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Migraine and CGRP



Acute migraine treatment

Small molecules, non-peptides

Early molecules effective but not tolerable (raised
liver enzymes)

Ubrogepant 25 & 50 mg effective and safe
(ACHIEVE 2 phase III trial)

Planned extension study

CGRP antagonists (gepants)



Preventive migraine treatment

CGRP antagonists (gepants)



CGRP antagonists (gepants)
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Anti-CGRP(r) MoAbs
Efficacy

Episodic migraine Mean monthly migraine days reduction 
vs placebo

Eptinezumab 1000 mg quarterly -1.0 (-2.1 to 0.2)

Erenumab 70 mg monthly -1.0 (-1.6 to -0.5)
-1.4 (-1.9 to -0.9)

Erenumab 140 mg monthly -1.9 (-2.3 to -1.4)

Fremanezumab 675 mg quarterly -1.3 (-1.8 to -0.7)

Fremanezumab 225 mg monthly -1.5 (-2.0 to -0.9)

Galcanezumab 120 mg monthly -1.9 (-2.5 to -1.4)
-2.0 (-2.3 to -1.7)

Galcanezumab 240 mg monthly -1.8 (-2.3 to -1.2)
-1.9 (-2.2 to -1.6)



Anti-CGRP(r) MoAbs
Efficacy

Chronic migraine Mean monthly migraine days reduction 
vs placebo

Erenumab 70 mg monthly -2.5 (-3.5 to -1.4)

Erenumab 140 mg monthly -2.5 (-3.5 to -1.4)

Fremanezumab 675 mg quarterly -1.7 (-2.1 to -1.3)

Fremanezumab 225 mg monthly -1.8 (-2.2 to -1.4)

Galcanezumab 120 mg monthly -2.1 (-2.9 to -1.3)

Galcanezumab 240 mg monthly -1.9 (-2.7 to -1.1)
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Anti-CGRP(r) MoAbs
Efficacy



Anti-CGRP(r) MoAbs
Efficacy

Episodic migraine 50% response
rate with 
MoAb, %

50% response
rate with 
placebo, %

% 
difference

Eptinezumab 1000 mg quarterly 72.7 66.7 +10

Erenumab 70 mg monthly 42.2 28.3 +13

Erenumab 140 mg monthly 49.4 26.6 +23

Fremanezumab 675 mg 
quarterly

44.4 27.9 +17

Fremanezumab 225 mg monthly 47.4 26.9 +20

Galcanezumab 120 mg monthly 60.8 37.2 +24

Galcanezumab 240 mg monthly 58.6 37.2 +22
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Anti-CGRP(r) MoAbs
Efficacy

Chronic migraine 50% response
rate with 
MoAb, %

50% response
rate with 
placebo, %

% 
difference

Erenumab 70 mg monthly 39.9 23.5 +17

Erenumab 140 mg monthly 41.2 23.5 +18

Fremanezumab 675 mg 
quarterly

43.1 20.7 +20

Fremanezumab 225 mg monthly 37.6 18.1 +23

Galcanezumab 120 mg monthly 28.4 14.9 +12

Galcanezumab 240 mg monthly 28.5 14.9 +12
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Anti-CGRP(r) MoAbs
Safety



Anti-CGRP(r) MoAbs
Safety

Chronic migraine % SAE

Erenumab 70 mg 
monthly

3.1

Erenumab 140 mg 
monthly

1.1

Fremanezumab 675 mg 
quarterly

0.8

Fremanezumab 225 mg 
monthly

1.3

Galcanezumab 120 mg 
monthly

0.4

Galcanezumab 240 mg 
monthly

1.9
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Episodic migraine % SAE

Eptinezumab 1000 mg 
quarterly

2.4

Erenumab 70 mg 
monthly

1.7

Erenumab 140 mg 
monthly

1.9

Fremanezumab 675 mg 
quarterly

1.0

Fremanezumab 225 mg 
monthly

1.3

Galcanezumab 120 mg 
monthly

5.8

Galcanezumab 240 mg 
monthly

1.6



Tiseo et al., submitted

Only erenumab approved for use (FDA, EMA)

Subcutaneous injection (iv for eptinezumab), monthly (or 
quarterly)

Any age, sex, aura status

Caution in patients with cardiovascular disease, 
hypertension, pulmonary disease, pregnancy

Possibility of concomitant use with other preventatives
with the exception (?) of botulinum toxin

Effective also in patients with previous treatment failures

Anti-CGRP(r) MoAbs
Use



Robbins and Phenicie, www.practicalpainmanagement.com, 2019

Anti-CGRP(r) MoAbs



5-HT-1F receptor agonists (ditans)

Neurology 2018;91:e2222-e2231

No vasoconstriction  ideal for patients with 

cardiovascular risk



5-HT-1F receptor agonists (ditans)
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Other primary headaches

Anti-CGRP(r) MoAbs are currently
being studies for cluster headache
prophylaxis

Neurostimulation (invasive and non-
invasive) for CH and intractable TACs



Conclusions

CGRP is the target of new acute and specific
preventive treatments for migraine with good
efficacy and excellent safety profile

New anti-migraine drugs are targeted towards
neural rather than vascular structures

Real-world data will provide evidence for long-
term management


