


Eight committee roles for group work
· Chair (IRB/ethics committee leadership)
· Clinical specialist (relevant to the disease area)
· Pharmacologist/clinical pharmacist (safety, interactions)
· Biostatistician (design and analysis)
· Research nurse (feasibility and participant care)
· Bioethicist (participant protections and ethics)
· Legal counsel (regulatory and liability)
· Patient/community representative (participant perspective)



Ethical considerations:


Study protocol synopsis (student handout)
Title CalmDose for Agitation in Alzheimer’s Disease: A Randomized, Placebo‑Controlled Nursing‑Home Study
Principal Investigator and Sponsor
· Principal Investigator (PI): Dr. A. Reynolds, Department of Geriatric Medicine
· Sponsor: NeuroCalm LLC
· Funding: Sponsored clinical trial agreement with NeuroCalm LLC
Background and Rationale
Agitation is common in moderate to severe Alzheimer’s disease (AD) and is associated with caregiver burden, falls, and institutionalization. Current pharmacologic options are limited by side effects and variable efficacy. CalmDose is an oral investigational sedative compound with a novel mechanism targeting arousal pathways. In a completed Phase 1 study in healthy adults (n=24), CalmDose was generally well tolerated; the most frequent adverse events were somnolence and dizziness. Transient, asymptomatic QTc prolongation was observed in a minority of participants. No efficacy data are available in patients with dementia. This pilot study aims to evaluate signals of efficacy and tolerability in a nursing‑home population with clinically significant agitation.
Objectives
· Primary Objective: To evaluate the effect of CalmDose versus placebo on agitation over 12 weeks, as measured by the 21‑item Agitation Behavior Scale (ABS).
· Secondary Objectives: To assess caregiver burden, nighttime falls, and exploratory cardiac safety (QTc) and activity patterns.
Study Design
This is a 12‑week, multicenter, randomized, double‑blind, placebo‑controlled, parallel‑group pilot study conducted in partner nursing homes. Approximately 60 residents (30 per arm) will be enrolled and randomized 1:1 to CalmDose or matching placebo. Study drug will be administered orally once daily.
Study Population Residents with moderate to severe Alzheimer’s disease living in participating nursing homes will be screened for eligibility in collaboration with facility clinicians.
Inclusion Criteria
· Age ≥ 65 years.
· Diagnosis of Alzheimer’s disease documented in the medical record.
· Mini‑Mental State Examination (MMSE) score ≤ 18.
· Residence in the facility for ≥ 1 month before screening.
· At least one documented agitation episode in the 2 weeks prior to screening.
· Availability of a legally authorized representative (LAR) or family contact on file with the facility.
Exclusion Criteria
· Known long QT syndrome, pacemaker, or baseline QTc above site‑specific thresholds.
· Unstable major medical condition per investigator judgment.
· Known allergy to study drug excipients.
· Pregnant persons (per medical record and clinician judgment).
· Current participation in another interventional trial.
Consent and Participant Authorization
 The study will use a facility‑facilitated notification process. Families/LARs listed in the facility record will receive mailed information describing the study and contact details for questions. Enrollment may proceed if no written objection is received within 7 days (opt‑out). In cases where families/LARs are present at the facility, on‑site consent discussions may be conducted by study staff. Materials will be provided in standard English text. Whenever feasible, verbal assent will be sought from residents prior to procedures.
Randomization and Blinding
Eligible participants will be randomized via a centralized web‑based system to CalmDose or placebo in a 1:1 ratio. Allocation will be concealed from participants, caregivers, facility staff, and study investigators. Study drug and placebo will be identical in appearance and packaging.
Interventions
· CalmDose Arm: CalmDose oral capsules administered once daily for 12 weeks. Dosing will follow the sponsor’s titration schedule provided in the pharmacy manual.
· Placebo Arm: Matching placebo oral capsules administered once daily for 12 weeks.
Concomitant Medications and Washout
To isolate the effect of CalmDose, psychoactive medications commonly used for agitation (e.g., SSRIs, antipsychotics, benzodiazepines) will be discontinued 72 hours prior to randomization. Rescue medications will not be permitted unless required for medical necessity per facility standards; any such use will be documented.
Assessments and Endpoints
Primary Endpoint: Change from baseline to Week 12 in total ABS score (higher scores indicate greater agitation). ABS will be administered by trained facility staff or research personnel at baseline and Week 12.
· Secondary Endpoints:
· Nighttime falls recorded via facility incident logs (falls leading to emergency department evaluation).
· Caregiver burden measured by a validated short‑form caregiver questionnaire at baseline and Week 12.
· Exploratory ECG parameters (QTc) at baseline and Week 12.
· Exploratory continuous activity and sleep metrics collected via wrist‑worn accelerometers.

Safety Monitoring
· Vital signs will be measured weekly.
· Adverse events (AEs) and serious adverse events (SAEs) will be collected at weekly check‑ins and via facility medical records. Particular attention will be given to somnolence, dizziness, and fall‑related injuries.
· Cardiac safety will be evaluated by 12‑lead ECG at baseline and Week 12.
· The PI will conduct monthly reviews of unblinded safety data and determine whether any protocol modifications are warranted.
Sample Size and Statistical Considerations
This is a pilot study designed for feasibility and signal detection. A total sample size of 60 (30 per arm) has been chosen to support estimation of mean changes and variability in ABS scores and to inform future, larger trials. The primary analysis will compare change from baseline to Week 12 in ABS scores between arms using an independent‑samples t‑test or a nonparametric alternative, as appropriate. Missing data will be handled using available‑case analysis. Sensitivity analyses may be performed as warranted.
Data Collection and Management
· ABS and caregiver questionnaires will be completed on paper or electronic forms and transcribed into the study database.
· Continuous activity data will be captured by wrist‑worn accelerometers and uploaded to a secure, sponsor‑managed cloud server for processing.
· To support behavior assessments, in‑room video and audio may be recorded intermittently to aid agitation scoring. Data will be linked to participant study IDs.
· Data will be stored for sponsor analyses; access will be limited to authorized study personnel.
Privacy and Confidentiality
Participant confidentiality will be protected by assigning unique study IDs. Identifiable information will be maintained in secure files accessible to authorized staff only. Aggregated data may be used in scientific publications and presentations. Video and audio recordings will be handled according to sponsor standard operating procedures.

Study Visits and Timeline
· Screening: Review of medical records and eligibility confirmation.
· Baseline (Week 0): Consent/notification confirmation, randomization, baseline ABS, caregiver questionnaire, ECG, distribution of study drug and wrist device.
· Treatment Period (Weeks 1–12): Weekly vital signs and AE review; study drug accountability.
· End of Treatment (Week 12): ABS, caregiver questionnaire, ECG, AE assessment, return of devices.
Compensation and Support
 Participating facilities will receive 1,000 Euro per enrolled resident to offset administrative and staffing time. Families will be offered a 250 Euro gift card in appreciation for participation support and completion of study rocedures.
Risk Disclosure and Medical Care
Potential risks include somnolence, dizziness, and other sedation‑related effects. Facility clinicians will manage any medical issues per standard practice. Participants will use their usual insurance for any medical care or injuries that occur during the study.
Conflicts of Interest and Publication
The PI has disclosed an equity interest in NeuroCalm LLC. The sponsor will provide study drug, data management support, and funding, and will have the right to review manuscripts and presentations prior to submission. Trial results may be published in peer‑reviewed venues. The sponsor may delay public dissemination for a limited period to permit review.
Post‑Trial Access 
There is no planned provision of CalmDose after study completion. Participants will resume routine care as determined by facility clinicians.
Study Oversight
The study will be conducted in accordance with Good Clinical Practice and local regulations. Institutional approvals will be obtained prior to site activation. A data and safety monitoring plan will be maintained by the PI, with monthly safety reviews and reporting to institutional bodies as required.
Clinical Trial Registration
The sponsor will manage public disclosures and listings related to the study as appropriate.
Archiving Study records will be retained according to sponsor policy and applicable regulations to support future analyses and regulatory submissions.
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