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Introduction

Study Patients

Patients had a documented diagnosis of frequent migraine, defined as suffering a minimum
of 2 migraines, with or without aura, each month not qualifying as chronic headache during
the previous 6 months per the International Classification of Headache Disorders, version 3 beta

Figure 2. STOP 301 Baseline Migraine Medication Types (FSS Population)

Figure 4. 2-Hour Pain Freedom and Most Bothersome Symptom (24-Week PSS
Population, n=185)

with their previous best usual care treatment

Figure 7. Patient Acceptability Questionnaire (24-week FSS, N=354)
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which may be due to inconsistent absorption of DHE from the lower nasal space®

INP104 is a novel drug-device combination product that targets delivery of nasal DHE
mesylate to the upper nasal cavity using a Precision Olfactory Delivery (POD) device®

Now, delivery of drugs to the upper nasal space has the potential to provide greater,
more consistent drug absorption, and thus, may reduce response variability and provide
reliable relief in a non-invasive manner®’

INP104 was previously found to be readily absorbed and well tolerated in a Phase 1 study
(STOP 101), with a favorable safety profile®

INP104 was shown to reach intravenous DHE-like levels in the blood from 20 minutes-48
hours post-administration and displayed more consistent delivery compared to Migranal®

STOP 301 is a pivotal Phase 3 safety study reviewed by the Food and Drug Administration
to collect long-term safety data (over 24 and 52 weeks) on the use of INP104 for acute
episodic migraine, with a focus on upper nasal space safety

During the 28-day (4-week) screening period, patients were on a current “best usual care”
treatment

After the screening period, all patients were provided with up to 3 doses/week of INP104
to nasally self-administer (1.45 mg in a dose of 2 puffs, one puff to each nostril) with all
self-recognized migraine attacks over 24 weeks, with a subset over 52 weeks

Dosing was limited to no more than 2 doses within a 24-hour period, 3 doses within a
/-day period, or 12 doses per 4-week period

Study Assessments

Primary endpoints included the number of patients reporting treatment-emergent
adverse events (TEAEs, serious or non-serious), change in nasal mucosa, and change in
olfactory function

- Migraines were not included within the definition of an adverse event (AE) per the
objective of this study

Safety and Tolerability

* 36.7/7% and 34.1% of patients in the FSS and PSS populations, respectively, reported an
ne 24-week treatment period (Figure 3)

INP104-related TEAE during t

* There were no INP104-relatec

serious AEs (SAEs) to date

* There were also no findings of concern during nasal endoscopy and olfactory function
assessments (data not shown)

Figure 3. Treatment-Related TEAEs (24-Week FSS and PSS Populations)

Treatment-Related TEAE (=1% in FSS)

Note: Data is self-reported via a patient e-diary.

MBS, most bothersome symptom.

Figure 5. Pain Relief for First INP104 Treated Migraine (24-Week FSS
Population, N=354)
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*Remaining 5% never used INP104 outside of the home.

Note: Data is self-reported via a patient e-diary.

FSS, full safety set.

Conclusions

S —————

STOP 301 was an open-label study of safety, tolerability, patient acceptability, and
exploratory efficacy of long-term intermittent usage of nasal DHE mesylate (INP104)
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