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In psychotherapy (my field)

SOME NEW AND PROMISING TREATMENTS OF
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MDMA for PTSD — under investigation/data
available from studies

"Off-label" TMS protocols for conditions
other than TRD

conditions —
R sidics Patient self-administering other
substances (mushrooms, LSD, etc.) -
currently illegal under state/federal laws




TRD and PTSD

POSTTRAUMATIC STRESS AND TRAUMA
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TMS for TRD

INSURANCE COVERAGE AND ACCESS

SOME COMPLEXITIES * Medicare, some State medicaid products,
and many private insurances do cover
TMS for TRD; usually with prior

authorization and demonstration that

* Many machines exist,and many protocols;
this can get very technical;so far, TRD is
the primary indication "on label" use of

TMS. It is also being studied (and used, prior treatments have not worked

off-label in most instances) for many Diagnoses are often restricted to MDD,

other problems including especially OCD, severe (not BPAD or other depression),

smoking cessation, negative symptoms of which can be limiting

schizophrenia, etc.
The treatment is not well known to the

public




TMS for TRD

REMISSION AND RECURRENCE

Like other interventional treatments for
depression, it may be better at helping
people out of depressive episodes than
keeping them out of said episodes

Most payment protocols do not allow for
"maintenance” TMS, as is sometimes done
with ECT, for example; though a person
can sometimes be "re-treated"

Esketamine (Sp

WHAT IS ESKETAMINE?

* Esketamine is s-ketamine: the left/sinister
mirror image stereoisomer of racemic
ketamine

Classified as a dissociative anesthetic
agent, ketamine (often as an IV
preparation) has been used for long-
periods of time in emergency rooms as
an effective and low-risk anesthetic agent

Esketamine
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THE FUTURE?

* Clinicaltrials.gov now lists over 1400
current studies involving TMS — for
mental health and other conditions;

Notably, it is being studied for depression
and other conditions in young

people, which may be ideal given the low
side effect profile

1to) for TRD

WHAT ARE PEOPLE INTERESTED IN THIS?

* Ketamine gained interested in the world
of psychiatry for a new — and notably
rapid — way of lifting people out of
severely depressed (and suicidal) states,
with few side effects,and without
interfering with most medications that
people were taking

IMMEDIATE EFFECTS

* The medication causes a person to
become sedated, and somewhat
disoriented, and there can be a risk of
high blood pressure.

They are monitored by staff during this
process, but when the medications wears
off, they are relatively few lingering
effects




ocol for esketamine

FROM FDA: RECOMMENDED DOSAGE AND TAPER INITIAL PHASE AND MAINTENANCE

* Recommended Dosage for SPRAVATO
for TRD Adults

Inductie

Let's move away from Depression for a
Minute... (we will be back)

WHAT, WHAT?22, THAT MDMA?

NH—CH * Yes, THAT MDMA; ecstasy; "molly", etc.

MDMA

O.
* As it turns out, this drug has been subject
O CH3 to significant misinformation and moral
panic for decades, and also has been the
subject of rigorous study as a treatment
drug, especially for PTSD, in combination
with a specific psychotherapy protocol

Club drug or treatment drug?
h or neither?
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Set and setting

CONTEXT MATTERS
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MDMA and MAPS

PTSD
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Research

THE RESEARCH

* MAPS has now completed and published,
in major journals, two phase three clinical
trials of its research into MDMA-AT for
PTSD; they are expected to submit an
application for the approval of this as a
treatment to the FDA, which would also
involve a re-scheduling process with the
DEA (as MDMA remains "schedule 1")

* Others have also added the idea of
"support systems" - both before, during,
and after the experience of a drug.

Itis difficult to underestimate how
profoundly different an experience of the
same drug is with different set and
setting... (some examples)

MULTIDISCIPLINARY ASSOCIATION
FOR PSYCHEDELIC STUDIES

n MDMA-AT for PTSD

BREAKTHROUGH STATUS

* The results of the early studies were
sufficiently robust that the FDA granted
MDMA "breakthough" status — which

accelerates some portions of the study

and approval process

That said, some elements of these
processes were not shortcut, due to slow
changing perceptions of this
investigational product,and concerns
about risk and safety




Study results — phase
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The MDMA for PTSD Basic Protocol

3 PREP, 3 TREATMENT, 9 INTEGRATION SESSIONS
Two therapists, who meet with patient
for:

3 90 min. Preparatory sessions

Then an 8 hour medication assisted
session with both therapists present

Usually a stay overnight, with a night
attendant,and therapists "on call"

* Next morning is the first "Integration"
session, also 90 mins.

* 2 more integration sessions over next

month

* Then second MDMA session, and cycle
repeats through three treatments

The basic premise (from MAPS manual)
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What is "happening" in these sessions?
te)

INNER HEALING INTELLIGENCE INNER-DIRECTED APPROACH
itis "A nondirective approach to therapy b:
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innate capacity to heal the wounds of trauma.ltis  should be used
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A non-directive approach emph
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MDMA - further considerations/thoughts

WHAT'S NEXT?
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bi dfor b 202
symptoms also for many participants ol ity I 202

+ A hope of treating a million patients in first year,

* Other protocols and permutations are 4
P! P or 10% of known PTSD popul

being studied for this — and other —
drugs A rce and tr
ed to financ
Further "Phase 4" studies planned/reqi
adolescents, and possibly younger childr
we help eliminate PTSD before it becomes a

lifelong struggle?

Psilocybin and TRD, ? Other Conditions

THE PSILOCYBE MUSHROOM NOT YET APPROVED, STUDIES UNDERWAY
* Is being studied in a number of settings,
and for a number of conditions, in the
USA and internationally;

* Has been shown to help with anxiety
associated with death and dying; smoking
cessation (in both US and UK trials), and
depression




SET, SETTING, PREPARATION, INTEGRATION Music

+ Similar to MDMA-AT, cific pre * Music and playlists are also an important p
ficant attent d setting, with both a both MDMA and psilocybin experienc
preparatory;andintagration elsment((before and af music (usually without words) having some

relationship to the onset, peak effect,an
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than with MDMA, a siderably shorter than, for

example, LS

Compass Pathways Phase [ITb COMP560
psilocybin therapy

Depression symptoms: nts who received a 25mg dose of COMP360 psilocybin with psychological support exp
highly statistically significant reduction in symptoms of depression after three weeks: the difference between 25mg group and
1mg group was -6.6 on the MADRS* depression scale at week 3, p<0.001.

Durability: double the number of patients who received 25mg had a sustained response at week 12, compared to those who
received 1mg (20.3% of patientsin the 25mg group vs 10.1% in the 1mg group).

Tolerability: COMP360 psilocybin was generally well-tolerated. On the day of COMP360 administration, headache, nausea, and
diziness were the only adverse events where a dose-related increase in incidence was evident and there were no clinically
significant differences between dose group in vital al laboratory tests observed during the study.

Adverse events: In this study suicidal ideation and intentional self-injury were seen in all treatment groups (as is regularly
observed ina TRD population), and the majority occurred more than a week after the psilocybin session. There was no mean
worsening of suicidal ideation scores in any treatment group. Suicidal behaviors were reported at least 1 month after COMP360
administration for 3 non-responders in the 25mg arm.

Psilocybin for smoking cessation

+ “In controlled noking cessation medications typically demonstrate less than

abstinence 2 eatment.

m: Johnson MW, Garcia-Romeu A, Griffiths RR. Long-term follow-up of psilocybin-facilitats king
ation.Am J Drug Alcohol Abuse. 2017 Jan;43(1):55-60.doi: 10.3109/00952990.2016.1170135.Epub 2016
Jul 21. Erratum in:Am ] Drug Alcohol Abuse. 2017 Jan;43(1):127. PMID: 27441452;PMCID: PMC5641975




Psychedelic psychotherapies do have risks
and potential harms

there is much that is not yet known

* At the sa
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Harm and legal status have little
correlation

"Great disruptors" of the menta
healthcare system? (B. Sessa)

A "MEDICINE" TREATS A SPECIFIC PROBLEM, RIGHT?  WHO CONTROLS "HEALING"?

« Challenge our ideas about diagnostic * Challenge legal structures,and possibly

categories even authority structures in which people

use such substances, etc
Challenge our ideas about what might be

possible, what might be long-term and
short-term

Challenge business models to adapt and
get ready to implement; space and time
and staffing considerations
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1s?

+ In neurodevelopment, there is a concept of “critical periods”, times when the brain is uniquely able to

skills and abilities — some of these t r func gnitive
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The period during,
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The Psychedelic Integration Scales
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