Pharmacokinetics and Pharmacodynamics Following Repeat Dosing of neffy, Epinephrine
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RAT'ONALE RESU LTS Figure 4: Mean Change from Baseline SBP, DBP, and PR Versus Time Profiles, Normal Conditions
Epinephrine is the first-line treatment for severe allergic reactions, including anaphylaxis (Lieberman 2015, This study included 43 patients (19 male and 24 female) with SAR, ages 24 to 63 years. / 6 o naffy 2 ma twica (R/L) (Normal)
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conducted under a variety of conditions (Casale 2023a, Oppenheimer 2024, Casale 2023b, Sparapani 2024, Ellis Normal Nasal Conditions 5 : | B =6 '23 2
2024)..The current study investigated repeated doses of neffy in pat|en.ts with s.easohal allgrglc reaction (SAR.) Mean epinephrine concentrations under normal conditions were higher following neffy vs. IM; this difference persisted ° on- W% 02 0 0 2 0 o s e g W 20 80 W M W
following a nasal allergen challenge (NAC) to demonstrate that neffy will result in epinephrine exposure that is at Dl (s Gl el aeites) (RAD mi s resetosel, STy, Meen €. velues v alse e in a7 ime (minutes) Time (minutes) Time (minutes)
least comparable to manual epinephrine injection by needle and syringe, which has been the basis for approval & Ping p P ' y, max 5 y Note: Time 0 = before dosing or before NAC

I N — relative to IM (1064 vs. 420 pg/mL, p<0.001) and faster t._, (22 vs. 55 minutes, p<0.0001) (Figure 2).

NAC Conditions Figure 5: Mean Change from Baseline SBP, DBP, and PR Versus Time Profiles, NAC Conditions
When administered following NAC neffy (R/R) resulted in higher mean epinephrine concentrations relative to IM, also
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The PKs of two doses of neffy 2.0 mg were assessed and compared to two doses of IM 0.3 mg, all following the Note: Time 0 = before dosing or before NAC Note: Time 0 = before dosing or before NAC CONCLUS'ONS
induction of rhinitis via NAC. The following treatments were administered, separated by a three-week wash-out
period: * Following twice dosing under SAR conditions, neffy’s pharmacokinetic and pharmacodynamic profiles were comparable to or
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- i i A i : better than IM regardless of naris delivery method.
¢ Two doses of neffy 2.0 mg, both in the right naris administered 10 minutes apart; Normal Nasal Conditions

¢ Two doses of neffy 2.0 mg in the right and left naris administered 10 minutes apart; * These findings are consistent with what has been observed under normal condition and once dosing under NAC conditions.
The mean changes in SBP, DBP, and PR were greater following neffy relative to IM, with the differences in SBP and DBP

persisting through 120 minutes post-dose and the difference in PR persisting through 60 minutes post-dose (Figure 4).

D CLeEes @iflli) O M I8 [ES el S elnsae el Bl eelminEgalee) L0 mliliE=s eEel: * The data suggest that neffy will be a safe and effective treatment option for patients with allergic rhinitis who require a

second dose of epinephrine to achieve full resolution of severe allergic reactions, including anaphylaxis.

All mean E, ., values were significantly higher following neffy (SBP: 29 vs. 14 mmHg, p<0.001; DBP: 10 vs. 6 mmHg,
Figure 1: Study Design p<0.001; PR: 24 vs. 14 mmHg, p<0.0001). Median T,.., values for SBP and PR were faster following neffy, with no
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