Interim Analysis of STS101 Nasal Safety Data From the Phase 3 Open-Label ASCEND Migraine Study
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Introduction

 Dihydroergotamine mesylate (DHE) is a recommended

While liquid nasal sprays have lower reported

Figure 1. STS101 Administration

Table 3. Nasal Examination Findings at Baseline and Month 12 (or End of Study) (Safety

Population: n=221)

Conclusions

- Nasal safety data from more

first-line treatment option for the acute treatment of occurrences of nausea and vomiting, irritative nasal

Subjects, n (%) |Baseline | None | Mid | Moderate [ _ Severe

moderate or severe migraine attacks, with or without aura.’

symptoms are common.*?

of cerebrovascular disease, and =2 cardiovascular risk
factors were excluded.

« Subjects must have an intact nasal mucosa at baseline

(i.e., no ulceration or bleeding and no or mild erythema,
swelling, and rhinorrhea).

=1 migraine attack with study medication).

Table 2. Nasal/Local Treatment-Emergent AEs Leading to Discontinuation of Study Medication

All Subjects

n=344

Scores for the visual analogue scale (VAS) range from 0 (none) to 100 (worst imaginable).

Table 4. Change from Baseline in Smell Identification Test™ Scores (Safety Population)

All Subjects
n=271

Resu Its Rhinalgia [pain in nose], n (%) 3(0.9) Change from
Nasal discomfort, n (%) 2 (0.6) :

Subjects Nasal assessments Baseline
« At the time of data cut-off, 344 subjects had treated » Throughout the study, shifts from baseline in the objective Dysgeusia [abnormal taste sensation], n (%) 1(0.3) n 343

9,571 migraine attacks with STS101. assessment of nasal symptoms were infrequent and ysg ’ 0 ' M SD 33 5 (4.40

- - - minimal (Table 3) ean (SD) 5 (4.40)

- At baseline, the all-subjects safety population was: ' i ] : :

— Age 40.4 £ 10.9 years (mean + standard deviation) - Small, clinically irrelevant changes (generally <7 points Epistaxis [nosebleed], n (%) 1(0.3) Median (Min, Max) 35.0 (15.0, 40.0)

— 85.8% female on the 100-point visual analog scale) were observed Month 12/Early Termination

— 87.5% Caucasian in the subjective assessment of nasal symptom scores Sneezing, n (%) 1(0.3) n 210 209

— 43.6% Hispanic relative to baseline (Figure 2). \ SD 331 (4.65 0.3 (3.2
Nasal/local treatment-emergent adverse events « Changes in SIT scores from baseline to Month 12/end Throat tightness, n (%) 1(0.3) ean (SD) 1(4.69) -0.3 (3.22)

« Of 344 subjects treated, 78 (22.7%) reported at least

one nasal/local TEAE.

« The most common nasal/local TEAESs (reported by 22%

of subjects) included nasal discomfort, dysgeusia, nasal
congestion, rhinorrhea, rhinalgia, and epistaxis (Table 1).

* Fourteen (4.1%) subjects reported TEAEs leading to

discontinuation of study medication (Table 2).

of study were very low and clinically irrelevant (Table 4).

*Subjects could report more than one TEAE leading to discontinuation. TEAE, treatment-emergent adverse event.
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Median (Min, Max)

Max, maximum; Min, minimum; SD, standard deviation.

34.0 (7.0, 40.0) 0.0 (-8.0, 10.0)
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- Available via multiple routes of administration, common + STS101, a novel investigational DHE nasal powder None 199 (92.1) 3(1.4) 0 (0.0) 0(0.0) than 5 ; 500 attaCkS treated
side effects of DHE include nausea and vomiting formulation delivered via an easy-to-use, easy-to-carry, Nasal Erythema Mild 10 (4.6) 4 (1.9) 0 (0.0) 0 (0.0) i .
(r.egar.dless of the dosagg form but more severe Whep pre-f_ill_ed, sIngIe-use device, is designed fo.r intlranas.al Moderate 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) IN the OngO| ng Open-label
given intravenously), which have been attributed to high administration for the acute treatment of migraine (with N 0 (0.0 0 (0.0 0(0.0 0(0.0
. L . 2 . one _ _ _ . . .
peak plasma concentrations after initial administration. or without aura). Nocal Ederna i 205((94)9) 1 EO 5; X EO O; X EO O; ASCE N D Study |nd |Cate
Objective Moderate 6 (2.8) 4(1.9) 0 (0.0) 0 (0.0) that STS101, a novel
None 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) g 0 g
- To assess the nasal safety of STS101 5.2 mg, a novel investigational DHE nasal powder, in the acute treatment of Rhinorrhea Mild 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) InveStIgathnaI D H E nasaI
migraine attacks in the ASCEND open-label, 12-month study. FOLD OFF TAB INSERT IN ONE NOSTRIL SQUEEZE TO DELIVER : ' ' '
Moderate 200 (92.6) 4 (1.9) 0 (0.0) 0 (0.0) powder appears safe and
)
Methods None 8 (3.7) 3 (1.4) 0 (0.0) 0 (0.0) 1 tol ted b biect th
| | Nasal Bleeding Mild 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0) well t1oleraled by supjecls Wi
Study design and treatment intervention Outcomes and analyses Table 1. Summary of Nasal and Local Treatment-Emergent AEs (All-Subjects Safety Population) Moderate 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) i i h d
. . . anl o migraine wnen usedad on a
« ASCEND (NCT04406649) is a multi-center, multiple- * Nasal safety evaluations include nasal examinations All Subiects All Attacks None 215 (99.5) 0 (0.0) 0 (0.0) 0 (0.0)
dose, open-label, 12-month safety study of STS101 for with standardized assessments of nasal findings, 0 J - Nasal Mild 1(0.5 0 (0.0 0 (0.0 0 (0.0 PRN baSIS
the acute treatment of migraine in adults (18—-65 years). subjective assessments of nasal symptoms, smell n=344 N=5571 Ulceration | (0.9) (0.0) (0.0) (0.0) "
— This interim analysis was conducted with a data identification test, and recording of treatment-emergent Moderate 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
cutoff date of December 31, 2022, and includes adverse events (TEAESs) related to nasal/administration. Any nasal TEAE, n (%) 78 (22.7) 540 (9.7)
adverse events reported during 12 months of study . g standardized assessment of nasal findings is based : f At : ° i i
drug exposure in subjects enrolled by June 30, 2022. o 4 5.tem physical examination of the nasal cavity that  Nasal TEAES in 22% of subjects, n (%) Figure 2. Mean VAS Scores for Subjective Assessment of Nasal Symptoms at Baseline and Nasal exami natIOnS,
After establishing eligibility, the study participants could assesses nasal erythema, edema, rhinorrhea, bleeding, Month 12 (or End of StUdYI t f I
self-administer STS101 5.2 mg as needed (PRN) for and nasal mucosa ulceration on a 4-point severity ] 90 ¥ Baseline B Month 12 assessmen S O nasa
up to 2 doses within 24 hours to treat a single migraine scale (0=none, 1=mild, 2=moderate, and 3=severe) Nasal discomfort 39 (11.3) 342 (6.1)
attack and up to 12 doses/month. completed at baseline and Month 12 (or end of study). ) Sym ptoms and Sme” teSt data
This interim analysis included participants exclusively  The subjective assessment of nasal symptoms is Dysgeusia [abnormal taste sensation] 26 (7.6) 154 (2.8) 40 ’ .
using the STS101 incorporating the second-generation an 8-item subject-completed questionnaire that % d Id nOt ShOW CI I n ICaI Iy relevant
nasal delivery device planned for commercialization. uses a 100-point visual analog scale (from 0=none Nasal congestion 17 (4.9) 201 (3.6) A 30 - . .
Subjects tg 100=worst magmabIe) to assess pverall nasal_ Z,:) f| nd | ngs and fu rther Su ppo rt
+ Study subjects must have had >1-year history of asal blockagelobatruction, abnormal taste runmy nose,  Rhinorrhea [runny nose 12 (3.5) 50 (0.9) -
. . (- -
Irgiargigecxveitrri\ao:i\:}V(i:’[IIl:(()jLiJr’:;ura) according to the and sneezingg, completed at baseline and Month ¥2 (or ’ ‘%‘g 20 the nasal Safety Of STS 1 O 1 .
_ Migraine onset before age of 50 years end of study). o | | Rhinalgia [pain in nose] 10 (2.9) 40 (0.7) - - ‘. 10.3 9.3
— 4-12 migraine attacks/month in each of the 3 months ° T|Ier Sme:cl Ide_ntlflcatlonl Test™ (SIT)I_'S a 40""'\7”‘ tﬁS:ZOf /.2 L 5.7 6.2 ' : 41 47 . .
— EqingIganCariﬁgIggys/month in each of the 3 months ?O?SI‘%II;IZTSII%I ompeiee etbasee snaen =plstaxis [nosebleed] 0 (29) 1002 0 A J u d ﬁ. . . ’ N asal AE rates are sim Iar to
h I I . I I I I . .
prIOF to SCl’eening ° Study data are summarized descriptively for the all- TEAE, treatment-emergent adverse event. .OveraII NaS.aI .NagaI Nasal pain Nasal Abnormal Runny nose Sneezmg
Those with a non-migraine headache diagnosis, history ~ Subjects safety population (i.e., all subjects who treated discomfort burning tching obe(s)’?rI(Jac?ig/n taste or Iower than rates reported N

other studies with liquid DHE
formulations.>®




