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Despite psychedelic substances being banned for dec-
ades, determined researchers in the 1990s and 2000s
rekindled the study of psychedelic substances in pre-
clinical and clinical settings, leading to a contemporary
psychedelic research renaissance.1 The evolving body
of evidence underscores the effectiveness of psyche-
delic medicine in addressing difficult-to-treat condi-
tions like post-traumatic stress disorder (PTSD),
substance use disorder, and depression when admin-
istered in the proper clinical settings.2

Multiple randomized controlled trials involving
psychedelics like 3,4-methylenedioxymethamephet-
amine (MDMA), psilocybin, and ketamine have pro-
duced remarkable results, including remission of
conditions with which study subjects had previously
struggled to find any relief.3 Findings have been so
extraordinarily positive that the Food and Drug
Administration (FDA) has designated MDMA and psi-
locybin as “breakthrough therapies” to accelerate their
development and FDA review.4

However, a substantial gap exists in the awareness
and understanding of psychedelic medicine among
medical professionals. Without a foundational under-
standing of how these substances work, or their risks
and benefits within medicinal contexts, many practi-
tioners still perceive all psychedelic use as dangerous
or without merit.5 This contributes heavily to the con-
tinued stigma that can hinder patient access to medi-
cines that could benefit millions struggling with
challenging mental and physical health conditions.
The work by Tabaac, Shinozuka, et al uses education
to counter that stigma by providing a thorough look at
some of the most researched psychedelic medicines,

including discussions of the history, mechanism of
action, and therapeutic uses of each. Their review
spans 7 psychedelics: lysergic acid diethylamide
(LSD) (Part II), N,N-dimethyltryptamine and ayahua-
sca (Part III), psilocybin (Part IV), ibogaine (Part V),
MDMA (Part VI), and ketamine (Part VII).

As essential providers directing patient care options
and referrals, educating primary care clinicians on cur-
rent findings regarding psychedelic medicine’s safety
and efficacy could significantly improve patient access
to these therapies. Primary care practitioners are often
the first professionals whom the patients consult about
their physical and mental health concerns. They serve
as gatekeepers charged with determining what inter-
ventions patients ultimately pursue. Part of the chal-
lenge that primary care practitioners face in this role is
that they must stay informed and up to date on nearly
every field of medicine.

Navigating the realm of psychedelics poses a chal-
lenge for primary care practitioners, who received
minimal training in this field during medical school
or residency. Compounding this challenge is the his-
torical stigma associated with psychedelic substances,
owing to the Nixon’s administration response to the
60s counterculture and media sensationalization of
psychedelics during that time. Overcoming this
ingrained stigma is the initial hurdle in bringing pri-
mary care practitioners up to speed on psychedelic
medicine. Beyond dispelling misconceptions, practi-
tioners must acquaint themselves with a field compris-
ing diverse substances, administered to patients in
a manner distinct from conventional medical practices.

The primer by Tabaac, Shinozuka, et al expertly ac-
complishes the above. The authors have provided
a meticulous exploration of 6 of the most researched
psychedelic medicines, offering a valuable resource for
clinicians seeking to familiarize themselves with this
evolving field. This work is incredibly timely as well,
as growing media coverage of psychedelic research
will inevitably lead to increasing numbers of patients
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asking their primary care providers about
psychedelics.6

Tabaac, Shinozuka, et al skillfully initiate their primer
by delving into the historical tapestry of psychedelic
medicines. They meticulously explore the preprohibi-
tion research landscape, shedding light on the founda-
tion that predates the outlawing of psychedelics. The
authors go beyond a historical narrative, providing
essential political and social context elucidating why
substances like LSD and psilocybin found themselves
unjustly labeled as Schedule I. By intertwining these
historical dimensions, Tabaac, Shinozuka, et al effec-
tively challenge the misplaced stigma attached to these
medicines, which, despite evidence of their medical util-
ity, were erroneously categorized as lacking any such
value. Their nuanced discussion highlights that a com-
bination of rare yet serious adverse events and sociopo-
litical pressures contributed to the banning of
psychedelics. Highlighting this aspect is valuable in
assuring clinicians about the safety and viability of psy-
chedelic options for their patients.

The authors also provide a crucial perspective for
readers to consider while reading the primer. They
draw attention to the longstanding inadequacies of
many traditional treatments routinely prescribed by
clinicians, emphasizing the ongoing suffering of pa-
tients and the imperative for access to more effective
options.7 By highlighting the frequent inefficacy and
undesirable side effects associated with conventional
pharmaceuticals, the authors set the stage for
a thoughtful exploration of how specific psychedelic
medicines have proven highly effective in addressing
conditions where traditional therapeutics often fall
short, like depression, PTSD, and suicidality.2 The
growing body of research demonstrating psychedelics’
therapeutic promise across an array of mental and
physical conditions deserves thoughtful consideration
from the medical community, especially primary care
providers confronting diverse patient struggles.

Integral to the destigmatization of these medicines is
the elucidation of their mechanisms of action, skillfully
undertaken by Tabaac, Shinozuka, et al in this primer.
The authors meticulously delve into the individual
properties of 6 psychedelic substances, conducting an
in-depth exploration of the chemistry and mechanism
of action of each. By illustrating how these medicines
operate on receptors shared with more commonly
used pharmaceuticals, Tabaac, Shinozuka et al contrib-
ute to demystifying psychedelics, thereby mitigating
the prevailing mystery and associated apprehensions
surrounding them.

Equally crucial to destigmatizing psychedelics is the
acknowledgment that numerous areas of uncertainty
persist, primarily because of the lack of large-scale

clinical trials on psychedelic medicines, as a result of
decades of research time lost when they were first clas-
sified as Schedule I. Beyond the uncertainties inherent
in any discussion of psychedelics, a balanced consider-
ation must also encompass known risks associated with
these medicines. Although psychedelics, on the whole,
exhibit fewer side effects than many commonly pre-
scribed medications,8 it is essential to recognize that
specific psychedelic medicines carry known risks—
some linked to misuse and others affecting individuals
with particular mental or physical conditions in their
personal or family history.9 Extensive discussion of
these considerations by Tabaac, Shinozuka, et al not
only offers a nuanced perspective on these medicines
but also aids clinicians in better identifying patients for
whom psychedelic therapeutics are likely to be safe.

Finally, Tabaac, Shinozuka, et al expertly address
common misconceptions around psychedelic safety.
They highlight how clinically administered psyche-
delics can prove quite safe despite perceptions to the
contrary. The authors describe how strict protocols—
including medical screening, patient preparation,
guided dosing sessions, and integration of insights
afterward—actively mitigate risks.

Additionally, the authors note how therapeutic psy-
chedelic experiences require a paradigm shift from tra-
ditional treatment methods. In contrast to the
conventional daily, long-term medication approach,
the article highlights the distinctive nature of psyche-
delic treatments, typically requiring only a few super-
vised dosing sessions to yield enduring effects.10 This
is an important aspect for clinicians to be aware of in
discussing these treatments with patients because it
likely differs from their previous forms of treatment.

Tabaac, Shinozuka, et al have significantly
advanced the emerging literature dedicated to edu-
cating primary care practitioners about psychedelic
medicine. By presenting clinicians with a precise
and extensive overview of the potential of psyche-
delic medicine, the authors enhance their ability to
educate patients and caregivers effectively. This com-
prehensive understanding also fosters a greater will-
ingness among providers to recommend or refer
patients to psychedelic-assisted psychotherapies
when appropriate. Furthermore, providing accurate
education encompassing historical context, ongoing
research, proper methodologies, and potential bene-
fits and risks instills confidence in understandably
cautious medical professionals. This confidence, cou-
pled with the mounting evidence of therapeutic effi-
cacy, acts as a catalyst for propelling this innovative
treatment into mainstream medicine. As psychedelic
medicine literacy expands among primary care clini-
cians, it not only accelerates clinical adoption but also
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broadens patient access to these vital therapeutic
options.
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