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This presentation has been prepared by Cyclerion Therapeutics, Inc. and its consolidated subsidiaries (“the Company,” “Cyclerion,” “we,” “us,” and “our”). 

Certain matters discussed in this presentation are “forward-looking statements.” We may, in some cases, use terms such as “potential,” “estimates,” “plans,” 
“could,” “opportunity,” or other words that convey uncertainty of future events or outcomes to identify these forward-looking statements. These statements 
involve risks, uncertainties and other factors that may cause actual results, levels of activity, performance or achievements to be materially different from the 
information expressed or implied by these forward-looking statements. We caution you that these statements are based on a combination of facts and factors 
currently known by us and our projections of the future, about which we cannot be certain. Forward-looking statements in this presentation include, but are not 
limited to, statements about the timing of development and commercialization of our product candidates, adoption of our product candidates once 
commercialized, ongoing discussions with potential business partners and expected addressable market size. We cannot assure you that the forward-looking 
statements in this presentation will prove to be accurate. Actual performance and results may differ materially from those projected or suggested in the 
forward-looking statements due to various risks and uncertainties, including, those under the heading “Risk Factors” in our Annual Report on Form 10-K filed 
with the SEC on March 4, 2025 as well as other risks and uncertainties which may be described in any subsequent quarterly report on Form 10-Q filed by the 
Company and the other reports the Company files with the Securities Exchange Commission. 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 are made only as of the date of this presentation and the Company undertakes no obligation 
to update such forward-looking statements to reflect subsequent events or circumstances.

Certain market data and industry data used in this presentation were obtained from reports of governmental agencies and industry publications and surveys. 
Management has not independently verified such data and as such, make no guarantees as to its accuracy, completeness or timeliness. 



Cyclerion’s opportunity to build a new portfolio  

Team built and new product 
opportunity identified

No Cyclerion 
investment in sGC

• Leveraging internal expertise and connections to 
external world leaders in field

• Committed consultant team of industry veterans 
uncovering assets & conducting diligence

• Foundational asset in treatment resistant depression 
(TRD) identified

• Significant market potential in TRD

• All resources directed to build a focused portfolio
• Extensive cost savings-measures to extend use of 

shareholder capital
• Potential revenue stream from historical portfolio

• Praliciguat - Licensed to Akebia for kidney disease
• Olinciguat - Exclusive option agreement complete
• Tisento Therapeutics - 10% equity ownership

Initial 
Focus

Create an innovative therapeutic option 
for patients with debilitating depression 
as the foundational asset

Future
Expand to enable individualized 
treatment of other neuropsychiatric 
conditions and settings



Potential to transform care for 
Treatment Resistant Depression patients
21M diagnosed yearly with Major Depressive Disorder in the US | 3M progress to TRD

Current

Standard of care in TRD is electroconvulsive 
therapy (ECT) despite having significant side 
effects - most notably, memory loss

Provide patients with an efficacious, safe alternative 
prior to ECT

Over 100k ECTs are performed yearly @ ~540 
centers 

Individualized TRD treatment (drug + device 
combination) using a feedback-controlled delivery 
system 

Patients undergo about 30 invasive ECT 
treatments a year including induction and 
maintenance

Leverages the safety profile of common anesthetics 
that are being used as intended

Psychiatrists, patients and caregivers want 
better, safer alternatives

Clinical evidence supports our scientific rationale; (2 
clinical studies with anesthetics being used for TRD*)

Potential Cyclerion Solution

Potential for expedited regulatory path to approval

*2018 Dec 1;21(12):1079-1089: doi: 10.1093/ijnp/pyy085; https://doi.org/10.1101/2023.09.12.23294678



Depression is a growing crisis*

3M15M
21M

Americans suffer 
from depression

Americans enter 1st 
line treatment

Progress to 
treatment resistance

Moderate satisfaction with 
all available therapies due 

to limitations and 
drawbacks​ 

50% failure rate in the 
1st line

Failure to respond to two or 
more antidepressant regimens 

despite adequate dose and 
duration and adherence to 

treatment

*Mental Health America/SAMHSA; Clin Psychiatry. 2021 Mar 16;82(2):20m13699

https://protect.checkpoint.com/v2/___https://www.samhsa.gov/data/report/2022-nsduh-detailed-tables___.YzJ1OnBhdWxiYWtlcm5vdGlmaWVkY29tOmM6bzo4NThhZTZlNTdiMGQxZmFlN2IwZGU4N2ZiZjFhOGFjZDo2OjI0NGY6ZTFlMDdjMTcyNzAyZjkzYjNiNjUwNGE5NDdhZGU3N2Q5ZDU5ZjhhZDU4MWQ5ZDkyODYxNWE2NzFjZDNiOTA2NzpwOkY6Tg
https://protect.checkpoint.com/v2/___https://pubmed.ncbi.nlm.nih.gov/33989464/___.YzJ1OnBhdWxiYWtlcm5vdGlmaWVkY29tOmM6bzo4NThhZTZlNTdiMGQxZmFlN2IwZGU4N2ZiZjFhOGFjZDo2OjY4MzE6ZDUwYjk4Y2MxOGYwMTM0MWIyMTQxYmU0MDFmNzZmMDlmZjg4NjYzNmQ5NjU4YTIzMmY2ODZjMzM0NGU1MDlmMDpwOkY6Tg
https://protect.checkpoint.com/v2/___https://pubmed.ncbi.nlm.nih.gov/33989464/___.YzJ1OnBhdWxiYWtlcm5vdGlmaWVkY29tOmM6bzo4NThhZTZlNTdiMGQxZmFlN2IwZGU4N2ZiZjFhOGFjZDo2OjY4MzE6ZDUwYjk4Y2MxOGYwMTM0MWIyMTQxYmU0MDFmNzZmMDlmZjg4NjYzNmQ5NjU4YTIzMmY2ODZjMzM0NGU1MDlmMDpwOkY6Tg


~100k 
yearly patients

1st Line
Monotherapy

2nd Line
Alternative Monotherapy

3rd Line
Combination or Augmentation

4th Line
Therapies

5th Line
ECT Introduced

6th Line +
ECT + Invasive Therapies 

2nd Gen SSRI or SNRI

+ Others (ex BUP and DXM)

In special circumstances
+ Potential Mood Stabilizer

+ Antipsychotic

Cyclerion Product Candidate

Ketamine not approved in TRD

Esketamine: Spravato

rTMS (transcranial magnetic 
stimulation)

acute & chronic safety concerns***ECT

~3M Progress to TRD

The pressing demand for better treatment options in TRD

Unclear treatment protocols 
lots of trial-and-error testing:

~15M  
Enter Treatment

safety warnings and potential 
risk for abuse and misuse*

*see prescribing information for full boxed warning
**DOI: 10.1002/14651858.CD003493
***DOI: 10.1192/bjo.2020.17

differing evidence of 
effectiveness**



The potentially first individualized treatment for TRD
Being designed to deliver an improved treatment option for patients; using biofeedback for optimal safety and 
efficacy 

INDUCTION MAINTENANCE duration TBD by clinical evidence

MONTH 1 MONTH 2 MONTH 3 MONTH 4 MONTH 5

Intend to Mimic ECT Protocol

HCPs Running Procedure

3 Procedures a week for first 3 weeks and then 
one procedure a month thereafter. 

ANESTHESIOLOGIST PSYCHIATRIST  CRNP CRNA

HOW

Generic IV anesthetics with dense safety 
databases, and a personalized delivery system 
operating as a co-pilot to anesthesiologist

WHY
Patients deserve alternative options

Sedation could recalibrate brain region 
communications (via brainwaves) that are 
dysregulated in patients with TRD

Two stages of treatment: Induction and 
maintenance, treatment duration estimated to be 
1.5 hours

WHAT

patients, practitioners, setting (post anesthesia care unit -PACU), and 
procedure duration are assumed same as ECT



Vision for a “Day in The Life” of Cyclerion TRD TX –
Analogous to Current ECT Practice* 

Caregiver Patient 

Psychiatrist  

Anesthesiologist  

Psychiatrist  Anesthesiologist  

CRNA CRNP  

CRNA  

Patient arrives at 
hospital with 

caregiver
Patient leaves facility

~1.5 hours total time investment
on day of procedure

30 minute procedure 
in PACU

15 minute check-in & 
pre-procedure 
consultation

30 minute recovery 
in PACU

Caregiver Patient 

*will consider expansion to infusion centers etc. in the future



Hypothesis of the problem: there is altered brain functional 
connectivity in TRD

There is discoordination of neural 
activity in TRD causing an imbalance 
between inwardly-reflective and 
outward-reflective states

SYMPTOMS: Guilt, Hopelessness, Ruminations, 
Negative thoughts, Difficulty regulating emotions, 
Difficulty concentrating, Disruption of goal-directed 
cognition and working memory, and Anxiety

Key brain regions communicate through 
synchronized patterns of neural activity 
called oscillatory brain waves-  
generated by electrical activity of neurons

Imbalance of network 
connectivity-working 

in isolation 

Tura, A., Goya-Maldonado, R. Brain connectivity in major depressive disorder: a precision component 
of treatment modalities?. Transl Psychiatry 13, 196 (2023). https://doi.org/10.1038/s41398-023-02499-y

An, Z., Tang, K., Xie, Y. et al. Aberrant resting-state co-activation network dynamics in major 
depressive disorder. Transl Psychiatry 14, 1 (2024). https://doi.org/10.1038/s41398-023-02722-w https://doi.org/10.1016/j.nicl.2021.102731

*FPN is also CEN- central executive network

Increased Activity 
and Dysregulated

DMN Default Mode 
Network

Reduced and 
Compromised

FPN* Frontoparietal 
Network

SN Salience
Network

Stimuli Filter

Relevant Citations:



*FPN is also CEN- central executive network

FPN*

Intra Balance

SN

DMN
Intra Balance

During sedation, the DMN 
communication with the FPN increases

Balance of network 
connectivity 

Inter Balance

Mechanistic hypotheses are supported by clinical evidence
Sedation could facilitate resynchronization of brain oscillations and communication of brain regions

Cyclerion Product 
Candidate

Controlled dosing of anesthetics 
are linked to synaptic health and 
homeostasis by preventing synaptic 
overload and clearing incorrect 
communications

Two clinical studies** suggest that 
anesthetics could produce robust and 
durable antidepressant effects 

**2018 Dec 1;21(12):1079-1089: doi: 10.1093/ijnp/pyy085, https://doi.org/10.1101/2023.09.12.23294678



Positioning Cyclerion for Success

Strategy Established & Ready to Go

Built a cross-functional internal team, strategically supported by expert 
advisors from leading CROs

Executed an option agreement to negotiate access to key intellectual property

Engaged in advanced diligence and active discussions with device companies

Initiated regulatory engagement, including early work toward FDA designation

Ongoing market research and pricing strategy development to inform future 
commercialization efforts



THANK YOU 
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