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Elucidation of the role of CGRP in migraine pathophysiology and application of
oligonucleotide therapeutics to migraine treatment
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We have shown that cortical spreading depression (CSD) causes trigeminal
sensitization, photophobia, and hypomotility in mice. The calcitonin gene-related peptide (CGRP)
receptor blocker, olcegepant, and sumatriptan suppressed these abnormalities. The CSD-induced
hypomotility outlasted trigeminal sensitization, reminiscent of migraine postdrome. This protracted
hypomotility proved to be ameliorated by CGRP receptor blockade and Neurotropin. CSD did not
significantly change the density of CGRP mRNA-synthesizing neurons in the ipsilateral trigeminal
ganglion (TG). However, the cell sizes of CGRP mRNA-synthesizing TG neurons were significantly
larger at 48 h and 72 h post-CSD. We deduce that the CSD-induced upward cell size shift of CGRP
mRNA-synthesizing TG neurons might be causative of greater disease activitz and/or less
responsiveness to CGRP-based therapy. Our research has opened up the possibilities of nucleic acids
therapeutics-based approach to migraine.
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3: Galcanezumab: Evidence in Japan.
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Overview: How do we effectively utilize CGRP-related monoclonal antibodies in migraine prophylaxis?
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Gepants and Lasmiditan: novel players in acute migraine treatment.

61

2020

61

2020

38

2020




CGRP gepant

38

2020

CGRP

48

2020

25

2020

2021

512

2021




2022

456

2022~

23




