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Learning Objectives & Disclosures

* Consider ethical issues in 20t
century psychedelics research
involving human subjects

* Mayo Clinic as an “institutional
case study” of psychedelics
research at an academic medical
center during the 1950s-1960s

* Relevant takeaways for
contemporary researchers
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A 21st Century Psychedelics Renaissance?

“Classical” Psychedelics
®  Induce altered states of

consciousness and perception

®  Serotonin receptor agonism

(primarily 5HT,,)

Renewed interest:

®  Depressive disorders

Anxiety disorders
Trauma and stressor related
disorders
OCD-related disorders
Substance use disorders

Psilocybin: “breakthrough
therapy”

‘Psychedelics renaissance’: new wave
of research puts hallucinogenics
forward to treat mental health

Inwhat's been described as a ‘paradigm shifter’ for psychiatry,
Australian clinical trials are exploring the therapeutic benefits
of illegal substances

p » & W
@ Australian researchers are planning clinical trials of ayahuasca, a South American tea, for

The Guardian

20th Century Psychedelics Research

Areas of interest:

®  “Model psychoses”

® Chemical dependency

® Adjunct to psychotherapy
Promising results
Issues with methods
Backlash, safety concerns, regulation
Ethical failures

®  Vulnerable research subjects

® People of color

® Incarcerated people

® Psychiatric inpatients

®  “Unwitting” participants
[}

Ties to military and intelligence
programs

LSD used on convicts
in New Jersey, Georgia

Witnesses testify addicts given drugs
to take part in CIA-funded testing

Top: Journal Tribune 03 Aug 1977
Bottom: The Courier-Journal 08 Nov 1975
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Historical Context

* Promise of biological psychiatry
* Urgency
* Limited treatments for
psychotic disorders
* Cold War politics
e Patriotism
* Existential risk
* Existing standards:
* Nuremberg Code (1947) The Doctors Trial (Wikipedia)

Mayo Clinic - Institutional Case Study

Medical Sciences Building—OIld and New

PESTT

Review of ethical frameworks
Literature Search

Archival Research

Freedom of Information Act
Interviews

Mayovox, May 12, 1951
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“Perhaps it is the tradition of medicine to
be very wary of new things and be unable
to comprehend the potentialities.

It certainly is a shame when the problem
of schizophrenia is so pressing and there
is virtually no research at all.”

- Berthold E. Schwarz, M.D.
Letter to Dr. Abram Hoffer (August 1955)

Mayo Clinic - Institutional Case Study

* Multiple psychedelic drugs

LSD

*  Mescaline

+  Psilocybin CH30 Ty
NURT s sl

* Interdisciplinary CH30 TOR NG

< Psychiatry CH50 H H
Physiology ) Mescaline
Neurology (frimethoxy-phenyl-ethylamine)

Internal Medicine

* 9 published manuscripts
8 involving human subjects
1955 -1968



Mayo Clinic - Institutional Case Study

Goals

Model of psychosis

®  Schizophrenia °

®  Hallucinatory °
experiences

e  Behaviorand
phenomenology

e Biological effects

®  Electroencephalography

®  Other biomarkers

Demographic data limited
Healthy adults
Patients:
® People with epilepsy
® Inpatients at
Rochester State
Hospital

9
Ethical Framework & Oversight
*  Principles for Conducting Scientific Investigation °
Involving Human Subjects (1955)
+ Sciences Committee
+ Sources
¢ Nuremberg Code
«  AMA Ethical Principles
+ Consent
« Risk
«  Responsibility
*  Review
«  “Experienced clinicians”
10
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* USAF and Ford
Foundation (1 researcher)

* NIH (1 study)

* Psilocybin via Sandoz
(2 studies)

* No definitive connections
with military or
intelligence agencies

Pre-IRB era
*  Committees:

Sciences

Research Administration

Medical Relations and Publications
Safety of Therapeutic Agents

¢ Noinput from patients, families,
community

¢ Unclear authority

«  Psychedelics studies had more scrutiny

Legal, ethical, public relations
Little action
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Medical Professionals

Consent and Autonomy

“Full explanation and comprehension”
Minors, people under guardianship,
“legally incompetent” people:

* Legal counsel involvement

* No standard approach
No mention of consent in manuscripts
Blurred lines between researchers and
clinicians
Evidence of lapses

Distribution of Risks and Benefits

as Controls

Physicians and nursing staff
Present day - problematic
Consistent with existing standards
High risk, high bar to consent
Issues in practice

Generalizability of findings

“He refused to have the forms executed in
duplicate for he felt it would be more
difficult to obtain two signature than one”
= H.A. Blackmun on Dr. Magnus Petersen, March 20, 1953

“Apparently there were instances where
hypnosis was attempted on patients here
without prior consent”

- Minutes of the Committee on Medical Relations and
Publications, March 2, 1955

Inpatients

e Patients with psychosis

* Exacerbation of symptoms

¢ Excluded from current research
* Highest risk procedures

* Indirect benefit

4/20/2023
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Rochester State Hospital Depth Electrode Studies

* 5 Patients With Psychosis
* 3 with schizophrenia
* 2 with epilepsy
* LSD, mescaline,
chlorpromazine

* Related research at RSH:
*  One known death from
brain abscess
*  “Thisis not a problemin
nonpsychotic persons”

Technics and Potentialities of Intracranial Electrography (Dodge et. Al, 1954)

13

Developments in research ethics

® Belmont Report (1979) ® Unique aspects of psychedelics research

°* Respect for persons ® Diff.icult to .describe experience
® Beneficence . XZ:;:I;
® Justice ®  Ppotentially transformative
® Boundaries between ®  Personality

research and practice ° \éz::::
® Institutional Review Boards *  Adverse effects

® Est. 1971 at Mayo ®  Traumatic memories
[ ]

Destabilization of underlying psychiatric iliness

® Capacity may change over time

14



Takeaways

What will we struggle to
explain the next generation?
Policy versus practice

Reason to explore new
approaches
Not an excuse

Trends

Institutions

Incentives

Politics and public sentiment
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Vulnerable
Populations

Stakeholder
Involvement

Highest
Standards

Thank you

4/20/2023

Protection
Representation

People with mental illness
Underrepresented groups
and communities

Earn trust
Avoid backlash
Regulation
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