Nasal Safety of Chronic Intermittent Use of INP104: Results From the Phase 3 Open-label STOP 301 Study
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- Asymptomatic =5-point UPSIT score reductions were recorded as the TEAE

Table 1. Change From Baseline in UPSIT Score by Visit Table 2. Change From Baseline in Upper Nasal Endoscopy by QSS-NM Figure 2. Nasal TEAEs Associated With Nasal Endoscopy Findings
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* INP104 is an investigational, drug-device product that delivers dihydroergotamine asal endoscopic examinations (Figure 1) (N=354) (N=73) Period 24-week FSS 52-week FSS
mesylate to the upper nasal space by Precision Olfactory Delivery (POD®) - Performed by an otolaryngologist; scored using QSS-NM to measure mucosal Baseline? . 354 73 (N=354) (N=73) ees| TEAE of actmatomat
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* The STOP 301 study was designed to evaluate the safety, tolerability, and - Performed before the 2nd visit (end of baseline) and at 4, 8, 12, and 24 weeks, Week 12° n 280 72 Week 4t 208 - ‘ 4. e el T
exploratory efficacy of INP104 over 24 or 52 weeks, and top-line data were and 36 and 52 weeks for extension Mean (SD) 34.82 (3.854) 34.88 (3.642) ee 4 .
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treatment-emergent adverse events (TEAEs), change in nasal mucosal integrity | . . . . 3 Change from baselines. mean (SD) 10.22 (2.270) 0.03 (2.373) Mean (SD) 0.3 (1.39) 0.3 (0.81) B o cncoscony nasa Tea
observed on endoscopy, and change in olfactory function * Nasal AEs, defined as AEs associated with the nose in any way, were identified 8 ! ' ' ' ' Change from baselinec, mean (SD) 0.2 (1.43) 0.1 (0.91) " Unper endoscopy,ongoing medic
using a custom Medical Dictionary for Regulatory Activities (MedDRA) query list Week 36" " _ 70 Week 126 »87 . "= condition (seasonal allergy)
* Since a standardized objective safety assessment instrument for the upper nasal Mean (SD) 34.89 (3.618) Mean (SD) 0.2 (0.89) 0.2 (0.90)
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experts in th.e field to design appropriate scales to assess changes to the upper Figure 1. Nasal Endoscopy Week 52 ’ - (5 Week 24° 1 6T 20 “abnormal clinically significant.”
nasal space in the STOP 30T study Mean (SD) 3412 (4.106) Mean (SD) 0.2 (0.75) 0.1 (0.55) FSS = full safety set; QSS-NM = Quantitative Scoring Scale for Evaluation of the Nasal Mucosa; TEAE = treatment-
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— University of Pennsy|vania Smell Identification Test (UPSIT), a validated tool Flexible or rigid 30° endoscope, / R° \ “Baseline was defined as the average of UPSIT scores at screening and baseline; hence, if one of these results was Week 36 & 69
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- Quantitative Scoring Scale for Evaluation of the Nasal Mucosa (Q55-NM) to i R FSS = full safety set; SD = standard deviation; UPSIT = University of Pennsylvania Smell Identification Test. Mean (SD) 0.0 (0.24) e
categorize changes to the upper nasal mucosa, a novel scale adapted from the e Change from baseline®. mean (SD) _(‘)1 (O' s * Mild-to-moderate mucosal edema was observed in 13 patients (5.0%) on
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Nasal Endoscopy Fmdmgs “Baseline was defined as the last non-missing observation prior to the date of the patient’s enrollment in the study
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Objective
—‘

* To assess the safety and tolerability of long-term intermittent use of INP104 on
the nasal mucosa and olfaction for 24 and 52 weeks in the STOP 301 study

A) Nasal endoscopy process; B) Diagram of normal nasal endoscopy (courtesy of Dr. Davis).

Results

- 4 patients in the 24-week FSS had a total QSS-NM score change of >7 points,
while 12 had a change of =2 on any 1 of the 5 individual QSS-NM scores

- Individual scores were O for >94% and >92% of patients at baseline and post-
baseline visits, respectively, for the 24-week FSS

FSS = full safety set; QSS-NM = Quantitative Scoring Scale for Evaluation of the Nasal Mucosa; SD = standard
deviation.

Table 3. Overall Interpretation of Upper Nasal Endoscopy by Visit

* Nasal AE monitoring revealed that a small percentage of patients experienced nasal
discomfort and congestion leading to treatment discontinuation in the 24-week
period (1.1% and 1.4%, respectively)

* |nthe independent opinion of the NSRC:
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- A significant change in the UPSIT score was defined as a =5-point reduction
based on the best current evidence

“Baseline was defined as the last non-missing observation prior to the date of the patient’s enrollment in the study

on Day O; °Post-baseline only included data from patients who started the first INP104 dose on/before the visit
evaluated.

CS = clinically significant; FSS = full safety set; NCS = not clinically significant.
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