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2. SYNOPSIS 
 

Name of Sponsor/Company: 
Teva Global Branded Products R&D, 
Inc. 

Individual study table referring to 
part of dossier in which the 
individual study or study table is 
presented 
 
 
Volume: 
 
Reference: 

(For National Authority Use 
Only) 
 

Name of Finished Product: 
AJOVY® 
 
Name of Active Ingredient: 
Fremanezumab TEV-48125 

Title of Study: A Multicenter, Randomized, Double-Blind, Placebo-Controlled, Proof of Concept Study of the 
Efficacy and Safety of Fremanezumab for Treatment of Patients with Fibromyalgia 

Investigators and Study Centers: The study was conducted at 34 centers in the United States. A complete list of 
investigators and their affiliations is included in this abbreviated clinical study report (CSR). 

Publication (reference): Results from this study have not been published at the time of approval of this report. 

Study Period: 31 July 2019 to 19 January 2022 

Phase of Development: 2 

Primary Objective: The primary objective of the study was to estimate the treatment effect of fremanezumab 
administered subcutaneously (sc) in reducing pain in adult patients with fibromyalgia (FM). 

Secondary Objectives: The secondary objectives of the study were the following: 

• To evaluate the effect of fremanezumab on other efficacy measures, including pain, quality of life, 
sleep, fatigue, improvement in health, physical functioning, and mood. 

• To evaluate the safety and tolerability of fremanezumab administered sc in adult patients with FM. 

It should be noted that not all of the study objectives are addressed in this abbreviated CSR. Because the second 
interim analysis met the pre-specified futility criterion, limited efficacy data are presented in this abbreviated CSR. 
Results for the primary and secondary objectives are presented, whereas  and immunogenicity results are 
not presented.  

Number of Patients (Planned and Analyzed): For this study, 240 patients were planned to be randomized; data 
from 189 patients were analyzed for safety. 

Diagnosis and Main Criteria for Inclusion: Patients were included in the study if all of the following criteria were 
met: 

• Patients must have been approved for study participation by the Fibromyalgia Eligibility Review 
Committee. 

• Patients must have been capable of giving signed informed consent. 

• Patients must have agreed to comply with the requirements and restrictions listed in the clinical study 
protocol, including remaining at the clinic for the duration of each required visit during the study 
period to complete all scheduled procedures and assessments. 
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• Patients must have been male or female ≥18 to 75 years old at screening (inclusive) with FM. 

• Patients must have been willing to comply with recording of once-daily scores using the Pain 
Intensity-Numerical Rating Scale (PI-NRS), completed every evening (approximately the same time 
each day) starting at the Baseline Assessment Period Start (BAPS) Visit (Visit 2) and continuing to the 
end-of-treatment (EOT)/end-of-study (EOS) or early termination (ET) Visit (Visit 7). A minimum of 
12 of 14 daily average pain intensity ratings AND daily worst pain intensity ratings were required to be 
recorded in an e-diary during the baseline assessment period. 

• Patients must have met all of the following diagnostic criteria for FM according to 2016 American 
College of Rheumatology at the Screening Visit: 

− Generalized pain, defined as pain in at least 4 of 5 regions, was present. 

− Symptoms had been present at a similar level for at least 3 months. 

− Widespread pain index (WPI) ≥7 and a symptom severity (SS) scale score ≥5 OR WPI of 4 to 
6 and SS scale score ≥9. 

− A diagnosis of FM was valid irrespective of other diagnoses. A diagnosis of FM did not exclude 
the presence of other clinically important illnesses. 

• Patients must have had a PI-NRS score ≥4 in average daily FM pain assessed by self-report over the 
previous week at Screening Visit. 

• Patients must have had body mass index of 18.5 to 45 kg/m2 and a body weight ≥45 kg. 

• Patients must have agreed to use only acetaminophen as rescue medication for FM-related pain (up to 
1000 mg per dose and not to exceed 3000 mg/day for any indication throughout the study period). 

• Non-pharmacologic interventions (including normal daily exercise routines, chiropractic care, physical 
therapy, psychotherapy, and massage therapy) were unchanged for a minimum of 30 days prior to 
screening and remained unchanged throughout the study. 

• Patients must have agreed not to initiate or modify any non-pharmacologic or pharmacologic 
interventions for FM from washout through the EOT/EOS or ET Visit. 

• Patients must have agreed to maintain a usual and unchanged physical exercise regimen. 

• Patients must have met the following pregnancy-related criteria: 

− Female patients must have had a negative serum beta-human chorionic gonadotropin (β-HCG) test 
at Screening or be sterile or postmenopausal. 

− Female patients of childbearing potential whose male partners were potentially fertile (ie, no 
vasectomy) must have used highly effective birth control methods for the duration of the study (ie, 
starting at screening) and for 6 months after the last dose of the treatment. 

− Male patients who were potentially fertile/reproductively competent (not surgically [eg, 
vasectomy] or congenitally sterile), and their female partners were of childbearing potential, 
should have used highly effective birth control methods for the duration of the study (ie, starting at 
screening). 

• Patients must have agreed not to participate in another interventional study from the screening period 
through the EOT/EOS or ET Visit. 
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Main Criteria for Exclusion: Patients were excluded from participating in this study if 1 or more of the following 
main criteria were met (not all inclusive): 

• Inability or unwillingness to discontinue/washout prohibited medications. 

• History of no meaningful improvement to an adequate trial or 2 or more different pharmacological 
classes of medications indicated for FM adequately dosed for an adequate period of time. 

• Ongoing pain that would have confounded or interfered with the assessment of the patient’s FM pain 
or required excluded therapies during the patient’s study participation. 

• History of clinically significant or unstable hematologic, cardiac, or thromboembolic events. 

Study Drug Dose, Mode of Administration, Administration Rate, and Batch Number:  

Investigational Product: Fremanezumab single-use, pre-filled syringe injection (either 225 or 675 mg sc) 
every 4 weeks for a total of 3 doses. 

Placebo: Fremanezumab placebo; same vehicle and method used for the investigational product formulation 
but without the active fremanezumab. 

Reference Therapy Dose, Mode of Administration, and Administration Rate: Not applicable. 

Method of Blinding: Patients were randomly assigned (1:1:1) to either of 2 dose regimens (225 or 675 mg sc) or 
placebo sc. Patient randomization codes were maintained in a secure location at the service provider contracted to 
generate the codes. At the time of analysis (after the EOS), after receiving the patient randomization list, without 
indication of assignment, from the Teva statistician, the service provider provided the unblinded assignment. The 
unblinded assignment was requested by Data Management from the clinical study center. 

Duration of Treatment: 16 weeks  

General Design and Methodology: This was a 21-week, randomized, double-blind, placebo-controlled, 
parallel-group, 2-dose level, multicenter study to evaluate the efficacy and safety of fremanezumab in adult patients 
with FM. Fremanezumab 225 mg, fremanezumab 675 mg, or placebo were administered sc for 4 monthly doses. All 
patients received placebo for the fourth dose at Visit 6. The study consisted of a 17- to 35-day screening period 
(Visit 1, phone contact, and BAPS Visit [Visit 2]), and a 16-week double-blind treatment period (Visits 3, 4, 5, 6, 
and 7). Patients enrolled in the study were male or female patients with FM, with an average of the daily average 
PI-NRS score of ≥4 and ≤9 during the 14-day baseline assessment period. Patients were required to wash out of all 
prohibited concomitant medication(s) prior to the BAPS Visit (Visit 2). 

Therefore, the total duration of patient participation in the study was planned to be up to 21 weeks, consisting of the 
screening period of up to 5 weeks (ranging from 17 to 35 days) and the double-blind treatment period of 16 weeks. 

The EOS was defined as completion of the last visit of the last patient. 

For the purposes of reducing bias, improving scientific integrity, and increasing assay sensitivity, a concealed 
protocol approach was used. The concealed protocol did not specify selected eligibility criteria for randomization, 
treatment randomization, the visits at which active treatment was administered, nor the timing of the primary 
endpoint. Investigators, site personnel, and study staff (ie, contract research organization) worked from the 
concealed protocol. 

Primary Efficacy Measure(s) and Endpoint(s): The primary efficacy endpoint was the change from baseline to 
week 12 in the weekly average of the daily average PI-NRS score over the past 24 hours. 
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Secondary Efficacy Measures and Endpoints: The secondary efficacy variables and endpoints were as follows: 

• Change from baseline to week 12 in the individual components of the Fibromyalgia Impact 
Questionnaire Revised: symptom subscore, impact subscore, and functional subscore score. 

• Responder rate of the Patient Global Impression of Change rating (percentage of patients much 
improved or very much improved) at week 12. 

• The percentage of patients who experienced a ≥30% reduction in the weekly average of the daily 
average PI-NRS score at week 12. 

• The percentage of patients who experienced a ≥50% reduction in the weekly average of the daily 
average PI-NRS score at week 12. 

• Change from baseline to week 12 in the weekly average of the daily worst PI-NRS score over the past 
24 hours. 

• Change from baseline to week 12 in the Patient-Reported Outcomes Measurement Information System 
(PROMIS) Sleep Disturbance Short Form (SF)8a score. 

• Change from baseline to week 12 in the PROMIS Physical Function SF12a score. 

• Change from baseline to week 12 in the PROMIS Fatigue SF8a score. 

• Number (%) of patients who did not complete the treatment (Kaplan-Meier Survival Analysis) due to 
lack of efficacy. 

Safety Variables: Safety was assessed by adverse events (including deaths, serious adverse events, and withdrawals 
due to adverse events), results of clinical laboratory tests (serum chemistry, hematology, and urinalysis), vital signs 
(blood pressure and pulse) values, electrocardiogram results, physical examination findings, concomitant medication 
usage, and suicidal ideation and behavior as measured by the Columbia-Suicide Severity Rating Scale. 

Pharmacokinetics: Plasma concentrations were tabulated at each planned sampling time point by treatment group. 
In addition, the most appropriate population pharmacokinetic model was developed, and covariates that may have 
affected pharmacokinetic parameters were tested for inclusion in the model.  

Statistical Considerations: For continuous variables, descriptive statistics (number, mean, standard deviation, 
standard error, median, minimum, and maximum) are provided. For categorical variables, patient counts and 
percentages are provided. Categories for missing data are presented, if necessary. The intent-to-treat (ITT) analysis 
set is used for all study population summaries unless otherwise specified. Summaries are presented by treatment 
group and for all patients. 

Summary of Results 

Patient Disposition and Demography: A total of 619 patients with FM were screened for enrollment into this 
study. Of the 619 patients screened, 189 patients at 34 centers in the United States met entry criteria and were 
considered to be eligible for enrollment into the study. Of the 430 patients who were not enrolled, 132 patients did 
not meet inclusion criteria and 126 patients met exclusion criteria, 37 patients withdrew consent, and 8 patients were 
lost to follow-up before the baseline visit. Of the 619 patients screened, 189 patients received at least 1 dose of study 
drug and were evaluated for safety in the study; 0 patients withdrew before taking any study drug. 

A total of 58 (31%) patients discontinued from the study. Of these, 57 (30%) patients withdrew from study drug 
(22 [34%] patients in the placebo group, 17 [27%] patients in the fremanezumab 225-mg group, and 18 [29%] 
patients in the fremanezumab 675-mg group). The highest overall rate of withdrawal was observed in the placebo 
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group. The most frequent reason for withdrawal from study drug in the fremanezumab groups was other (9 [14%] 
patients in the placebo group; 11 [18%] patients in the fremanezumab 225 mg treatment group, and 8 [13%] patients 
in the fremanezumab 675 mg group). Of the 28 patients who discontinued the study for “other” reasons, 26 patients 
were discontinued as requested by the sponsor after the second interim analysis, and 2 patients were discontinued 
due to COVID-19-related interruptions.  

Efficacy Results: The primary and secondary efficacy endpoints did not show a statistically significant difference 
between fremanezumab and placebo. 

Safety Results: Presented safety data indicate that treatment with fremanezumab at dosages of 225 and 675 mg 
was generally safe and well tolerated for at least 12 weeks in patients with FM. No deaths occurred in this study. 
The 3 serious adverse events were considered not related to study treatment. A total of 5 patients (2 patients who 
received fremanezumab 225 mg and 3 patients who received fremanezumab 675 mg) withdrew from the study due 
to adverse events. These patients experienced a total of 10 adverse events, of which 9 led to study withdrawal, and 
8 were considered related to study treatment. Injection site reactions and hypersensitivity reactions were reported in 
a similar proportion of patients across treatment groups. The most common adverse events, and the most common 
treatment-related adverse events, were reported in the system organ class of General disorders and site 
administration site conditions (20 [11%] of total patients for treatment-related adverse events). There were no 
clinically meaningful trends in laboratory parameters. Potentially clinically significant laboratory findings were 
reported more frequently in hematology parameters, but potentially clinically significant laboratory findings in any 
set of parameters were rarely related to study drug. No new safety signals with respect to fremanezumab were 
identified in this study. 

Pharmacokinetics Results: The plasma concentrations of fremanezumab for individual patients are tabulated in the 
bioanalytical report . 

Conclusions: Fremanezumab 225 and 675 mg did not reduce pain in adult patients with FM more than placebo but 
was well tolerated in this patient population. 
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