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Abstract

ALIUS recently invited Dr. David E. Olson and Dr. David B. Yaden to discuss
whether or not the subjective effects of psychedelics are necessary for their
enduring therapeutic benefit in an interactive online discussion. The aim of this
discussion is to examine their most recent back-to-back publication wherein
Yaden & Griffiths (2021) emphasized the subjective effects of psychedelics, such
as mystical experiences, in relation to their long-lasting therapeutic effects,
whereas Olson (2021) emphasized that there are certain therapeutic benefits
related to the psychoplastogenic properties of these substances that are
unrelated to their subjective effects. We invited the authors to clarify the fine
points of their arguments and to tease out any point of disagreement between
these two perspectives. What follows is an edited transcript of their discussion.

keywords: psychedelics, psychoplastogens, subjective effects, therapeutics benefits,
treatment ethics

Although you are addressing two sides of the same coin, your back-to-back
publications are primarily aimed at questioning whether the subjective effects
play a causal role within the therapeutic process, or whether it can be
regarded as an epiphenomenon that accompanies therapeutic outcomes, but
not a principal mechanism.
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The first question is related to the subject-matter of dualism, and whether the
comparison between neuroplasticity alone versus neuroplasticity plus
subjective experience implies that there is a dichotomous relationship
between subjectivity and the neurobiological substrate. How do you define
the subjective experience, in terms of its biological function and
embeddedness within a neurobiological substrate? What is its relationship to
neuroplasticity? Are these pitted against each other within your scientific
framework in a manner that implicitly endorses dualism?

D.B. Yaden: I would like to take this one first. If you don't mind David, I
think both of us agree on so much and this particular topic of dualism was
definitely something that we agreed on from the get-go. My co-author
Roland Griffiths and T talked quite a bit about whether to include a
discussion of dualism or not at the beginning of our article. We were
constrained by word limits, but also we just thought it was so screamingly
obvious that we weren't promoting any kind of dualistic notion of
consciousness in our viewpoint that it didn't seem like we really needed to
cover this point in depth. But several of our colleagues have been worried that
people might take away the misconception that we are promoting a kind of
mind-matter dualism with our argument, and I think chat chat's just

absolutely not the case.

Basically, the question of the nature of consciousness, what it actually consists
of is referred to as the “hard problem of consciousness” and it's unclear at this
point what any kind of scientific explanation of the nature and origin of
consciousness might be. So I think it is best to take that topic and set it aside

and leave that for more of a philosophical discussion, at least in my view.

When we are talking about subjective effects we are ralking about drug
effects on what is referred to sometimes as phenomenal consciousness, the
“what it feels like” quality of being—as in, we are all looking at a screen, we
are all in rooms, we are all listening to my voice at the moment. And this is
what we mean by subjective effects, we are absolutely not referring to any
kind of sense of consciousness beyond something that is tractable, at least

theoretically, in terms of neurobiology.
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D.E. Olson: I actually think maybe it's the other way around, where the
plasticity effects are an epiphenomenon arising from subjective experience. |
think that the production of the subjective effects will inherently lead to the
plasticity effects, but the question of whether or not you can decouple those

WO 1S one we are actively pursuing.

[When I'm talking about the subjective effects of the drug] I lean on experts
like David Yaden and the questionnaires that they have developed, such as

the Mystical Experiences Questionnaire.

¢¢ D.E. Olson: | actually think maybe it's the other
way around, where the plasticity effects are an
epiphenomenon  arising  from  subjective
experience. 79

Would you treat these two phenomena of ‘the subjective’ and ‘the
neurobiological’ according to a micro-level and a macro-level explanation of
their causal role? On the one hand, neuroplasticity seems to be specific to
events that take place on the level of cells and receptors, whereas subjective
experiences seem to describe events that take place on the level of brain
states and their corresponding external correlates. Would you argue that
there is any privileged level of causation when it comes to investigating what
should be regarded as the principal mechanism of therapeutic effects?

D.B. Yaden: [ want to address at least part of your question, which still seems
to take issue with misconceptions around dualism. As we know from the
work of Paul Bloom and others, people are intuitive dualists, they think of
mind and brain as two separate things. This is also reflected in the way our
language is structured. People say things like “my brain is thinking”, and it's
difficult for people to imagine that their thoughts and feelings have a

neurobiological substrate.

This is also the kind of thing that psychologists and neuroscientists will cake

for granted when they are talking, but the vast majority of neuroscientists
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believe that even very abstract mental states are ultimately reducible to
neurobiological changes. Even if we do not speciﬁcally know the Complex
array of brain changes at a really granular level that instantiate complex
feelings, such as the sense of space, time or connectedness—these are all still

brain changes.

[ agree with David Olson about the psychoplastogenic effects of psychedelics
and that there would likely be some therapeutic benefit wich or without the
subjective effects. We also agree that the subjective effects probably are
necessary for full and enduring therapeutic effects. Cognitive and affective
processes seem to be what is conveying beneficial effects for four months or
more, and it is amazing that we see positive effects persisting for so long. That

is what makes these compounds so interesting from a clinical scandpoint.

(¢ D.B.Yaden: Even if we do not specifically know the
complex array of brain changes at a really granular
level that instantiate complex feelings, such as the
sense of space, time or connectedness—these are
all still brain changes. 7

D.E. Olson: I agree with all of the above and share the opinion that brain
states are essentially the emergent properties of circuits, buile up on cells,
built up on proteins, built up on ligands, etc. More importantly, I want to
emphasize that my argument is not that the subjective effects are

unimportant for the therapeutic response.

In fact, the subjective effects of compounds like psilocybin are probably really
important for their maximal effects. But they may not be necessary for certain
types of therapeutic responses, and whether or not that leads to maximal
efficacy is an entirely different question. I still think thac it's possible to get
enduring effects, but maybe they do not last quite as long. We just don't know

yet, as this is still an open question.
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¢¢ D.B. Yaden: | agree with David Olson about the
psychoplastogenic effects of psychedelics and
that there would likely be some therapeutic
benefit with or without the subjective effects. We
also agree that the subjective effects probably are
necessary for full and enduring therapeutic effects. 99

(¢ D.E.Olson: my argument is not that the subjective
effects are unimportant for the therapeutic
response. In fact, the subjective effects of
compounds like psilocybin are probably really
important for their maximal effects. 7

One aspect of the article that many people in the psychedelic community
appraised critically was the statement that:

“the intense subjective effects of these drugs make it unlikely that they will ever
become widespread treatments for disorders such as depression.” (Olson, 2020).

However, it seems that you agree on nearly every aspect of each other’s
perspectives. Are there any points of disagreement?

D.B. Yaden: | am also wondering whether this portrayal of the subjective
experience is intended to depict it as overall challenging and inherently risky.
While our psychometric data show that the acute stage after ingesting
psychedelics can be quite difficule and challenging, the experiences are
overall overwhelmingly positive, reaching a degree of meaning that we rarely
see in other contexts. The empirical data from these clinical trials show that
these experiences are often among the most meaningful experiences that one
can possibly have. But I can imagine there are people who have
contraindications, such as some kinds of mental disorders like psychotic
disorders or certain family histories, where the psychedelic experience would
be inappropriate. Of course, there's risk in any kind of treatment. Therefore,

[ am also curious to know David Olson’s thoughts on this matter.
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¢¢ D.B. Yaden: While our psychometric data show
that the acute stage after ingesting psychedelics
can be quite difficult and challenging, the
experiences are overall overwhelmingly positive,
reaching a degree of meaning that we rarely see
in other contexts. vy

¢ D.E. Olson: My statement also did not mean to
convey that substances such as psilocybin only
produce challenging experiences that are going to
be problematic for people. 99

D.E. Olson: I am sorry if it came across this way since it was not my intention
to portray the subjective experience as inherently challenging. My statement
also did not mean to convey that substances such as psilocybin only produce
challenging experiences that are going to be problematic for people. T am
certain that psilocybin will ultimately be approved by the Food and Drug
Administration (FDA) for some kind of indication, and I have a lot ofhope
for the patients who are going to benefit from this type of therapy. When I
say that it will not be a widespread medication, that has to do with two

factors.

The first one has to do with the fact that the subjective effects of psilocybin
make it hard to administer outside of the confines of a clinical setting. | think
that these drugs will always be administered under the care of a physician,
and it is not going to be the type of medicine you can take home and put in

your medicine cabinet like a Selective Serotonin Reuptake Inhibicor (SSRI).

The other reason is related to the healthcare costs associated with chat type
of model right now. People have to undergo fairly long preparation and
integration sessions with the clinicians, which requires a lot of time spent in

the presence of a healthcare provider. I think that it is going to be challenging
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to treat a large number of patients, and approximately 20% of the population

suffer from some type of neuropsychiatric disorder.

[ do think that some people, especially those with treatment-resistant
depression, are going to benefit greatly from things like psilocybin, and so it
will become a regular part of the psychiatrist’s arsenal. T just do not think

they will become as widespread as SSRIs.

From a clinical standpoint, there are certainly some patients for whom the
subjective effects of psychedelics may not be appropriate and may thus
benefit more from the psychoplastogenic effects. But do you think the goal
of decoupling the subjective and the psychoplastogenic effects is scientifically
feasible?

There are several studies showing that neuroplasticity is also enhanced
through exposure to enriched environments, a process that is commonly
mediated through the neurotrophic factor BDNF (Cowansage, LeDoux, &
Monfils, 2010). This type of neuroplasticity is also elicited by 5-HT2A agonists
and selectively blocked via ketanserin (Vaidya, Marek, Aghajanian, & Duman,
1997). The natural coupling between plasticity and enriched environments
may serve a crucial function in facilitating social adaptation and learning. Do
you think there is any inherent risk in disrupting the coupling between the
neuroplasticity and the subjective experience of psychedelics?

D.E. Olson: One thing I want to emphasize is that pretty much every
treatment for depression, from classical antidepressants, exercise, or acute
sleep deprivation, to next generation therapeutics like ketamine or
transcranial magnetic stimulation—chey all seem to promote neuronal
growth, particularly in the prefrontal cortex. Psychedelics just seem to be
particularly good ac this. I take it that chis question is asking how the
experience is involved in plasticity. People often ask what happens if you are
promoting plasticity in a negative context and whether this will have a

negative effect on the subjects.

Plasticity can mean a lot of different things to different people, and what I

am referring to is the ability of psychoplastogenic drugs to promote the
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growth of particular neurons. Our line of work was inspired by research on
extinction learning, where the idea is to promote plasticity in order to
enhance the extinction of a fearful memory. You might expect that if you
promote plasticity, before you do fear conditioning, this might enhance the
formation of fear memory. Originally, we thought that might happcn, but
this turned out to be false, at least in rodents. We would administer
psychedelics to rodents in an attempt to enhance fear memory that was
formed by conditioning a tone to the expectation of a mild foot shock. But
psychedelics did not enhance this fear memory, but instead enhanced the

safcty memory, or fear extinction memory.

The reason we think chis is the case is because the specific circuits involved
are different. Circuits that mediate the safecy memory involve neurons in the
prefrontal cortex that tend to grow in response to psychedelic drugs. So when
we started, we thought that psychedelic-induced plasticity would amplify all
of the subjective effects, but we surprisingly found cthac it only had
antidepressant and anxiolytic properties, regardless of whether the subjective

experience was good or bad, in rodents.

Do you think that psychedelics should be implemented as a first-line
treatment for depression, or should patients first attempt a treatment option
that does not carry the risks related to the subjective effects?

D.E. Olson: I do not necessarily think that psychedelics should be a first line
treatment, like SSRIs currently are. I think that they should rather be used
for treatment-resistant populations after something that can be adminiscered
more casily, fails, and only then moves on to the psychedelics. But I also think
that we need to do everything that we can to just make sure patients are being
treated with what they need. Another thing to consider is that psychedelic
assisted psychotherapy is contraindicated for people with psychotic illnesses
or a history of mental disorders. Psychiatric disorders have a lot of ovcrlap
and comorbidity, so there will probably be a subset of patients who will not
be able to use these treatments safely. In these particular cases, the non-

hallucinogenic version of the drug might have some advantages.
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¢ D.E. Olson: | do not necessarily think that
psychedelics should be a first-line treatment like
SSRIs currently are. | think that they should rather
be used for treatment-resistant populations after
something that can be administered more easily
fails, and only then moves on to the psychedelics. 99

D.B. Yaden: I think we both agree that for some people, the treatment
without subjective effects would be important for contraindications and
other safety reasons. On the other hand, we are mostly talking about the
ethical concerns around the risks of psychedelics without factoring in the
potential benefits. I think the attention to risk is extremely important, since
many people are not aware of them in seeking treatment for depression. But
in terms of implementing psychedelics as a treatment option, | think the
burden of proof lies on the proponents for non-subjective psychedelics, in

terms of both risks and benefits.

There is a high socioeconomic burden for society from the many people who
suffer from a mental illness in addition to the personal suffering. So there is
an argument to be made that we don't invest enough in treatments that we
know work. Psilocybin appears to be a treatment that works, though more
research is still needed, but the cost-benefit analysis may easily show that
there is an obligation to provide people with the most effective treatrment.
Maybe this is a philosophical question, but if you can provide an experience
that many people report as being the most meaningful of their entire lives, is

it unethical to withhold it from them?

There are real risks, but there are also tremendous benefits. I am open to the
possibility that psychedelics may actually be a more effective firsc line
treatment than then getting on SSRIs, but I do not think this question can
be resolved based on the current state of evidence. Either way, I am open to

both possibilities until more research is available.
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(¢ D.B.Yaden: We don'’t invest enough in treatments
that we know work. Psilocybin appears to be a
treatment that works, though more research is still
needed, but the cost-benefit analysis may easily
show that there is an obligation to provide people
with the most effective treatment. 99

A major criticism regarding the therapeutic benefits attributed to the
subjective experience is that the data are largely correlational.
Do you have any suggestions for improvements, from a methodological
standpoint?

D.B. Yaden: The first thing you learn in any statistics class is that correlation
does not equal causation. But actually, correlation can imply causation, in the
sense that it indicates there is a possibility of causation. Correlation is often
a first step along that path of determining causation, and there are certain
features of the subjective experience that do seem to predict therapeutic
responses weeks or even months later. In my opinion, this indicates that
psychedelics elicit affective or cognitive processes that could potentially go

on to have ripple effects.

In terms of testing this, it's very difficult. Our article Yaden & Griftiths (2021)
discusses the possibility of administering psychedelics under general
anesthesia, where people have little to no awareness or memory of the
subjective experience, to see whether there are persisting therapeutic effects.
This raises a lot of ethical issues, it is a bit of a risky, and fairly difficult to do
practically. But it is a basic science question, so I am actually surprised why

there has not been rodent research conducted on this topic yet.

I think this study needs to be done, and I'm very curious about the results.
My strong suspicion would be that being awake will result in much larger and
more enduring therapeutic effects than being heavily sedated. Of course, you
have to worry about drug interactions between the kind of anesthetic that's

used and the psychedelic.
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D.E. Olson: In order to experimentally determine what causes the most
enduring therapeutic effects, I think you either need to find a way to block
the subjective effects, while leaving the plasticity promoting effects intact, or
vice versa: block the plasticity promoting effects and leave the subjective
effects intact. There are a couple of ways to do this, depending on whether

you consider ketamine as a psychedelic.

The first is to administer psychedelic compounds under anesthesia, and one
way to get around the ethical issue is to look at patient populations who are
going into surgery anyway. If you count ketamine as a psychedelic, then there
are at least three studies where people were given low doses of ketamine while
they were under anesthesia. Alcthough this patient population was not being
treated for severe depression, they reported long-lasting, profound elevations
in mood. Future studies should look into this with treatment resistant patient

populations as well.

The other thing to consider is the difference between R- and S-Ketamine
enantiomers. As you may know, these are left-handed and right-handed
versions of the same molecule, and the left-handed S-enantiomer is FDA
approved for treatment-resistant depression under the brand name Spravato
by Janssen. My understanding is that this version was chosen because it has a
higher affinity to the NMDA-receptor and produces stronger subjective
effects. So it was assumed that it was going to produce greater antidepressant
effects. But it turns out that in rodents that is not the case, and in fact the R-
enantiomer which produce fewer subjective effects has a greater

antidepressant efficacy.

There are actually companies now who are dedicated to using R-ketamine as
the better version. Even in clinics, you have anecdotal reports that the
racemic combination of the two enantiomers works better than Spravaro.
This might indicate that some of the subjective effects are less important than
the other neurobiological effects, since the R-enantiomer is also a stronger
psychoplastogen. These are also just correlations, so in addition to putting

people under anesthesia to block out the subjective effects, you can produce
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psychoplastogens without any subjective effects, which is what my lab is

currently doing,

[f we want to understand the importance of plasticity effects relative to the
subjective effects, we should also find substances that produce mystical-type
experiences in the absence of enhancing neuroplasticity. It would be awesome
to find a drug like this, but as we discussed earlier, I believe that plasticity
might always result after a mystical type experience, so it is probably difficule
to decouple them in this manner. One thing that is potentially doable, is to
block growth pathways downstream of the mystical experiences, and our

research group is currently also pursuing this.

¢ D.E. Olson: There are at least three studies where
people were given low doses of ketamine while
they were under anesthesia. Although this patient
population was not being treated for severe
depression, they reported long-lasting, profound
elevations in mood. 99

It is also interesting to note that the antidepressant efficacy of ketamine has
a very different temporal profile compared to serotonergic tryptamines.
Ketamine is fast-acting, but its antidepressant effects often wear off after 1
to 2 weeks. Is there a particular reason why serotonergic tryptamines work
longer?

D.E. Olson: I have a student in my group who has a hypothesis, which he calls
“the shitty fast acting antidepressant hypothesis”. The hypothesis is cthat slow
acting antidepressants like SSRIs, are really bad at turning on the same
pathways that are triggered by substances such as ketamine. The idea is that
ketamine activates these pathways for the duracion of one or two weeks,
whereas psychedelics seem to activate these pathways for even longer. We
found that even if we do a short stimulation with these compounds, it
activates an autoregulatory circuit that keeps neuronal growth going for a

period of time.
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There is also some interesting work with animal models being done by Alex
Kwan at Yale around this topic (Phoumthipphavong et al., 2016). Their group
found that in rodents, ketamine exposure increases spine density for about a
week, which correlates nicely with the ancidepressant effects. By comparison,
the effects of psilocybin on dendritic spine density lasts for at least a month,
which correlates nicely with the fact that the antidepressant effects are also

much 1onger (Shao et a]., 2021).

D.B. Yaden: Before I scudied psychedelics, I scudied mystical type experiences
and altered states of consciousness caused by non-pharmacological criggers.
So I am also curious to know how much more psychoplastogenic psychedelic
substances are compared to other psychological experiences. Are these just
slight differences or orders of magnitude? Can you give us a sense of the effect

size and their scale? [questions directed toward David Olson]

D.E. Olson: I would say the difference is orders of magnitude compared to
other substances, like traditional SSRIs. You will see the same types of
changes in brain structure with an SSRI, but you need to administer ~ them
chronically over the course of weeks to months before you start seeing those

types of changes.

In terms of subjective experiences, I do not have a way to comment on that
because research is lacking a way to measure this. We have been focusing on
animal models for now, but there are some exciting advances that might open
future studies with a new radiotracer that labels pre-synaptic vesicles. That
might be a way to “label” synapses in the brain to look for increased
synaptogenesis in response to particular experiences or pharmacological

interventions.

D.B. Yaden: But even in the rodent literature, are there any signiﬁcant life
events, like birth or changing the environment, which produce similar levels

of plasticity as psychedelics? [question directed toward David Olson]
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D.E. Olson: Enriched environments, i.e. ﬁ]]ing their cages with a bunch of
toys for them to play with, produces lots of neuronal growth in the cortex.
So does exercise—if you expose mice to a running wheel, this also produces
neuronal growth. Nobody has done a head to head analysis on whether these
psychoplastogenic effects are comparable in degree to ketamine or
psilocybin, but they both produce robust antidepressant effects for the

rodents.

Psychedelics strongly rely on what has been termed the meaning response
(Hartogsohn, 2018), which depends on the whole set and setting in which
psychedelic action takes place (Hartogsohn, 2016). There is a recent paper
showing psychedelic experience can be induced by placebo effects that
strongly rely on contextual factors, prior expectations, and beliefs (Olson et
al., 2020). What is your take on this?

D.B. Yaden: Based on placebo research, particularly the God-helmet
experiment (Maij et al., 2019), it does not surprise me that you could convince
someone that they received a psychedelic and see them report all kinds of
vivid, subjective experiences in response.l think the study by Roland Griffichs
(2006) bears well on this issue, because it compared the effects of psilocybin
with high dose methylphenidate among psychedelic naive participants.

With a high dose of methylphenidate, you do feel substantially alcered, so I
think that it is a pretey decent active placebo control for psychedelic naive
participants. I hope there will be more studies that use active placebo
controls. But this standard might be difficule to achieve for experienced
psychedelic users. Something like a high dose of THC might help control

these expectancy effects.

D.E. Olson: I think the idea of using high dose THC is intriguing because it
18 unlikely to induce any type of plasticity, in fact it may even have the
opposite effect. It would be very interesting to use it as a placebo control, and
this is actually something that the FDA would be really interested in, because

it might help control for some of the expectations.
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Do you think that microdosing, i.e., using psychedelics on an intermittent
schedule within a sub-hallucinogenic dose range, has a therapeutic effect?

D.E. Olson: I think that using a sub-hallucinogenic dose is a good way to
control for the placebo effect, because it can also trigger the plasticity
without inducing subjective effects. We investigated microdosing in rodents
(Cameron et al, 2019) and it seemed to produce a similar type of

antidepressant and anxiolytic response as a single dose.

But it is very unclear whether this is also the case for people because there are
no placebo-controlled double-blind  clinical ¢rials on  psychedelic
microdosing to suggest that it is effective. I think the microdosing paradigm
is actually more dangerous than a single dose paradigm, because a lot of these
drugs engage the 5-HT2B recepror, which can lead to cardiovascular
valvopathy if you are using these drugs on a chronic intermittent basis

(editor’s note: this topic is discussed in detail by Kuypers et al. (2019)).

The other thing to keep in mind is that chronically stimulating these growth
pathways can actually lead to something that resembles excitotoxicity. The
brain has a very set level of excitation that it likes, so if you are constantly
exciting its pathways, you will actually see a retraction of dendritic spines in
order to lower the input to these neurons. In our study within female rodents,
we saw that a single dose of DMT causes a big growth of dendritic spines,
whereas if you administer DMT every third day for a month, you actually see

retraction of the dendritic spines. It is important to keep this in mind.

D.B. Yaden: I also think that the cardiac risks of microdosing are an
important issue to raise and wanted to emphasize that we intentionally
decided not to cover this topic in our paper because there is just no evidence
as of yet to suggest that there's substantial clinical efficacy, or really any
efficacy at all. It does appear that a certain dose is required in order to get

remarkable clinical effects.
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¢¢ D.B. Yaden: | also think that the cardiac risks of
microdosing are an important issue to raise (...) and
there is just no evidence as of yet to suggest that
there's substantial clinical efficacy, or really any
efficacy at all. 7

Thank you very much for your time. Do you have any concluding remarks?

D.B. Yaden: Well, I just want to thank you for inviting us and thank you,
David, for inviting Roland Griffiths and me to write this companion article

it was really a lot of fun to think about this topic and fun to discuss it.

My closing thought is that I think there is a lot of creativity that is required
in this space, as well as a lot of rigorous testing. And so the kind of work on
creating these new compounds that David Olson and his lab are doing is

really inspiring and absolutely necessary.

There will be individuals who cannot have subjective experiences for various
reasons, but I think by and large, we need to remember that the evidence so
far has been on psychedelics that do produce subjective effects and that these
experiences can be among the most meaningful in one's entire life. So we want

to be careful about removing these for reasons such as cost.

(¢ D.B. Yaden: | think by and large, we need to
remnember that the evidence so far has been on
psychedelics that do produce subjective effects
and that these experiences can be among the
most meaningful in one's entire life. So we want
to be careful about removing these for reasons
such as cost. %

D.E. Olson: I would also like to thank you all for the discussion and
emphasize that it was a lot of fun writing this with David Yaden and Roland
Griffichs.

ALIUS Bulletin n°s (202r) ;11ius1‘csc;11‘ch.01‘g/hu]lctin



David Olson & David Yaden — Subjcctivc and Thcmpcutic Effects 56
()f\i)sv\'chcciclics

What I really want to emphasize is the uniqueness of the community that
really cares about psychedelics. We have a lot of really smart, thoughtful
people trying to work on this probiem, which I think is reaiiy critical. And
while our two papers might seem like they are at odds with one another, after

this conversation it should be clear that we mostly agree on everything.

The thing that we definitely all agree on is that we need to do everything in
our power to treat as many patients as we can. Neuropsychiatric disorders
affect an enormous number of people and are some of the leading causes of
disability worldwide. I think we are all aiigned on trying to do whatever we
can to bring relief to patients. That is why we do this work. So hopefully,
there are going to be a lot more of these interesting conversations where we

can figure out the best way to make the world a better place.

(¢ D.E. Olson: Neuropsychiatric disorders affect an
enormous number of people and are some of the
leading causes of disability worldwide. | think we
are all aligned on trying to do whatever we can to
bring relief to patients. That is why we do this
work. 7

| want to thank both of the speakers for discussing this on-going debate and
hopefully we will have more data to address this issue soon. A reminder that
interested readers can read the initial exchange here:

i) Olson, D. E. (2021). The Subjective Effects of Psychedelics May Not
Be Necessary for Their Enduring Therapeutic Effects. ACS
Pharmacology &  Translational ~ Science, 4(2), 563-567.
https://doi.org/10.1021/acsptsci.0c00192

ii) Yaden, D. B., & Griffiths, R. R. (2021). The Subijective Effects of
Psychedelics Are Necessary for Their Enduring Therapeutic Effects.
ACS Pharmacology & Translational Science, 4(2), 568-572.
https://doi.org/10.1021/acsptsci.0c00194
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