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+ Epinephrine administered intramuscularly into the anterolateral thigh via DATA COLLECTION PK DATA PD DATA SAFETY and TOLERABILITY
manual injection or auto-injector (eg, EpiPen®) is the first-line treatment

for anaphvlaxis.! - Plasma samples were collected for 8 hours post-dose and used to calculate PK » Consistent with previous studies,? EpiPen produced a higher epinephrine » The early and robust increases observed in SBP (Figure 2), DBP * Most adverse events were consistent with known physiologic
P . parameters, including maximum concentration (C,), time to C,,, (T,5) and Cimax @nd shorter T, than manual IM injection. However, AQST-109 (Figure 3), and pulse (Figure 4) with AQST-109 reflect the faster T, effects of epinephrine and were similar across treatments.
-tl)—ﬂtebtcv)\;ﬁ '::ZC;L?IZ ge;?fzgzvr;?vztilt?itllizzt:higstc:/l?tlﬂeatlrfa(iKl)azzgfﬂifi’I area under the curve (AUC). yielded the fastest T, among the 3 treatments (Figure 1 and Table 2). compared with IM manual injection and EpiPen. « There were no significant treatment-emergent adverse events
- >y P phy » PD parameters included SBP, DBP, and pulse. » Epinephrine AUCs with AQST-109 were bracketed by the higher AUCs with * In the first few minutes after administration, SBP and DBP response— (Grade 3 TEAES) reported.
emergency services can arrive. . . C L . . L e . . .
EpiPen and the lower AUCs with IM manual injection over the critical period which are critical to stabilizing a patient with anaphylaxis—were strongest

* In general, the reported TEAEs were mild (Grade 1), transient,

— In the United States, >90% of the population can be reached by SAFETY of up to 30 minutes prior to access to emergency services. with AQST-109 despite the higher epinephrine C,, with EpiPen. and resolved with minimal intervention

emergency services within 26 minutes of a 911 call for help.3

- AQST-109 (also called DESF), a novel prodrug of epinephrine delivered . Coqtinuous car.diac monitoring was perfor.med for at least 1 hour prior to Figure 1: Mean Epinephrine Concentration over Time by Treatment Figure 2: Mean Change from Baseline in Systolic Blood Pressure

via sublingual film, is being developed for the emergency treatment of dosing and until at least 4 hours after dosing. 600 20 CONCLUSIONS

type 1 allergic reactions, including anaphylaxis. » Subjects were monitored for adverse events and local tolerability. — f\MQ ﬁ;}fﬁ (1)23'%99 « AQST-109 provides a distinct PK/PD profile relative to
+ AQST-109 is easily carried (eg, in a wallet, pocket, or small purse) and 2 500 v ﬁ\flli-;:uoa? (1)23'219 (3];2233)) L EpiPen 0.3 mg IM manual injection and EpiPen, with early PK and

can be quickly administered by placing the film under the tongue and ENDPOINTS 2 —o— EpiPen 0.3 m g—22 E desired hemodynamic effects that are surrogate

allowing it to dissolve in the saliva - - - . : = piPen 0.3 mg (n=22) = "7 markers of the therapeutic effectiveness of

: » The primary endpoint was the comparison of epinephrine PK parameters after 2 400 & e

+ The objective of this study was to compare epinephrine PK and administration via AQST-109 vs manual IM injection. 8 9 s+ P . ® o . . o .

g\rgsrr_}ja;%o; ynamics (lp.D.) fotlllowngsmlgle-dO% administration of + Secondary endpoints included comparisons of epinephrine PK parameters & a0 4 sf;’(;ﬂ :e?:;zt;::tgltlZ‘Q’;?vi%bx:;%?:.: ?rdmlr;zt::it:);;r

-109 vs manual injection vs EpiPen. i ; i _ ; J max
after administration via AQST-109 vs EpiPen and PD parameters. § o AQST-109, 23 min for EpiPen, and 45 min for IM
METHODS [EUERCE g = - v
HEIHERE . ) . . <u() e 12 24 36 48 60 72 84 96 108 120 132 AQST-109 shows promise as a viable, noninvasive,
STUDY DESIGN + Statistical analysis were conducted after baseline correction. % Time (minutes) easy-to-carry alternative for the treatment of
: o : 100 - :
, N , * Mixed-effects ANOVA models with fixed effects for sequence, period, and Q Figure 3: Mean Change from Baseline in Diastolic Blood Pressure anaphylaxis.

* EPIPHAST Ilis a phase 1, multl-pgrlod, open-label grossover study in ) treatment and a random effect for subject within sequence were used to @ 20

healthy adult volunteers who received each of the following treatments: analyze the natural log-transformed PK parameters (except T,). o AQST-109 12 mg

— _ i —&— |M manual 0.3 mg REFERENCES
AQST 109 12 mg o . g . g T T T T T T T 15 h
» Safety and tolerability data were reported using descriptive statistics. 0.0 0.5 10 15 20 o5 3.0 —O— EpiPen 0.3 mg

— Epinephrine 0.3 mg via IM injection

— Epinephrine 0.3 mg via EpiPen RESULTS Time (hours)

+ The order of AQST-109 and epinephrine IM injection was randomized; all
participants were dosed with the EpiPen during the last treatment period. Table 1: Demographics Table 2: Epinephrine PK Parameters by Treatment

» All dosing occurred while participants were in the clinical research unit. p o AQST-109 EpiPen
arameter ]
+ All doses were administered by the clinic staff under fasting conditions. (n=23) (n=22) °
T min 12 45 23
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IM injection, and a washout period of approximately 7 days before EpiPen Cnax PG/ML 294.0 (87.4 411.2 (53.8 744.2 (53.0
admiJnistration_ P PP Y Y P Mean age (range), years 35 (24-49) max: P9 ( ) ( ) ( ) Figure 4: Mean Change from Baseline in Pulse
Race, n (%) AUC,;, h-pg/mL 1.1 2.6 8.4 2 P DISCLOSURES . . .
KEY INGLUSION CRITERIA White 8(33) e — 129 74 14 "] 2 Bmeruel 0 mo 2 Lcberman, ré members of he advisory beard and consuitants o
» Healthy, non-smoking males and females aged 18 to 50 years with a Asian 8(33) 1o E =4 Aquestive Therapeutics, Inc. Dr. Freedman is an employee of Pharma
body mass index (BMI) between 18 and 30 kg/m?2. Black or African American 7 (29) AUC,_,s, h-pg/mL 206 13.5 75.3 2 . Medica Research, Inc. Drs. Slatko and Wargacki are employees of
S 15 . . b B o . ;
« No use of tobacco or nicotine-containing products within 6 months prior to Multi-racial 1(4) 2 Aquestive Therapeutics.
dosing. . ) ) AUCO-ZO’ hpg/mL 44.7 21.6 110.0 g 47
Hispanic or Latino, n (%) 5(21) E
+ All participants wit.h child-bearing potential had to be willing to use AUC, 5, h-pgimL 70.2 51.2 T g 2
acceptable, effective methods of contraception. Mean BMI, kg/m? 25 ’ o
+ Systolic blood pressure (SBP) 95 to 140 mmHg, diastolic blood pressure AUC,_, h-pg/mL 385.5 680.2 725.4 ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
(DBP) 55 to 90 mmHg, and pulse 50 to 100 beats/min. o 12 24 3 48 60 72 84 96 108 120 132

aGeometric mean values except for median T,,,,. C,.x also reports coefficient of variation (%).
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