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©) &
Increasing CGRP focus New class in pipeline

» In the US, 10 new » Aeon’s ABP-450 (Ph2 » Lundbeck’s Lu AG09222
products have been ongoing) could become (Ph2 completed), an
approved since 2018 for the second neurotoxin anti-PACAP mAb,
acute and preventive for migraine after represents a novel
migraine, the majority of AbbVie’s Botox® alternative to CGRPs-
gzse;; (8 of 10) targeting » Ph2 Topline results in targeting drugs

episodic migraine » PACAP selectively

» Pfizer’s Zavzpret is the expected by 2H’23 activates the PAC1
latest US approval, the receptor

first CGRP receptor

. » Targeting a new segment
antagonist nasal spray

of treatment-resistant
migraine patients



Migraine key catalysts for 2023

Zavzpret is the latest major product approval, the first CGRP receptor antagonist nasal spray
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4Q’23

TNX-1900 Ph2 study - Topline results
(Intranasal oxytocin for prevention of
chronic migraine)

2H’23
ABP-450 (prabotulinumtoxinA) Ph2 topline results
(prevention of episodic migraine)

anti-CGRP mAb
anti-PACAP mAb

COX2 inhibitor/ 5-HT 1B/1D agonist
Oxytocin receptor activator
CGRP receptor antagonist Neurotoxin

* New product

Sources: Biomedtracker; Only key US and EU events shown; Abbreviations: CGRP: Calcitonin gene-related peptide; PACAP: Pituitary adenylate-cyclase-activating polypeptide; COX: Cyclooxygenase; 5- HT: 5-hydroxytryptamine


https://www.neurologylive.com/view/atogepant-indication-expanded-include-prevention-chronic-migraine?utm_medium=email&utm_campaign=4-17-23_NRLV_Breaking_Unsponsored%202&eKey=eWFzbWVlbkBhdGFjYW5hLmNvbQ==
https://www.businesswire.com/news/home/20230309005795/en
https://ir.vaxxinity.com/static-files/aa2d37c2-e159-4323-8c9a-6b86d885bfe4
https://news.cision.com/h--lundbeck-a-s/r/lundbeck-announces-positive-phase-ii-proof-of-concept-results-with-lu-ag09222-in-migraine-prevention,c3754245
https://news.cision.com/h--lundbeck-a-s/r/lundbeck-announces-positive-phase-ii-proof-of-concept-results-with-lu-ag09222-in-migraine-prevention,c3754245
https://www.aeonbiopharma.com/2022/12/aeon-biopharma-completes-enrollment-in-phase-2-trial/
https://ir.tonixpharma.com/news-events/press-releases/detail/1383/tonix-pharmaceuticals-expedites-fibromyalgia-and-chronic
https://www.clinicaltrials.gov/ct2/show/NCT05707949
https://axsometherapeuticsinc.gcs-web.com/news-releases/news-release-details/axsome-therapeutics-reports-fourth-quarter-and-full-year-2022
https://zavzpret.pfizerpro.com/

Migraine types and pharmacologic treatment approaches
Preventive treatment options are available for patients with 24 migraine days/month

Depending on the frequency of migraine days & headache days per month, migraine is classified into two categories - Episodic & Chronic!:2

Episodic Migraine Chronic Migraine —
<15 headache 215 headache
days per month days per month
and and
<8 Migraine days 28 Migraine days
per month per month for >3
months
<4 Migraine days/month > < >4 Migraine days/month >8 Migraine days/month ——»

Acute treatment

Preventive treatment

Acute treatment3 Preventive treatment3
(treating acute Migraine attacks as they arise) (reducing the frequency of Migraine attacks)
Mild to moderate attack Moderate to severe attack ] ) .
: First Line Second line
* NSAIDS, e Triptans .
: . . * Anticonvulsant drugs e Gepants
* Analgesics * Ergotamine derivatives .
. Ditans * Beta-blockers e Triptans
. Gepants * Angiotensin receptor blockers ¢ CGRP monoclonal antibodies
P . . * Botox
* Neuromodulation devices

Sources: 1. American Migraine Foundation; 2. International Headache Society; 3. American Headache Society



https://americanmigrainefoundation.org/
https://ihs-headache.org/en/resources/guidelines/
https://headachejournal.onlinelibrary.wiley.com/doi/epdf/10.1111/head.14153

Key branded drugs in the US migraine market
10 new products have been approved since May 2018; Nurtec is the only one approved for both indications

Indicates approval in specific indication
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Note: Other therapies include - Triptans (sumatriptan, zolmitriptan, rizatriptan, naratriptan, frovatriptan, almotriptan, eletriptan); Abbreviations: SC:

Subcutaneous; IV: Intravenous, IM:

Intramuscular
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