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Status of this report and steps taken for the assessment 
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discussion 
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 CHMP members comments 15 July 2024 n/a  
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 CHMP adoption of conclusions 25 July 2024 25 July 2024  
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1.  Introduction 

On 02 February 2024, the MAH submitted a paediatric study for Vyepti in accordance with Article 46 of 
Regulation (EC) No1901/2006, as amended. 

A short critical expert overview has also been provided.  

2.  Scientific discussion 

2.1.  Information on the development program 

The MAH stated that trial 18922A – Extension Period (Part B) is conducted as part of a global 
development programme for eptinezumab in paediatric patients with migraine as per the Paediatric 
Investigation Plan agreed with the EMA, UK MHRA, and the initial Paediatric Study Plan agreed with the 
US FDA, as well as to fulfil US FDA PMR 3796-2. The paediatric eptinezumab migraine programme 
agreed with the EMA/PDCO includes the following trials: 

• 1 PK trial in children (6 to 11 years) and adolescents (12 to 17 years) (Trial 18922A; 
completed) 

• 2 efficacy and safety trials: 

- 19356A: trial in adolescents with chronic migraine (ongoing) 

- 19357A: trial in children and adolescents with episodic migraine (planned) 

• All participants who complete the 2 efficacy and safety trials are offered participation in a long-
term extension trial (Trial 19379A; ongoing) 

2.2.  Information on the pharmaceutical formulation used in the study 

The strength, formulation, and mode of administration of eptinezumab used in Trial 18922A are 
presented in Panel 1: 

 

For participants assigned to eptinezumab 300 mg (the content of 3 vials), a 100 mL bag of sodium 
chloride 9 mg/mL (0.9%) solution for injection was used to prepare the solution for infusion. 

For participants assigned to eptinezumab 150 mg (the content of 1.5 vials), a 100 mL bag of sodium 
chloride 9 mg/mL (0.9%) solution for injection was used to prepare the solution for infusion. 

No participants weighed less than 20 kg and thus no participants received eptinezumab 100 mg. 

The pharmaceutical formulation of eptinezumab is an IV solution for infusion. The formulation is the 
same as that approved for use in adults. 
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2.3.  Clinical aspects 

2.3.1.  Introduction 

The MAH submitted a study report for: 

Trial No. 18922A: An open-label, single-dose, pharmacokinetic study to evaluate IV eptinezumab in 
children and adolescents with migraine, followed by an optional, multiple-dose, open-label extension 
period (Main Study Period + Extension Period completed). 

Trial 18922A was initiated in 2020. This first study of eptinezumab in paediatric patients (18922A) was 
conducted as part of a global development programme for eptinezumab in paediatric patients with 
migraine as per the paediatric investigation plan (PIP) agreed with the EMA and initial paediatric study 
plan (iPSP) agreed with the FDA.  

This trial was performed to identify the paediatric doses that will provide exposures similar to those 
found to be effective in adults. 

First patient first visit – 4 August 2020 (the date when the first Informed Consent Form was signed). 

The data for the Main Study Period are presented in the Critical Expert Overview (dated 7 March 
2023), which was submitted to EMA in procedure EMA/H/C/ 005287/P46/05 (conclusion adopted by 
CHMP on 17 August 2023) and to MHRA on 10 April 2023 (initial appraisal step completed 8 December 
2023).  

2.3.2.  Clinical study 

Methods 

Trial 18922A is an interventional, open-label PK trial with eptinezumab, consisting of a single-dose, 20-
week Main Study Period and an optional 44-week multiple-dose Extension Period. The participants 
were enrolled at 6 sites in the United States. 

Study participants 

The trial included children and adolescents (6 to 17 years of age) with a diagnosis of migraine with or 
without aura according to ICHD-3 for ≥6 months prior to the Screening Visit and who had a frequency 
of migraine ≥4 MMDs for ≥3 months prior to the Screening Visit and who are requiring migraine 
prevention treatment. 

Main Study Period 

• 28 patients were enrolled 

• 28 patients were treated – 12 children and 16 adolescents 

• 3 patients withdrew from the Main Study – 1 child (withdrawal of consent) and 2 adolescents (lost to 
follow-up and “other” reason) 

• 25 patients completed the Main Study – 11 children and 14 adolescents 

• 28 patients were analysed – 12 children and 16 adolescents in the APTS_A and PKS_A 
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Extension Period 

• 2 patients did not continue into the optional Extension Period – 1 child and 1 adolescent 

• 23 patients were treated – 10 children and 13 adolescents 

• 4 patients withdrew from the Extension Period – 1 child (lost to follow-up) and 3 adolescents 
(protocol violation of positive urine drug screen [2 adolescents] and lack of efficacy) 

• 19 patients completed the Extension Period – 9 children and 10 adolescents 

• 23 patients were analysed – 10 children and 13 adolescents in the APTS_B and PKS_B 

Treatments 

The Main Study Period included a single IV infusion of eptinezumab. The Extension Period included 3 
additional eptinezumab infusions (separated by 12 weeks) for a total of up to 4 infusions during the 
trial. 

For patients who continued into the Extension Period, the second IV infusion was given at the Week 20 
Visit. The patients returned for a clinic visit at Week 24. The patients’ third and fourth IV infusions 
were given at Week 32 and Week 44, respectively. There was a 20-week follow-up period after the last 
IV infusion (corresponding to 5 plasma half-lives of eptinezumab), which resulted in a total study 
duration of 64 weeks after the first IV infusion of eptinezumab (approximately 68 weeks after the 
Screening Visit). 

Each patient received a single open-label dose of eptinezumab IV based on the highest target adult 
exposure of eptinezumab (300 mg IV). The dose was adjusted for the patient’s body weight according 
to the following guidelines (the paediatric dose adjustments are based on simulations using a 
population PK (popPK) model to optimally match eptinezumab exposure following a 300 mg IV dose in 
adults): 

− Patients weighing ≤20 kg received eptinezumab 100 mg IV 

− Patients weighing >20 to ≤40 kg received eptinezumab 150 mg IV 

− Patients weighing >40 kg received eptinezumab 300 mg IV 

Treatment doses were adjusted accordingly if a patient changed weight bands during the study 
(Extension Period). 
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Objective(s) / Outcomes/endpoints 

 

 

Objectives evaluated for part B included:  

- The characterization of the PK profile of eptinezumab after multiple IV administrations in 
paediatric patients 6 to 17 years of age (Extension Study; Part B)  
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- The evaluation of the immunogenicity of eptinezumab after single and multiple IV 
administrations in paediatric patients 6 to 17 years of age (Main and Extension Study; Parts A 
and B) 

- Exploration of the efficacy of eptinezumab after single and multiple IV administrations in 
paediatric patients 6 to 17 years of age (Main and Extension Study; Parts A and B). 

 

Study Methodology 

• During infusion visits, assessments of safety were performed before and after each infusion. At these 
visits, adverse events were collected, as well as physical examination, safety laboratory tests, ECG, 
weight, and vital signs. The PedMIDAS and C-SSRS were administered prior to infusion. 

• During infusion visits, patients were monitored during infusion and for a period of 2 hours from the 
end of infusion. However, patients could have been requested to stay longer should the investigator 
determine this to be clinically warranted. 

• Plasma samples for PK analysis were collected from all patients at Screening, Baseline (immediately 
after end of infusion and 2 hours after end of infusion), Weeks 4, 8, 12, 20, 24, 32, 44 (pre-dose, 
immediately after end of infusion, and 2 hours after end of infusion), Week 64, and the Withdrawal 
Visit, if applicable (pre-dose at all visits except where noted otherwise). 

• Serum samples for assessment of ADAs were collected at Screening, Weeks 4, 8, 12, 20, 24, 32, 44, 
64, and the Withdrawal Visit, if applicable. 

• Efficacy was assessed throughout the study using the PedMIDAS. A subset of patients (those who 
enrolled under Clinical Study Protocol, Edition 2.0) were also asked to complete an electronic headache 
diary (eDiary) on a daily basis from the Screening Visit until Week 12 or the Withdrawal Visit, 
whichever came first. The eDiary was used to capture data on disease-related information such as 
headache frequency, duration, characteristics, severity, as well as use and response to acute headache 
medication, which was used to evaluate MMDs and MHDs. Three versions of the eDiary were used in 
the study: one for adolescents and one for children, with the child version accompanied by a caregiver 
diary to collect detailed information. Only one device was distributed per patient. Children were 
provided with the simplified child version of the eDiary to capture data on headache frequency, 
characteristics, severity, and use of medication. Parent(s)/caregiver(s) were asked to report all data 
related to the child’s headache and use of acute headache medication via the caregiver eDiary. 
Parent(s)/caregiver(s) reports were intended to complement the child reports. Adolescents (12 years 
of age and older) were to self-report all data. 

• If possible, patients who withdrew prior to Week 20 in the Main Study Period or who withdrew prior 
to Week 64 in the Extension Period were seen for a Withdrawal Visit as soon as possible for scheduled 
assessments. They were also contacted for a Safety Follow-up Visit 20 weeks after the last 
investigational medicinal product (IMP) infusion. For patients completing the Main Study Period, safety 
data were collected at the Main Study Completion Visit. For patients completing the Extension Period, 
safety data were collected at the Extension Period Completion Visit (also 20 weeks after the last IMP 
infusion). 

• If needed, the individual dose could be adjusted during the study (within weight band) based on PK 
and safety data. 
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• Due to recruitment difficulties, an interim popPK analysis was performed ad hoc based on data from 
16 adolescents and 7 children. Given the robust popPK model and the PK results obtained in the 
patients already included in the study, the inclusion of 16 children as originally intended was deemed 
not necessary. 

Following agreement with US FDA, EMA, and MHRA on a reduction of sample size of the children 
cohort, enrolment into the study was stopped when 16 adolescents and 12 children had been treated. 

 

Statistical Methodology 

The following analysis sets were used to analyse and present the data: 

- All-patients-treated in Part B set (APTS_B) – all patients treated with IMP in the Extension 
Period. 

- PK Part B set (PKS_B) – all patients in the APTS_B with at least 1 post-infusion PK sample in 
the Extension Period. 

- The PK characterization was primarily performed on the results from Day 1 (the day of the first 
infusion) through Week 20. Secondary PK characterizations were performed on Extension 
Period data, from Week 20 through Week 64. The PK analyses were performed using the 
PKS_A for the Main Study Period and the PKS_B for the Extension Period. PK parameters were 
determined from the plasma concentration-time data and are summarized for each age group, 
and for each age group and body weight group, and dose level (if relevant). 

- Efficacy, safety, and immunogenicity endpoints are presented descriptively by age group and 
by age group and weight group. 

- The planned sample size for this study was 32 patients with AUC0-inf and Cmax results in the 
Main Study Period. On the log scale, the standard deviation (SD) of both the AUC0-inf and 
Cmax measurements were estimated as 0.40. With a sample size of 16 patients in each age 
group and an SD of 0.40 or less, the resulting 95% CI would have a half width of 0.2 or less, 
which was expected to be sufficiently precise to draw meaningful conclusions, including a 
meaningful comparison between paediatric and adult patients in the popPK model. 

 

Analysis of the Exploratory Endpoints 

Pediatric Migraine Disability Assessment Total Scores  

The impact of migraines on children’s day-to-day activities was assessed by patients and parents or 
caregivers, as applicable, who completed the PedMIDAS. The total score is a simple composite of the 
total of 6 questionnaire items. A score of 0 to 10 indicates little or no disability, 11 to 30 mild disability, 
31 to 50 moderate disability, and more than 50 severe disability. 

At Baseline, the median (min, max) PedMIDAS total score was slightly lower for children than for 
adolescents (39.0 [14, 132] versus 45.5 [0, 143]).  

The absolute value and change from Baseline in the PedMIDAS disability score were descriptively 
summarized by visit and study period. Shifts from Baseline to each post-Baseline visit are presented 
for the PedMIDAS disability score categories (little to no disability, mild disability, moderate disability, 
and severe disability) by visit and study period. 
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Summaries and school status data are presented for the APTS_A and APTS_B for the Main Study 
Period and Extension Period, respectively. 

 

Number of MMDs and MHDs 

The treatment effect on the change from Baseline in number of MMDs and MHDs (Weeks 1 to 4, 5 to 8, 
9 to 12, and 1 to 12) was calculated using 28-day intervals and summarized for the subset of patients 
with available eDiary data in the Main Study Period. 

Sample size 

In total, 25 paediatric participants completed the Main Period; of these, 2 paediatric participants did 
not continue into the Extension Period; hence, 23 participants (10 children and 13 adolescents) were 
treated with eptinezumab in the Extension Period. Four participants withdrew from the trial during the 
Extension Period: 1 child (lost to follow up) and 3 adolescents (protocol violation of positive urine drug 
screen [2 adolescents] and lack of efficacy [1 adolescent]). Nineteen participants (9 children and 10 
adolescents) completed the Extension Period. 

Results 

Baseline data 

Demographics and Baseline characteristics were similar in the age groups except for age-specific 
parameters. The median age of patients in this study was 13.5 years, with a range from 6 to 17 years, 
and most patients were female (20 patients [71%]) and White or Caucasian (24 patients [86%]). At 
Baseline, no children weighed ≤20 kg, 11 children (92%) weighed >20 kg and ≤40 kg, and 1 child 
(8%) weighed >40 kg; all 16 adolescents weighed >40 kg. Patients had a median number of 10 
migraine days (range 4 to 20 days) per 28-day period in the 3 months before Screening. The median 
PedMIDAS total score at Baseline was slightly lower for children than for adolescents (39.0 versus 
45.5). 

Before the Screening Visit, 3 children (25%) and 8 adolescents (50%) had used preventive 
headache/migraine medication. 
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Panel 2: Patient Demographic and Baseline Characteristics in the Extension Period (APTS_B)  

 

Panel 3:  Migraine History in the Extension Period (APTS_B) 
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Baseline Efficacy Scores/ Values 

Among patients who continued to the Extension Period and were evaluated for shifts in PedMIDAS  
(9 children, 13 adolescents), the majority had severe or moderate disability at Baseline (6 children and 
9 adolescents) and the remaining patients (3 children and 4 adolescents) had mild disability (Panel 4). 

Panel 4: PedMIDAS Total Score: Shift from Baseline by Visit in the Extension Period 
(APTS_B) 

 

Medical, Psychiatric, and Neurological Disorders 

In the 6-to-11-year age group, 4 female children and no male children were pre-pubertal (Tanner 
score of 2), and 5 female children and 1 male child were in puberty (Tanner score of 3 to 5). In the 12-
to-17-year age group, 5 female and 2 male adolescents were in puberty (Tanner score 6 to 9) and 3 
female and 2 male adolescents were post-pubertal (Tanner score 10). 
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Concomitant Medication 

Concomitant medications in the Extension Period, that is, any medication other than IMP that was 
ongoing at or started on/after the first dose of IMP. 

All 23 patients (100%) in the APTS_B took at least 1 concomitant medication in the Extension Period. 
The most common concomitant medications, taken by ≥2 patients (≥15% of patients) in either age 
group, were: 

• ibuprofen (7 children [70%]; 5 adolescents [39%]) 

• paracetamol (5 children [50%]; 2 adolescents [15%]) 

• rizatriptan (2 children [20%]; 5 adolescents [39%]) 

• naproxen sodium (0 children; 5 adolescents [39%]) 

• sumatriptan (1 child [10%]; 3 adolescents [23%]) 

• ondansetron (1 child [10%]; 3 adolescents [23%]) 

• tozinameran (1 child [10%]; 3 adolescents [23%]) 

• cetirizine hydrochloride (2 children [20%]; 1 adolescent [8%]) 

• cyproheptadine (3 children [30%]; 0 adolescents) 

• colecalciferol (0 children; 3 adolescents [23%]) 

• amoxicillin (0 children; 3 adolescents [23%]) 

• acetylsalicylic acid; caffeine; paracetamol (0 children; 2 adolescents [15%]) 

• diphenhydramine hydrochloride (2 children [20%]; 0 adolescents) 

• fluoxetine hydrochloride (0 children; 2 adolescents [15%]) 

• melatonin (2 children [20%]; 0 adolescents) 

• fluticasone propionate; salmeterol xinafoate (0 children; 2 adolescents [15%]) 

• montelukast sodium (2 children [20%]; 0 adolescents) 

• lidocaine (2 children [20%]; 0 adolescents) 

 

Monthly Migraine Days and Monthly Headache Days (eDiary) 

Only the 21 patients who enrolled under Clinical Study Protocol Edition 2.0 were asked to use the 
eDiary.  
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Number analysed 

Overall, 28 paediatric participants (12 children and 16 adolescents) with migraine were treated in the 
Main Study Period, of which 25 (11 children and 14 adolescents) have completed that period. Three 
participants withdrew from the trial – 1 child (withdrawal of consent) and 2 adolescents (lost to follow-
up and “other” reason [“too busy with school and could not continue”]). 

Exposure:  

The Extension Period included up to 3 infusions of eptinezumab at 150 mg or 300 mg according to 
protocol-defined weight-based dosing, unless adjustment was required based upon the individual 
rolling review after the first infusion in the Main Study. Based on the rolling review, the dose for 1 child 
was decreased by 25% (to 110 mg) due to high plasma concentrations after an unintentional overdose 
in the Main Study Period. 

Of the 23 patients who were treated with IMP in the Extension Period, 19 patients received 3 infusions 
in the Extension Period as per the protocol, 1 patient received 2 infusions (Week 20 and Week 32), and 
3 patients received a single infusion (Week 20). One adolescent had a temporary 6-min-interruption of 
the infusion at Week 44. The interruption was not considered related to safety or tolerability as no 
corresponding adverse event was reported. The eptinezumab infusion was completed in full for all 23 
patients (that is, no solution was left in the bag). 

 

Pharmacokinetics 

After IV infusions of eptinezumab at Weeks 20, 32, and 44, all available post-dose samples collected 
and analysed were quantifiable for eptinezumab in all patients through Week 64. 

Multiple IV administrations of eptinezumab at Weeks 20, 32, and 44 at 150 mg or 300 mg (section 8) 
resulted in similar mean eptinezumab concentration-time curves from Week 44 to Week 64, 
overlapping across dose levels. Peak eptinezumab concentrations at Week 44 were reached within 3 
hours after the end of infusion (however, note the limitation of sparse sampling timepoints). 
Subsequently, plasma concentrations of eptinezumab gradually declined, with plasma concentrations 
remaining quantifiable at least 20 weeks post-dose (Week 64) in all available patients. Of note, one 
child had a high concentration of eptinezumab (1094 μg/mL) immediately after infusion at Week 44. A 
protocol deviation occurred during the collection of this sample which possibly impacted the result. 
Therefore, the time point for this patient was considered an outlier and excluded from the 
concentration summary statistics and the PK parameter analysis. 

There were no differences when comparing the mean eptinezumab concentration-time curves from 
Week 44 to Week 64 by age group. The resulting curves overlapped for the age groups   
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After multiple IV administrations of eptinezumab to paediatric patients at Weeks 20, 32, and 44, 
eptinezumab Cmax_w44-w64 was similar between dose levels while AUCw44-w64 was slightly higher 
at the 300 mg compared with the 150 mg eptinezumab dose level. The eptinezumab C32wk and 
C44wk were comparable between dose levels. Considering variability and the small number of patients 
at the 150 mg and 300 mg eptinezumab dose levels, the differences in exposure are considered minor. 
The child who received 110 mg eptinezumab had slightly lower Cmax_w44-w64 and AUCw44-w64 and 
slightly higher C32wk and C44wk than the corresponding values at the other dose levels, but the 
values were within the same range when accounting for variability at the other dose levels. The results 
were similar in children and adolescents. 
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Rapporteur’s Comment: 

23 participants (10 children and 13 adolescents) were treated with eptinezumab in the Extension 
Period. Four participants withdrew from the trial during the Extension Period due to lost of follow up 
(1), positive urine drug test (2), and lack of efficacy (1). 

The children (6 to 11 years) and adolescents (12 to 17 years) received 3 additional IV injections at 
weeks 20, 32, and 44. The dose was either 150 mg or 300 mg eptinezumab, depending on body 
weight. Obviously, no patients < 20 kg bw were included. Therefore, no data for this weight stratum 
and for the dosing regimen of 100 mg eptinezumab have been collected. 

Unexpectedly, Cmax mean was higher in the 150 mg group compared to the 300 mg group. This result 
seems to be driven by 2 “outliers” at week 44 (290 µg/mL und 320 µg/mL). The reason for these 
increased Cmax values is not clear but obviously let to the implausible higher Cmax value in the 150 mg 
group. With regard to the remaining patients in the 150mg group, Cmax values were well below Cmax 
values in the 300 mg group, as expected. Ignoring the 2 “outliers”, C max (126.5 µg/mL) was highly 
comparable with steady state Cmax in the initial model (125 µg/mL).  
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Overall, mean plasma concentrations after multiple IV administrations (Cmax_w44-w64) of eptinezumab 
were in the range observed after administration of 300 mg eptinezumab IV in the pivotal studies in 
adults (Cmax 33.1 µg/mL – 368 µg/mL). 

As expected, the AUC__w44-w64 was higher after administration of the 300 mg dose compared to the 150 
mg dose. AUC results were not comparable with AUC results in adults from the pivotal trials due to 
differences in intervals and collection time points. 

 

Efficacy results 

Analysis of the Exploratory Endpoint Pediatric Migraine Disability Assessment Total Scores 

The impact of migraines on children’s day-to-day activities was assessed by patients and parents or 
caregivers, as applicable, who completed the PedMIDAS. 

Among patients who continued to the Extension Period, an improvement in disability was seen both in 
children and in adolescents at all visits, with a median (min, max) score change from Baseline of -21.0 
(-53, 115), -27.0 (-59, 98), and -35.0 (-91, -16) to Weeks 32, 44, and 64 for children, respectively, 
and of -43.0 (-109, -7), -22.0 (-127, 137), and -20.5 (-113, 337) for adolescents, respectively (Table 
below “Panel 6”). Note that a few patients had very high total score values at one or several visits; 1 
adolescent had a total score of 435 at Week 64, which is far above the theoretical upper limit of 240. 

Improvements in disability were observed in the majority of patients: in 7 of 9 children at Week 32, 8 
of 9 children at Week 44, and 9 of 9 children at Week 64; and in 11 of 13 adolescents at Week 32, 9 of 
11 adolescents at Week 44, and 7 of 10 adolescents at Week 64. 

Few patients (0 to 2 children and 2 to 3 adolescents, depending on the visit) had no change in 
disability, and no patients had worsened disability. 



 
Assessment report for paediatric studies submitted according to Article 46 of the 
Regulation (EC) No 1901/2006  

 

EMA/378890/2024  Page 25/30 
 

 

 

Rapporteur’s Comment:  

Efficacy was analyzed by changes in PedMIDAS. This analysis was of exploratory nature and indicated 
a trend to improvement in PedMIDAS disability scores in both age groups. 
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Safety 

In the Extension Period, 14 patients (61%) had at least 1 TEAE; the incidence was 50% in children and 
69% in adolescents. Three children (30%) and 1 adolescent (8%) had TEAEs related to IMP. None of 
the patients had TEAEs leading to death, serious TEAEs, severe TEAEs, TEAEs leading to IMP 
modification, temporary interruption of IMP, withdrawal of IMP, or withdrawal from the study. 

The SOCs with the highest incidences of TEAEs (≥2 patients [≥15%] in either age group) were: 

• infections and infestations (1 child [10%]; 3 adolescents [23%]) 

• investigations (1 child [10%]; 3 adolescents [23%]) 

• nervous system disorders (2 children [20%]; 2 adolescents [15%]) 

• respiratory, thoracic and mediastinal disorders (2 children [20%]; 1 adolescent [8%]) 

• injury, poisoning and procedural complications (2 children [20%]) 

• psychiatric disorders (2 adolescents [15%]) 

 

The TEAEs (preferred terms) that were reported for more than 1 patient were: 

• hypercholesterolaemia (1 child [10%]; 1 adolescent [8%]) 

• migraine (1 child [10%]; 1 adolescent [8%]) 

• nasal congestion (2 children [20%]) 

• pharyngitis streptococcal (2 adolescents [15%]) 

While orthostatic hypotension was the only TEAE that was reported for more than 1 patient in the Main 
Study Period, no patient reported orthostatic hypotension in the Extension Period. 
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Rapporteur’s Comment:  

Overall, eptinezumab was well tolerated. There were no serious TEAEs, no severe TEAEs, and no TEAEs 
leading to IMP or trial withdrawal. No safety signals were identified. 

 

Immunogenicity 

In the Main Study Period, 2 adolescents were positive for ADAs in a confirmatory assay, but neither 
had NAbs. The adolescent who was positive for ADAs in an assay at Week 20 was negative at the 
Withdrawal Visit in the Extension Period, which was performed 16 days after the Week 20 Visit. The 
adolescent who was positive for ADAs in a confirmatory assay at Weeks 12 and 20 in the Main Study 
Period also had positive ADA results in the Extension Period at Weeks 24 and 32. The ADA titres were 
low (<50, that is, below assay minimum required dilution) at Weeks 12, 20, 24, and 32, and at Week 
44 and Week 64, the adolescent had negative ADA results. No TEAEs were reported for this adolescent 
in the Extension Period. No other adolescent and no children were positive for ADAs in the Extension 
Period. All patients had negative ADA results at their last visit. 
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Rapporteur’s Comment:  

2 adolescents were confirmed ADA positive in the Main Study Period. One of these was also positive for 
ADAs in the Extension Period. None of the ADAs had neutralizing properties. 

2.3.3.  Discussion on clinical aspects 

The scope of Part B of this study was to evaluate the pharmacokinetic profile and the immunogenicity 
of eptinezumab after 3 additional intravenous administrations of eptinezumab in pediatric patients 6 to 
17 years of age, separated by 12 weeks. The total number of infusions (main study and extension 
part) was 4.   

Eptinezumab was administered at a dose of 150 mg or 300 mg, depending on the participant’s body 
weight. Multiple IV administrations resulted in overlapping mean plasma concentration-time curves 
from Week 44 to Week 64. 

Plasma exposure (Cmax_w44-w64 and AUCw44-w64) was comparable across dose levels, weight 
groups, and age groups. However, Cmax mean was higher in the 150 mg group compared to the 300 
mg group. This result seems to be driven by 2 “outliers” at week 44 (290 µg/mL und 320 µg/mL). The 
reason for these increased Cmax values is not clear but obviously let to the implausible higher Cmax 
value in the 150 mg group. With regard to the remaining patients in the 150mg group, Cmax values 
were well below Cmax values in the 300 mg group, as expected. Ignoring the 2 “outliers”, C max (126.5 
µg/mL) was highly comparable with steady state Cmax in the initial model (125 µg/mL).  

Overall, mean plasma concentrations after multiple IV administrations (Cmax_w44-w64) of eptinezumab 
were in the range observed after administration of 300 mg eptinezumab IV in the pivotal studies in 
adults (Cmax 33.1 µg/mL – 368 µg/mL). 

As expected, the AUC_w44-w64 was higher after administration of the 300 mg dose compared to the 150 
mg dose. It must be noted that AUC results were not comparable with AUC results in adults from the 
pivotal trials due to differences in intervals and collection time points. 

The efficacy and safety of eptinezumab in this pediatric population was evaluated as an exploratory 
objective. There was a trend to clinical improvement in PedMIDAS disability scores across age groups.  

Overall, eptinezumab was well tolerated in children and adolescents 12 to 17 years of age. No new 
safety signals were identified.  

No participants weighed less than 20 kg and thus no participants received eptinezumab 100 mg. Data 
from the 150 mg and 300 mg dose groups may not be sufficiently predictive for patients of lower 
weight/ dose (100 mg eptinezumab) groups. This needs to be accounted for in future pediatric studies, 
specifically if the inclusion of younger patients/ patients with lower body weight is planned. 

No changes to the product information are proposed. 

 

3.  CHMP overall conclusion and recommendation 

  Fulfilled: 

No regulatory action required. 
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Annex. Line listing of all the studies included in the 
development program 

Non-clinical studies 

 

 

 

Clinical studies 
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Extrapolation, modelling and simulation studies 
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