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Tab.1 Overview of clinical trial information of gepant-class drugs
Drug name Preclinical stage NCT code Study design Primary endpoints & summary of results
Rimegepant Phase | NCT01430442 Randomized, double-blind, placebo-  Single oral dose, good safety profile, no serious ad-
controlled verse events
Phase 1l NCT01430456 Multicenter,  randomized,  double- 75 mg significantly relieved migraine within 2 hours
blind, dose-exploration
Phase Il NCT03235479 Randomized, double-blind, placebo-  Significant relief of pain and most bothersome symptom
controlled in acute migraine, mild side effects
Phase Ill NCT03732638 Randomized, double-blind, placebo-  For prevention, monthly migraine days significantly re-
controlled duced, well tolerated
Olcegepant Phase 1l NCT00080410 Randomized, double-blind, placebo- First CGRP antagonist, IV administration, effective
controlled migraine relief, pioneer of Gepant research
Telcagepant Phase 1l NCT00103170 Randomized, double-blind, placebo-  Effective orally, but some subjects showed hepatotoxic-
controlled ity
Phase Il NCT00797667 Randomized, double-blind, placebo- Efficacy confirmed, but further development halted due
controlled to hepatotoxicity risk
Ubrogepant Phase | NCT01952574 Randomized, double-blind, dose-esca-  Single oral dose, good safety profile
lation
Phase 1l NCT02867709 Multicenter,  randomized,  double- 50 mg and 100 mg significantly relieved migraine
blind, dose-exploration
Phase Il NCT02828020 Randomized, double-blind, placebo-  Effective relief of pain and most bothersome symptom
controlled in acute migraine
Phase I NCT02867709 Randomized, double-blind, placebo-  Similar to above, further validation of efficacy
controlled
Atogepant Phase [ NCT02848326 Randomized, double-blind, dose-esca-  Multiple doses well tolerated, no serious adverse events
lation
Phase Il NCT02848326 Multicenter,  randomized,  double- 30 mg and 60 mg significantly reduced monthly mi-
blind, dose-exploration graine days
Phase Ill NCT03777059 Randomized, double-blind, placebo- 10/30/60 mg doses effectively reduced migraine fre-
controlled quency, mild side effects
Zavegepant Phase [ NCT03872453 Randomized, double-blind, dose-esca- Intranasal formulation well tolerated, no serious ad-
lation ( Intranasal ) verse events
Phase Il NCT03872453 Multicenter,  randomized,  double- 10 mg intranasal significantly relieved pain within 2
blind, dose-exploration hours
Phase Il NCT04571060 Randomized, double-blind, placebo-  Evaluated 10 mg intranasal in acute migraine; results
controlled showed significant pain and most bothersome symptom
relief within 2 hours, mild side effects
Vazegepant Phase | NCT04302571 Healthy volunteers, dose-escalation, IV Good safety profile, no dose-limiting toxicity
infusion
Phase Il NCT05145303 Intranasal, randomized, double-blind,  Rapid onset, effective migraine relief, well tolerated

placebo-controlled
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Tab.2 Overview of the fundamental characteristics of gepant-class therapeutics

F2 Gepants EAYHERFFAELL R —

Drug name Trade name  Administration Indication Efficacy Common adverse reactions Approval status
Rimegepant Nurtec ODT Oral (ODT) Acute & Preventive  Rapid relief of headache, re-  Nausea, elevated ALT,  Only Gepant approved for both
Migraine duces frequency with long-  UTI, etec. acute and preventive use
term use
Ubrogepant Ubrelvy Oral Acute Migraine Effective for moderate to se-  Nausea,  drowsiness,  Suitable for patients intolerant
Treatment vere migraine and associated  dry mouth to triptans
symptoms
Atogepant Qulipta Oral Migraine Prevention ~ Once daily, significantly re-  Constipation, fatigue,  First Gepant specifically for mi-
duces monthly migraine days  elevated ALT graine prevention ( daily do-
sing)
Zavegepant Zavzpret Nasal Spray Acute Migraine Very rapid onset ( relief Dysgeusia, nasal dis- Non-oral route, suitable for pa-
Treatment within 15 min), superior to  comfort, nausea tients with nausea/vomiting
placebo
Olcegepant BIBN4096BS Intravenous Acute Migraine Rapid onset, significant effi-  Injection-related reac-  First CGRP receptor antago-
( Development Treatment cacy (early studies promis- tions, abnormal liver nist; development halted due to
discontinued ) (Phase I /1) ing) function hepatotoxicity
Telcagepant MK-0974 Oral Acute Migraine Superior efficacy to NSAIDs,  Liver damage Once considered as a promising
( Development Treatment ( Phase good safety, but hepatotoxic- drug, development halted due
discontinued ) Il completed ) ity with long-term use to hepatotoxicity
Vazegepant Development Nasal Spray Acute Migraine Rapid onset, may be suit-  Dysgeusia, nasopharyn-  Predecessor to Zavegepant, still

Treatment ( Phase

Il trial)

able for patients unable to

take oral meds

geal irritation

referenced in some literature
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Recent advances in the study of CGRP receptor antagonists in migraine
Song Xiaowen',Li Bin', Wu Xintong’ ,Sun Linshan',Zhuang Wei'
(' Dept of Neurology, Binzhou Medical University Hospital, Binzhou 256603 ;
*Dept of Neurology, Heze Municipal Hospital, Heze 274000)

Abstract

Migraine is a widespread neurovascular disorder, the pathogenesis of which is closely linked to the re-

lease of calcitonin gene-related peptide ( CGRP) , leading to a significant impairment in patients’ quality of life.

CGRP receptor antagonists exert their therapeutic effect by inhibiting the interaction between CGRP and its recep-
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tors, thereby preventing migraine attacks. Currently, several agents, including Rimegepant and Ubrogepant, have
either received approval from the U.S. Food and Drug Administration or are in advanced stages of clinical trials.
These drugs offer multiple advantages, such as the absence of vasoconstrictive effects, a rapid onset of action, and
minimal interference with the immune system. Nevertheless, further investigation is necessary to assess their long-
term safety, the potential emergence of drug resistance, and the development of individualized treatment protocols.
Moreover, the integration of these novel therapies with existing treatment strategies remains a critical area for future
research. This review aims to summarize recent national and international scientific advancements to establish a the-
oretical basis for the application of precision medicine in migraine management.
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