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GLP-1 and Dual Incretin Agonists Induce
Substantial Weight Loss and Metabolic Benefit'

Chronic Administration Required
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GLP-1 and Dual Incretin Agonists Induce
Substantial Weight Loss and Metabolic Benefit'

Chronic Administration Required
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Persistence and Durability Limitations Prevent

Sustained Metabolic Benefit:
A New Strategy is Needed
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* Low real-world persistence, even with modern
incretin therapies’

« Up to 2/3 of patients discontinue within 1 year’
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REJUVA:

An AAV Gene Therapy Platform to Treat
Metabolic Disease with a Single Dose
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Rejuva Device Safely Delivers AAV to

the Pancreas
Large Animal Safety. Model — Yucatan Pig

Rejuva catheter device introduced directly to pancreas parenchyma via standard endoscopic ultrasound techniques that are
already part of standard clinical practice

Unique features of Rejuva needle and device for enhanced safety and procedural ease

Routine upper endoscopic procedure conducted in ~ 20 minutes
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Custom Rejuva Needle
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Echogenic coating - visualization
Conical tip — minimize trauma
Side port — delivery
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RJVA-001 (AAV-INSp-GLP-1) Effectively
Delivered to Pancreas Via Targeted ROA

Transgene DNA, RNA, and active GLP-1 protein enriched in
targeted pancreatic splenic lobe
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EUS-Guided Pancreatic AAV Delivery

is Safe and Effective
Constrained Biodistribution and No Safety Signals
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RJVA-001 Improves Glycemia

in a Diabetic Mouse Model
Additional Weight Benefit- Observed

J

@ In Vivo: Treated 8-week-old db/db Mice, 46 days post single IP AAV injection
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Confirmation of MOA from Primary

Diabetic Mouse Islets

Expression and glucose-responsive incretin secretion

F Ex Vivo: Islets Isolated from treated db/db Mice, 49 days post single IP AAV injection

Cr—s
GLP-1 Content GLP-1 Secretion
(lysate) (supernatant)
3%k 3k %k k
80007 — 80- KAk
% %k o o
S 60007 3 60 - Vehicle
- - _I RJVA-001 Low
Y o
S 40001 a 07 , - RJVA-001 Mid
s s —| B RJVA-001 High
2 2000 = 20- ‘ \
0- 0 -0 -0 ﬂ_m ~0-OR
Gluc. » 2.8 16.7 16.7

[mM] +IBMX



T

RJVA-002 program: Obesity Indication

A Nutrient-Regulated Dual Incretin-Design to Improve
Body Weight Loss

Dual Incretin transgene construct . Confirmed expression and nutrient-regulated o8 Confirmed dual expression of
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AAV-GIP/GLP-1 Dual Incretin Gene Therapy

Effect on Body Weight in a DIO Mouse Model

Single dose durably reduces body weight and food intake

F In Vivo: 60% HFD-induced DIO mice
42 days post single IP AAV injection
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AAV-GIP/GLP-1 Dual Incretin Gene Therapy
Significantly Attenuates Diet-Induced MASLD

™

Reduced liver weight, triglycerides, -and lipid-accumulation
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Summary and Conclusions

Single-dose, pancreas-targeted incretin gene therapy delivers durable, incretin expression and glucose-responsive
secretion — eliminating the adherence and persistence limitations of chronic pharmacotherapy

EUS-guided pancreatic delivery leverages an established Gl procedural approach - enabling targeted, low-dose
administration with restricted biodistribution and acceptable safety outcomes.

Dual GIP/GLP-1 construct drives significant weight loss and improvements in diet-induced MASLD in a DIO mouse
model.
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