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Phase 1 study 
This phase 1 study (A Single-Dose, Open-Label Study to Characterize the Pharmacokinetics, Safety and Tolerability of Subcutaneous Administration of Fremanezumab in Pediatric Migraine Patients (6 to 11 Years of Age Inclusive, EudraCT number 2018-000734-35) enrolled patients aged 6–11 years with a diagnosis of migraine according to the International Classification of Headache Disorders, 3rd edition (ICHD-3), and body weight between 17.0 and <45.0 kg. Patients with prior exposure to monoclonal antibodies targeting the CGRP pathway were excluded. Eligibility required good overall health as assessed by medical and psychiatric history, physical examination, 12-lead electrocardiogram, and standard laboratory tests (serum chemistry, hematology, coagulation, and urinalysis). Participants were stratified into two weight groups: 17 to <30 kg (n = 6) and 30 to <45 kg (n = 9). Each received a single subcutaneous dose of fremanezumab 75 mg injected into the abdomen. PK sampling included five time points per patient on days 2, 11, 29, 85, and 113 post-dose. Data included dosing details (amount and time), PK samples (time from dose and measured concentration), and baseline demographic information. All patients with at least one quantifiable fremanezumab concentration were analyzed. Body weight, age, and sex were assessed as potential covariates of PK variability, with values assumed constant throughout the study.
In total, 75 plasma samples from 15 patients were analyzed. Fremanezumab concentrations were determined using a validated chemiluminescence enzyme-linked immunosorbent assay (ELISA) with a lower limit of quantification of 0.25 µg/mL.

SPACE trial
The SPACE trial (NCT04458857, EudraCT 2019-002056-16; protocol code TV48125-CNS-30084) is designed to assess the efficacy, safety, and tolerability of fremanezumab compared with placebo for the preventive treatment of episodic migraine in pediatric participants. The primary objective is to determine whether fremanezumab reduces the monthly average number of migraine days over a 12-week treatment period. Secondary objectives include confirming additional efficacy outcomes, characterizing safety and tolerability, and evaluating the immunogenicity of fremanezumab, particularly the impact of anti-drug antibodies on clinical outcomes. The trial is planned to last up to 51 months in total.
Eligible participants must have a clinical history of recurrent migraine consistent with ICHD-3 criteria for at least six months before screening and no more than 14 headache days per month in the three months preceding enrollment. They are required to maintain a prospectively collected headache diary and must not meet criteria for chronic daily headache, defined as fewer than four headache-free days during baseline. Key exclusion criteria include recent use of opioids, barbiturates, or interventional migraine treatments, significant psychiatric conditions or suicidality, ongoing infections or chronic viral illnesses, history of cancer or hemiplegic migraine, pregnancy or breastfeeding, hypersensitivity to monoclonal antibodies, recent administration of live attenuated vaccines, or prior severe dermatologic reactions such as Stevens-Johnson syndrome.
Participants are randomized to receive either fremanezumab subcutaneously at a dose stratified by body weight (< or ≥ 45kg threshold) or matching placebo for three months. 
The primary endpoint is the mean change from baseline in monthly migraine days. Secondary endpoints include (among others): the frequency of treatment-emergent adverse events, ECG and laboratory abnormalities, vital sign changes, abnormal physical findings, reductions in monthly headache days of at least moderate severity, responder rates defined as ≥50% reduction in migraine days, use of acute medications, changes in PedMIDAS disability scores and incidence of anti-drug antibodies.

Review methods
This article was conducted as a narrative review of the literature addressing the role of CGRP and CGRP-targeting therapies in the pediatric population. A targeted search of the biomedical literature was performed using PubMed and Embase on August 2025. Search terms included combinations of “CGRP,” “calcitonin gene-related peptide,” “pediatric,” “children,” “adolescents,” and “migraine.” Original research articles, clinical trials, observational studies, and relevant reviews published in English were considered. We also included clinicaltrial.gov in our search for ongoing studies and unpublished data. Finally, we accessed the FDA pharmacological review and labeling. References present in the selected studies were also considered. Studies focusing on adult-only populations, non-clinical models without pediatric relevance were excluded. On 30 January 2026, we performed an adjunctive search for relevant trial. 
Given the narrative nature of the review, study selection and data synthesis were qualitative and not restricted by predefined outcome measures, with emphasis placed on clinical relevance and biological plausibility.
2

