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Viewpoint

Psychedelics and Risk Assessment: Examining Self Factors
through Qualitative Research

Nissim Avissar Ph.D.

Abstract

Psychedelic use, within therapeutic settings and to a large extent in non-clinical use, is consid-
ered safe. However, some individuals experience distress and even enduring psychological
problems following psychedelic use. Until now, psychedelic research has provided only general
claims and suggestions regarding risk factors predisposing to adverse effects. Therefore, prob-
lems are usually discovered and addressed when it is too late. This article offers a general
framework and rationale for preventing adverse outcomes from psychedelic use. First, it offers
a multidimensional framework for understanding human consciousness and psychedelic expe-
rience, comprising 5 S's: Substance, Soma, Set, Setting, and Self. The Self signifies the more
stable aspects of identity. These aspects may help in identifying risk factors for long-term ad-
verse effects following psychedelic use. The proposed research path avoids conventional tools
and favors bottom-up, qualitative (or mixed) research methods in an attempt to predict the long-
term adverse effects of psychedelic use. Qualitative research may lead to the development of a
psychedelic-friendly, advocacy-based, and context-sensitive research approach that will reso-

nate with the psychedelic experience.

INTRODUCTION

Psychedelic research and therapeutic prac-
tice are flourishing [!l. After decades of ne-
glect and stigmatization by society, the ther-
apeutic potential of psychedelics is being re-
discovered. It is now evident that psyche-
delic psychotherapy can offer new, effec-
tive, and safer solutions to diverse mental
health problems. The issue of safety is a ma-
jor one, partly due to years of anti-psyche-
delic propaganda as well as documented
cases of adverse effects of psychedelic use
in both therapeutic and recreational settings.
However, little is known about individual
risk factors for such outcomes 1. Typically,
problems are discovered and addressed after
the point at which an intervention would be
effective.

This article offers a general framework
and rationale to confront this problem. It
suggests a research path that focuses on the
self-concept to assess risk. This approach
aims to understand better the complex

interrelations between psychedelic sub-
stances, a specific human body, set, setting,
and self, and to minimize harm from psyche-
delic use (in therapy or elsewhere). First, the
notion of set and setting and its importance
will be presented along with its limitations.
Next, a broader framework for understand-
ing psychedelic experience and human con-
sciousness in general will be sketched. Fi-
nally, the critical role of the self will be dis-
cussed within this framework for risk assess-
ment, and potential research directions will
be considered.

SET AND SETTING AS A THEORY OF
CONSCIOUSNESS

One of the significant contributions of psy-
chedelic therapy to the general therapeutic
discourse and practice is the notion of Set and
Setting. As Hartogsohn [*! notes, "the idea of
set and setting has been present since the
early days of psychedelic therapy." Indeed,
since the early 1960s, psychedelic
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researchers and therapists noticed that the ef-
fect of psychedelic drugs (LSD in particular)
is dependent on both internal (Set — mindset,
intentions, and expectations) and external
(Setting — physical, interpersonal, and cul-
tural environment) factors 4. Although orig-
inally 1 it also related to more stable or struc-
tural aspects of personality, it is suggested
here to be distinct from situational or tempo-
rary conditions. The two aspects (stable and
situational) seem to differ significantly in
how they are subjectively perceived and how
they may be scientifically examined. In addi-
tion, there is reason to believe that state-
structural aspects of identity (trait) and situa-
tional-temporary conditions (pre-state) may
influence the psychedelic experience in dif-
ferent ways [©],

The effect of the Set and the Setting on
the quality of the personal experience of peo-
ple under the influence of psychedelics has
been studied extensively, especially during
the 1960s [>7]. Reactions to psychedelics fol-
lowing manipulations in Set and Setting var-
iables led to the conclusion that a variety of
non-pharmacological, interrelated internal
and external factors influence the personal
experience and therapeutic effect.

This simple claim can be seen as revolu-
tionary when it comes to understanding med-
ical and psychotherapeutic processes. It
marks a shift from a linear view of change
processes, which distinguishes between the
individual and the external environment that
is usually considered to be responsible for the
change. Conversely, Set and Setting are
viewed here as factors that shape the individ-
ual experience (and hence play an active role
in change processes) and are, in turn, being
shaped by the individual. For example, de-
pending on the individual's background, a
medical setting — a hospital ward — may be
experienced as safe and trustworthy, cold and
impersonal, or intimidating. Each of these
options is expected to affect how the individ-
ual interprets the actions taken or not taken,

views their own existing and desirable (cog-
nitive, emotional, behavioral) responses,
evaluates interpersonal interactions, and so
forth. All of the above are expected to impact
change processes, both medical and psycho-
therapeutic. Seen this way, therapy is neither
exclusively dependent on the accuracy of the
procedures or on professional knowledge and
judgment, nor is it independent of the client's
views, values, expectations, etc. Therefore,
similar actions may lead to very different out-
comes, depending on the interrelations be-
tween the individual's set (their preferences,
expectations, and intentions) and the specific
characteristics of the Setting (the physical
and human environment).

One may regard the notion of Set and Set-
ting as a foundation for understanding how
human consciousness works [/ — not as a
simple and closed system, but as an open and
complex one, affecting the environment (and
the way it is construed and hence experi-
enced) and being affected by it. Seen as such,
therapeutic processes — pharmacological and
others - cannot be regarded as linear, preserv-
ing binary distinctions such as internal and
external or active and passive. Surprisingly,
this revolutionary idea of Set and Setting,
which offers a new way of understanding
therapeutic processes and human develop-
ment, has had limited impact on research and
discourse in related or adjacent fields.

A few studies, however, have referred to
the notion of Set and Setting outside the con-
text of psychedelic research and therapy. For
example, Aton [°! focuses on sensory plastic-
ity and discusses research findings that "have
yielded fundamental insights into mecha-
nisms by which an organism’s “Set,” or inter-
nal state, shapes how it experiences the exter-
nal world, even at the earliest stages of sen-
sory information processing." The author
concludes: "these studies should improve our
understanding of how state-dependent brain
changes [...] affect how information about
the world - one’s setting - is encoded,

2



Psychedelics and Risk Assessment: Examining Self Factors through Qualitative Research

processed, stored for future use, and inte-
grated with past experiences" (p. 13). It is
proposed that the sensory system functions as
a reciprocal process involving Set and Set-
ting. Dahan [!% suggests examining the expe-
rience of childbirth in terms of Set and Set-
ting. The author claims this prism "can help
design, navigate, and explain many psycho-
logical and physiological elements of the hu-
man birth process.". Human birth, like psy-
chedelic experiences, is not merely a physio-
logical mechanism; rather, it is a mindful and
conscious process. In the process of giving
birth, a woman is mentally active in ways that
may shape her experience and, at the same
time, responds to the specific environment
with its attributes (the Setting).

Pioneering works, such as those men-
tioned above, may pave the way for a signif-
icant change in how we understand human
consciousness. If the mind is inherently inter-
active and continuously changing (or recon-
structed) through reciprocal interactions with
its environment, then understanding and as-
sessing it outside a specific context is likely
problematic. Disregarding essential contex-
tual factors and data may lead to biased or
false conclusions and inhibit desirable
change (by over-emphasizing the influence
of internal and stable factors or attributes).
The result is a reductionist or oversimplified
view of the human mind as a static, self-con-
tained system. Indeed, many psychological
theories have stressed the importance of the
interaction between the internal subjective
experience of the individual and the external
objective reality. From this perspective, per-
sonal development is seen as an interactive
process.

PSYCHEDELIC PARADIGM SHIFT
AND HUMAN CHANGE PROCESSES

Although it is clear that the notion of Set and
Setting contributes significantly to the study
of human consciousness and development,

both within and outside the field of psyche-
delic research, this framework still needs to
be developed. While it does allow for an un-
derstanding of the interaction between inter-
nal and external factors and how they shape
human experience, it neglects factors that
may be critical in understanding the mecha-
nisms that take part in, influence, or shape the
subjective experience (including but not lim-
ited to the context of psychedelic research
and therapy). Simply put, Set and Setting
draw attention to the interaction between two
critical facets — the internal/individual/sub-
jective on the one hand and the external/envi-
ronmental/objective on the other. Hence, at
least to some extent, this conceptualization
perpetuates such binary distinctions.

The underlying question here touches
upon the very basis of the practice of psychi-
atry and psychotherapy and their assumptions
regarding change. While psychiatry tends to
emphasize biological explanations, psycho-
therapy emphasizes relationships and subjec-
tive experience. Likewise, while medical ex-
planations of psychedelic therapy emphasize
(or, in some cases, focus exclusively on) bio-
logical experience-independent mechanisms,
such as molecular neuroplasticity 'Y, psy-
chotherapeutic models offer interactive ex-
planations, such as connectedness 2. Ac-
cordingly, Schenberg 31 discusses "the cur-
rent psychiatric crisis" and the "paradigm
shift in psychiatric research and develop-
ment." In search of a holistic approach to psy-
chiatry, the author offers a three-axis model
integrating therapeutics, diagnostics, and un-
derstanding and states, "PAP can conceptu-
ally enrich psychiatric explanations for men-
tal disorders and their treatment." While psy-
chiatric research and practice may be criti-
cized for bio-medical reductionism, psyche-
delic assisted psychotherapy (PAP) "can
greatly contribute to the understanding of
how social circumstances and adverse life ex-
periences shape mental health and brain
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activity, and how meaningful treatment expe-
riences foster resilience."

The medical and psychotherapeutic per-
spectives presented above are different. The
former focuses on experience-independent
biological processes, while the latter offers an
integrative view (e.g., body and mind, inside
and outside) of psychedelic therapy. Psyche-
delic trials (in contrast to standard drug trials)
emphasize contextual effects — including the
interaction between physiology and experi-
ence — and, in this sense, resemble the psy-
chotherapeutic perspective 14, This research
paradigm advances a complex understanding
of how psychedelic therapy works. Hence,
PAP may offer a more complex and holistic
view of human development. This may be
one of its major contributions.

However, at this point, PAP research still
lacks clarity and integration: "psychedelic tri-
als are surrounded by a cloud of conceptual
confusion arising from the fact that they are
simultaneously drug and psychotherapy tri-
als" 4, The following conceptual framework
wishes to promote a more holistic under-
standing of psychedelic therapy and human
consciousness. This model of consciousness
may facilitate an interdisciplinary discussion,
which seems to be needed in current psyche-
delic research and therapy.

S S'S OF CONSCIOUSNESS

To widen the scope of Set and Setting as a
theory of consciousness, a detailed model is
presented, comprising five interrelating and
interactive components: Substance, Soma,
Set, Setting, and Self. Each of these compo-
nents represents an aspect of a holistic body-
mind experience. Each of them is briefly ex-
plained below, with a particular focus on the
self.

Substance — refers to studying sub-
stances and their possible influences on the
human body and mind. This field of study is
likely as old as humanity. In modern times, it

is represented by pharmacological research
[15] Within the current context of conscious-
ness and psychotherapy, psychedelic phar-
macology is an important research field that
shows both promise and peril 1],

Soma — represents the medical research
of the body and its mechanisms. Current
medical research acknowledges that each
body is unique and may respond differently
to similar drugs and procedures. Gender med-
icine, for example, explores how male and fe-
male bodies respond to specific medications
[17], Personalized medicine challenges the tra-
ditional "one drug fits all" by recognizing the
interaction between Substance and Soma, as-
piring toward precision medicine that will en-
able clinicians to tailor treatment and preven-
tion strategies to an individual's unique char-
acteristics 8], Thus, modern medical re-
search and discourse acknowledge the effect
of this interaction between a specific sub-
stance and a specific body.

Set — refers to the individual mindset
prior to and throughout the psychedelic expe-
rience (e.g., intentions and expectations).
Within the context of PAP, the Set (and set-
ting, see below) plays a crucial role. Much of
the effort in the initial preparatory sessions is
dedicated to promoting a mindset that will
support the possibility of constructive change
[19]

Setting — in psychotherapy relates to the
conditions external to the therapeutic pro-
cess, including physical aspects (e.g., the
clinic), duration and frequency of the ses-
sions, payment, and more 2%, The Setting
provides stability and, therefore, a sense of
safety, a necessary condition for constructive
change. The characteristics of the Setting
may differ; however, it is important that they
are discussed and agreed upon by the thera-
pist and client. This process allows for the
formation of a therapeutic contract and rap-
port, which can positively affect the client’s
state of mind. Thus, Set and Setting are re-
lated and often interact.
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Self — refers to the stable or structural
characteristics of the personal identity (or
personality traits). Baker [2!] states, "the self-
concept is a set of beliefs about the self that
guide people’s behaviour, encompassing
temporal frameworks of the past, present, and
future self." This is a simplification since the
Self is dynamic, constantly changing, affect-
ing, and being affected by diverse factors.
Therefore, separating the Self from contex-
tual factors is virtually impossible. However,
this analytical division between the more sta-
ble and the more transient aspects of the per-
sonal experience may allow us to make help-
ful distinctions that will, in turn, promote our
understanding of the contribution of internal
and more stable factors to the psychedelic ex-
perience and consciousness in general.

It is noteworthy that in this context of
psychedelic therapy, the term Self (or self-
concept) should be preferred over the widely
used term personality. Self-concept is "the to-
tality of a complex, organized, and yet dy-
namic system of learned attitudes, beliefs,
and evaluative judgments that people hold
about themselves" 2%, Self-concept relates to
how people view and evaluate themselves
subjectively, whereas personality is assessed
by others, frequently using standardized
tests/questionnaires (many of which are
based on the Big-5 personality traits model).
Self-concept and personality signify two dis-
tinct ways to evaluate personal identity: the
former is based on the subjective personal ex-
perience, and the latter draws on general sta-
tistical factor analysis findings. Hence, while
the first represents a bottom-up research ra-
tionale, the second emphasizes top-down de-
sign (or, qualitative vs. quantitative re-
search). The dynamic and integrative quality
of self-concept thus lends itself to the context
of psychedelic research and therapy (see
elaboration below).

The above 5 S's of consciousness are, of
course, interrelated. That is, each affects and
is affected by the other. Therefore,

understanding change processes in general
and psychedelic experience in particular, en-
tails an examination of the connections be-
tween them. Focusing on each of them inde-
pendently of the others is analogous to at-
tempting to understand the experience tasting
a delicious cake by examining the quality of
its ingredients. Instead of analysis, this article
calls for an integrative approach to the re-
search and discourse of psychedelics and
consciousness.

PAP AND SUBJECTIVITY

The proposed integrative approach to psyche-
delic research and practice and the preference
for subjective (i.e., Self) over objective (i.e.,
Big-5) terminology underscores the im-
portance of PAP in understanding the psy-
chedelic experience, maximizing its thera-
peutic potential and minimizing its risk. PAP,
in its very essence, is subjective and integra-
tive, frequently examining the interrelations
between Self (or identity), Soma, Set, and
Setting.
1 his inquiry of the subjective and somatic
ience is beneficial on both professional
and personal levels. On the more general pro-
fessional research-practice level, it may ad-
vance a nuanced understanding of the mech-
anisms and dynamics that shape the psyche-
delic experience and its possible outcomes.
Thus, a "detailed study of the subjective as-
pects of PAP has enormous consequences for
the explanatory axis" 3P 731 On the more
personal-therapeutic level, the inquiry of the
subjective psychedelic experience is produc-
tive in integrating the experience into the
more stable sense of self and the individual's
emotional, cognitive, behavioral, and inter-
personal patterns. Integration, then, describes
"the higher-level understanding of the expe-
rience and the proper application of the in-
sights and lessons derived from it in our daily
lives" [23:P-43] This "higher-level understand-

ing" signifies the connection between
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different aspects of the psychedelic experi-
ence. It is a crucial part of PAP and a major
element in the safety of the therapeutic pro-
cess.

Furthermore, the examination of the in-
ternal experience is found to have therapeutic
value: "patient’s subjective experience dur-
ing and after the psychedelic trip seems to
play an important causal role in recovering
from mental illness [...] in psychiatric popu-
lations [...] as well as increases in well-being
in healthy populations" ?*. As the authors
note, this emphasis creates a need for phe-
nomenological and qualitative research in
PAP. As importantly, a similar subjective ap-
proach is needed prior to the psychedelic ex-
perience in an attempt to predict its outcomes
and reduce harm.

RISK ASSESSMENT

PAP is found to be a very safe practice, even
with high doses of psychedelic substances
(251 A review of 14 clinical trials examining
the benefits and risks of psychedelic therapy
conducted since 1991 found that no serious
adverse events have been reported ?°l, An-
other systematic review of 34 contemporary
experimental studies found that "psychedel-
ics have been shown to be relatively safe
when used with the proper preparation, su-
pervision, and integration, but it is unclear the
extent to which this generalizes to recrea-
tional use" [?7]. Indeed, in the context of non-
clinical use, findings are not as conclusive.
Nevertheless, many studies also found that
risks are relatively low and "have been exag-
gerated" 1281,

Still, in both contexts, there is evidence
that some individuals (again, depending on
specific factors, i.e., Set and Setting) develop
adverse reactions and experience distress [>-
311, A recent study found that 2.6% of users of
classic psychedelics reported seeking medi-
cal, psychiatric, or psychological help fol-
lowing a challenging, difficult, or distressing

psychedelic experience *?l. Another study
found enduring psychological problems (for
more than one year) in 7.6% of the cases 3],
In a minority of cases, significant negative
long-term consequences, such as hallucino-
gen persisting perception disorder or HPPD
341 have been attributed to psychedelic jour-
neys. It is also believed that psychedelic ex-
periences might trigger substance-induced
psychosis and even schizophrenia [*3],

So far, psychedelic research has produced
little data and insights regarding personal-
structural-psychological risk factors ?1. Our
current knowledge allows us to articulate
only general claims and suggestions regard-
ing a-priori risk factors (e.g., mental illness in
the family, and traumatic life experiences).
As such, professional advice is no better than
a common-sense reasonable guess. We
should aspire toward more empirical data and
evidence-based answers that will allow us to
assess risk and reduce potential harm in psy-
chedelic use, as is the norm for other mental
conditions.

SELF, PERSONALITY, AND RISK AS-
SESSMENT

There is a significant body of research exam-
ining the interrelations between psychedelics
and personality. Some studies focus on the
influence of personality on the psychedelic
experience 3%, whereas others focus on the
influence of the psychedelic experience on
the individual's personality [*7-*1. Some stud-
ies found positive personal changes, includ-
ing reduction of psychiatric symptoms, fol-
lowing the psychedelic experience [0 411,
However, very few contemporary studies ex-
amined the possible connection between this
interrelation (personality and psychedelics)
and the risk of adverse events.

Personality (Big-5) and self-concept
measures have been used to predict the indi-
vidual’s experience of religious/spiritual
struggles and found that both are likely to
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play a role in challenging and distressing cir-
cumstances [*2l, Tt is reasonable to assume
that these factors will be relevant to the pre-
diction of the quality of the psychedelic ex-
perience and possible adverse outcomes in
particular. The findings in this field, how-
ever, are inconclusive. In their attempt to pre-
dict the effect of psychedelics (psilocybin in
particular), Studerus et al. 43! found that "per-
sonality traits only marginally contributed to
the prediction of psilocybin responses." The
authors continue to state that "this is rather
surprising because personality traits have
been postulated by many authors to be among
the most important determinants of hallucin-
ogen response." However, as Haijen et al. (2]
remark, this study [**) was limited to predict-
ing the acute experience and not the long-
term effects. Likewise, Barrett et al. 44 found
that neuroticism is associated with challeng-
ing psychedelic experiences, but they did not
examine enduring effects. Concerning future
research, the authors suggest that it "may
benefit from further investigation of the role
of personality in predicting response to psy-
chedelics."

Aday et al. ] examined both state and
trait factors as predictors of the response to
psychedelics. Their review revealed three
(related) personality traits that were most
consistently linked to positive or mystical-
type psychedelic drug reactions (and at the
same time involved fewer adverse reactions):
absorption, openness to experience, and ac-
ceptance. The authors conclude that "those
high in the traits of absorption, openness, and
acceptance as well as a state of surrender may
represent ideal candidates for psychedelic
therapy. In contrast, individuals low in those
traits or that are in preoccupied, apprehen-
sive, or confused states are more likely to ex-
perience adverse reactions.”" This conclusion
may prove to have a potential practical value,
as the authors comment: "If states and traits
that facilitate the benefits of psychedelics be-
come firmly established, then a natural

question will be how to alter those baseline
variables to enhance treatment effects." A
similar conclusion can be drawn here about
predicting adverse effects and risk manage-
ment.

In conclusion, it is necessary to explore
whether the self-concept and personality
traits contribute to the ability to predict ad-
verse effects, especially long-term, of psy-
chedelic use and to reduce harm.

METHODOLOGICAL DILEMMAS

Psychedelics offer a new understanding of
human experience, illness, as well as treat-
ment and healing processes. They offer an al-
ternative to the present hegemonic medical
model of psychopathology and psychother-
apy. Indeed, psychedelic research is consid-
ered revolutionary, as it may dramatically
change our understanding of human life, de-
velopment, interpersonal relations, society,
and culture. However, psychedelics are
sometimes regarded as substances used
within the dominant medical experience-in-
dependent paradigm. Similarly, research fo-
cusing on the self and its interaction with the
other four S's should consider the fundamen-
tal premises of the existing tools for diagnos-
ing and evaluating personality structures
(questionnaires, etc.) and their possible bi-
ases.

This discrepancy or dissonance between
the medical paradigm and the research tools
derived from it, on the one hand, and the
quality of the specific research area of psy-
chedelics on the other, requires a different re-
search strategy from the traditional medical
one. Indeed, it calls for a change in the re-
search (mind)Set and Setting. As Read and
Papaspyrou 4] write:

“We think that theoretical models of
psyche can help us navigate the psyche-
delic experience, but we should not
confuse the map for the territory. This
danger could not be overstated:
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overreliance on our favored models
may constrict our perspective and limit
our capacity to observe and respond to
that which lies beyond our conceptual
framework.”

One should be critical and even suspi-
cious of findings related to the psychedelic
experience resulting from the use of standard
research tools (such as conventional person-
ality questionnaires), which may demonstrate
a different set of implicit assumptions regard-
ing human consciousness. Among them, the
view of human beings and their conscious-
ness as relatively closed systems, of human
identity as relatively static, and of human de-
velopment as relatively linear. As previously
mentioned, western theories and research on
personality tend to study individual identity
by analyzing it and breaking it down into its
basic elements or "ingredients." In contrast,
psychedelic experience tends to emphasize
connectedness and a holistic quality that the
term Self better represents. For psychedelic
research and therapy to be coherent, there
must be consistency between and within con-
cepts and tools. Thus, instead of top-down re-
search aspiring for generalizations, a bottom-
up approach seeking differences and outliers
is more useful and appropriate here.

In other words, qualitative research tools
may be valuable and constructive in the pro-
cess of developing a psychedelic-friendly,
advocacy-based, and context-sensitive re-
search approach that will resonate with the
psychedelic experience.

QUALITATIVE RESEARCH AND PSY-
CHEDELICS

In a systematic review of qualitative research
examining experiences of psychedelic treat-
ments for psychiatric disorders Breeksema et
al. 7] state:
“Exploring patient experiences can in-
crease our understanding of underlying

therapeutic mechanisms and processes,
the role of (extra) pharmacological fac-
tors in these treatment modalities,
which may contribute to optimizing
treatment context, and lead to improved
clinical responses and personal bene-
fits.”

In a more recent study examining adverse
events in clinical treatments, the authors dis-
cuss the challenges in assessing adverse
events (particularly acute ones), partly be-
cause some of them were retrospectively
evaluated as therapeutic and beneficial 481,
The authors note that “qualitative research
can also add nuance by detailing and under-
standing the meaning of challenging experi-
ences.” So, qualitative research may offer a
better vantage point into the complex psyche-
delic experience, the factors shaping it, and
its aftereffects. It may allow us to make valu-
able distinctions, for example, between stable
(Self) and situational (Set) personal qualities
or between different external influences
(Substance and Setting). More importantly,
personal narratives and other qualitative data
may help us consolidate the contribution of
different factors (the 5 S's) into one integra-
tive narrative.

Moreover, qualitative research (or com-
bined mixed method research) may contrib-
ute uniquely to the understanding of the ther-
apeutic processes within PAP and to the pos-
sibility of formulating a bottom-up, grounded
theory %1 of PAP. In this growing field that
is considered by many to represent a possible
paradigm shift in medicine and psychother-
apy, this kind of open-minded and humble
stance is crucial.

CONCLUSION

While concerns about the safety of psyche-
delic use in clinical and recreational settings
persist, little is known about the factors con-
tributing to the risk of adverse outcomes.
This article discusses the importance of the
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notion of Set and Setting as a theory of con-
sciousness and explores its limitations in this
context. It offers a nuanced conceptual
framework of consciousness, comprising
5S's — Substance, Soma, Set, Setting, and Self
— all of which affect the psychedelic experi-
ence. This framework emphasizes the com-
plex interrelations between the components
rather than the quality and potency of each of
them separately.

Within this general framework, the im-
portance of the Self, or the stable personality
attributes of the individual, is underlined. We
argue that focusing on this component and
how it interacts with others may help us de-
velop means to predict the quality of the psy-
chedelic experience. More specifically, it
may advance our knowledge and understand-
ing of long-term adverse effects and contrib-
ute to risk assessment and harm reduction ef-
forts.

While research in this field must be criti-
cal of conventional tools assessing personal-
ity, we stress that qualitative research is crit-
ical in the pursuit of understanding the com-
plex psychedelic experience, the factors
shaping it, and its aftereffects. Qualitative re-
search may play a key role in the endeavor to
develop new theories and research tools that
resonate with the psychedelic experience and
help to realize the promise of a paradigm shift
attributed to psychedelic research and ther-

apy.
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Editorial

Beyond the Headlines: A Closer Look at IV Ketamine Ther-

apy in Practice

Joseph Pullara, M.D.

As a co-owner and co-founder of an IV keta-
mine clinic in Florida, I read the article The
Ketamine Economy: New mental health clin-
ics are a ‘Wild Wesst’ with few rules ' from
Health News Florida. I found it to be full of
misinformation regarding the logistics of
day-to-day clinic operations and its descrip-
tion of ketamine’s implications in mental
health treatment. I feel it's essential to delve
deeper into the issues this article raised about
ketamine clinics and provide a more compre-
hensive perspective on not only the logistical
aspects but also the fundamental scientific as-
pects of IV ketamine treatment.

The portrayal of ketamine clinics as “for-
profit” get-rich-quick schemes seeking to ex-
ploit patients overlooks the reality of
healthcare provision as a whole. Like any
medical clinic, ketamine clinics require fi-
nancial sustainability to continue operations.
If the clinic doesn’t make money, the owners
can’t pay its staff to provide care and patients
can’t continue to receive treatment. Our
clinic, for instance, was founded not out of a
desire to “get rich quick,” but from a genuine
belief in ketamine's potential to alleviate suf-
fering in those with treatment-resistant de-
pression, PTSD, and anxiety. The term "for-
profit" carries an undeserved negative conno-
tation, suggesting a misalignment of priori-
ties. In reality, any clinic's survival hinges on
its ability to cover costs and reinvest in its
services, ensuring patients receive the highest
quality care. This includes paying for skilled
staff, upholding safety and sanitation stand-
ards, and investing in ways to facilitate the
ideal setting for treatment.

Criticism of ketamine's off-label use as a
radical departure from established medical

practice fails to acknowledge the substantial
body of research supporting its efficacy. This
evidence dates back to 1973 in Iran and was
first brought to the United States formally in
2000 by physicians Robert Berman and John
Crystal at Yale University. By the time the
article suggests skepticism was widespread,
academic journals had already published
many different studies from additional re-
spected institutions such as Stanford, Johns
Hopkins, and Harvard. This abundance of
scholarly research underscores ketamine's
therapeutic benefits and, in my opinion, chal-
lenges the portrayal of its application in men-
tal health as unfounded.

The article's description of the patient ex-
perience in ketamine clinics, particularly the
use of sensory aids like blankets, head-
phones, and eye masks, is misleading at best
and purposefully dissuasive at worst. I have
met many providers from across the US and
attended national conferences like the Amer-
ican Society of Ketamine Providers
(ASKP3). I have met precisely zero clinicians
in the ketamine space who provide these tools
to enhance the dissociative effects. Instead,
these therapeutic aids foster patient comfort,
reduce external stimuli, and allow patients to
focus inwardly. To be clear, the goal of the
treatment is introspective self-reflection and
trauma processing, not going on a dissocia-
tive “trip.” It's a gross misrepresentation to
suggest these practices aim at anything other
than optimizing the psychotherapeutic expe-
rience, underscoring a fundamental misun-
derstanding of the treatment's objectives.

Regarding treatment costs, the article's
focus on the raw cost of ketamine without
considering the broader economic context of
healthcare provision is overly simplistic. The
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assertion that clinics significantly mark up
the price of ketamine to exploit patients ig-
nores the complex reality of healthcare eco-
nomics. The author claims the cost of keta-
mine is $1 per patient and cites no source for
this claim. This is just plain false. While the
cost of ketamine is nowhere near astronomi-
cal (like one would expect to see for a rare
chemotherapy medication), using the click-
bait $1 figure is just that: click-bait.

The article then goes on to contrast this
figure by saying that the average cost of treat-
ment is $600-1000 per treatment, with no ci-
tation included. The price of treatment at my
clinic is $375/infusion. This encompasses not
just the drug itself but also the nursing care
provided by board-certified registered nurses
(RN), the use of medical equipment to ensure
the safety of the treatment, and facility over-
head costs, including but not limited to rent,
insurance, malpractice, utilities, electronic
medical record-keeping, sanitation services,
medical supplies, etc. No large corporations
or pharmaceutical companies are providing
us with the funding to implement care. Our
clinic is self-funded, and we take pride in the
level of care we can provide and the afforda-
ble cost at which we are able to offer it to our
community.

Furthermore, the critique of ketamine's
cognitive effects is based on a selective inter-
pretation of the evidence. The article's refer-
ence to research suggesting adverse cognitive
outcomes overlooks significant findings to
the contrary. Studies have shown that at ther-
apeutic doses, IV ketamine can have positive
effects on cognition, particularly in patients
with treatment-resistant depression. This
body of research indicates potential benefits
that the article fails to consider, contributing
to a skewed portrayal of ketamine's risks and
benefits.

In challenging the narrative presented in
the article, it's crucial to advocate for a bal-
anced and informed discussion on the role of
IV ketamine in mental health treatment.

Misinformation and sensationalism can al-
ienate those needing help and hinder the pro-
gress of innovative therapies. A nuanced un-
derstanding of the scientific, economic, and
ethical considerations involved in providing
IV ketamine therapy is essential for anyone
engaged in this conversation.

In conclusion, the media portrayal of IV
ketamine clinics and their practices requires
a more nuanced and evidence-based discus-
sion. By addressing the misconceptions and
providing a clearer picture of the motivations,
economic realities, and scientific basis for IV
ketamine therapy, we can foster a more in-
formed and constructive dialogue on its place
in mental health care. Through such discus-
sions, we can ensure patients have access to
safe, effective, affordable, and compassion-
ately provided treatments that hold the prom-
ise of alleviating suffering and improving
quality of life.
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Editorial

Analyzing the Impact of Matthew Perry's Death on Ketamine

Clinics and Psychedelic Research

Tyler Kjorvestad, M.D.

The unexpected and tragic loss of actor Mat-
thew Perry took an unforeseen turn when his
autopsy report noted that ketamine played a
role in his death 1. Expectedly, after this news
broke, a wave of increased scrutiny was cast
upon Ketamine Clinics, and calls were made
to make changes to the safety and regulatory
guidelines. These sequences of events share
similarities with the cultural backlash waged
against psychedelics in the late 1960s and
early 1970s, which should serve as a caution-
ary reminder for all those involved in psyche-
delic research and the psychedelic space at
large. A failure to adequately address and re-
spond to the concerns raised by the media and
general public about the safety and efficacy of
psychedelic and psychedelic-like compounds
could result in increased apprehension by the
public, a reduction in funding through grants
or private entities, and possibly even another
psychedelic research embargo. Ketamine and
its associated derivatives serve as a significant
test case for future psychedelic treatments, and
the lessons we have learned, such as the med-
icalization model and the regulatory frame-
work associated with esketamine, are valuable
pieces of information as we approach MDMA
and psilocybin approval.

Ketamine clinics have rapidly emerged
and increased over the last decade and have
played a significant role in providing treatment
for psychiatric disorders to patients who had
insufficiently responded to other treatments.
However, despite the successes that these clin-
ics have had, there are concerns, particularly
around the misuse and potential risks associ-
ated with ketamine. Highlighting Matthew
Perry’s case, the likely use of oral ketamine,
given that Ketamine was found in his stomach,

in combination with his infusion schedule,
raises significant concerns about patients uti-
lizing psychedelic or psychedelic-like com-
pounds outside of a medicalized setting. Com-
panies like Mindbloom are trying to bridge the
gap between in-office treatments and medi-
cally unsupervised uses of ketamine by offer-
ing remote monitoring. However, remote tele-
monitoring still presents several patient safety
issues, particularly in patients who may be us-
ing other medications, such as opioids or sed-
atives, which increases the risk of a life-threat-
ening adverse event. It is imperative that if ket-
amine is prescribed for home use, this be done
responsibly and that appropriate patient safety
precautions are in place prior to dosing ses-
sions.

The regulatory framework for esketamine
is an important contrast to at-home oral keta-
mine. While many ketamine providers feel
that the Risk Evaluation and Mitigation Strat-
egies (REMS) are excessive or overly burden-
some, they do provide structure for enhanced
patient safety, especially compared to at-home
oral ketamine. At a minimum, for those pro-
viders who still elect to utilize at-home oral
ketamine, partial adoption of some of the es-
ketamine REMS standards should be strongly
encouraged—specifically, intermittent obser-
vation, vital sign assessments during treat-
ment, and post-treatment safety evaluation.
Additionally, having abortive medications
pre-prescribed should be strongly recom-
mended in the event of adverse experiences.
The need for further research and standardized
protocols is essential to harness the full poten-
tial of psychedelics in mental health care. In
light of Matthew Perry's tragic death, Keta-
mine Clinics and researchers in psychedelic
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medicine must prioritize patient safety, adher-
ence to best practices, and transparency in
their operations. Striking a balance between
innovation and caution is vital to advancing
mental health treatments while mitigating po-
tential risks associated with these powerful
substances.

Matthew Perry's untimely demise serves as
a sobering reminder of the complexities sur-
rounding the use of ketamine in mental health
care. As we navigate this evolving landscape,
ketamine providers must collaborate, share
knowledge, and uphold ethical standards to
ensure that ketamine therapies and psyche-
delic research continue to offer hope and heal-
ing to those in need. This editorial calls for a
collective effort to learn from Perry's tragedy,
strengthen regulations, enhance patient care
standards, and foster responsible innovation in
the realm of ketamine clinics and psychedelic
research. Only through a concerted commit-
ment to safety and efficacy can we honor Per-
ry's memory by advancing mental health treat-
ments that positively impact individuals' lives.
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