1. CGRP monoclonal Ab

2. CGRP antagonist (Gepant)

3. Ditan (5-HT 1F receptor agonist)
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Headache

 Triptans /Ergotamine only migraine-specific treatments available
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 Tolerability

- Insufficient efficacy
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* Modest efficacy

» Successful translation from bench to clinic
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expressed in Ad-fiber
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Headache

CGRP mAb in Episodic Migraine Prevention trials

CGRP mADb in Chronic Migraine Prevention trials
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reduction of headache

P
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Headache

* 24 hour -1week
Often within 1 month
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» Constipation : inhibition of CGRP receptors on gut smooth muscle?
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Headache

1. CGRP monoclonal Ab

2. CGRP antagonist (Gepant)

3. Ditan (5-HT 1F receptor agonist)
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¥Es |

--Hepatotoxicity

Acute medication

*
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2Hr pain free rate of CGRP antagonist

Clinical implication

—— Eivet linAa anti_mimaraina FrantmaAant in nakiant

Therapeutic gain for gepants ( 5-10%)
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Headache

Atogepant for Prevention
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» Atogepant : Prevention

« Acute
--10% over than placebo in 2hr pain free rate

treatment of migraine
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peripheral trigeminal sensory neurons

» Ideal target for new migraine acute treatments
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2-hour pain freedom res

50%

32.2%"

30% 28.2%*

20%

10%

28.6%"

15.3%

Most frequent AEs:

Dizziness(10-15%),
Paresthesia(5%),

Somnolence, fatigue,
NnAalicA,A
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* Chronic CH : Galcanezumab and Fremanezumab both failed
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Headache

- CGRP target therapy = efficacy2l safety7} 25 LS E[AS

» CGRP target therapy= HEF S 2L FS2| X[&20| &7 |H H3lE 7t 2
AR
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