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T2D is a Chronic, Progressive Disease Driven By Beta Cell Failure
Despite treatment advancements, a clear unmet need remains

* Type 2 diabetes (T2D) and associated co-morbidities affect >~30M Americans’-%3
* Insulin resistance and beta cell dysfunction lead to progressive metabolic failure*

Only 50% of Americans with diabetes achieve Maintenance of lowered HbA1c with Low persistence and adherence to GLP-1RAs,
recommended glucose target of <7% HbA1c® glucose-lowering agents is challenging® with majority discontinuing within a year’
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A durable, tolerable, one-time intervention addressing root-cause metabolic dysfunction is urgently needed
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Rejuva: A "Smart GLP-1™" AAV Gene Therapy Platform for T2D
Single treatment = nutrient-responsive, adaptive, and durable effect

Novel ROA Novel MOA
Targeted administration via purpose-built GLP-1 under insulin-based regulatory and secretory
endoscopic ultrasound-guided device control for beta cell-derived, adaptive expression
C
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Human insulin-based promoter
Ultrasound — [}= -"{l
Human insulin-based signal peptide
Transduced beta cell
IV_VB/eta-ceII Alpha cell Neighboring beta cell
 Targeted AAV delivery  Beta cell-derived expression
* Lowdose * Autocrine, paracrine benefit
* Restricted biodistribution * Access to portal circulation
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Human Insulin-based Promoter (INSp) Drives Expression in Beta Cells

In Vitro: Transduced Human Cell Lines

Beta cells DRG Liver Adrenal gland Gastric epithelial

* Cells transduced with a GFP reporter surrogate under the engineered human insulin promoter (INSp)

CMV_GFP
(ubiquitous)

INSp_GFP
(specific)

* [INSp drives expression in human beta cells but not in off-target cells when studied in vitro
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INSp Drives Nutrient-Responsive Transgene Expression
Chronic high glucose leads to increased transgene expression

In Vitro: Transduced Human Beta Cells
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AAV-INSp-GLP1 Drives Nutrient-Responsive Secretion of Bioactive GLP-1
With dose-responsive expression observed

In Vitro: Transduced Human Beta Cells
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AAV-INSp-GLP1 Preserves and Protects Human Beta Cell Health

Consistent with GLP-1’s known beta cell cytoprotective biology

In Vitro: Transduced Human Beta Cells
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Cell Viability RNA Expression of ER Stress Markers
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Primary Human Islets Confirm:
Enhanced GLP-1 Secretion and Preserved Beta cell Health

Ex Vivo: Transduced Human Primary Islets
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AAV-INSp-GLP1 Improves Metabolic Control in db/db Mice

Dose-responsive improvement in blood glucose, plasma insulin, and body weight

i

@ In Vivo: Treated 8-week-old BKS db/db mice, 46 days post single IP AAV injection
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* Return to normal pancreatic islet architecture - Histopathological assessment showed decreased incidence and severity of
pancreas islet cell hyperplasia in AAV-INSp-GLP1 High dose animals
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Isolated Islets From Treated db/db Mice Confirm:
Enhanced GLP-1 and Insulin Content and Co-secretion

49 days

8-week old BKS db/db i

Vehicle

AAV-INSp-GLP1 Low

AAV-INSp-GLP1 Mid
B AAV-INSp-GLP1 High
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AAV-INSp-GLP1“Smart GLP-1” Mimics Endogenous Physiology

Potent efficacy with near physiologic circulating levels

f
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Circulating GLP-1

354 [ ¢
30-
S 25-
2 20-

- 15 *
HEST

Active GLP

Vehicle

AAV-INSp-GLP1 Low

AAV-INSp-GLP1 Mid
B AAV-INSp-GLP1 High

FRACTYL
health

Comparison Chart Active GLP-1 Levels’

Modality Levels Tolerability
Physiological <5pM ™
DPP4 Inhibition ~10 pM v/
AAV-INSp-GLP12 10-20 pM Expected
FBt;s;(;esn-Y Gastric ~20 pM v
GLP-1RA Drugs 50-150 pM X

* “Smart” GLP-1 levels are significantly
lower than pharmacologic GLP-1RA
drug levels

* Therefore, less likely to cause
tolerability issues commonly seen with
GLP-1 drugs
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Purpose-built Rejuva Device For Targeted Pancreatic AAV Delivery
Large-animal safety model — Yucatan pig

@ E * Rejuva catheter introduced directly to pancreas parenchyma via standard EUS techniques

* Upper endoscopic procedure conducted in ~ 20 minutes

Novel ROA for AAV Delivery Rejuva Device Rejuva Needle Live Ultrasound

* Pressure-controlled delivery S G
}x * Double infusion mechanism tandard 25G comparator

Stomach . b rin_ Y

Endoscope

Custom Rejuva needle
=
Ultrasound
AT » 27G - reduced backflow, trauma
Needle /

fPancreas ) N * Conical tip - reduced trauma
‘ * Echogenic coating — visibility

* Side port — occlusion prevention L T
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Effective and Precise Delivery to Pancreas in Yucatan Pigs
AAV DNA, transgene RNA, and active GLP-1 protein all enriched at the targeted infusion site

m E In Vivo: Treated Yucatan Pigs
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EUS-Guided AAV Delivery is Safe and Well-Tolerated in Yucatan Pigs

Constrained biodistribution and no procedural or vector-related safety signals
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GLP-1R Antagonism Provides Reversible Pharmacological Inhibition
Blocks GLP-1 secretion and GLP-1R signaling

In Vitro: Transduced Human Beta Cells + Avexitide
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Rejuva: A First-in-Class “Smart GLP-1” AAV Gene Therapy for T2D

Preclinical foundation complete, clinical translation underway

KEY TAKEAWAYS

e Insulin promoter and regulatory features drive beta cell-specific, nutrient-regulated GLP-1 expression
and secretion

e Restoration of beta cell function in diabetic db/db mouse islets, with improved glycemic control

e Beta cell health is protected — no induction of reactive oxygen species; with ER stress attenuation
under cellular stress challenge

e EUS-guided pancreatic delivery is clinically translatable — high local but restricted systemic
biodistribution, no safety signals in large animal model

CTA approved in Europe.
First-in-human dosing and preliminary FIH data anticipated in H2 2026.
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