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AVIM therapy: Durability, Reversibility, and Reproducibility of Effect
Fellow Shareholders:

Recent clinical announcements related to our AVIM therapy program address three primary questions:

1. How does AVIM therapy impact blood pressure and cardiovascular function over time?
2. Is the effect durable and programmable over the long term?
3. How does can this novel therapy fit into clinical practice in the future?

The August 14 publication in JACC: Advances focused on echocardiographic measures of cardiac function in patients with
diastolic dysfunction. The later August publication in JACC: Clinical Electrophysiology analyzed the positive impact of AVIM
therapy on blood pressure and cardiac hemodynamics using invasive and noninvasive pressure—volume (PV) loop measurements,
considered by many to be the “gold standard” for comprehensive assessment of the activity of the heart. These AVIM therapy
results were also assessed using standard pacing lead placement as well as lead placements intended to achieve conduction
system pacing in the same patients. Conduction system pacing is a more advanced approach to cardiac pacing that is considered
potentially safer and more effective and is rapidly being adopted by electrophysiologists. Most recently, our team presented data
from a long-term washout study at the HRX Live 2025 Meeting (“HRX”), along with a summary of the technology simultaneously
published in the peer-reviewed Heart Rhythm O2 journal.

What each recent AVIM therapy-related article highlights:

e Cardiac function (Aug 14; JACC: Advances): Echo-based analyses in patients with diastolic dysfunction, a key
component in the development of heart failure with preserved ejection fraction (“HFpEF”), showed reductions in blood
pressure with significant improvements in key attributes of ventricular function over 6 months.

e Mechanism and practicality (Aug 26; JACC: Clinical Electrophysiology): PV-loop findings detailed AVIM therapy’s
favorable impact on cardiac hemodynamics, as well as the consistent effect observed across standard as well conduction
system pacing approaches used in clinical practice.

e Durability and control (HRX): Long-term results following chronic treatment for over three and a half years with AVIM
therapy supports a durable on-therapy effect. Upon deactivation of treatment, results showed a return to baseline blood
pressures with AVIM therapy turned off. After a week-long therapy “washout” period, substantial blood pressure reduction
was achieved when AVIM therapy was reactivated. These findings showcase the durability and programmability of
significant blood pressure lowering effects as well as the utility for real-world device-based management of blood pressure
in AVIM treated patients.

What’s new

At HRX, long-term follow-up from MODERATO Il showed that, in a chronically-treated cohort of patients (n=16), 24-hour
ambulatory systolic blood pressure (aSBP) reductions were sustained on therapy over a mean of 3.6 years (average change —8.9
mmHg; p<0.001). When AVIM was deactivated, aSBP returned to baseline with no evidence of rebound hypertension.

After a 7-day washout period, reactivation was associated with an immediate reduction in aSBP (p<0.002), to levels similar to prior
on-therapy measurements - supporting reproducibility of effect.

What the Heart Rhythm O2 publication adds:

e Mechanistic framing: the mechanism of action positions AVIM therapy as a novel device-based approach to hypertension
management, delivered via a dual-chamber pacemaker, that reduces cardiac preload and afterload while modulating
autonomic tone.
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e Clinical consistency: data from prior studies show immediate, substantial and sustained blood pressure reductions in
pacemaker patients with uncontrolled hypertension, independent of lead position, with signals suggestive of favorable
remodeling.

e Robust pivotal trial design: the ongoing large-scale BACKBEAT global pivotal study in collaboration with Medtronic is
thoughtfully designed with the objective of establishing safety and efficacy with robust statistical significance as well as
defining the potential role of AVIM therapy in clinical practice.

Why this matters for investors:

e The JACC: Electrophysiology, JACC: Advances, HRX observations, and Heart Rhythm O2 publication, provide
peer-reviewed clinical evidence and new clinical results supporting the mechanism of action and positive clinical impact
of AVIM therapy on patients with hypertensive heart disease.

e These communications are supportive and complementary to each other and continue to build on the body of evidence
that, along with the key future results of the BACKBEAT global pivotal study, can support regulatory approval and
commercial adoption of AVIM therapy in the future.

— Team OBIO

Forward-Looking Statements

Certain statements included in the content distributed by Orchestra BioMed Holdings, Inc. (the “Company”) to which this disclaimer
relates (including, but not limited to, visual, auditory, or written statements) (the “Content’) that are not historical facts are forward-
looking statements for purposes of the safe harbor provisions under the United States Private Securities Litigation Reform Act of
1995. Forward-looking statements generally are accompanied by words such as “believe, ” “continue,”
“anticipate,” “intend,” “expect,” “should,” “would,” “plan,” ‘predict,” ‘potential,” “seem,” “seek,” “future,” “outlook” and similar

expressions that predict or indicate future events or trends or that are not statements of historical matters. These forward-looking
statements include, but are not limited to, statements relating to the initiation, enrollment, timing, implementation and design of the
Company’s planned and ongoing pivotal trials, the potential benefits of requlatory approvals or designations received from
domestic and foreign regulatory bodies with respect to the Company’s product candidates and/or ongoing trials, the potential
safety and efficacy of the Company’s product candidates, the ability of the Company’s partnerships to accelerate clinical
development, the realization of the clinical and commercial value of the Company’s product candidates, and the Company’s ability
to achieve expected regulatory and business milestones.. These statements are based on various assumptions, whether or not
identified in the Content, and on the current expectations of the Company’s management and are not predictions of actual
performance. These forward-looking statements are provided for illustrative purposes only and are not intended to serve as and
must not be relied on as a guarantee, an assurance, a prediction, or a definitive statement of fact or probability. Actual events and
circumstances are difficult or impossible to predict and may differ from assumptions. Many actual events and circumstances are
beyond the control of the Company. These forward-looking statements are subject to a number of risks and uncertainties,
including changes in domestic and foreign business, market, financial, political, and legal conditions; risks related to regulatory
approval of the Company’s commercial product candidates and ongoing regulation of the Company’s product candidates, if
approved; the timing of, and the Company'’s ability to achieve expected regulatory and business milestones; the impact of
competitive products and product candidates; and the risk factors discussed under the heading “ltem 1A. Risk Factors” in the
Company’s annual report on Form 10-K filed with the SEC on March 31, 2025, and under the heading “ltem 1A. Risk Factors” in
the Company’s subsequently filed quarterly reports on Form 10-Q. The Company operates in a very competitive and rapidly
changing environment. New risks emerge from time to time. Given these risks and uncertainties, the Company cautions against
placing undue reliance on these forward-looking statements, which only speak as of the date of the Content. The Company does
not plan and undertakes no obligation to update any of the forward-looking statements made in the Content, except as required by
law.
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