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Forward-looking statement
This presentation contains forward-looking statements within the meaning of Section 27A of the Securities Act and Section 21E of the Securities Exchange Act of 1934, as amended, that are based on 
our management’s beliefs and assumptions and on information currently available to our management. Forward-looking statements are inherently subject to risks and uncertainties, some of which 
cannot be predicted or quantified. All statements other than statements of historical facts contained in this presentation, including statements regarding business strategy, plans and 2026 milestones; the 
clinical, therapeutic and market potential of and expectations regarding our product candidates, platforms and proprietary capabilities; clinical development plans for TN-201 and TN-401, preclinical 
efforts and timelines; clinical outcomes, which may materially change as patient enrollment continues or more patient data become available; availability and content of data from MyPEAKTM-1 and 
RIDGETM-1; and plans to pursue regulatory alignment on pivotal trials plans for TN-201 and TN-401, as well as statements regarding industry trends, are forward-looking statements. In some cases, 
you can identify forward-looking statements by terminology such as “purpose,” “focus,” “plan,” “potential,” “may,” “future,” “anticipated,” “objective,” “expected,” or the negative of these terms or other 
similar expressions. We have based these forward-looking statements largely on our current expectations and projections about future events and trends that we believe may affect our financial 
condition, results of operations, business strategy and financial needs. 

These forward-looking statements are subject to time, risks, uncertainties and assumptions described in our filings with the SEC, including, but not limited to the section titled “Risk Factors” in our Form 
10Q for the quarter ended March 31, 2026, and other documents we have filed, or will file with the SEC. These filings, once filed, are or will be available on the SEC website at www.sec.gov. Such risks 
include, among other things: the availability of data at the referenced times; the timing of the initiation, progress, completion and potential results of our clinical trials and preclinical studies; our ability to 
advance product candidates into, and successfully complete, clinical trials and preclinical studies; the potential for clinical trials of our product candidates to differ from preclinical, preliminary, interim or 
expected results; the timing or likelihood of regulatory filings and approvals; the potential for the FDA or other regulatory agencies to conclude at any time that our product candidates may not have an 
appropriate risk/benefit profile; our estimates of the number of patients who suffer from the diseases we are targeting and the number of patients that may enroll in our clinical trials; our ability to 
successfully manufacture and supply our product candidates for preclinical studies, clinical trials and for commercial use, if approved; our ability to commercialize our product candidates, if approved; 
future strategic arrangements and/or collaborations and the potential benefits of such arrangements and/or collaborations; our estimates regarding expenses, capital requirements and needs for 
financing, and our ability to obtain capital; our ability to retain the continued service of our key personnel and to identify, hire and retain additional qualified professionals; our ability to obtain and maintain 
intellectual property protection for our platforms, programs and product candidates; our ability to contract with third-party suppliers and manufacturers and their ability to perform adequately; the pricing, 
coverage and reimbursement of our product candidates, if approved; and developments relating to our competitors and our industry, including competing product candidates and therapies; general 
economic and market conditions; and other risks. These risks are not exhaustive. New risk factors emerge from time to time, and it is not possible for our management to predict all risk factors, nor can 
we assess the impact of all factors on our business or the extent to which any factor, or combination of factors, may cause actual results to differ materially from those contained in, or implied by, any 
forward-looking statements. You should not rely upon forward-looking statements as predictions of future events. Although we believe that the expectations reflected in the forward-looking statements 
are reasonable, we cannot guarantee future results, levels of activity, performance or achievements. In light of the significant uncertainties in these forward-looking statements, you should not regard 
these statements as a representation or warranty by us or any other person that we will achieve our objectives and plans in any specified time frame or at all. The forward-looking statements made in 
this presentation relate only to events as of the date on which such statements are made. Except as required by law, we undertake no obligation to update publicly any forward-looking statements for 
any reason after the date of this presentation. This presentation also contains estimates and other statistical data made by independent parties and by us relating to market size and growth and other 
data about our industry. This data involves a number of assumptions and limitations, and you are cautioned not to give undue weight to such estimates. In addition, projections, assumptions, and 
estimates of our future performance and the future performance of the markets in which we operate are necessarily subject to a high degree of uncertainty and risk. 

This presentation discusses product candidates that are under clinical study and have not yet been approved for marketing by the U.S. Food and Drug Administration.  No representation is made as to 
the safety or efficacy of these product candidates for the use for which such product candidates are being studied.

This presentation contains trademarks, service marks, trade names and copyrights of Tenaya Therapeutics, Inc. and other companies which are the property of their respective owners.
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IMMEDIATE OPPORTUNITY: 

Advancing TN-201 and TN-401 towards pivotal studies

1. Groeneweg, et al, Circ Cardiovasc Gen 2015 
& McKenna, et al, Nature Rev Cardio 2021
2. Sedaghat-Hemedani, et al., Clin Res Cardiol. 2018

3. Rocket Pharma presentation, Sep 2025
4. Lexeo presentation, Oct 2025

Large market potential in rare 
disease setting

Early evidence of clinically 
meaningful benefit

Planned data readouts offer 
multiple de-risking catalysts in 

2026

Seeking regulatory clarity on 
approvable endpoints and 

pivotal trial design

TN-201 improved multiple 
measures of disease 
(biomarkers, hypertrophy, 
symptom relief)

TN-401 achieved meaningful 
reductions in electrical 
instability

Decrease in key 
markers of disease

Increase in protein 
levels vs. baseline

• Interim MyPEAK-1 data for Cohort 
2 and updates from Cohort 1 (1H)

• One-year Cohort 2 data and two-
year Cohort 1 data (2H)

TN-201

• One-year data for Cohort 1 and 
initial Cohort 2 data (1H)

• Interim Cohort 2 data (2H)

TN-401
Updates expected 

in 2H’26

Addressable populations 
in the U.S.

Friedreich’s 
Ataxia 4

Danon 
Disease 3

BAG3+ 
DCM 3

MYBPC3+ 
HCM 1

PKP2+
ARVC 2

120,000

75,000

30,000

15,000

5,000

O
U

R
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C
U
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MYBPC3 = myosin binding protein C-3 
HCM = Hypertrophic cardiomyopathy
PKP2 = Plakophilin 2 

ARVC = Arrhythmogenic right ventricular cardiomyopathy
BAG3 = Bcl2-associated athanogene 3
DCM = Dilated cardiomyopathy
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HIGHLIGHTS

Interim RIDGE-1 Cohort 1 & 2 Data

SAFETY: TN-401 was well 
tolerated at both doses

1

2 BIOPSY: TN-401 is reaching 
cardiomyocytes and achieving expression 

3

CLINICAL: All patients on study achieved 
consistent and meaningful reductions in 
arrhythmia burden that were sustained up to 1 
year for Cohort 1
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Living with genetic ARVC

T R AC Y   |   AG E  4 5
AVA |  AG E  1 4
Living with genetic ARVC

1. SADS Foundation
2. Hermida, et al, Eur J Heart Failure, 2019
3. Calkins, HRS 2025

ARVC is a severe and progressive genetic heart disease 
lacking therapeutic treatment options

SUBSTANTIAL UNMET NEED

 PKP2-associated ARVC is estimated to 
affect >70,000 people in the U.S.(1)

A R V C  H E A R T

Unstable 
connections and 
scar tissue 
between cells 
lead to electrical 
misfiring

• Early symptoms include 
palpitations, lightheadedness, 
fainting (1)

• Significant impact on quality of 
life due to arrhythmias, 
ICD shocks and restrictions on 
physical exertion (1)

Enlarged 
right ventricle 

with fat and 
scar tissue

~40%Of those diagnosed with 
ARVC carry pathogenic 
PKP2 mutations (2)

>15% of heart-related deaths in 
patients < 35 are due to 
ARVC(1)

90% have >500 PVCs/day, 
despite standard of 
care3



RIDGE-1 Interim Data Readout: 
Trial Objectives
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MECHANISM

TN-401 gene therapy for PKP2-associated ARVC

TN-401 
cassette

Desmosome and Gap Junctions in 
PKP2-associated ARVC Heart

Treated with TN-401

Desmosome 
structural 
integrity 
restored

PKP2 

AAV9 = Adeno-associated virus, serotype 9
SCA = Sudden cardiac arrest 

TN-401 Mechanism of ActionPKP2+ Pathophysiology

• TN-401 targets the underlying genetic cause of disease by 
delivering a full-length PKP2 gene to cardiomyocytes via an 
AAV9 capsid

• An increase in PKP2 protein levels is expected to restore 
desmosome function, with the potential to halt disease progression, 
reverse symptoms, improve patient quality of life and prevent SCA

Gap junctions misaligned

AAV9 
capsid

Missing 
PKP2 

protein

Desmosome 
structure in 
disarray

• Mutations of the PKP2 gene lead to lower levels 
of PKP2 protein(1) resulting in 
o Weakened cell-to-cell adhesion
o Abnormal electrical activity

1. van Tintelen, et al, Circulation 2006 
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TRIAL DESIGN

RIDGE-1 Phase 1b/2 clinical trial

Study Objectives 
• Safety and tolerability
• Dose-finding 
• Pharmacodynamics

Endpoints
• Safety and tolerability
• Transgene uptake and expression
• Changes in PVC and NSVT counts
• ICD shock and VT frequency
• Structural/hemodynamic changes
• Plasma biomarkers
• Patient-reported outcomes

PVC = Premature ventricular contractions
NSVT = Non-sustained ventricular tachycardia
ICD = impantable cardio defibrillator

VT = ventricular tachycardia
DSMB = Data safety and monitoring board

Design
• Open-label, multi-center dose-escalation and dose-expansion 
• 52-week study period with four-year follow-up
• Cardiac biopsies at baseline, post-dose and week 52

Treatment goal: demonstrate reduction in arrhythmic events 

N=Up to 15

We Are
Here
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SCREENING CHARACTERISTICS

RIDGE-1 patients’ arrhythmia burden more severe than 
broader PKP2+ population

Average
PKP2+ 
patient1

Cohort 1 (3E13 vg/kg) Cohort 2 (6E13 vg/kg)

Patient 1 Patient 2 Patient 3 Patient 4 Patient 5 Patient 6

Follow-Up - 52 weeks 52 weeks 40 weeks 32 weeks 26 weeks 20 weeks

Gender Male (62%) Male Male Male Male Male Male

Age at Dosing (y) - 41 37 56 40 31 27

Age at ARVC Dx (y) 34 26 16 53 20 16 17

PVC Count (#/24h) 2,480 2,462 618 2,666 1,571 7,819 8,634

NYHA Class Class I (74%) Class I Class I Class I Class I Class I Class I

% ICD & Age (y)* 100%, 35 26 16 53 20 16 17

Severe VA** No (61%) Yes; 7x Yes; 5x No No Yes; 11x Yes; 3x

VT Ablation No (54%) Yes; 2x Yes No Yes No Yes; 2x

RV Dysfunction Yes (54%) Yes Yes Yes Yes Yes Yes

Background meds Yes (88%) Yes Yes Yes Yes Yes Yes

*RIDGE Natural History Study of PKP2+ ARVC patients required ICD. Published estimates suggest 35-80% have ICD2

**Severe VAs include sustained VT, VF, and appropriate ICD therapy

1Calkins, et al., HRS 2025
2Gasperetti, et al., EP Europace 2023

(y) = year
NYHA: New York Heart Association

VA: ventricular arrhythmia
VT: ventricular tachycardia

VF: ventricular fibrillation
RV: right ventricular

More severe 
vs. average



RIDGE-1 Readout
TN-401’s Impact on Arrhythmia 
Burden
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CLINICAL RESULTS

All patients had meaningful reductions in PVC burden 
post-TN-401

2,462
618

2,666
1,571

7,819
8,634

1,707
99

1,518 1,064 1,412
2,543

Patient 1
(Week 52)

Patient 2
(Week 52)

Patient 3
(Week 32)

Patient 4
(Week 32)

Patient 5
(Week 20)

Patient 6
(Week 20)

-31% -84%

Patient 1 Patient 2 Patient 3

-43%

Change in Daily PVC Rate from Screening to Most Recent Visit

-32% -82%

Patient 4 Patient 5 Patient 6

-71%

• PVCs assessed by 7-day 
continuous ECG

• Consistent reductions in 
all patients dosed

o Reductions for Patients 
1 and 2 remain 
durable up to 1 year

o Cohort 2 reductions 
more dramatic and 
rapid, potentially a 
dose effect

• PVC reduction associated 
with 55% lower VA odds1

PV
C

 B
ur

de
n 

(#
/2

4h
)

1Gasperetti, et al., JAMA Cardiol 2022

Cohort 1 Average = 60% Reduction Cohort 2 Average = 67% Reduction

ECG = electrocardiogramData as of April 2026 data cut
Average change: geometric mean percent change from screening
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CLINICAL RESULTS

Patients with high NSVT burden had dramatic 
reductions over time

1

78

4 0

43

14 0
7

0 4 0

Patient 1
(Week 52)

Patient 2
(Week 52)

Patient 3
(Week 32)

Patient 4
(Week 32)

Patient 5
(Week 20)

Patient 6
(Week 20)

Patient 1 Patient 2 Patient 3

Change in Daily NSVT Rate from Screening to Most Recent Visit

Patient 4 Patient 5 Patient 6

• NSVT burden assessed 
by 7-day continuous ECG

• Patients 2 & 5 saw major 
declines in NSVT rates, 
consistent with PVCs

• Patients 1, 3, 4, and 6 with 
low & stable NSVT rates 
at most recent visit

• All patients are stable 
across ECG measures, 
including T-wave 
inversions & QRS 
durations

• Echo parameters remain 
stable over time

N
SV

T 
B

ur
de

n 
(#

/2
4h

)

Cohort 1 (3E13 vg/kg) Cohort 2 (6E13 vg/kg)

Data as of April 2026 data cut
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• PVCs are hallmark of PKP2+ ARVC and 
indicate electrical instability(1)

• Higher PVC counts are a recognized 
clinical predictor of higher 5-year risk of 
life-threatening VAs(2)

• PVC burden utilized as risk assessment 
tool for ICD placement(3)

VENTRICULAR ARRHYTHMIA RISK FACTORS

PVC and NSVT burden are key indicators of electrical 
instability and risk of life-threatening events

NSVTs
Non-Sustained Ventricular 

Tachycardias

SVTs
Sustained Ventricular 

Tachycardias

SCA
Sudden Cardiac

Arrest

VFs
Ventricular 
Fibrillations

PVCs
Premature Ventricular 

Contractions

Severity

1. Calkins, et al, HRS 2025
2. Carrick, et al, Circ Arrhythm and Electrophysiol 2022 
3. https://arvcrisk.com/

Frequency

Goal of TN-401 Gene Therapy 

Lower 
PVC 
and 

NSVT
count

Lower 
risk of 
severe 

VA 
events

Syncope

NSVT

T-wave
inversion

Age

Gender

ARVC Risk Stratification Calculator 

PVCcount

RVEF

SVT = sustained ventricular tachycardia
RVEF = Right ventricular ejection fraction



RIDGE-1 Readout
TN-401 Heart Biopsy Findings
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BIOPSY MEASURES

Tracking gene therapy’s delivery to the heart

DELIVERY:
Transduction (DNA)

EXPRESSION:
Transcription (RNA)

EXPRESSION:
Translation (Protein)

TN-401’s healthy copy of 
PKP2 gene is transcribed by 
cell’s machinery to produce 
messenger RNA

TN-401 mRNA is then 
converted to PKP2 protein

1 2 3
TN-401 

Upon Infusion

TN-401 enters cardiomyocytes. 
Healthy copy of PKP2 gene 
forms stable episome in cell

5-7 biopsies of right ventricular septum, each sample analyzed separately for DNA or RNA or protein
DNA = Deoxyribonucleic acid
mRNA = Messenger ribonucleic acid
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BIOPSY RESULTS

TN-401 DNA levels show robust cardiac transduction 
across both doses

*Patient 6 DNA analysis not completed by April 2026 data cut

3.4

5.0

1.8

3.2

4.3

Patient 1
(Week 8)

Patient 2
(Week 8)

Patient 3
(Week 8)

Patient 4
(Week 8)

Patient 5
(Week 22)

Post-Dose TN-401 DNA Levels by Patient 2

Cohort 1 Mean = 3.4 vg/dg Cohort 2 Mean = 3.8 vg/dg • Assay for assessing DNA levels 
specific to TN-401 vector genome

• TN-401 DNA levels detectable early 
and throughout follow-up

• Expect durable presence of TN-401 
DNA in cardiomyocytes
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BIOPSY RESULTS

TN-401-specific RNA levels demonstrate PKP2 
expression in all patients

2.
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Post-Dose TN-401 RNA Levels by Patient 
Cohort 1 TN-401 mRNA Levels Cohort 2 TN-401 mRNA Levels*
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• Assay for TN-401 RNA is specific 
to TN-401 (vs. endogenous)

• TN-401 promoter drives 
expression in cardiomyocytes 

• Durable expression 52 weeks 
after the single dose of TN-401

• Clear evidence of RNA 
expression of TN-401 transgene 
in target cells despite variable 
cellular composition (e.g., 
myocytes vs. fibroblasts) in small 
heart biopsy samples

*Patient 6 RNA analysis not completed by 
April 2026 data cut
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BIOPSY RESULTS

Assessment of TN-401 protein expression
PK
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PKP2 Protein Levels Over Time in Cohorts 1 and 2

Lower Limit of Normal (0.0060)

-4%

15%

1%

-5%
9%

11% -4%

9%

*Patient 6 protein analysis not completed 
by April 2026 data cut

LC-MS = liquid chromatography-mass spectrometry
MYH = myosin heavy chain

Patient 1 Patient 2 Patient 3 Patient 4 Patient 5
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Cohort 1 Protein Levels Cohort 2 Protein Levels*

• Measured LC-MS assay for PKP2 
protein (normalized to MYH protein)

• Variability is exacerbated across and 
within patients due to extent of 
fibrofatty infiltrate in myocardium

• Totality of biopsy data, including 
transduction, expression, and 
localization (not shown), support 
TN-401 pharmacodynamic effect
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METHODOLOGY MATTERS

Variability of biopsy samples from ARVC hearts creates 
methodological challenges to quantify PKP2 protein

PKP2-associated ARVC patients have fibrofatty 
replacement and fibrosis spread across the myocardium

One sample has 
higher % 
cardiomyocytes vs 
fibrofatty infiltrates 
 higher PKP2 
RNA and protein 
levels

*Biopsy tissue pieces approx. by circles (~1-2 mm3)

Biopsy composition of each patient can 
vary significantly from pinch-to-pinch

Cardiomyocytes Adipose Fibrosis

Image of an ARVC Heart1

1Basso, et al., Circ 2016

Sample #2Sample #1

Another sample 
has lower % 
cardiomyocytes vs 
fibrofatty infiltrates 
 lower PKP2 
RNA and protein 
levels
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METHODOLOGY MATTERS

Tenaya approach to quantifying changes in PKP2 
protein levels selected to reduce variability

1 Excerpted from: Measuring Protein Expression in Cardiac Gene Therapy –
 KOL Webinar 8.26.25

Use of LC-MS + normalizing to myosin heavy chain 
reduces variable factors

Absolute GAPDH
Normalized

0

2

4

6

8
Western Blot

PKP2 protein levels vary greatly across individuals1 
complicate interpretation and comparisons 
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• PKP2 protein may be 
found in different tissue 
types, including fat cells

• Wide variance of PKP2 
levels observed in 
samples collected from 
healthy donors – even 
when PKP2 protein 
measurement is 
normalized to a 
cardiomyocyte-restricted 
protein

• Head-to-head comparison of PKP2 levels from the same 5 
healthy donors illustrates less variability with Tenaya 
methods
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https://investors.tenayatherapeutics.com/events/event-details/measuring-protein-expression-cardiac-gene-therapy-kol-webcast-event


RIDGE-1 Readout
TN-401 Safety and Tolerability
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SAFETY OBSERVATIONS

Both TN-401 doses equally well tolerated

• Cohort 1 AEs previously disclosed

• Cohort 2 AEs include two grade 3 AEs in the 
same patient due to a medication error:
o 1 Grade 3 AE of liver enzyme elevation 

associated with medication error resulting in 
steroid interruption

o 1 Grade 3 SAE of thrombocytopenia due to 
medication error with sirolimus overdose (serum 
level 40.4 ng/mL [target level 4-8 ng/mL])

• No clinical thrombotic microangiopathy

• No sustained VT, VF, or ICD therapy related to 
TN-401. No other cardiotoxicities observed

• DSMB endorsed expansion for both cohorts

VT: ventricular tachycardia
VF: ventricular fibrillation
ICD: Implantable cardioverter device

DSMB: Data Safety Monitoring Board
IS: immunosuppression

Majority of TN-401-related AEs mild, asymptomatic and manageable

Relevant
Adverse Event 

Cohort 1*

(3E13 vg/kg; n=3)
Cohort 2

(6E13 vg/kg; n=3)

Gr 1 Gr 2 Gr 3 Total Gr 1 Gr 2 Gr 3 Total

Liver enzyme elevation 3 - - 3 1 - 1** 2**

Troponin elevation 2 - - 2 1 - - 1

Thrombocytopenia† - - - 0 - - 1** 1**

*Previously disclosed, no new AEs since December 2025 release
**Event attributed to or associated with immunosuppression medication error
†Unrelated to TN-401
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SAFETY OBSERVATIONS

Immunosuppression regimen successfully managed 
immune response at both doses

• Prophylactic prednisone and sirolimus 
successful in managing immune 
responses across both doses

• Duration and level of immunosuppression 
comparable across both doses

• All six patients have successfully weaned 
off all immunosuppression

Duration & Mean Daily Corticosteroid Dose

Duration on Corticosteroids (Weeks)

21.4

24.3

22.7

17.0

29.4

12.9

0 20 40
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Patient 3
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32.1

26.9
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36.7

65.3

34.4

Mean Daily Dose (mg/day)



RIDGE-1 in Context
Clinician Conversation



Closing remarks
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COMMITTED TO THE PKP2 COMMUNITY

RIDGE  the largest natural history study of 
PKP2+ ARVC in the world

>185
Patients

>2,500
Years of 

Follow-Up

21
Sites

6
Countries

…Collecting Data 
Across Domains…

…Directly Feeding
RIDGE-1 Trial

• All RIDGE-1 participants to date were 
identified through RIDGE

• RIDGE informed RIDGE-1 design, 
including eligibility criteria and endpoints

• Complements trial results by 
demonstrating natural history without 
gene therapy

• Supports discussions with health 
authorities about potential approvable 
endpoints, pivotal trial design

~70% of RIDGE patients eligible for RIDGE-1

Largest Ever PKP2+ ARVC 
Natural History Study…
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• RIDGE-1 interim Cohort 2 data
• Continue RIDGE-1 enrollment
• Pursue regulatory alignment on pivotal plans

TN-201 for MYBPC3-associated HCM

• Conduct Cohort 2 DSMB
• Enroll RIDGE-1 expansion cohort
• RIDGE-1 ~52-week Cohort 1 and initial Cohort 2 data

TN-401 for PKP2-associated ARVC

• MyPEAK-1 ~2-year Cohort 1 and ~52-week Cohort 2 data
• Continue MyPEAK-1 enrollment
• Pursue regulatory alignment on pivotal plans

• Enroll 6E13 vg/kg expansion cohort
• MyPEAK-1 interim Cohort 2 data

2026 anticipated program milestones

1H

2H

1H

2H
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