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Objective

To assess the cost-effectiveness of treatment with Symbravo®
(MoSEIC™ meloxicam and rizatriptan [MxRz; previously AXS-07])
for patients with acute migraine compared with rimegepant,

Introduction

* Migraine is a disabling neurologic

ubrogepant, and zavegepant from a US payer perspective

condition that requires acute

treatment. Existing treatments are often suboptimal in providing
rapid and sustained relief of pain and associated symptoms, which
can increase healthcare utilization and costs**®

* |n the post-triptan era, acute treatments for migraine include
oral and nasal spray calcitonin gene-related peptide (CGRP)
inhibitors (gepants; eg, rimegepant, ubrogepant, and zavegepant)

and MxRz—a novel, multimechan

istic oral medication comprising

MoSEIC™ meloxicam and rizatriptan that is approved in the
United States (US) for the treatment of migraine with or without

aura in adults®*!

* Relative cost-effectiveness compa
economic value of available thera

risons are helpful to estimate the
pies, particularly given the

increases in acute migraine treatment costs?!

- A network meta-analysis (NMA)
efficacious than gepants!®+20
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Methods

Model Structure

* A semi-Markov model was developed following the Institute for Clinical and Economic Review (ICER) Acute
Treatments for Migraine 2020 Report** with 4 health states to capture the costs and utilities associated with
the treatment of acute migraine over 2-year (base case) and 1-year (scenario analysis) periods

— The patient population reflected those enrolled in the phase 3 MOMENTUM clinical trial for MxRz
(NCT03896009),'° as these patients experienced moderate to severe migraine, similarly to patients in
the gepant trials'®+2°

No migraine With migraine

l On treatment On treatment

g —

l Off treatment Off treatment

Model Inputs

Parameter/input Base case/assumption

Cycle length 48 hours
Discount rate — costs and outcomes 3.0%

Cost year 2026 USD?

Drug use and costs e Wholesale acquisition costs®

e Assumed 50/50 distribution of 50-mg and 100-mg ubrogepant doses; second treatment dose
accounted for only ubrogepant (20% of patients™)

Treatment efficacy e Efficacy endpoints included pain relief, pain freedom, absence of most bothersome symptoms,
ability to function, and avoidance of rescue medication from 2 to 24 hours

e Derived from Bayesian NMA of phase 3 study data for MxRz and gepants'®*2°

e Cost and utility data extracted from the literature

Treatment discontinuation and e Discontinuation rates due to lack of effect were assumed the same across all treatments (21.8%)
adverse events and based on findings from a 12-month OLE study of lasmiditan, summarized by the ICER??

e Discontinuation rates due to adverse events were 1.8% for MxRz,?* 2.7% for rimegepant,**
2.2% (50 mg) and 2.7% (100 mg) for ubrogepant,?? and 6.8% for zavegepant*

e Adverse events based on PI¢ last for 8 hours??

Healthcare resource utilization e Physician visit, emergency department visit, and hospitalization costs based on utilization data®
and efficacy results from Bayesian NMA?%12-20

e Estimates based on the probability of resource use and the percentage of patients remaining in
moderate or severe migraine pain at 12 hours for each treatment

ICER, Institute for Clinical and Economic Review; OLE, open-label extension; Pl, prescribing information; USD, US dollar
?Costs adjusted to 2026 USD using the Personal Consumption Expenditures Index*®

®Sourced from the Red Book?

‘MxRz!; rimegepant?®; ubrogepant?’; zavegepant*°

Outcomes

* Total costs and totals of the following outcomes were estimated: quality-adjusted life-years (QALYs), total
hours of pain, pain freedom at 2 hours, sustained pain freedom from 2 to 24 hours, and avoidance of rescue
medications from 2 to 24 hours

* |ncremental cost-effectiveness ratios (ICERs) were calculated for the incremental cost per QALY gained and the
incremental cost per hour of pain avoided

* Cost per outcomes was calculated for each comparator for the following outcomes: cost per responder for pain
freedom at 2 hours and sustained pain freedom from 2 to 24 hours, cost per rescue medication avoided from
2 to 24 hours

* One-way sensitivity analyses (OWSAs) and probabilistic sensitivity analyses (PSAs) were conducted

— OWSAs varied each model input either by using published or NMA confidence interval or by applying a
+20% range around the base-case values

— PSAs assessed the impact of simultaneous variation in key parameters, using 1000 iterations where the
model parameters were sampled from predefined probability distributions and a willingness-to-pay
threshold of $100,000 per QALY gained, representing the maximum amount a payer is willing to spend for
1 additional QALY

Results

Total Costs, QALYs, and ICERs

Total Costs, 2-Year Time Horizon Total Costs, 1-Year Time Horizon
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Drug acquisition, treatment B Drug acquisition, usual care B HCRU [ Drug acquisition, rescue meds

* Treatment with MxRz over 2 years was associated with the lowest total cost (521,540) compared with rimegepant (523,588),
ubrogepant ($23,714), and zavegepant (529,963)

* As derived from the Bayesian NMA model®:

— Asignificantly greater proportion of patients treated with MxRz were estimated to achieve pain freedom at 2 hours (34.3%)
compared with gepants (approximately 20.0-21.0%)

— MxRz was also estimated to demonstrate superior sustained pain freedom from 2 to 24 hours (24.0%) relative to rimegepant
(16.0%), ubrogepant (13.3%), and zavegepant (12.3%)

* MxRz’s fast onset of relief and lasting durability translated to an estimated fewer hours in pain, lower HCRU, and lower reliance on
rescue medication (15.5% versus 18.0-27.9%), resulting in the lowest costs

* Similar findings were observed for the 1-year time horizon

Notes: Rescue medication cost assumed to be weighted average of the prior medications taken by > 5% of participants in the MxRz group of the MOMENTUM trial, with over-the-counter medications (eg, ibuprofen, naproxen sodium,
naproxen, acetylsalicylic acid, caffeine, paracetamol, and butalbital) incurred by the patient (ie, SO to the health plan)

Totals may not sum exactly due to rounding

Cost Per Pain Freedom Responder and Rescue Medication Avoided

Estimated Total QALYs Estimated Total Hours of Pain
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B' 2-Year Time Horizon & 1-Year Time Horizon

* MxRz generated slightly higher QALYs (1.860) and fewer hours of pain (1219) than rimegepant (1.855 QALYs/1436 hours),
ubrogepant (1.855 QALYs/1451 hours), or zavegepant (1.853 QALYs/1483 hours), making it the dominant intervention from
a US payer perspective

* Similar trends were observed in 1-year analyses
e Sensitivity analyses varying base-case values (OWSA) or parameters (PSA) confirmed the model’s robustness

* In the PSA with 1000 iterations, MxRz remained dominant when compared with each gepant, suggesting better health
outcomes and lower total costs

Note: Estimated total QALYs and hours of pain were derived from the NMA View
previous
NMA
poster

Limitations

e Drug unit costs were based on 2026 wholesale acquisition costs, which may not

Cost per Responder Cost per Rescue Medication Avoided reflect actual costs
$1800 — $300 $275 e Treatment efficacy was derived from NMA results and may be influenced by study
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$1400 —
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freedom from 2 to 24h * |In an environment of rising costs associated with treatment of migraine, MxRz is
assessed to be cost-effective when compared with gepants (rimegepant, ubrogepant,
Bl MxRz B Rimegepant M Ubrogepant Zavegepant ana zavegepant) from a US payer perspective
e Based on the NMA model-derived outcomes, treatment with MxRz was found to be
* MxRz demonstrated the lowest costs per responder for pain freedom at 2 hours, cost per responder for sustained pain freedom from 2 to 24 hours, and associated with lower total costs, higher QALYs, and lower costs per responder and

per rescue medication avoided from 2 to 24 hours—followed by ubrogepant, rimegepant, and zavegepant

per rescue medication avoided when compared with each gepant



