- (™% Reduction in Rate of Hypoglycemic Events with Avexitide in Post-Bariatric Hypoglycemia: Results from the Phase 2 and 2B Studies
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BACKGROUND

= Post-bariatric hypoglycemia (PBH) is a chronic condition characterized by

hyperinsulinemic hypoglycemia that develops in some individuals who have

undergone bariatric surgery'®

* PBH is believed to be caused by changes in hormonal and glycemic
patterns, including an excessive glucagon-like peptide-1 (GLP-1) response,
as a result of altered nutrient transit post-surgery'*

= PBH can cause debilitating hypoglycemic events associated with
neuroglycopenia, including impaired cognition, poor coordination, loss of
consciousness, and seizures which can result in a high degree of disability
and major disruptions to independent living®

= Avexitide is an investigational, first-in-class glucagon-like peptide-1
(GLP-1) receptor antagonist designed to block the effect of excessive
GLP-1, targeting a central pathway of PBH pathophysiology to mitigate
hypoglycemia by decreasing insulin secretion and stabilizing glucose
levels™

" To date, one Phase 2 randomized, multi-center, placebo-controlled crossover

study (PREVENT trial) has been conducted to evaluate the efficacy and
safety of avexitide for the treatment of PBH®

= |n addition, 8 investigator-initiated studies (including a Phase 2b study)
have been performed that together demonstrated the effects of avexitide
treatment on reducing hypoglycemia in individuals with PBH and those
with hyperinsulinemic hypoglycemia following other, non-bariatric
gastrointestinal surgeries (e.g., gastrectomy)3” 3

PROPOSED AVEXITIDE MECHANISM OF AGTION

4

@ Insulin
&90 c:a,/GLP'1 GLP-1 Islet ~ N

D

& Receptoyg Beta Cells ’0‘

RoXoA o
Glucose #‘ l

A

vexitide

Decreased Insulin
Secretion

Elevated
Post-Surgical
Postprandial

GLP-1

Avexitide GLP-1

Receptor Antagonism Stablized Glucose

Levels with Avexitide

AVEXITIDE (AVX) PHASE 2° & 2b’ CLINICAL TRIAL DESIGNS AND SELECT RESULTS

14-day Treatment Period : 14-day Treatment Period 14-day Treatment Period

PHASE 2 PREVENT TRIAL | Participants — .
DESIGN — 28-day, eRr;l:))l(lz:_Qad 1é-udna_3i/nEFl)lge;|rli30|IC|lty —.—> 1:1 Randomization

placebo-controlled

crossover randomized,
trial (N = 18?)

gastric bypass

run-in period despite adhering to consistent

(RYGB) At least 2 hypoglycem/:c events during 14-day

= Placebo » Avexitide 30 mg Twice Daily Avexitide 60 mg Once Dally
—> Placebo Avexitide 60 mg Once Daily » Avexitide 30 mg Twice Daily .
Mixed meal MMTT MMTT
tolerance test
(MMTT)

14-day Treatment Period 14-day Treatment Period

dietary management
Participants enrolled
PHASE 2 PHASE 2B TRIAL g::tr";ffr;];'fsec‘;f 14-day Eligibility
DESIGN - 28-day, esophagectomy, Run-in Period
open-label Nissen fundoplication,

or gastrectomy

investigator-initiated,
crossover trial (N = 1/?)

* Avexitide 45 mg Twice Dalily

Avexitide 90 mg Once Daily

— Avexitide 45 mg Twice Daily

1:1 Randomization

Avexitide 90 mg Once Daily

At least 2 hypoglycemic events during 14-day run-in period
despite adhering to consistent dietary management

% Reduction in Rate? of Hypoglycemia by Avexitide Dose

2-day washout

= Avexitide demonstrated statistically significant reductions in
hypoglycemic events in Phase 2 and 2b clinical trials
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°Level 2 hypoglycemia: self-monitoring of blood glucose <54 mg/dL

9| evel 3 hypoglycemia: a severe event characterized by altered mental and/or physical functioning that
requires assistance from another person for recovery whether an individual receives external assistance or not

¢Compared to placebo in Phase 2 and run-in in Phase 2b
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Given that the phase 3 LUCIDITY trial will further evaluate avexitide in PBH with a primary efficacy outcome of composite

OBJECTIVE

reduction of Level 2 and 3 hypoglycemic events, the goal in this exploratory analysis is to understand the composite

reduction of Level 2 and 3 hypoglycemic events in prior Phase 2 trials of avexitide in PBH

METHODS

= For each avexitide dose, the rate of composite Level 2 and 3 events®? was
calculated as the weekly number of discrete events during the respective
treatment periods of the Phase 2 and 2b clinical trials

— A negative binomial regression model was used, and a least-squares (LS)
mean rate ratio (RR) vs placebo (for the Phase 2) and run-in (for the Phase
2b) of hypoglycemia during the treatment period was calculated

— For the Phase 2b, the model included treatment, treatment sequence, and
surgery type stratum as fixed effect, event rate in run-in period as covariate,
and offset by duration of treatment period

RESULTS

CONGLUSIONS

= Avexitide significantly reduced rates of composite Level 2 and 3
hypoglycemia in its Phase 2 and 2b trials

* The 90 mg once daily dose, which is being further evaluated in the Phase 3
LUCIDITY trial, led to a 64% reduction in the composite rate of Level 2 and
3 events (p=0.0031)

— With 90 mg once daily, mean and median number of events per week
were 0.59 and 0, respectively, vs 1.39 and 0.93 during the run-in period

* The Phase 3 LUCIDITY trial is currently recruiting in the United States with
topline data anticipated in TH 2026

FIGURE 1. AVX Significantly Reduced Rates of Composite Level 2&3 Hypoglycemia
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TABLE 1. Reduced Rates of Composite Level 2 and 3 Hypoglycemia in Phase 2

Avexitide 30 mg

Avexitide 60 mg

Run-rllr;r7er|od PLa:f;ao Twice Daily Once Daily
Composite Weekly Rate of Level 2&3 Hypoglycemia
Mean (SD)  1.37 (1.244) 147 (1.049) 0.89(1.101) 0.66 (0.609)
Median 1.04 1.50 0.50 0.50
Rate Ratio (over placebo of hypoglycemia during treatment period)
__________________________ LSMean(SE) ~ NA  NA 060 (0260)  045(0.233)
. 9%%a NA NA 0.357,1.016 ~ 0.281,0.717
P-Value | N/A N/A 0.0571 0.0012

Avexitide 45 mg

Run-In Period Avexitide 90 mg

n=16 Twice Daily Once Daily
n=16 n=16
Composite Weekly Rate of Level 2&3 Hypoglycemia
________________________________________________________________ Mean(SD) ~ 1.39(1.908) 051(0.719)  059(1.604)
Median 0.93 0.25 0
Rate Ratio (over run-in of hypoglycemia during treatment period)
_______________________________________________ LSMean(SE) ~ NA  038(0298)  036(0325)
________________________________________________________________________________ 95%Cl  NA 02060687  0187,0694
P-Value N/A 0.0021 0.0031

Abbreviations: Cl, confidence interval; SD, standard deviation; SE, standard error
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Avexitide is an investigational drug and has not been approved for use
by any health authority (e.g., the FDA and EMA).
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