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We know there are many pathways that impact human lifespan and
metabolic health; it is our mission to find them and develop therapeutics
to target them
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The BioAge platform: Apelin signaling impacts muscle & metabolism
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Apelin is an exerkine and mimics many benefits of exercise

Shared biology between apelin & exercise
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Among complementary oral mechanisms, exercise mimetics like
azelaprag have the greatest potential to address key unmet needs

Exercise mimetics for obesity

Benefits of targeting exercise
@ Safe way to increase energy expenditure

@ Highly translational benefits

Key potential clinical value propositions

@ Increased oral weight loss
@ Improved body composition

@ Improved tolerability

Therapeutic approach

Incretins +
exercise mimetic

I

Potential pharmacological
parallel to diet
and exercise



Azelaprag showed significant muscle & metabolic benefits and was
well tolerated in a Phlb study of older subjects on bed rest
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Clinical multi-omics: Predicted metabolic effects consistent with role as exerkine
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Azelaprag increased overall weight loss with tirzepatide to ~40%;
similar results observed with semaglutide suggest a class effect
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Addition of azelaprag to tirzepatide restored body composition &
to that of lean controls in a dose-dependent fashion
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Azelaprag also increased overall weight loss with
oral GLP-1R agonist danuglipron in obese hGLP-1R mice
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Apelin genetics reinforce beneficial role in systemic metabolism
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Study 1: Azelaprag monotherapy in mice on a high-fat diet go
Arms (n=15-16 mice per arm) C Meoswements

e Lean control diet e Body weight
e High-fat diet (HFD) e Body composition
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(3.3 g/Lin drinking water) : ,
e Liver enzymes and free fatty acids
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STUDY 1| WEIGHT GAIN

Azelaprag reduced weight gain on a high-fat diet,

recapitulating mouse genetics
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STUDY 1| WEIGHT GAIN

Azelaprag improved body composition on a high-fat diet
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STUDY 1| WEIGHT GAIN w
Azelaprag had no significant effect on food intake
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STUDY 1| WEIGHT GAIN

Azelaprag reduced levels of liver enzymes and free fatty acids
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Study 2: Azelaprag monotherapy in obese mice &

° Lean control
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STUDY 2 | OBESITY

Azelaprag also increased energy expenditure
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AZELAPRAG IN OBESITY

Our Ph2 STRIDES trial of azelaprag + tirzepatide will focus on older obese
patients with 90% power to show approvable weight loss difference

5’?’95 Azelaprag + tirzepatide Ph2 trial in obesity

Primary endpoint

a TZP 5mg SC QWK Placebo PO QD N=66 ] )
) % change in overall weight loss
Adults with
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e  BMI30-40 (e.g, fasting glucose, HbAlc)
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Screening Dosing Week 24 FollowzC2 Week 36

end of treatment

end of study

Power: ~90% power to detect a 3.3% improvement in weight loss over TZP monotherapy. Corresponds to >5% overall weight loss at 1year. 19



Summary
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Azelaprag could address key unmet needs in obesity treatment: oral efficacy, tolerability,
and body composition

The combination of azelaprag and an incretin drug restores body weight, body composition
and muscle function to lean control levels without impacting food intake

In a mouse model of diet-induced obesity, azelaprag monotherapy reduced weight gain
and improved body composition without impacting food intake

In a separate study, azelaprag increased physical activity and energy expenditure in obese
mice

BioAge has initiated the Phase 2 STRIDES trial to evaluate azelaprag in combination with
tirzepatide in older adults with obesity
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