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Project Aims:
In this randomized, double-blind, placebo-controlled clinical trial we will recruit veterans

with PTSD who report limited prior use of cannabis along with interest in trying cannabis as a
therapy. A total of 280 veterans will be randomized into one of four different THC (1°-
tetrahydrocannabinol:CBD (cannabidiol) dose conditions (THC; CBD; THC+CBD 1:1 ratio; and
placebo). All participants will undergo a standardized 10-session prolonged exposure (PE)
treatment protocol, consisting of two introductory/preparation sessions followed by eight exposure
sessions. One to two sessions will occur each week. Just prior to beginning actual exposure
sessions 1-4, participants will receive their assigned THC:CBD (or placebo) dose. We will assess
treatment response (e.g., reduced PTSD symptom severity and suicidal ideation) at each
subsequent PE visit, to detect rate of improvement, and again at 3-, 6-, and 9-months following
treatment to explore long-term effects of PE coupled with THC, CBD, and THC+CBD (in 1:1 ratio)
vs. placebo. Primary outcomes include treatment response (i.e., clinical assessments of PTSD
symptom severity, mood and anxiety symptoms, suicidality, and disability). Secondary measures
include: (1) neurocognitive and reward decision-making functions (which could moderate the
effects of cannabis and PE on treatment outcomes); (2) overall health, sleep quality, pain,
healthcare utilization, and quality of life; (3) individual differences in fear reactivity, which has been
associated with PTSD symptom severity; (4) saliva for DNA analysis to examine genetic and
epigenetic markers associated with the endocannabinoid (eCB) system; and (5) blood, urine, and
saliva samples to quantify levels of eCBs and their metabolites (e.g., anandamide [AEA] and 2-
AG), as well as THC and CBD and their metabolites, to examine whether these levels vary as a
function of THC:CBD dose mixtures and differentially affect outcomes. Data will be analyzed to
determine which THC and CBD levels might be associated with the outcome measures. These
data will be used to: (1) develop a predictive algorithm that will help determine personalized
profiles of patients who may be at increased risk for suicide; and, (2) develop a profile of who
might most benefit from cannabinoid therapeutics in combination with evidence-based behavioral
treatment.

1. Project Milestones — Percent (%) completion of the project objectives

e FDA, DEA, and NIDA DSP approvals obtained.

e The imaging, psychophysiology, and data infrastructure components of CAPER remain
in the final start-up and pre-enrollment phase. All preparatory milestones required to
support participant visits within these domains are complete and maintained in a ready
state pending final study activation.

2. Project Progress — Brief outline of the work accomplished during the reporting period
and the work to be completed during the subsequent reporting period(s).

¢ Research personnel effort during the reporting period supported preservation of readiness,
staff availability, and compliance with protocol-specified procedures.

Regqulatory
e Imaging-related regulatory materials, workflows, and safety procedures remained
aligned with the IRB-approved protocol throughout the reporting period. No adverse
events or reportable issues occurred, as enrollment has not yet begun.



Study Procedures and Protocol

We added an electronic data system (REDCap) for data collection. REDCap has real-
time safety alerting which immediately notifies the clinical team when a participant
endorses suicidality on any instrument. This alerting function is a clinical liability
requirement.

We set up Ripple Science (DBA: EnrolINow) software, which is a HIPAA-compliant,
web-based platform for managing clinical trial recruitment, patient tracking, and
participant retention. Ripple will assist with streamlining staff tasks, increasing
efficiency of participant recruitment, and tracking participant progress throughout the
trial.

All procedural and safety protocols have been developed; video-taped procedures will
be added to REDCap to facilitate training for new staff.

The study infrastructure within the imaging domain including the electronic data
capture system, analytic pipelines, SOPs, training materials, and MRI workflows,
remains fully built, tested, validated, and operational. These systems remain
operational and ready to support timely study initiation within this study domain.

Staff Recruitment, Training, and Certification

All clinical staff have completed training on conducting:

o all diagnostic measures (e.g., SCID, CAPS-5)

o assessment of suicide risk protocol using the Columbia Classification Algorithm

for Suicide Assessment (C-CASA) categories as recommended by the FDA

Two student therapists are engaged in PE therapy training; one is in final stages of PE
therapy certification, a second is starting her training cases. The therapist at Emory is
ready to start with participants
Completed cannabis administration procedure training
Research assistants are undergoing training for all screening and consenting
procedures
All research assistants have obtained phlebotomy certification
Student (undergraduate and graduate) volunteers are undergoing training on initial
study eligibility screening

Participant Recruitment and Outreach

Created a comprehensive list of recruitment sites including 982 Detroit and metro-
Detroit locations (local businesses, Veteran organizations, clinics, community centers,
community colleges, trade schools, gyms, gas stations, grocery stores) for study flyer
placement

Site partnership: Met with staff at the John D. Dingell Department of Veterans Affairs
Medical Center in Detriot to coordinate recruitment support through the VA — a key
channel for

reaching the study population. Through this connection we were approved to attend
monthly VA workshops with potential participants

Identified 70+ local Veteran-specific community events (i.e. resource fairs, fundraisers,
workshops, seminars, etc) where study staff can engage directly with Veteran



organization leadership, potential participants, and gain a stronger presence working
among the Veteran community

e Reviewing quotes for radio-based advertising

e Exploring collaborations with several Veteran organizations; working out scheduling for
Pl and Co-lIs to give short talks on treatment for PTSD, as requested by organization
directors

¢ Identifying local community events and resource fairs geared toward Veterans where
staff can engage directly with potential participants

e Met with Build Clinical (now Open Clinica) to discuss recruitment options using
targeted digital marketing through various social media platforms

e Dr. Ledgerwood (Co-Investigator) gave first of several invited talks on “PTSD in
Veterans” at an event hosted by the Colonel Gregory Gadson Office of Military and
Veterans Academic Excellence at Wayne State University. Drs. Lundahl and Marusak
are scheduled to speak on related topics over the next several months to continue
building this alliance.

e Participant recruitment and screening remain contingent on final study activation and
finalized enroliment timelines.

Equipment, Facilities, and Operations
e Established account with Checker Cab for ADA-compliant option for participants who
may need additional assistance with attending study visits
e Purchased supplies for biological sample collection
e Set up study visit rooms and staff offices for improved functionality, safety, and
accessibility

Plan for Next Quarter

¢ Submit IRB Amendment to add Ripple Science, Build Clinical, and REDCap; obtain
approval to post recruitment materials on WarriorCARE website and social media
accounts (LinkedIn, Instagram, Facebook, Academica); add WarriorCARE phone
number to study flyers; add Suicide Behavior Questionnaire-Brief to use during PE
therapy sessions.

e Attend Veteran-specific community events

e Continue to expand our list of referral sources and identifying additional venues where
recruitment materials can be distributed

¢ Recruit and enroll eligible participants into the study

e Upon completion of a study initiation meeting, planned activities include starting
imaging and psychophysiological visits, active data collection, and integration with
clinical workflows

e Finalize governance structure and MPI plan in coordination with institutional leadership
and submit to sponsor for review and approval

e Complete budget realignment in coordination with primary grants administrator Jennifer
Ballard-Traynor to ensure personnel expenditures accurately reflect required effort and
approved scope of work for each study domain

e Submit revised budget and effort justification to sponsor upon completion of
institutional review and primary grants administrator approval.



3. Delays — Brief description of problems or delays, real or anticipated, which should be
brought to the attention of the Grant Administrator.

Participant enrollment was delayed pending resolution of an investigator governance
matter which is being addressed through institutional mediation. We are submitting an
IRB Amendment for approval of related protocol changes and anticipate beginning
recruitment as soon as we receive IRB approval, which should be mid-Q2, 2026.

4. Statement concerning any significant deviation from the previously agreed-upon
Statement of Work.

None.

5. Financial expenditures of grant money and other contributions to the project, in-kind
and/or direct funding.

Please see financial documentation that will be sent directly from Wayne State University
Sponsored Programs Adminisitration (SPA).

6. Attachments and Other Materials — Provide project materials developed and

implemented during the reporting period (e.g. newspaper articles, newspaper

advertisements, forms, brochures, announcements, studies, reports, analyses, audits,
etc.).”

N/A

Respectfully submitted,

Leslie H. Lundahl, PhD Christine Rabinak, PhD
Co-Principal Investigator Co-Principal Investigato

April 15, 2026 April 15, 2026
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