 (100) 9(81.8) 7 (63.6) 5(45.5)

week 12 and at
least 1 other visit

Abbreviations: DBTP = double-blind treatment phase; MMD = monthly migraine days; OLEP = open-label extension phase.
We define 50% responder as achievement of at least a 50% reduction in MMD.

reduction in MMD was observed from weeks 9-12 (-0.24) to
13-16 (-2.5) followed by a continuous reduction in MMD until
weeks 49-52 (—4.3) in the group of patients who switched to
erenumab from placebo in OLEP. The reduction in MMD was
overall sustained in the erenumab continued arm (figure 4).

In the OLEP, a mean reduction in the MPFID-PI and
MPFID-EA scores from baseline was observed over time
from weeks 13 to 16 to 37 to 40; this stabilized over the last 2
points of assessment, that is, weeks 49 to 52 and 61 to 64 in

the overall population (table 3). The MPFID-PI and
MPFID-EA scores were lower in week 37 to 40 and after
visits compared with that observed at the DBTP endpoint.

The mean (SD) HIT-6 score at baseline for the overall
population was 62.4 (4.6). Patients who started on erenumab
140 mg in the OLEP showed improved reduction in daily
impact of headache measured by the HIT-6 total score at all
visits. The reduction in HIT-6 total score was sustained in patients
on continuous erenumab at all visits (table 3). An overall

Figure 4 Change in Monthly Migraine Days From Baseline Until Week 64 of the OLEP

I Week 13-16

Week 9-12 Week 17-20 Week 21-24 Week 37-40 Week 49-52 Week 61-64
0.0
9. l Placebo
3 054 | Erenumab 140 mg/patients on erenumab 140 mg who continued on erenumab 140 mg in OLEP
o Patients on placebo who initiated erenumab 140 mg in OLEP
.% -1.0 | B Overall population in OLEP
%“ -154
> g
£ -20- |
£
c
g -2.5 |
£ 304 |
=
°
g -354 |
3
g -40- |
§ |
o 451 DBTP OLEP
= I
504
Week9-12 | Week13-16 | Week17-20 | Week21-24 Week37-40 | Week49-52 |  Week 61-64
Patients on erenumab 140 mg who continued on erenumab 140 mg
-1.71,n=117 [ -15n=116 | -23,n=116 | -22,n=112 30,n=102 | -32n=93 [ -38n=70
Patients on placebo who initiated erenumab 140 mg DBTP = double-blind treatment phase; n = total
-024,n=120 [ -25n=121 [ -29,n=119 [ -32,n=115 37,n=103 | -43n=94 [ -36n=66 number of participants in the treatment arm
Overall population in OLEP with response variable defined; OLEP = open-
- -20,n=237 | -26,n=235 | -27,n=227 33,n=205 | 37,n=187 | -37,n=136 label extension phase.
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reduction in HIT-6 score was observed in the overall population
from the DBTP endpoint (week 12) (mean [SD] $8.7 [7.0],
mean [SD] change from baseline —3.7 [6.4]) to the last visit at
week 60 (mean [SD] 53.3 [8.3], mean [SD] change from baseline
—9.0 [8.7]). However, a sharper decline in score was observed
from weeks 12 (mean [SD] 60.2 [6.6], mean [SD] change from
baseline —2.3 [5.9]) to the last visit at week 60 (mean [SD] 52.4
[9.2], mean [SD] change from baseline —9.7 [10.0]) among pa-
tients who switched to erenumab in the OLEP (table 3).

Sensitivity analyses revealed results in all explored efficacy
endpoints similar to those observed in the last 2 visits for
assessments.

The values for >50% reduction from baseline in MMD during
week 60 to 64 and change from baseline in HIT-6 at week 60
did not change the overall trends with erenumab, regardless of
the missing data imputation method used (table 4).

Safety

Overall, during the OLEP, 194 (80.8%) patients had
treatment-emergent AEs, of which 90 (76.3%) are from the
continuous erenumab arm and 104 (85.2%) initiated

erenumab. The exposure-adjusted patient incidence rate for
treatment-emergent AEs was 242.9 per 100 patient-years for
the overall population and 200.2 and 297.9 per 100 patient-
years for the continuous erenumab arm and those who initi-
ated erenumab in the OLEP, respectively. In the DBTP, 70
(59.3%) patients in the erenumab arm and 68 (55.7%) pa-
tients in the placebo arm had treatment-emergent AEs; the
exposure-adjusted patient incidence rates were 402.6 and
377.9 per 100 patient-years for erenumab and placebo, re-
spectively. These values were higher than those observed in
the OLEP.

Table S summarizes the most common AEs during the OLEP
and the DBTP. In the OLEP, nasopharyngitis, experienced
by 74 (30.8%) patients (incidence rate 41.4 per 100
patient-years), was the most commonly reported AE fol-
lowed by influenza, experienced by 31 (12.9%) patients
(incidence rate of 14.6 per 100 patient-years), and back
pain, experienced by 18 (7.5%) patients (8.2 per 100
patient-years), in the overall population.

Treatment-emergent SAEs were reported in 16 (6.7%) pa-
tients of the overall population (exposure-adjusted incidence

Table 3 Other Observed Efficacy Outcome Measures in Weeks 13 to 64 of the LIBERTY Study (Open-Label Analysis Set)

Patients on erenumab 140 mg
who continued on erenumab
140 mg in OLEP (N = 118)

Outcomes Time Point, wk

Patients on placebo who
initiated erenumab 140 mg in
OLEP (N =122)

Overall population
(N = 240)

Change from DBTP baseline in 12 -5.2(6.6),n=116 -2.3(5.9,n=122 —

HIT-6 score?
16 -5.9(6.6), n=114 -6.9(7.6), n =120 -6.4(7.1),n =234
36 -7.9(8.2), n=103 -8.6(9.0), n =105 -8.3(8.6), n =208
48 -7.9(7.6), n=97 -10.6 (9.2), n =99 -9.2(8.6), n =196
60 -8.5(7.4),n =88 -9.7(10.0), n =82 -9.0(8.7),n=170

Change from DBTP baseline in 9-12 -2.0(8.8),n=117 1.3(8.9),n=120 —

MPFID-PI score
13-16 -1.3(8.5,n=116 -2.4(8.7),n=121 -1.9(8.6), n = 237
37-40 -3.2(8.7),n=102 -4.7 (8.6), n =103 -3.9(8.7), n =205
49-52 -4.6(7.8),n=93 -5.5(8.7), n =94 -5.1(8.2), n =187
61-64 -5.2(6.9),n=70 -4.5(8.4),n =66 -4.8(7.7),n=136

Change from DBTP baseline in 9-12 -3.3(8.8,n=117 0.4(8.9),n=120 —

MPFID-EA score
13-16 -2.7(9.0,n=116 -3.7(8.5), n=121 -3.2(8.7), n =237
37-40 -4.6(8.8), n =102 -5.5(8.8), n =103 -5.0(8.8), n =205
49-52 -5.7(7.6),n =93 -6.7 (8.5), n =94 -6.2(8.1), n =187
61-64 -6.6(7.7),n=70 -5.1(9.4),n =66 -5.9(8.6), n =136

Abbreviations: DBTP = double-blind treatment phase; HIT-6 = Headache Impact Test; LIBERTY = A Study Evaluating the Effectiveness of AMG 334 Injection in
Preventing Migraines in Adults Having Failed Other Therapies; MPFID-EA = Migraine Physical Function Impact Diary-Everyday Activity; MPFID-PI = Migraine
Physical Function Impact Diary-Physical Impairment; N = Number of subjects in each treatment arm; n = Number of subjects with non missing score at

each visit; OLEP = open-label extension phase.
Data are mean (SD) unless otherwise stated.
2 HIT-6 total score was assessed by visit.
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Table 4 Results of Sensitivity Analyses for 50% Reduction
From Baseline in MMD and Change From
Baseline in HIT-6 Scores

Proportion for 50%
responder (250% reduction
in MMD from baseline

Change from
baseline in HIT-6

Results during week 60-64), % score at week 60
Main results 44.3 -9.0
Sensitivity 44.6 -9.2
analyses

results by

LOCF

Sensitivity 417 -8.8
analyses

results by MCF

Sensitivity 42.4 -9.1
analyses

results by MI3

Abbreviations: HIT-6 = Headache Impact Test; LOCF = last observation car-
ried forward; MCF = mean carried forward; Ml = multiple imputation; MMD =
monthly migraine days.

rate 7.2 per 100 patient-years). This was nearly similar to the
observations of DBTP (2 [1.7%], incidence rate 7.2 per 100
patient-years in the erenumab 140 mg arm; 1 [0.8%], in-
cidence rate 3.4 per 100 patient-years with placebo) (table 4).
The most commonly reported SAE in both phases of the
LIBERTY study was migraine, which occurred less frequently
in the OLEP phase (2 [0.8%], incidence rate 0.9 per 100
patient-years) than in the DBTP (1 [0.8%], incidence rate 3.6
per 100 patient-years for erenumab).

Treatment discontinuation due to treatment-emergent AEs
was observed in 4 (1.7%) patients (1.7 per 100 patient-
years, table §) overall in the OLEP. The exposure-adjusted
incidence rate of treatment-related AEs in the overall
population was 30.1 per 100 patient-years (57 patients
[23.8%]) in the OLEP. The corresponding values for
treatment-related AEs in the DBTP were 21 (17.8%) with
an incidence rate of 86.7 per 100 patient-years in erenumab
arm and 24 (19.7%) with an incidence rate of 95.1 per 100
patient-years in the placebo arm, respectively. The in-
cidence of treatment-related AEs decreased in the OLEP
compared with the DBTP.

During the OLEP, the incidence of treatment emergent
cardiac AEs was overall low and observed in 10 (4.2%)
patients, with an incidence rate of 4.5 per 100 patient-years,
in the overall arm. The corresponding values were 1 (0.8%)
each for the erenumab and placebo arms in the DBTP
(incidence rate 3.5 per 100 patient-years). The incidence of
constipation in the LIBERTY study was low, and the
exposure-adjusted incidence rates in the OLEP and DBTP
were similar. Constipation was observed in 6 patients (2.7
per 100 patient-years) in the overall arm in the OLEP: 3
patients in the DBTP, 1 patient in the erenumab (3.6 per
100 patient-years), and 2 patients in the placebo (6.9 per

Neurology | Volume 96, Number 22 | June 1, 2021

100 patient-years) arms reported constipation. No deaths
were reported in the study.

There were no clinically meaningful laboratory results. Vital
signs and ECG findings were reported at any time in the
OLEP. These were consistent with the observations from the
DBTP."

Discussion

In the first year of the 3-year OLEP of the LIBERTY study, the
data demonstrate the long-term efficacy and safety of erenu-
mab over a 64-week period in patients with EM (52 weeks of
the OLEP) who had failed prior preventive treatment. The
data show persistent efficacy, alow dropout rate, and excellent
tolerability over the OLEP, which are all clinically useful
outcomes for patients. Despite a dropout of 6 patients from
the DBTP who did not enter the OLEP, the results were
similar and sustained for the entire LIBERTY group (DBTP)
and those who continued into the OLEP.

In the OLEP, the 50% responder rate for the overall pop-
ulation increased until weeks 37 to 40 and tended to stabilize
throughout the latter part of the year. Compared with ere-
numab in the DBTP, an increase in the 50% response rates
was observed for the overall population in the OLEP. Patients
on continuous erenumab treatment showed continued efh-
cacy for all efficacy outcomes assessed, while those patients
who switched from placebo in DBTP to erenumab in the
OLEP showed sustained improvement from week 13 onward.
A proportional increase in efficacy over time was observed.
Overall, a global trend of improvement in efficacy was ob-
served in all treatment arms during the first year of OLEP, as
well as a stabilization of the efficacy at the last 2 visits for
assessment, that is, weeks 49 to 52 and weeks 61 to 64. In
addition, there was consistency of response with no wearing-
off effect observed in the difficult-to-treat patient population
with prior preventive treatment failures. In the OLEP, the
reduction in MMD was consistent with the reduction in HIT-
6 score. The findings from the OLEP confirm that the efficacy
observed in MMD and the response rates translate into
functional improvement as observed through the improve-
ments in the overall impact (HIT-6) and PI and EA
(MPFID). These instruments are also relevant for patients
with migraine and provided complementary information in
the evaluation of erenumab as a migraine preventive
treatment.

Most of the AEs reported in the current study were mild or
moderate in severity. Nearly, 80.8% (overall arm), 76.3%
(continuing erenumab), and 85.2% (initiating erenumab) of
patients reported AEs in the OLEP. The corresponding in-
cidences for SAEs were 6.7%, 5.9%, and 7.4%, respectively.
Among the treatment-emergent AEs, nasopharyngitis, in-
fluenza, and back pain were the most common AEs in the
OLEP in the overall population. The proportion of patients
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Table 5 Proportion of Participants With Adverse Events and the Exposure-Adjusted Subject Rate per 100 Patient-Years in
the DBTP and OLEP (Open-Label Analysis Set)

DBTP OLEP

Erenumab 140 mg (N = 118), Placebo (N = 122), Overall population (N = 240),
Event n (%)/e [r] n (%)/e [r] n (%)/e [r]
Any AE 70 (59.3)/17.4 [402.6] 68 (55.7)/18.0 [377.9] 194 (80.8)/79.9 [242.9]

Any SAE 2(1.7)/27.9[7.2] 1(0.8)/29.1 [3.4] 16 (6.7)/222.7 [7.2]

Any AE leading to discontinuation of treatment 1(0.8)/27.9 [3.6] 0(0.0)/29.3 [0.0] 4(1.7)/229.3 [1.7]

Any treatment-related AE 21(17.8)/24.2 [86.7] 24 (19.7)/25.2 [95.1] 57 (23.8)/189.3 [30.1]

Nasopharyngitis 6 (5.1)/26.9 [22.3] 12 (9.8)/27.7 [43.3] 74(30.8)/178.6 [41.4]

Influenza — — 31(12.9)/212.6 [14.6]

Back pain

5(4.2)/27.2[18.4]

2(1.6)/28.9 [6.9]

18 (7.5)/219.5 [8.2]

Injection site pain

7 (5.9)/27.0 [26.0]

7 (5.7)/28.1 [24.9]

13 (5.4)/221.5 [5.9]

Fatigue

3(2.5)/27.4110.9]

2(1.6)/28.8 [6.9]

12 (5.0)/223.0 [5.4]

Dizziness

3(2.5)/27.7 [10.8]

2(1.6)/28.9 [6.9]

12 (5.0)/222.0 [5.4]

Bronchitis

2(1.7)/27.8 [7.2]

1(0.8)/29.1 [3.4]

11 (4.6)/223.7 [4.9]

Cystitis

1(0.8)/27.9 [3.6]

2(1.6)/28.9 [6.9]

11 (4.6)/224.6 [4.9]

Gastroenteritis

1(0.8)/27.9 [3.6]

0(0)/29.3 [0]

11(4.6)/222.9 [4.9]

Migraine

1(0.8)/27.9 [3.6]

2(1.6)/28.9 [6.9]

10 (4.2)/224.8 [4.4]

Cardiac events

1(0.8)/28.0 [3.6]

1(0.8)/29.3 [3.4]

10 (4.2)/224.0 [4.5]

Sinusitis

1(0.8)/27.9 [3.6]

1(0.8)/29.1 [3.4]

10 (4.2)/224.0 [4.5]

Urinary tract infection

0(0)/28.1 [0]

1(0.8)/29.1 [3.4]

10 (4.2)/225.9 [4.4]

Upper respiratory tract infection

4(3.4)/27.6 [14.5]

0 (0)/29.3 [0]

9(3.8)/224.2 [ 4.0]

Constipation

1(0.8)/27.9 [3.6]

2(1.6)/29.0 [6.9]

6(2.5)/226.4[2.7]

Abbreviations: AE = adverse event; DBTP = double-blind treatment phase; e = sum across all participants = total time at risk in the OLEP in years; n = number of
participants reporting at least one occurrence of an adverse event in that class; N = number of participants in the analysis set; OLEP = open-label extension
phase; r = exposure-adjusted participant rate per 100 participant-years (n/e x 100); SAE = serious AE.

Safety data reported for 1 complete year of the OLEP. Double-blind treatment (either erenumab 140 mg or placebo) was given at day 1, week 4, and week 8
visits, and then open-label erenumab 140 mg was given during OLEP starting from week 12 visit. Data cutoff date: week 64 or, if patient discontinued before
week 64, minimum (end of study date, last patient last week 64). Time at risk during the OLEP is the time from the start of OLEP through the onset of the first
event in the OLEP or the minimum (end of study date, data cutoff date, last dose +112). Time at risk during the DBTP is the time from first dose of DBTP
investigational product (IP) through the onset of the first event in the DBTP or the end of the DBTP (first OLEP IP dose date or minimum [end of study date, last
IP dose date +112 d] for participants who did not receive any OLEP IP dose). Cardiac events included hypertension, angina pectoris, increased blood pressure,

and labile hypertension. Medical Dictionary for Regulatory Activities Version 21.1 was used for the reporting of adverse events.

with constipation was low compared to real-world data;
comedications such as antidepressants and other agents that
may cause constipation were largely not allowed in the trial.
The basis for the disparity between real-world reports and trial
data is unresolved. No deaths were reported. The safety
events associated with erenumab in the OLEP was consistent
with those observed in the DBTP. There were no new safety
concerns observed.

The findings from this study are similar to the results of the
other prior open-label extension studies conducted for ere-
numab. Interim analysis was performed on data from a S-year
open-label treatment phase after all patients with EM who
completed 4 years in the open-label treatment phase or

Neurology.org/N

discontinued the study. The >4-year results demonstrated
that erenumab was safe and well tolerated with the profile of
AEs consistent with the shorter placebo-controlled studies.”

Similarly, the findings from an open-label extension study in
patients with CM demonstrated the long-term safety and ef-
ficacy of erenumab over a 52-week period following the 12-
week DBTP.” Efficacy was continued throughout the 52
weeks. Clinically significant and meaningful reductions from
DBTP baseline were observed in MMD and migraine-specific
medication treatment days; overall, baseline values were re-
duced to about half. The safety profile in the study was con-
sistent with the known AE profile of erenumab and not
different from the placebo AE rates in the DBTP.
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The study was limited to patients with EM; therefore, results
should not be generalized to include those with CM, even
though the number of MMD is within the range for the CM
definition for a subset of patients. However, patients with
high-frequency EM were found to be comparable to patients
with CM with regard to chronicity and disability in a recently
published Danish study.'” The OLEP was a nonrandomized
phase with no comparator arm, and erenumab was admin-
istered open-label to the entire population without blinding
of dose. A temporary technical issue related to the log pads
used for daily headache reporting was observed in July 2018
that affected the collection of efficacy data for a subset of
patients at the last 2 visits for assessment. Although efficacy
data were available from only two-thirds of the patients at the
last 2 visits due to the technical issue with the eDiary device,
sensitivity analysis on these data confirmed that the findings
were robust.

Patients who have been unsuccessful on prior preventive
treatment failures can be difficult to treat. The LIBERTY
OLEP has demonstrated sustained efficacy of erenumab
treatment over 1 year in this patient population. Efficacy of
erenumab was (continuously) sustained throughout 64 weeks
in patients with EM who were unsuccessful on 2 to 4 prior
preventive treatment failures in both the groups on continu-
ous erenumab and those initiating erenumab treatment. The
safety of erenumab was similar to the previously reported
clinical trials.
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