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ONLY TWO MEDICATIONS ARE 
FDA-APPROVED FOR PTSD

• Sertraline (Zoloft)

• Paroxetine (Paxil)

• All other drugs discussed in this update are 
either off-label use or experimental research 
use under an IND



DELAY TO DIAGNOSIS AND 
TREATMENT FOR PTSD

Prior to PTSD diagnosis:
▪ Most patients receive pharmacotherapy (89%) or 

psychotherapy (50%)
▪ ~50% of patients receive SSRIs as first-line treatment, with a 

quarter receiving combination therapy
▪ ~25% of patients receive an atypical antipsychotic medication 

in combination or as monotherapy

Following PTSD diagnosis:
▪ The average time to first atypical antipsychotic 

prescription is ~6 mo
▪ 59% of patients with PTSD receive ≥2 distinct PTSD-related 

agents 
▪ 79% have a treatment change during the first 2 yr
▪ 66% do not achieve remission within 2 yr of diagnosis

Davis LL, et al. Patient journey of civilian adults diagnosed with posttraumatic stress disorder-A chart review study.

Curr Med Res Opin. 2024;40(3):505-516. doi:10.1080/03007995.2024.2308016

273 psychiatrists contributed data on 687 patients with PTSD



POSTTRAUMATIC STRESS DISORDER: 
HETEROGENEITY AND POLYPHARMACY 

• At least 6 of 20 symptoms across reexperiencing, avoidance, alternations in mood and 
cognition, and hyperarousal categories. 

• Mathematically = 636,120 potential clinical presentations of PTSD

• Of 3,511 participants (Army STARRS) positive for PTSD on self report (PCL-5), there were 
2181 different patterns of symptoms; 89% occurred only once, i.e., 55% who met criteria for 
PTSD had a unique pattern of symptoms

• High prevalence of psychotropic polypharmacy (36%, 95 % CI: 23-49 %) among active-duty 
military personnel and veterans; veterans with PTSD had a higher prevalence of 
polypharmacy (48%) than those without PTSD (22%).

Galatzer-Levy IR, Bryant RA. 636,120 ways to have posttraumatic stress disorder: the relative merits of categorical and dimensional approaches 

to posttraumatic stress. Perspect Psychol Sci. 2013;8(6):651-662.

Bryant RA, Galatzer-Levy I, Hadzi-Pavlovic D. The Heterogeneity of Posttraumatic Stress Disorder in DSM-5. JAMA Psychiatry. 2023;80(2):189-

191. doi:10.1001/jamapsychiatry.2022.4092

Raut S, Mellor R, Meurk C, et al. Prevalence and factors associated with polypharmacy in military and veteran populations: A systematic review 

and meta-analysis. J Affect Disord. 2025;369:411-420. doi:10.1016/j.jad.2024.10.025



CAN WE PREVENT THE ONSET OF 
PTSD AFTER ACUTE TRAUMA?

Perhaps by manipulating the HPA and noradrenergic cascade of neuroinflammatory stress hormones. 

Dexmedetomidine - a highly selective alpha-2 receptor agonist - inhibits the release of norepinephrine.

Used as an IV sedative analgesic and pain treatment. 

Now available as sublingual film (Igalmi) for agitation associated with schizophrenia or bipolar



Highly selective alpha-2 receptor agonist – analgesic and pain – inhibits release of NE

Can we prevent the onset of PTSD after acute trauma?



CAN WE ADDRESS PTSD IN 
THE PRIMARY CARE SETTING?





A Psychopharmacologic Treatment 
That Came Very Close To FDA 

Approval In 2025



BREXPIPRAZOLE

Brexpiprazole (REXULTI) is an atypical antipsychotic 

indicated for: 

• Adjunctive therapy to antidepressants for treatment of 

major depressive disorder (MDD) in adults

• Treatment of schizophrenia in adults and pediatric 

patients ages 13 years and older

• Treatment of agitation associated with dementia due 

to Alzheimer’s disease

Limitations of Use: Not indicated as an as needed 

(“prn”) treatment for agitation associated with dementia 

due to Alzheimer’s disease 



Hobart M, Chang D, Hefting N, Davis LL. Brexpiprazole in Combination With Sertraline and as Monotherapy in 

Posttraumatic Stress Disorder: A Full-Factorial Randomized Clinical Trial. J Clin Psychiatry. 2025;86(1):24m15577. 

Published 2025 Feb 19. doi:10.4088/JCP.24m15577



Date of download:  5/24/2026

Copyright 2025 American Medical Association. 

All rights reserved, including those for text and 

data mining, AI training, and similar 

technologies.

From: Loss of PTSD Diagnosis in Response to Evidence-Based Treatments: A Systematic Review and Meta-

Analysis

Milligan et al. JAMA Psychiatry. 2025;82(7):718-727. doi:10.1001/jamapsychiatry.2025.0695

Percentage of Posttraumatic Stress Disorder (PTSD) Diagnosis Loss by Psychotherapy Type and Data AssumptionFigure 

represents overall estimates (A) and moderated estimates (B). Error bars represent 95% confidence intervals. CPT, cognitive 

processing therapy; CT-PTSD, cognitive therapy for PTSD; EMDR, eye movement desensitization and reprocessing; milvet, 80% or 

more military/veteran sample; PCT, present-centered therapy; PE, prolonged exposure; CBT, cognitive behavioral therapy; WL/MA, 

waitlist/minimal attention.

Figure Legend: 



Fixed Dose Brexpiprazole and Sertraline Combination for the Treatment of PTSD

Fixed-Dose Brexpiprazole and Sertraline 
Combination Therapy for the Treatment of 
Posttraumatic Stress Disorder: A Phase 3, 
Randomized Trial

Davis, Lori L.; Behl, Saloni; Lee, Daniel; Zeng, Hui; 
Skubiak, Taisa; Weaver, Shelley; Hefting, Nanco; 
Larsen, Klaus Groes; Hobart, Mary

Journal of Clinical 
Psychopharmacology45(6):580-589, 
November/December 2025.

doi: 10.1097/JCP.0000000000002076

Copyright © 2026 Wolters Kluwer. Published by Lippincott Williams & Wilkins. 14

Mean change in CAPS-5 total score (primary 
endpoint). CAPS-5, Clinician-Administered PTSD 
Scale for DSM-5; LS, least squares; MMRM, 
mixed model for repeated measures. All 
comparisons had P>0.05 versus sertraline + 
placebo; MMRM, efficacy sample. Mean CAPS-5 
total score at randomization (Week 1): 
brexpiprazole 2 mg + sertraline, 38.8; 
brexpiprazole 3 mg + sertraline, 37.9; sertraline 
+ placebo, 39.3.



Kotochinsky M, Alessi MR, Vieira GH, Balogun M, Sherpa NN, Lezana AG. Efficacy and tolerability of 

brexpiprazole augmentation of SSRI therapy in PTSD: A systematic review and meta-analysis of randomized 

controlled trials. J Psychiatr Res. 2026;192:237-244. doi:10.1016/j.jpsychires.2025.10.063



Summary: Brexpiprazole-sertraline combination

• FDA rejected as a new drug indication for PTSD - not 

convinced of “substantial evidence”.

• Adjunctive brexpiprazole has a place in the treatment of 

patients with PTSD (off label), many of whom have 

difficult to treat major depression (on label).

• Important to incorporate in Clinical Practice Guidelines for 

PTSD – as with other medications and psychotherapy 

treatments that have limited or mixed evidence of efficacy.



PUBLISHED POSITIVE RESULTS IN 
PTSD TREATMENT



TSND-201 methylone = NE, 5HT and DA releaser



TSND-201 (methylone)







• Modius Spero is a wearable health tech 

device from Neurovalens targets the brain 

with low-level electrical stimulation to the 

vestibular nerve thought to influence key 

neurological processes such as the 

prefrontal cortex functions, aiding cognitive 

flexibility and emotional regulation.

• A neuromodulation device recently granted 

regulatory approval by the FDA to treat 

PTSD.

• Based on a clinical trial of over 300 

participants with PTSD led by Peter 

Colvonen PhD, associate clinical professor 

at the University of California, San Diego.

ELECTRICAL VESTIBULAR NERVE STIMULATION (MODIUS SPERO DEVICE)
FOR TREATMENT OF PTSD



Obi, T., Ressler, K.J. Investigational drugs in PTSD. Neuropsychopharmacol. (2026)  https://doi.org/10.1038/s41386-026-02371-9

• Methylphenidate (Ritalin)

• Psilocybin

• MDMA (e.g., with massed prolonged exposure therapy; MDMA-assisted CBCT)

• Cannabidiol

• Ketamine

• PRISM neuromodulation

• Stellate Ganglion Block with Prolonged Exposure Therapy

• Glecaprevir/Pibrentasvir – a direct acting antiviral for Hep C repurposed

• Glucocorticoid Receptor antagonists (P150; CORT108297)

• Allopregnanolone

• BXCL501 (dexmedetomidine sublingual)

• Clonidine

• Pimavanserin for PTSD-related insomnia

• Daridorexant (DoD platform)

• Suvorexant for PTSD and alcohol use disorder

• Silexan (lavender oil capsules)

• Cyclobenzaprine (TNX-102 SL) acute stress disorder

• Reboxetine and methylphenidate

PTSD phase 2 and phase 3 trials Currently Recruiting



PRISM NEUROFEEDBACK FOR PTSD
HTTPS://WWW.GRAYMATTERS-HEALTH.COM

• PRISM is a novel neurofeedback training that enables subjects to learn to control a surrogate activity 

associated with amygdala activation using a specific electroencephalography (EEG) brain activity biomarker. 

• Biomarker derived from prior machine learning modeling that linked real-time activity in surface EEG 

electrodes to real-time functional magnetic resonance imaging (fMRI) activity in the amygdala. 

• PRISM uses this amygdala-derived biomarker termed the amygdala EEG-FMRI-pattern (AMYG-EFP) from 

subjects in real time to control an audio-visual display of a virtual busy waiting room with noisy, agitated 

avatars. 

• Avatars calm down as subjects decrease their AMYG-EFP computed based on their continuous EEG 

recording. Over repeat training sessions, subjects learn to downregulate the AMYG-EFP, and this training 

results in reduced PTSD symptoms. 

• Double-blind, sham-controlled trial of active PRISM training vs. Sham PRISM training added to TAU for 

veteran and civilian subjects with PTSD. 15 training sessions (twice/week) + 2 booster sessions. 

• Erica Duncan, MD – Lead PI; DoD funded multisite study





Q2. * Project Benefits and Innovations

Q3. *Most Significant Scientific Problem or Approach:Q1. *Project Description:

Q4. Timelines:

Project Title:

PI:                   VAMC Location:  

eRA Number:  

Scientific Innovations:   

Benefits to Veterans:

Describe Key Research Aims: 

Aim 1: Evaluate antidepressant effects of 25mg compared to 1mg psilocybin under 

blinded conditions from baseline to week-4 post-dose utilizing Montgomery-Asberg 

Depression Rating Scale (MADRS) by centralized independent rater. 

Aim 2: Evaluate the risks of psilocybin in participants who took ≥ one dose of study 

drug (Swiss Psychedelic Side Effects Inventory; reported AE). 

Exploratory Aims: Estimate the change from baseline to week 4 on Clinician-

Administered PTSD Scale-5-Revised (CAPS-5-R) by group in those with PTSD. 

Examine the effects of one vs two 25mg psilocybin sessions by comparing change in 

MADRS from baseline to week 8 between groups. Explore rates of response (ΔMADRS 

≥50% reduction) and remission (MADRS score ≤10) at week 4, week 8 and month 6, 

within group and between groups. Explore potential effects of treatment on patient-

reported outcomes over time, including expectancy, depression, PTSD, suicidality, 

psychological flexibility, and functional outcomes. Explore impact of altered experiences 

and functional unblinding on outcomes. 

• 1st multisite randomized controlled trial of psilocybin in Veterans

• Evaluates repeated dosing of psilocybin

• Allows concomitant SSRI/SNRI antidepressants to be continued

• Evaluates short-term (week 4 and 8) and long-term (6 months) 

antidepressant effects of psilocybin to understand durability

• Includes comorbid PTSD to evaluate psilocybin effects on PTSD

• Utilizes state-of-art assessment of risks and side effects

• Provides access to treatment with a psychedelic compound in a 

supervised medical setting

• Will provide the evidence (or not) of therapeutic benefits

• Will provide a better understanding of associated risks

• May provide improvement in symptoms of depression and PTSD

• May provide durable therapeutic effects and improved quality of life

Lori Davis, MD 521 Birmingham, AL
A Multi-site Randomized Controlled Trial of Psilocybin for Treatment-Resistant Depression (TRD) in Veterans: 

PIVOT study (Psilocybin Intervention for Veterans Overcoming TRD) lead investigator: Lori Davis, MD

VA Sites: 

Birmingham, Tuscaloosa, 

Philadelphia, Portland, Seattle

Recruitment to start in summer 2026

40-month recruitment period



OPEN LABEL PSILOCYBIN FOR PTSD

McGowan NM, Rucker JJ, Yehuda R, et al. Investigating the safety and 

tolerability of single-dose psilocybin for post-traumatic stress disorder: A 

nonrandomized open-label clinical trial. J Psychopharmacol. 2026;40(1):139-

148. doi:10.1177/02698811251362390

22 participants enrolled (63.6% female; age, 39.0 (7.91) years

Pre-post comparisons indicated a clinically meaningful change 

from Baseline in mean CAPS-5 total score at Week 4 (-29.9 (14.06)) 

and Week 12 (-29.5 (15.43)), which was associated with the 

intensity of psychedelic experience on Day 1. 

PCL-5 scores showed symptom reduction was rapid and sustained.

SDS total score and EQ-5D-5L index score showed similar improvements.

117 treatment-emergent adverse events (TEAEs)

70 (59.8%) were reported on administration day, of which 

91.4% resolved by the end of the next day. 

TEAEs commonly included headache (50%),

 nausea (36%), crying (27%), fatigue (27.3%). 

There were no serious TEAEs or TEAEs leading to study withdrawal. 



THANK YOU FOR YOUR 
ATTENTION AND ATTENDANCE
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