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The identification of specific products or scientific instrumentation is 
considered an integral part of the scientific endeavor and does not 
constitute endorsement or implied endorsement on the part of the 
author, DoD, or any component agency. 
The views expressed in this presentation are those of the author 
and do not necessarily represent the official policy or position of the 
Defense Health Agency, Department of Defense, or any other US 
government agency. 
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Agenda

I. Political & Legal Landscape
II. Three Core Principles
III. Access
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Personal Background

• Background with Psychedelic-Assisted Therapy (PAT)
 Certified in PAT with MDMA (2019) and Psilocybin (2020)
 Experienced in delivering PAT while in fellowship at Yale

• PAT-related Activities
 Deputy Psychiatry Consultant, Novel & Emerging Therapeutics – 

Army OTSG
 Consultant – VA, DARPA, & other DoD entities
 Leading several projects in partnership with VA, FDA, and others
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Federal

VA

DoD

2021 2022 2023 2024

Projected FDA Approval of 
MDMA-AT for PTSD (Aug)

3x VA clinical trials first to administer 
MDMA-AT to Veterans

VA State of the Art Conference convened a team of teams 
to discuss clinical implementation and research across VA

DARPA - Funds UNC consortium to study “non-psychedelic psychedelics” (non-clinical)

NDAA 2022 - PAT amendment does NOT pass House or Senate

NDAA 2023 - 2x PAT amendments pass House but NOT Senate

NDAA 2024 - PAT amendment (Sec 723) signed into law

Defense Appropriations Act 2024 - $10M 
appropriated for DoD PAT clinical trial program

White House "strongly supports expanding the research of Schedule I 
substances to help advance evidence-based public policy.”

VA releases RFA to begin funding VA studies 
of MDMA- and psilocybin-assisted therapy

DEA to deschedule MDMA 
(90 days after FDA approval)
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NDAA 2024, Sec 723
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Defense Appropriations Act 2024
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DoD Legal Considerations

• No serious legal barriers (verified by MRDC JAG legal review)
 Can conduct Schedule I research in DoD (AR 40-7).
 Schedule I substance administered in the context of an FDA- and command-approved 

participation in a clinical trial or treatment setting is a legal prescription. Would not 
be “wrongful” (UCMJ 112a), “illegal,” or “improper” for Active Duty (AR 635-200) or 
National Guard/Reserve (AR 135-178).

 Participation in a civilian clinical trial must not be supported by DoD resources (can 
be on leave or PTDY) unless the clinical trial is approved through proper DoD 
channels (AR 40-7).

 Schedule I substances legally administered in an appropriate setting would not affect 
security clearance (AR 380-67).

 UAs not a concern if adhere to regulations (AR 600-85).

9
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Principle 1 – Key Distinction Between:
Illicit Drugs vs. Pharmaceutical-Grade Medications

Illicit Drugs
(Ecstasy, Molly, 

etc.)

Pharmaceutical-
Grade Medications 

(MDMA, etc.)
Adulterated Often Never

Dose Unknown & Varied Known & Precise

Setting Uncontrolled Controlled & Safe

Medical Screening None Extensive

Medical Monitoring None Close Monitoring
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Principle 2 – Paradigm Shift: 
Chronic Medications → Medication-Assisted Therapy

• Classic Paradigm: Chronic Medications 
 Cause of BH conditions is rooted in a neurobiological imbalance 
 Medications must be administered chronically to offset imbalance

• Emerging Paradigm: Medication-Assisted Therapy
 Cause of BH conditions is rooted in cognitions, emotions, & behaviors
 Therapy – not medication – is the most important aspect of treatment
 The role of medications (psychedelics, stellate ganglion block, etc.) is 

to enhance the therapy
 Medication taken infrequently (1-3 times total) and only in a 

supervised medical setting (analogous to surgical anesthesia)
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Principle 3 – Psychedelic-Assisted Therapy ≈ 
Anesthesia-Assisted Procedure

• MDMA/Ketamine/Psychedelics ≈ Anesthesia. Therapy ≈ Procedure.
 Anesthesia w/o Procedure = temporary analgesia w/o addressing underlying issue
 Procedure w/o Anesthesia = adequate for certain cases; for more severe & complex cases, may 

be insufficient, too painful, unreliable, lower enrollment, higher dropout
 Anesthesia + Procedure = able to address deeper underlying issue, higher efficacy, lower dropout 

• PAT as a last-line treatment: Orthopedic procedure for MSK injury ≈ PAT for BH condition
 MSK: NSAID & Physical Therapy (1st line) → Orthopedic Surgery (Last line)
 BH: Antidepressants & Psychotherapy (1st line) → PAT (Last line)

• No one goes home with anesthesia/psychedelic → Medication only given in controlled medical setting
• Resource-intensive & higher cost → Requires additional logistical/structural support
• Instead of SMs being medically discharged → Fix underlying impairment & potential for SMs to RTD
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Treatment Abroad 
Civ: ~Legal
DoD: Illicit

Spectrum of Medical & Non-Medical Psychedelic Use

Non-Medical Medical

Recreational Use
Civ & DoD: Illicit

Oregon Model 
Civ: Legal

DoD: Unclear

Clinical Trial
Civ & DoD: Legal*

Expanded Access
Civ & DoD: Legal*

Post FDA-Approval 
Treatment

Civ & DoD: Legal*

Religious Use 
Civ: Legal

DoD: Unclear

15

*Legal for DoD with numerous legal caveats
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Non-Medical Use Increasing in Depressed Adults
16

(Walsh et al., JAMA Psych 2023)
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(Walsh et al., JAMA Psych 2023)

• Solution?
 Gut reaction:

 ↓ access to legal PAT
Evidence-based response:

 screening, education, & 
prevention

And (not instead of)
sdf↑ (not ↓) access to legal, 
FDA-approved, medically 
controlled settings
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Non-Medical Use Increasing in Depressed Adults
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(Walsh et al., JAMA Psych 2023)

• Solution?
 Gut reaction:

 ↓ access to legal PAT
 Evidence-based response:

 ↑ screening, education, & 
prevention

 And (not instead of)
 ↑ (not ↓) access to legal, 

FDA-approved, medically 
controlled settings
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Framing the Problem:
Scenario 1 – No DoD & Civilian Access

Service 
Members 
Seeking 

PAT

AccessDemand

↑↑ Medical 
Discharge

↑↑ UCMJ &   
Morbidity

↓ Retention 
& Return to 

Duty

Outcome

Illicit Use

Untreated

Within DoD

Civilian Care
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Framing the Problem: 
Scenario 2 – No DoD & Only Civilian Access

Service 
Members 
Seeking 

PAT

AccessDemand

Within DoD

Civilian Care

↑ Retention 
& Return to 

Duty

↑ Medical 
Discharge

↑ UCMJ & 
Morbidity

Outcome

Illicit Use

Untreated

- Minimal/no    
Cmd Oversight

- Long waitlists 
(>1k for 50 slots)

- Very costlyOverflowUnintended
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Framing the Problem: 
Scenario 3 -- DoD & Civilian Access

Service 
Members 
Seeking 

PAT

AccessDemand

Within DoD

Civilian Care

- Optimal Cmd 
Oversight

- Shorter waitlists
- Reduced costs

↑↑ Retention 
& Return to 

Duty

↓ Medical 
Discharge

↓ UCMJ & 
Morbidity

Outcome

Illicit Use

Untreated

OverflowIntended
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Summary & Conclusion

• MDMA-AT anticipated to be FDA-approved Aug 2024
• Psilocybin anticipated ~2027; all others 2030+
• VA moving full steam ahead with a “team of teams” across system 

to prepare for clinical implementation and conduct more research
• DoD clinical trial(s) authorized & appropriated to begin
• Will we be prepared?
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III. Overview of Psychedelics &
Psychedelic-Assisted Therapy
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LSD
Psilocybin
Ayahuasca/

DMT
Serotonin

Tryptophan
Melatonin

-triptans
& others

Mescaline
NE, Epi
Dopamine
MAOIs
Bupropion
Ephedrine
Amphet-
  amines
& others

Classical Psychedelics

Non-classical Psychedelics

Ketamine
Phencyclidine (PCP)

Esketamine
Dextromethorphan

Nitrous Oxide
& others

5-MeO-DMT
Ibogaine
& others

Entactogens/
Empathogens

MDMA
& others

(Wolfgang & Hoge 2023)

26



Improving Health and Building Readiness. Anytime, Anywhere — Always

LSD
Psilocybin
Ayahuasca/

DMT
Serotonin

Tryptophan
Melatonin

-triptans
& others

Mescaline
NE, Epi
Dopamine
MAOIs
Bupropion
Ephedrine
Amphet-
  amines
& others

Classical Psychedelics

Non-classical Psychedelics

Ketamine
Phencyclidine (PCP)

Esketamine
Dextromethorphan

Nitrous Oxide
& others

5-MeO-DMT
Ibogaine
& others

Entactogens/
Empathogens

MDMA
& others

“Psychedelics”
(Strict Definition) 27

(Wolfgang & Hoge 2023)



Improving Health and Building Readiness. Anytime, Anywhere — Always

LSD
Psilocybin
Ayahuasca/

DMT
Serotonin

Tryptophan
Melatonin

-triptans
& others

Mescaline
NE, Epi
Dopamine
MAOIs
Bupropion
Ephedrine
Amphet-
  amines
& others

Classical Psychedelics

Non-classical Psychedelics

Ketamine
Phencyclidine (PCP)

Esketamine
Dextromethorphan

Nitrous Oxide
& others

5-MeO-DMT
Ibogaine
& others

Entactogens/
Empathogens

MDMA
& others

“Psychedelics”
(Broad Definition) 28

(Wolfgang & Hoge 2023)



Improving Health and Building Readiness. Anytime, Anywhere — Always

LSD
Psilocybin
Ayahuasca/

DMT
Serotonin

Tryptophan
Melatonin

-triptans
& others

Mescaline
NE, Epi
Dopamine
MAOIs
Bupropion
Ephedrine
Amphet-
  amines
& others

Classical Psychedelics

Non-classical Psychedelics

Ketamine
Phencyclidine (PCP)

Esketamine
Dextromethorphan

Nitrous Oxide
& others

5-MeO-DMT
Ibogaine
& others

Entactogens/
Empathogens

MDMA
& others

“Psychedelics”
(Common Definition #1) 29

(Wolfgang & Hoge 2023)



Improving Health and Building Readiness. Anytime, Anywhere — Always

LSD
Psilocybin
Ayahuasca/

DMT
Serotonin

Tryptophan
Melatonin

-triptans
& others

Mescaline
NE, Epi
Dopamine
MAOIs
Bupropion
Ephedrine
Amphet-
  amines
& others

Classical Psychedelics

Non-classical Psychedelics

Ketamine
Phencyclidine (PCP)

Esketamine
Dextromethorphan

Nitrous Oxide
& others

5-MeO-DMT
Ibogaine
& others

Entactogens/
Empathogens

MDMA
& others

“Psychedelics”
(Common Definition #2) 30

(Wolfgang & Hoge 2023)



Improving Health and Building Readiness. Anytime, Anywhere — Always

LSD
Psilocybin
Ayahuasca/

DMT
Serotonin

Tryptophan
Melatonin

-triptans
& others

Mescaline
NE, Epi
Dopamine
MAOIs
Bupropion
Ephedrine
Amphet-
  amines
& others

Classical Psychedelics

Non-classical Psychedelics

Ketamine
Phencyclidine (PCP)

Esketamine
Dextromethorphan

Nitrous Oxide
& others

5-MeO-DMT
Ibogaine
& others

Entactogens/
Empathogens

MDMA
& others

“Psychedelics”
(Broad Definition) 31

(Wolfgang & Hoge 2023)



Improving Health and Building Readiness. Anytime, Anywhere — Always

Studies of MDMA, Psilocybin, & LSD

LSD & Psilocybin Schedule 1 (1970)

MDMA Schedule 1 (1985)

0

5

10

15

20

25

30

0

50

100

150

200

250

300

350

400

450

500

1950 1960 1970 1980 1990 2000 2010 2020

Clinical Trials
An

nu
al

 P
ub

lic
at

io
ns

Clinical Trials Publications (Data adapted from pubmed.gov and clinicaltrials.gov)

32



Improving Health and Building Readiness. Anytime, Anywhere — Always (A)
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MDMA (PTSD)

Psilocybin (TRD)

Ibogaine (Opioid Withdrawal)

LSD (GAD)

5-MeO-DMT (TRD) DMT (MDD)
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Overview of Published RCT Evidence
Medication PTSD 

RCT 
Data

Depress
-ion RCT 

Data

Suicida-
lity RCT 

Data

Pain 
RCT 
Data

TBI 
RCT 
Data

Projected 
FDA Approval 
(Indication)

Note

Ketamine ✓ ✓ ✓ ✓✓ - 1970 (Analgesia) VA/DoD CPGs recommend ketamine for both 
depression (2022) AND suicidality (2019)

Esketamine - ✓✓ ✓✓ ✓ - 2019 (Depression) Primarily used for depression

MDMA ✓✓ ✓✓ - ✓ - 2024 (PTSD) Strongest evidence for PTSD

Psilocybin - ✓ ✓ ✓ - ~2027 (Depression) Positive depression and headache RCTs

LSD - - - ✓ - ~2030 (Anxiety) Primarily anxiety (modern RCTs) and alcohol use 
disorder (1960s)

DMT (Ayahuasca) - ✓ - - - ~2030+ (Unknown) IV form being studied for depression

5-MeO-DMT - - - - - ~2030+ (Unknown) Undergoing Phase 1/2 studies

Ibogaine - - - - - ~2030+ (Unknown) Promising PTSD/TBI data in observational studies

Cannabinoids 
(Various)

✓ - - ✓ - 1985 (Nausea, Vom.) 
2018 (Seizures)

PTSD and pain data is overall equivocal, but 
strongest evidence is null for both

✓/✓✓ = Strongest Phase 2/3 RCT Data Positive          ✓/✓✓ = Strongest Phase 2/3 RCT Data Null          - = No RCT Data
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Overview of Published RCT Evidence
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Psychedelics
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5HT2A Agonism & Metaplasticity
37

(Jakab & Goldman-Rakic, PNAS 1998)
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Neuritogenesis

• Psilocybin increases spine density and spine size in frontal cortical pyramidal cells
• Structural remodeling is persistent for at least 1 month

38

(Shao et al., Neuron 2021)
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Neuritogenesis

• “…capable of robustly promoting neuritogenesis.”
• MDMA twice as neuritogenic as ketamine
• Potential for TBI?

Ketamine used as 100% baseline

39

(Ly et al., Cell 2018)

(B)
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Common Pathway: Extracellular Matrix Regulation
40

(George & Geller, J Neurosci Res 2018; Nardou et al., Nature 2023)
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Functional Network Cross-connectivity
41

(Petri et al., 2014)
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Reopen Critical Periods of Learning
42

(Nardou et al., Nature 2019)
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Reopen Critical Periods of Learning
43

(Nardou et al., Nature 2023)
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Reopen Critical Periods of Learning

• Length of time of acute subjective effects 
correlates to length of time that critical periods 
of learning/metaplasticity remain open

44

(Nardou et al., Nature 2023)
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Relaxed Assumptions/Expectations
• Decrease activity in PCC (sense of self derived from collection of 

assumptions/expectations)

45

(Carhart-Harris et al., PNAS 2011)
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Relaxed Assumptions/Expectations

• Decoupling of PCC and vmPFC (relaxation of assumptions/expectations)

46

(Carhart-Harris et al., PNAS 2011)
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REBUS: Relaxed Beliefs Under Psychedelics
47

i.e. releasing from assumptions/expectations (Carhart-Harris & Friston, 2019)



V. Psychedelic-Assisted Therapy



Improving Health and Building Readiness. Anytime, Anywhere — Always

MDMA-AT Treatment Course
49
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Treatment Modality

• Role of the psychedelic
 Emotional: Neurochemically mandate a lens of self-compassion to 

facilitate acute emotional processing
 Cognitive: Catalyze insights 
 Behavioral: Promote post-medication period of cognitive 

flexibility/metaplasticity that facilitates behavior change
• Psychotherapeutic stance

 Person-centered principles
 Non-directive support
 Integrate insights and experiential understanding into behavior change
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Overview of Published RCT Evidence
Medication PTSD 
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Regulatory Timeline

• FDA Breakthrough Therapy designation of MDMA-AT for PTSD in 2017
• All FDA Phase 2-3 clinical trials now complete as of 2022
• FDA approval projected mid-late 2024

55
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PTSD: Gold Standards Vs MDMA-AT

Current Gold Standard PTSD 
Treatments (PE & CPT)

MDMA-Assisted Therapy 
(MDMA-AT) for PTSD

Loss of PTSD Diagnosis ~34% (28-40%)1 ~67-71% (54-86%)2,4,5,6

Effect Size 
(Cohen’s d, within-group)

~0.94 (0.78-1.10)1 ~2.03 (1.95-2.10)5,6

Dropout Rate ~40% (27-55%)2,3 ~4.0% (1.9-6.5%)5,6

Therapist-Hours per 
Treatment Course

~12-18 ~80*,** (incl. 2-3x 8-hr MDMA 
sessions & 2 therapists)

(1. Steenkamp 2015; 2. Mithoefer 2018; 3. Schnurr 2022; 4. Mithoefer 2019; 5. Mitchell 2021; 6. Mitchell 2023)

* Research settings: 40+ therapist-hours per therapist & 2 therapists. Real-world implementation: likely to be much more efficient & less therapist-hours.
** Group models being studied in Europe for 12 patients & 3 therapists may be able to achieve average of <12 therapist-hours per course of treatment.
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MDMA-AT for PTSD
57
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Safety & Subjective Effects

(Wolfgang & Hoge 2023; Wolfgang et al., in submission; Nutt 2007; Holze 2021)
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Post-treatment Substance Use

Substance Between Study Exit & 
12-mo Follow-up

Notes

Ecstasy/MDMA 8/83 (10%) 6/8 had used before the study. 
2/2 with no previous use used in 
non-approved therapeutic setting, 
found it to be non-therapeutic, and 
did not use MDMA again.

Alcohol 2/55 (3.6%) Increased
17/55 (31%) No change
22/55 (40%) Decreased

Marijuana 10/55 (18%) Increased
6/55 (11%) No change
10/55 (18%) Decreased

(Jerome 2020)
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MDMA-AT Treatment of Alcohol Use Disorder

(Sessa 2021)(E)
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Cost-effectiveness

• Residential Treatment Program (4 weeks): ~$30k
• 3-session course of MDMA-AT in research setting: $~10-40k* 

depending on how costs are calculated (+/- personnel, space, etc.)
 *Costs yet unclear in post-approval clinical implementation

• MDMA-AT “provided to patients with severe or extreme, chronic PTSD 
appears to be cost-saving while delivering substantial clinical benefit.”1

• “Third-party payers are likely to save money within three years by 
covering this form of therapy.”1

(Marseille 2021)
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Overview of Published RCT Evidence
Medication PTSD 

RCT 
Data

Depress
-ion RCT 

Data

Suicida-
lity RCT 

Data

Pain 
RCT 
Data

TBI 
RCT 
Data

Projected 
FDA Approval 
(Indication)

Note

Ketamine ✓ ✓ ✓ ✓✓ - 1970 (Analgesia) VA/DoD CPGs recommend ketamine for both 
depression (2022) AND suicidality (2019)

Esketamine - ✓✓ ✓✓ ✓ - 2019 (Depression) Primarily used for depression

MDMA ✓✓ ✓✓ - ✓ - 2024 (PTSD) Strongest evidence for PTSD

Psilocybin - ✓ ✓ ✓ - ~2027 (Depression) Positive depression and headache RCTs

LSD - - - ✓ - ~2030 (Anxiety) Primarily anxiety (modern RCTs) and alcohol use 
disorder (1960s)

DMT (Ayahuasca) - ✓ - - - ~2030+ (Unknown) IV form being studied for depression

5-MeO-DMT - - - - - ~2030+ (Unknown) Undergoing Phase 1/2 studies

Ibogaine - - - - - ~2030+ (Unknown) Promising PTSD/TBI data in observational studies

Cannabinoids 
(Various)

✓ - - ✓ - 1985 (Nausea, Vom.) 
2018 (Seizures)

PTSD and pain data is overall equivocal, but 
strongest evidence is null for both

✓/✓✓ = Strongest Phase 2/3 RCT Data Positive          ✓/✓✓ = Strongest Phase 2/3 RCT Data Null          - = No RCT Data
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Regulatory Timeline

• FDA Breakthrough Therapy designation of Psilocybin-assisted therapy 
for TRD in 2018 and MDD 2019

• First FDA Phase 3 clinical trial currently underway
• FDA approval projected ~2027
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65
(JAMA Psych 2010)

(Psychopharmacology 2016)

(Psychopharmacology 2016)

(Lancet Psych 2016)

(Psychopharmacology 2018)

(JAMA Psych 2020)

(Neurotherapeutics 2020)

(Curr Drug Abuse Rev. 2014)

(NEJM 2021)
(NEJM 2022)

(JAMA 2023)
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n=15

n=12

71% response
58% remission

71% response
54% remission
n=24
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(Davis et al., JAMA Psych 2020)
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Psilocybin (2 doses) v Escitalopram for TRD
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(Carhart-Harris et al., NEJM 2021)
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Psilocybin (2 doses) v Escitalopram for TRD
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(Carhart-Harris et al., NEJM 2021)
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Psilocybin (2 doses) v Escitalopram for TRD
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(Carhart-Harris et al., NEJM 2021)
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Psilocybin (1 dose) for TRD
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(Goodwin et al., NEJM 2022)
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Psilocybin (1 dose) for TRD
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(Goodwin et al., NEJM 2022)
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Psilocybin (1 dose) for TRD
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(Goodwin et al., NEJM 2022)
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Psilocybin (1 dose) for MDD

• Sustained remission at day 43: 42% (psilocybin) vs 11% (placebo)
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(Raison et al., JAMA 2023)
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Psilocybin for PTSD or TBI

• 2 small open-label studies of psilocybin for PTSD currently 
underway. Several other studies earlier in development.

• No studies of psilocybin yet for TBI
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Ibogaine + 5-MeO-DMT for SOF Veterans

• All are uncontrolled observational studies, not clinical trials
• Protocol. Day 1: Group preparation. Day 2: Ibogaine (10 mg/kg oral). Day 3: 5-MeO-DMT (3-5 inhaled 

doses: 5 mg, 15 mg, 30 mg, [30 mg], [45 mg])

76

(Davis et al., 2020; Davis et al., 2023; Armstrong et al., 2023)

• Study #2 (2023)1

 Prospective Observational
 n = 86
 Symptoms of PTSD,* 

depression,* anxiety,* & 
insomnia*

 Cognitive functioning*
 Post-concussive 

symptoms*

• Study #3 (2023)1

 Prospective Observational
 n = 45 (of 86)
 Alcohol use*

• Study #1 (2020)1

 Retrospective Observational
 n = 51 (of 65)
 Suicidal ideation*
 Symptoms of PTSD,* 

depression,* & anxiety*
 Cog. impairment*
 Psychological flexibility*

* = statistically significant difference (p<0.05) pre vs post treatment
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Ibogaine for Veterans with TBI
77

(Cherian et al., 2023)
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Ibogaine for Veterans with TBI
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Remission rates at 1 month Neuropsychological Testing

86% PTSD 
Remission

83% Depression 
Remission

83% Anxiety 
Remission

(Cherian et al., 2023)
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Ibogaine & Cardiac Safety

• 38 deaths associated with ibogaine1

• Ibogaine is a potent hERG blocker → ↑risk of TdP & death1

• 14 OUD subjects post-detox given ibogaine 10 mg/kg po (Fig)2

 7/14 (50%) with QTc prolongation >500ms = ↑risk of TdP & death
 ∆QTcMax = 95ms (5ms is FDA threshold for “regulatory concern”3)

• QT prolongation is the most common reason for removal from 
drug development4

• Of the psychedelics discussed today, ibogaine is least likely to 
be FDA-approved.

• Potential alternatives: Mg-ibogaine, analogues/derivatives 
(tabernanthalog), and/or active metabolites (noribogaine)
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(1. Kock et al., J Sub Abuse Treat 2022; 2. Knuijver et al., Addiction 2022; 3. ICH 14 FDA Guidance; 
4. Haigney, KY Ibogaine Commission Testimony 2023; 5. Wedam et al., JAMA Int Med 2007)

5
11

34

FDA threshold of 
“regulatory concern” 
(10ms +/- 5ms)3

Buprenorphine5

Methadone5

Ibogaine 10 mg/kg oral
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Summary: Overview of Published RCT Evidence
Medication PTSD 

RCT 
Data

Depress
-ion RCT 

Data

Suicida-
lity RCT 

Data

Pain 
RCT 
Data

TBI 
RCT 
Data

Projected 
FDA Approval 
(Indication)

Note

Ketamine ✓ ✓ ✓ ✓✓ - 1970 (Analgesia) VA/DoD CPGs recommend ketamine for both 
depression (2022) AND suicidality (2019)

Esketamine - ✓✓ ✓✓ ✓ - 2019 (Depression) Primarily used for depression

MDMA ✓✓ ✓✓ - ✓ - 2024 (PTSD) Strongest evidence for PTSD

Psilocybin - ✓ ✓ ✓ - ~2027 (Depression) Positive depression and headache RCTs

LSD - - - ✓ - ~2030 (Anxiety) Primarily anxiety (modern RCTs) and alcohol use 
disorder (1960s)

DMT (Ayahuasca) - ✓ - - - ~2030+ (Unknown) IV form being studied for depression

5-MeO-DMT - - - - - ~2030+ (Unknown) Undergoing Phase 1/2 studies

Ibogaine - - - - - ~2030+ (Unknown) Promising PTSD/TBI data in observational studies

Cannabinoids 
(Various)

✓ - - ✓ - 1985 (Nausea, Vom.) 
2018 (Seizures)

PTSD and pain data is overall equivocal, but 
strongest evidence is null for both

✓/✓✓ = Strongest Phase 2/3 RCT Data Positive          ✓/✓✓ = Strongest Phase 2/3 RCT Data Null          - = No RCT Data
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Summary

• NDAA 2024 authorizes studies of psychedelics for AD SMs
• VA already conducting & will now fund studies of MDMA & psilocybin for PTSD & depression
• Projected timeline for potential FDA approvals: MDMA-AT for PTSD (2024), psilocybin-AT for 

TRD & MDD (~2027), all others (2030+)
• 3 Core Principles

 Illicit drugs ≠ pharmaceutical-grade psychedelics
 Paradigm shift: chronic medications → medication-assisted therapy
 Psychedelic-assisted therapy ≈ anesthesia-assisted procedure

• Psychedelics can promote neuritogenesis, metaplasticity, reopening critical periods of 
learning, and cognitive flexibility

• Psychedelics have a low risk of harm (except ibogaine) & dependence
• MDMA-AT is highly efficacious for PTSD (67-71% no longer diagnosable); psilocybin highly 

efficacious for TRD/MDD (~60% remit); effects are durable for both
• In addition to costs/benefits of access, must also consider costs/benefits of no access
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PTSD (CAPS-IV/5) Significantly Improves

(Wolfgang et al. in prep)
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Comorbid Depression (BDI-II) Significantly Improves

(Wolfgang et al. in prep)
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Comorbid Insomnia (PSQI) Significantly Improves

(Wolfgang et al. in prep)
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Background/Summary: 
Ketamine for Depression & Suicidality
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IV Ketamine for Depression
90

(Anand A et al 2023)
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IV Ketamine for Suicidality

(Abbar M et al 2022)

• Remission at day 3: 63% (active) vs 32% (placebo) • Remission at week 6: 70% (active) vs 56% (placebo) [p>0.05]
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Ketamine-Assisted Therapy

• Combining ketamine with therapy 
sustains long-term antidepressant 
effects

• Paradigm Shift
 Ketamine → Ketamine-Assisted Therapy

• Logistical considerations and physical 
space requirements similar between 
ketamine-assisted therapy and MDMA-
assisted therapy

(Price RB et al 2022)
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IV Ketamine in DoD/VA Clinical Practice Guidelines

• Ketamine now recommended in the DoD/VA Clinical Practice Guidelines 
for both Suicidality (2019) and Treatment-Resistant Depression (2022)
 Only other pharmacotherapy recommended in DoD/VA CPGs for suicidality 

are lithium & clozapine; neither are compatible with AD service 
 Whereas a time-limited course of ketamine is the only recommended 

treatment for suicidality that is compatible with AD service
• VA now has national protocol to implement ketamine for suicidality & 

treatment-resistant depression across entire VA
• Yet, ketamine is not systematically implemented in the DoD for either 

suicidality or treatment-resistant depression
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