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Psilocybin Literature Overview 
Introduction 
There were six overarching conditions identified in the in initial search: Mood disorders (major 
depression disorder, bipolar type 2 disorder), anxiety disorders, obsessive-compulsive disorder, 
substance use disorders (alcohol use disorder, tobacco use disorder), migraine, cluster 
headache, and anorexia nervosa. Both major depressive disorder and bipolar type 2 disorder 
are categorized as mood disorders, and will be discussed together. Similarly, because mood and 
anxiety disorders were considered jointly in nearly all of the identified trials, and because these 
disorders often co-occur, they are presented together as well. To compare the efficacy of 
current standard treatments and psilocybin in these identified health conditions, we reviewed 
primary randomized controlled trials (RCTs) investigating the use of psilocybin as a treatment, 
along with meta-analyses and systematic reviews. However, there were no RCTs identified 
investigating psilocybin as a treatment for obsessive-compulsive disorder, tobacco use disorder, 
migraine, or anorexia nervosa, and so these conditions were not further explored. 

Mood and Anxiety Disorders 
Nine RCTs, as well as four publications with additional data from some of these trials, 
investigating mood and/or anxiety disorders were identified and analyzed1-13. Mood disorders 
included major depressive disorder, including treatment-resistant major depressive disorder, 
and bipolar type 2 disorder. Anxiety disorders typically included generalized anxiety disorder, 
but often included any DSM-diagnosed anxiety disorder. Some of these experiments were 
conducted in populations also experiencing life-threatening illnesses, such as cancer. A total of 
597 participants were included from the nine RCTs. All of the included trials utilized a 
therapeutic component before and after the one, two, or sometimes three doses of psilocybin. 
Six studies provided one session with the drug, and three studies provided participants with 
two psilocybin sessions. One of these studies used a primary endpoint of one drug session, but 
allowed participants to have a second or third session if they chose. All trials had at least one 
preparatory psychotherapeutic session, along with one to three integrative post-treatment 
psychotherapy sessions. 

Doses ranged from 1-3 milligrams (mg) as an active control to 10-30 mg as an experimental 
dose. Some studies dosed instead by body weight (BW), ranging from 0.2 mg/kg BW to 0.4 
mg/kg BW. Only two of the included studies employed a true control, in which one group 
received only the placebo and never received psilocybin. Most either used active control doses, 
a wait-list control condition, or a crossover component, meaning that by the end of the trial all 
participants had received some dose of the drug. This is because, given the nature psilocybin, 
drug effects or lack thereof are often apparent, and difficult to control for. However, many of 
these studies (e.g., waitlist control trials and crossover studies) used a primary endpoint where 
only one group had received the drug. A waitlist controlled trial is one where one group 
receives the treatment immediately, while the other waits a certain amount of time to receive 
the drug. The effects of the drug are then compared between those who have received the 



2  

treatment and those who have not (yet). A crossover trial is one where one group receives the 
experimental drug and one group receives a placebo, then they go through the whole 
experiment. After this has concluded, the groups switch and the experiment is repeated. In 
both of these cases, the primary end point is before the control group has received psilocybin. 
However, long-term follow-up is not possible because all participants have received psilocybin 
by the end of the whole trial. 

Of the 597 total participants, 370 received the experimental dose of psilocybin, while 518 
received any dose (i.e., received an active control dose, were in the waitlist condition, or a 
crossover trial). Most studies measured depression through the Montgomery–Åsberg 
Depression Rating Scale (MADRS), comparing between baseline and endpoint scores within the 
treatment groups, as well as between the treatment groups. Other measurement scales 
included the Beck's Depression Inventory, the Hamilton Depression Rating Scale, the Hamilton 
Anxiety, Rating Scale, and the State-Trait Anxiety Inventory. All of the included studies 
ultimately indicated a beneficial effect of psilocybin, in conjunction with therapy, on measures 
of depression and anxiety. That is, all studies reported that psilocybin-assisted therapy resulted 
in a decrease in these symptoms from baseline to the endpoint of the studies, and most found 
that there were statistical differences in these decreases when comparing between the 
experimental and control groups. 

Comparison of Efficacy, Mood and Anxiety Disorders 
Major depressive disorder is typically treated with medications (antidepressants) and/or 
psychotherapy14. Psychotherapy is typically cognitive behavioral therapy (CBT), but can include 
other forms. Treatment-resistant depression is operationally defined as failure of at least two 
courses of treatment7. This type of depression is often treated with brain stimulation, including 
electroconvulsive therapy (ECT) and repetitive transcranial magnetic stimulation (rTMS). 
Recently, a new form of treatment has been approved by the FDA, intranasal esketamine. 
Finally, antipsychotic or anticonvulsant medications may be taken in conjunction with standard 
antidepressants. Bipolar type 2 disorder can be treated with antidepressant medications, 
psychotherapy, or certain other mood stabilizers, like lithium or valproate15. However, while 
individuals with bipolar type 2 disorder were included in one study12, there have been no RCTs 
designed to specifically investigate the use of psilocybin as a treatment for this condition. 
Anxiety disorders are typically treated with psychotherapy (CBT, others), medication 
(antidepressants, anti-anxiety medications, beta-blockers), or a combination of the two16.  

One RCT directly compared psilocybin-assisted therapy against a current standard medication 
for depression, and found that participants in both treatment groups improved equally, with no 
statistical difference4 (see next section). Meta-analyses investigating the efficacy of psilocybin-
assisted therapy as compared with a placebo condition can be found in the literature, all of 
which conclude that the treatment is statistically superior to a control condition17-19. However, 
no meta-analyses directly comparing this treatment against current standard treatments 
currently exist. In the meantime, discussions around meta-analyses for psilocybin-assisted 
therapy and those on current treatments are presented. 

Direct Comparison of Efficacy of Psilocybin-Assisted Therapy and 
Standard Treatment 
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One RCT directly compared psilocybin-assisted therapy to a current standard treatment (the 
antidepressant medication escitalopram) for major depressive disorder (MDD)4. A total of 59 
participants with MDD were assigned to either the psilocybin treatment group (n=30) or the 
escitalopram treatment group (n=29). The trial consisted of six visits over a period of six weeks, 
with two of these visits being drug treatment sessions. Participants received one session of 
psychological support 7-10 days before the start of the trial. In the first drug treatment session 
all participants, regardless of group, received psilocybin. While the psilocybin group received 
the full experimental dose of 25 mg, the escitalopram group only received 1 mg. This was to 
control for the effects of psilocybin. All participants were then given either placebo pills 
(psilocybin group) or escitalopram pills (10 mg; escitalopram group) to take daily until the next 
drug treatment session. Two follow-up visits occurred in the two weeks after this session. Three 
weeks after the session, participants returned for the second drug treatment session. Again, 
participants received either 25 mg or 1 mg of psilocybin, and were give more placebo or 
escitalopram pills, respectively, to take daily for the next three weeks until the final follow-up 
session. 

Researchers analyzed the change in depressive symptomology between baseline and the end of 
the trial in the two groups, and statistically compared them. While depression scores decreased 
in both groups, there was no statistical difference between the two. The researchers also 
assessed both response and remission rates. Response was defined as a reduction of >50 % in 
the primary depression rating at the primary endpoint compared to baseline. Remission was 
defined as when a participant scored below a certain threshold on the depression scale used in 
the study. At the six week measurement, a response occurred in 70% of the participants in the 
psilocybin group and in 48% of those in the escitalopram group. Remission occurred in 57% of 
the psilocybin group and in 28% of those in the escitalopram group. Again, there were no 
statistical differences between these measurements. 

The lack of difference between the two treatments in a head-to-head comparison suggests that 
psilocybin-assisted therapy is at least as efficacious as escitalopram, over a six week course of 
treatment. However, a placebo control condition was not included in the study. 

Meta-Analyses, Psilocybin for Mood and Anxiety Disorders 
Three meta-analyses were evaluated17-19, all of which evaluated the RCTs included in the RCT 
portion of this current report, with the exception of one12, as well as additional non-RCTs. All 
found that psilocybin produced beneficial effects on symptoms of both anxiety and depression, 
and these effects were statistically greater than the placebo condition. Furthermore, those in 
the psilocybin condition saw notable decreases in symptomology between baseline and the 
endpoint. One meta-analysis analyzed outcomes using effect sizes19, which are a statistical 
measure of the magnitude of differences between two populations. This analysis used Hedge's 
g statistic. Effect sizes are typically considered small if they are 0.2 or less, medium if they are 
around 0.5, large if they are 0.8, very large if they are 1.2, and huge if they are 2.0 and above. 
Values can be negative, with the magnitude ranges being the same (i.e., the further away from 
0, the greater the effect). The study calculated the difference in scores between baseline and 
the end of the treatment for each condition (psilocybin and control), and statistically compared 
these values. When comparing between the two conditions, they found large reductions in 
both depression (g=0.83) and anxiety (g=0.82) in response to psilocybin, as compared with the 
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control group. When looking just at the difference in scores between pre- and post-treatment 
in the psilocybin groups, there was again a very large reduction in depression (g=1.47) and 
anxiety (g=1.38).    

Along with evaluating the change in depression and/or anxiety scores, many of these studies 
also assessed the response and remission rates. Response to the treatment was typically 
defined as a greater than 50% decrease in the measured depression or anxiety score relative to 
baseline, and remission was defined as a drop to or below a pre-defined (low) score on those 
same scales. One meta-analysis evaluating eight of the nine above RCTs, along with one non-
RCT, calculated these values in depression scores, and determined that the response rate 
following psilocybin was 57%, as compared with 22% in those who were in control conditions. 
Similarly, remission rates were higher in those who received psilocybin (45%) versus those who 
were in the control conditions (14%)17. 

Meta-Analyses, Current Treatments for Mood Disorders 
One meta-analysis evaluated 21 different antidepressants, versus placebo, in the efficacy of 
treatment for major depressive disorder20. A total of 522 double-blind, placebo-controlled 
RCTs, with a total of 116,477 participants, were analyzed. Of these, 87,052 participants received 
the intervention and 29,425 received a placebo. The study estimated summary odds ratios 
(ORs); an OR of 1 indicates no difference between drug and placebo, an OR above 1 favors the 
treatment, and an OR below 1 favors the placebo. Furthermore, an OR of 1.5 is considered a 
small effect size, while an OR of 2.5 indicates a medium effect size, and OR of 4 represent a high 
effect size. The study found that all of the analyzed antidepressants were more effective than 
placebo, with ORs ranging between 2.13 for the most-efficacious and 1.37 for the least 
efficacious, all of which are considered medium-low to low effect sizes. Another meta-analysis 
evaluated the effects of psychotherapy, with or without concomitant antidepressants, on 
MDD21. Again using ORs, they found that combined psychotherapy with antidepressants 
significantly outperformed antidepressants alone, and had an OR of 2.93, corresponding to a 
medium effect size. Combined psychotherapy with antidepressants resulted in an equal 
response to treatment compared with psychotherapy alone at six months, with an OR of 1.42, 
considered a low effect size. 

Treatment-resistant depression (TRD), typically defined as MDD that does not respond to at 
least two different courses of treatment, may require further intervention (see above). A meta-
analysis investigating the efficacy of electroconvulsive therapy (ECT) versus sham, placebo, or 
antidepressant therapy was evaluated22. Using ORs, the study found that the OR of a positive 
response to ECT was 4.77, which can be considered a large effect size, and was statistically 
better than placebo. The comparison of ECT versus antidepressants in general demonstrated a 
significant superior effect of ECT as well, with an OR of 3.72, considered medium-to-large. 
Another intervention for TRD is repetitive transcranial magnetic stimulation (rTMS). A meta-
analysis investigating this treatment on response and remission rates in TRD was evaluated23. 
This study used risk ratios; the risk ratio (RR) compares the risk of a health event among one 
group (e.g., treatment group) with the risk among another group (e.g., control). In our case, a 
risk ratio of 1.0 indicates identical risk, whereas a number greater than one favors psilocybin, 
and less than one favors the control. This study found that the RR for response was 2.25, and 
the RR for remission was 2.78, both in favor of rTMS over sham treatment. Another type of 
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treatment used in TRD is atypical antipsychotic medications. A meta evaluating ORs in these 
types of treatments versus placebo was assessed24, and all medications were found to be more 
effective than placebo, with ORs ranging from -0.43 to -0.27 (here, a negative OR indicated that 
the medication was favorable to placebo, but still considered a low effect size). Finally, TRD 
may, as of recently, be treated with intranasal esketamine. A meta-analysis investigating the 
efficacy of this treatment as an adjunct to current treatment, compared against a control 
condition, was assessed25. This study used effect sizes (see above), and found that adjunctive 
treatment with intranasal esketamine was significantly more effective than placebo, with an 
effect size of -0.24, indicating a small effect size. 

Meta-Analyses, Current Treatments for Anxiety Disorders 
In the treatment of anxiety disorders, a meta-analysis investigating the effect of CBT on anxiety 
was evaluated26. This study calculated the effect size between the changes in disorder 
symptoms from baseline to the end of treatment. Using Hedge's g (see above) the analysis 
indicated a medium effect size (g=0.56) of CBT on symptoms of anxiety. They also included 
measures of efficacy of CBT (without concomitant medication) on depressive symptoms, and 
found a small-to-medium effect size (g=0.31). Another meta-analysis  investigating 
pharmacotherapy (without psychotherapy) as a treatment for anxiety disorders found that in 
general, pharmacotherapy has an effect size of 0.39 when comparing the difference in scores 
from baseline to the end of treatment between the treatment and control conditions27. A meta-
analysis investigating the effects of psychotherapy and pharmacotherapy separately, as well as 
combined, was evaluated also28. Like the previous studies, this one compared the changes in 
anxiety symptomology from baseline to the end of treatment between the treatment and 
control conditions through effect sizes. In general, medications also were associated with a 
significantly higher effect size (d=2.02) than psychotherapies (d=1.22) in treating anxiety 
disorders. When psychotherapy and pharmacotherapy were combined the effect size was 2.12. 
All of these are considered very large to huge effect sizes. 

Alcohol Use Disorder 
One phase II, double-blind, placebo-controlled RCT investigating psilocybin, with a 
psychotherapeutic component, as a treatment for alcohol use disorder (AUD) was analyzed29. A 
total of 95 participants with a diagnosis of AUD were randomized to one of two groups, 
psilocybin (n=49) or placebo (diphenhydramine; n=46). All participants received four sessions of 
psychotherapy before treatment, two eight-hour sessions with the drug (separated by four 
weeks), and finally four non-drug follow-up psychotherapy sessions. Psilocybin doses were 
calculated by participant body weight (BW). During the first drug session participants received 
25 mg/70kg BW, with the option to increase to 50 mg/70kg BW at the second session. The 
study assessed the percentage of heavy drinking days, the percentage of total drinking days, 
and the mean drinks per day over the following 32 weeks. By the end of this timeframe, the 
percentage of heavy drinking days was 9.7% for the psilocybin group and 23.6% for the control 
group; this was statistically different. The psilocybin group also had statistically fewer drinks per 
day than the control group, and neared a statistical difference for the percentage of total 
drinking days. One secondary outcome investigated was abstinence. While there was no 
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statistical difference in this measure between the psilocybin and control groups, there was a 
trend towards improvement following psilocybin. 

Two systematic reviews30,31 discussing the above-mentioned RCT, as well as one non-RCT32, 
were analyzed. This non-RCT was a pilot study wherein all participants (n=10) received 
psilocybin-assisted therapy, following the same design as above. Like the RCT, this study found 
a statistically significant decrease in the percentage of total drinking days and the percentage of 
heavy drinking days when compared against baseline measurements. These measurements 
remained at this lower level 36 weeks after the treatment32. 

While there were some adverse effects in response to psilocybin treatment, these were 
considered mild-to-moderate. During treatment these were commonly anxiety and nausea or 
other gastrointestinal distress. Headaches occasionally occurred within 48 hours of 
treatment29,32, along with some acute insomnia32. Psilocybin also resulted in a temporary 
increase in blood pressure and heart rate during treatment29. While there were no serious 
adverse effects associated with psilocybin treatment, one participant reported transient, 
passive suicidal ideation, which resolved without incident32. 

Comparison of Efficacy, Alcohol Use Disorder 
Current treatments include three medications (naltrexone, acamprosate, and disulfiram) as well 
as cognitive behavioral therapy (CBT), which is often used in conjunction with medication33. 
There have been no meta-analyses directly comparing the efficacy of psilocybin as a treatment 
for AUD against current standard treatments, and therefore a 1:1 comparison of efficacy with 
the single RCT investigating psilocybin-assisted therapy cannot be made at the moment. 
However, we can make imperfect comparisons.  

One meta-analysis evaluated the efficacy of several pharmacotherapies for treating alcohol use 
disorder, including naltrexone, acamprosate, and disulfiram34. This meta-analysis analyzed 118 
RCTs, consisting of 20,976 participants. To compare the efficacy of these treatments against 
placebo conditions, they calculated the weighted mean difference (WMD); this measure 
describes the difference between the means of treatment groups, after weighing individual 
studies.  

In looking at the percentage of heavy drinking days, the WMD comparing any dose of 
naltrexone against placebo found that , there was a mean of nearly 4% fewer heavy drinking 
days when using naltrexone, and a mean of just over 3% fewer heavy drinking days when using 
acamprosate34. A similar statistic was used in the psilocybin-assisted therapy study, though 
because this was a single study the measurement was simply the difference between means 
(unweighted). The mean difference in the number of heavy drinking days between the 
psilocybin and control groups was nearly 14%29. In looking at the percentage of any drinking 
days, the WMD indicated 4.5% fewer drinking days when receiving naltrexone and just over 8% 
fewer drinking days following acamprosate34. In comparison, psilocybin group had just over 
13% fewer drinking days than the control condition29. Finally, evaluating the number of drinks 
per day, the WMD indicated that there was an average of almost one less drink per day in those 
receiving naltrexone as compared with placebo, while those who received acamprosate drank 
an average of 0.6 more drinks per day than those in the placebo group34. In the comparison of 
psilocybin versus control, the mean difference indicated that the psilocybin group drank an 
average of one drink less per day than the control group29.   
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Another meta-analysis investigating the effect of combining pharmacotherapy with cognitive 
behavioral therapy (CBT) was analyzed35. The authors included 30 RCTs; 15 of these trials 
focused on AUD while the remaining 15 investigated either cocaine or opioid use disorders. The 
authors did not separate the analysis by type of substance use disorder, so the following 
statistics include results from those trials on cocaine and opioid use disorders. Furthermore, 
this meta-analysis evaluated the frequency of substance use as one unit, rather than isolating 
(for example) heavy drinking from total drinking. This study also used effect sizes (see Mood 
Disorders section for scale) rather than weighted mean differences. Comparing between CBT 
plus pharmacotherapy and usual care plus pharmacotherapy, the effect for CBT on 
posttreatment frequency of use outcomes was small but statistically significant (g=0.18)35. As a 
comparison, in the RCT, the percentage of total drinking days between the psilocybin and 
control groups resulted in an effect size of 0.4, in favor of psilocybin. Furthermore, the 
percentage of heavy drinking days following psilocybin versus the control group resulted in an 
effect size of 0.52. Additionally, in the meta-analysis, when looking at the quantity of substance 
use after treatment, the effects were small to moderate, but significant (g=0.28)35. Comparing 
the mean drinks per day between the psilocybin and control groups in the RCT, the effect size 
was 0.54, again in favor of psilocybin29. 

Cluster Headache 
One exploratory, double-blind, placebo-controlled RCT investigating the use of psilocybin as a 
treatment for cluster headache was found36. A total of 16 participants were randomly assigned 
to either the psilocybin group (n=8) or the placebo group (n=8). Starting 14 days before the first 
experimental session, and lasting until the end of the experiment, participants kept a headache 
diary in which they logged the date, time, duration, and intensity of every cluster headache. 
Psilocybin was dosed by body weight (BW) (0.143 mg/kg BW), and treatment occurred over 
three 6-hour experimental sessions, each separated by approximately 5 days. While there was a 
reduction in attack frequency of cluster headache in the psilocybin group in the three weeks 
after the first session, there was no statistical difference in cluster headache frequency 
between the two groups. This was true for the measure of duration and intensity as well. Most 
frequent reports of adverse effects were mild-to-moderate and typically occurred during 
treatment. These included nausea and anxiety. Some participants also reported fatigue the 
following day. One participant experienced paranoia, but this resolved with staff support. 
Psilocybin increased blood pressure and heart rate, but there were no serious adverse effects 
reported. 

The authors of this study conducted an extension experiment, in which 10 of participants 
returned for another psilocybin pulse regimen37. However, this extension was not an RCT; all 
participants received psilocybin this time (10 mg per session, for three sessions). While the 
authors reported a 50% decrease in cluster headache attack frequency at the end of this second 
round of treatment, the baseline attack frequency as measured at the start of the extension 
study was approximately double that measured in the initial study, a measurement that was 
statistically significant. Interestingly, the most frequently reported adverse effect both during 
treatment and in the following day was cluster headache. Otherwise, adverse effects were 
largely the same as the initial study, including cardiovascular effects37. 
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Comparison of Efficacy, Cluster Headache 
Cluster headaches are difficult to successfully treat, but are conventionally treated with triptan 
drugs, oxygen therapy, and non-invasive vagus nerve stimulation injections38. There have been 
no meta-analyses directly comparing the efficacy of psilocybin as a treatment for cluster 
headaches against current standard treatments. However, the single RCT identified found no 
statistical difference between psilocybin treatment and the control condition, therefore, we 
cannot compare the efficacy of psilocybin against current standard treatments for cluster 
headache at this time. 

Overall Risks of Psilocybin as a Treatment 

Risks in Clinical Trials 
To review, while there were some adverse effects associated with psilocybin treatment in the 
RCTs, most effects were considered mild-to-moderate. The most commonly reported events 
during treatment were headache, nausea, dizziness, and fatigue. A recent meta-analysis 
concluded that these effects were statistically more likely to occur following psilocybin as 
opposed to the control condition39. Occasionally there were reports of anxiety, visual 
perceptual effects, migraine, and gastrointestinal effects. Negative effects appeared to be dose 
dependent; higher doses of psilocybin were associated a greater number and intensity of 
adverse effects. Only a few participants experienced more severe effects, including panic attack 
and paranoia; however, a single therapeutic dose of psilocybin is not statistically associated 
with paranoia39. 

While most adverse effects occurred only during the treatment and resolved on their own, 
headache was reported to linger for a few days after the treatment in most studies. These 
effects, particularly headache, were found to occur in studies of healthy individuals as well, and 
again were dose-dependent40,41. In the RCT that directly compared psilocybin to escitalopram 
(see above, Mood Disorders section), the percentage of patients who experienced anxiety, dry 
mouth, sexual dysfunction, or reduced emotional responsiveness were all higher in the 
escitalopram group than the psilocybin group4.  

Because these trials included individuals with treatment-resistant depression (TRD), there were 
a handful of reports of suicidal ideation, behavior, or self-injury, both in psilocybin and control 
groups. Individuals with TRD are often at an increased risk of suicidal ideation. Increased suicide 
risk with serotonergic antidepressant drugs has been a noted concern in the literature. 
Something to pay attention to, particularly regarding TRD, is that these individuals have been 
through several rounds of ineffective treatment, and may consider psychedelics as a last resort. 
Given the recent media hype around psychedelics as “cure-all” drugs, it is conceivable that if 
psilocybin-assisted treatment is perceived as being ineffectual as well, demoralization and 
hopelessness (and potentially further suicidal behavior) may ensue in this population42. 

In the RCTs, psilocybin treatment was found to increase blood pressure and heart rate as 
compared with the control condition, but these increases were considered mild and did not 
require medical intervention. However, more research regarding the effects of psilocybin with 
serotonin receptors in the cardiovascular system is necessary. Most RCTs have excluded 
participants with known cardiovascular disease, and therefore the effect of psilocybin in 
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serotonin-related cardiotoxicity is unclear. The potential for psilocybin to induce arrhythmia, as 
well as platelet aggregation, needs further investigation43.  

In healthy subjects, psilocybin administration has been suggested as use to model early 
psychosis or schizophrenia through the engagement of serotonin 2A receptors in particular 
regions of the brain44,45, as well as mimicking the neural functional connectivity patterns of 
these psychotic and/or schizophrenic states46,47. However, a meta-analysis of the effects of 
psilocybin on “healthy” volunteers concluded that the administration of moderate doses of 
psilocybin was associated with an acceptable level of risk, with the side effects mirroring those 
seen in the above-mentioned RCTs48. Another RCT investigating the effects of the drug in 
healthy individuals found that psilocybin statistically reduced concentrations of certain pro-
inflammatory cytokines, with some of these drops occurring immediately, and some of the 
decreased levels persisting up to a week after treatment49. The researchers hypothesized that 
the persisting effects of psilocybin on biomarkers of inflammation may play a part in the 
antidepressant effects of the drug. 

Drug-Drug Interactions 
Though interacting with the serotonin system, the use of psilocybin appears unlikely to result in 
serotonin toxicity, as psilocybin does not contain monoamine oxidase inhibitors50. Interestingly, 
pre-treatment with escitalopram appears to weaken the negative drug effects of psilocybin, 
including anxiety and adverse cardiovascular effects, with no effect on the positive mood 
effects of psilocybin51. However, SSRIs or serotonin norepinephrine reuptake inhibitors (SNRIs) 
taken concurrently, or within three months of discontinuation, with psilocybin may weaken the 
overall effect of the drug52. An open-label, non-RCT investigated the efficacy of 25 mg of 
psilocybin (with a therapeutic component) adjunct to an SSRI53, and found that participants 
reached clinically meaningful improvements in depression severity without any serious adverse 
effects. Certain antipsychotic medications (e.g., chlorpromazine), as well as GABAergic agents 
(e.g., benzodiazepines) have been shown to attenuate the drug effects of psilocybin54,55. 

Abuse Potential and Toxicity 
Psilocybin does not appear to have great abuse potential; particularly, reports of acute 
elevations of anxiety in some patients are predictive of low abuse potential, as well as a sense 
of contentment following taking the drug. Together, these are not suggestive of a strong 
motivation for repeated and/or chronic use56. Physical dependence to and withdrawal from 
psilocybin have not been documented. Psilocybin carries a low risk of overdose toxicity. 
Poisoning from mushrooms containing psilocybin appears to be rare, though acute negative 
physiological and psychological reactions can occur57,58. The lethal dose in humans has been 
theoretically estimated to be approximately 1000 times an effective dose59. This corresponds to 
an amount that is likely not possible for an individual to consume when in the form of 
psilocybin-containing mushrooms. There are only very few reported cases of fatality following 
ingestion of psilocybin-containing mushrooms: one case of acute overdose poisoning occurred 
in an individual who had previously received a heart transplant60 and another occurred after an 
individual ingested a large amount of psilocybin-containing mushrooms and jumped from a two 
story building61. 
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Negative Effects Outside of the Clinic 
While rare, two cases of Tako-Tsubo cardiomyopathy following the consumption of 
psychoactive fungi have been reported62,63. Two cases of rhabdomyolysis following ingestion of 
large amounts of psilocybin-containing mushrooms have also been reported; one occurred in 
an individual that experienced concurrent psilocybin-induced psychosis64, and one occurred in 
an individual with hepatitis C, resulting in acute renal failure, posterior encephalopathy with 
cortical blindness, all of which were treated successfully65. However, a clinical trial investigating 
the pharmacokinetics indicated that, at clinical doses, renal clearance of intact psilocin 
accounted for less than 2% of the total clearance, suggesting that no dose reduction is needed 
for subjects with even mild-to-moderate renal impairment66. Similar to LSD, negative effects of 
psilocybin appear more likely to occur outside of a controlled environment, by those who are 
unexperienced or unprepared, or those with or predisposed to psychotic disorders56. A recent 
incident involving a pilot for Alaska Airlines further highlights the need for awareness of the 
“set and setting,” referring to the mindset of the individual and the physical location, in taking 
this substance. If an individual is in a state of crisis or instability, psilocybin-containing 
mushrooms, without appropriate support, may further destabilize the individual67. In terms of 
emergency room visits, the only predictor associated with higher risk of emergency medical 
presentations is young age68. There was one report in the literature of an 18-year-old individual 
experiencing hallucinogen persisting perception disorder after consumption of psilocybin-
containing mushrooms and cannabis together, which persisted for more than eight months 
before spontaneously resolving69. 

Risks of Current Standard Treatments 
Adverse effects in response to standard treatments for major depressive disorder, anxiety 
disorders, and alcohol use disorder can be found in the LSD Literature Overview document (see 
April 2024 Task Force meeting materials), and so will not be summarized here. 

An additional standard treatment for bipolar disorder, including bipolar type 2 disorder, is the 
use of mood stabilizers (e.g., lithium). Adverse effects of lithium treatment include tremor, 
nausea, fatigue, increased appetite, increased white blood-cell count, thirst, and increased 
frequency of urination. There are some reports of decreased cognitive functions. Lithium 
should not be used by individuals who have, or have had, acute myocardial infarction, acute 
kidney failure, or certain rare disorders of heart rhythm70. 

Treatment-resistant depression often employs additional attempts at treatment above 
antidepressants and psychotherapy. Other interventions include ECT, rTMS, and, as of recently, 
intranasal ketamine. Common acute adverse effects in response to ECT include headache, 
nausea, myalgia, and confusion; oftentimes these symptoms resolve on their own. Occasionally, 
retrograde amnesia may persist. Serious, but less common, adverse effects include 
cardiovascular, pulmonary, and cerebrovascular events71. Common adverse effects following 
rTMS include headache and scalp pain. More serious effects include seizures and hypomania, 
though the incidence of these more major adverse effects is low. Rarely, the procedure can 
result in transient increases in auditory threshold, the use of earplugs can mitigate this effect72. 
Finally, intranasal ketamine can result in dissociation, nausea, vertigo, dysgeusia, and 
dizziness73. 



1 1  

References 
1. Grob, C. S., Danforth, A. L., Chopra, G. S., Hagerty, M., McKay, C. R., Halberstadt, A. L., & 

Greer, G. R. (2011). Pilot study of psilocybin treatment for anxiety in patients with 
advanced-stage cancer. Archives of general psychiatry, 68(1), 71-78. 

2. Griffiths, R. R., Johnson, M. W., Carducci, M. A., Umbricht, A., Richards, W. A., Richards, 
B. D., ... & Klinedinst, M. A. (2016). Psilocybin produces substantial and sustained 
decreases in depression and anxiety in patients with life-threatening cancer: A 
randomized double-blind trial. Journal of psychopharmacology, 30(12), 1181-1197. 

3. Ross, S., Bossis, A., Guss, J., Agin-Liebes, G., Malone, T., Cohen, B., ... & Schmidt, B. L. 
(2016). Rapid and sustained symptom reduction following psilocybin treatment for 
anxiety and depression in patients with life-threatening cancer: a randomized controlled 
trial. Journal of psychopharmacology, 30(12), 1165-1180. 

4. Carhart-Harris, R., Giribaldi, B., Watts, R., Baker-Jones, M., Murphy-Beiner, A., Murphy, 
R., ... & Nutt, D. J. (2021). Trial of psilocybin versus escitalopram for depression. New 
England Journal of Medicine, 384(15), 1402-1411. 

5. Davis, A. K., Barrett, F. S., May, D. G., Cosimano, M. P., Sepeda, N. D., Johnson, M. W., ... 
& Griffiths, R. R. (2021). Effects of psilocybin-assisted therapy on major depressive 
disorder: a randomized clinical trial. JAMA psychiatry, 78(5), 481-489. 

6. Ross, S., Agin-Liebes, G., Lo, S., Zeifman, R. J., Ghazal, L., Benville, J., ... & Mennenga, S. E. 
(2021). Acute and sustained reductions in loss of meaning and suicidal ideation 
following psilocybin-assisted psychotherapy for psychiatric and existential distress in 
life-threatening cancer. ACS pharmacology & translational science, 4(2), 553-562. 

7. Goodwin, G. M., Aaronson, S. T., Alvarez, O., Arden, P. C., Baker, A., Bennett, J. C., ... & 
Malievskaia, E. (2022). Single-dose psilocybin for a treatment-resistant episode of major 
depression. New England Journal of Medicine, 387(18), 1637-1648. 

8. Gukasyan, N., Davis, A. K., Barrett, F. S., Cosimano, M. P., Sepeda, N. D., Johnson, M. W., 
& Griffiths, R. R. (2022). Efficacy and safety of psilocybin-assisted treatment for major 
depressive disorder: Prospective 12-month follow-up. Journal of Psychopharmacology, 
36(2), 151-158. 

9. Goodwin, G. M., Aaronson, S. T., Alvarez, O., Atli, M., Bennett, J. C., Croal, M., ... & 
Malievskaia, E. (2023). Single-dose psilocybin for a treatment-resistant episode of major 
depression: Impact on patient-reported depression severity, anxiety, function, and 
quality of life. Journal of affective disorders, 327, 120-127. 

10. Raison, C. L., Sanacora, G., Woolley, J., Heinzerling, K., Dunlop, B. W., Brown, R. T., ... & 
Griffiths, R. R. (2023). Single-dose psilocybin treatment for major depressive disorder: A 
randomized clinical trial. Jama, 330(9), 843-853. 

11. von Rotz, R., Schindowski, E. M., Jungwirth, J., Schuldt, A., Rieser, N. M., Zahoranszky, K., 
... & Vollenweider, F. X. (2023). Single-dose psilocybin-assisted therapy in major 
depressive disorder: a placebo-controlled, double-blind, randomised clinical trial. 
EClinicalMedicine, 56. 



1 2  

12. Rosenblat, J. D., Meshkat, S., Doyle, Z., Kaczmarek, E., Brudner, R. M., Kratiuk, K., ... & 
McIntyre, R. S. (2024). Psilocybin-assisted psychotherapy for treatment resistant 
depression: A randomized clinical trial evaluating repeated doses of psilocybin. Med. 

13. Weiss, B., Ginige, I., Shannon, L., Giribaldi, B., Murphy-Beiner, A., Murphy, R., ... & 
Erritzoe, D. (2024). Personality change in a trial of psilocybin therapy v. escitalopram 
treatment for depression. Psychological medicine, 54(1), 178-192 

14. National Institute of Mental Health (NIMH). (2024a). Depression. Retrieved from 
https://www.nimh.nih.gov/health/topics/depression#:~:text=Depression%20is%20usual
ly%20treated%20with,a%20combination%20of%20the%20two. 

15. National Institute of Mental Health (NIMH). (2024b). Bipolar disorder. Retrieved from 
https://www.nimh.nih.gov/health/topics/bipolar-disorder. 

16. National Institute of Mental Health. (2024c). Anxiety disorders. Retrieved from 
https://www.nimh.nih.gov/health/topics/anxiety-
disorders#:~:text=Cognitive%20behavioral%20therapy&text=It%20teaches%20people%
20different%20ways,used%20to%20treat%20anxiety%20disorders. 

17. Haikazian, S., Chen-Li, D. C., Johnson, D. E., Fancy, F., Levinta, A., Husain, M. I., ... & 
Rosenblat, J. D. (2023). Psilocybin-assisted therapy for depression: A systematic review 
and meta-analysis. Psychiatry Research, 115531. 

18. Vargas, A. S., Luís, Â., Barroso, M., Gallardo, E., & Pereira, L. (2020). Psilocybin as a new 
approach to treat depression and anxiety in the context of life-threatening diseases—a 
systematic review and meta-analysis of clinical trials. Biomedicines, 8(9), 331. 

19. Goldberg, S. B., Pace, B. T., Nicholas, C. R., Raison, C. L., & Hutson, P. R. (2020). The 
experimental effects of psilocybin on symptoms of anxiety and depression: A meta-
analysis. Psychiatry research, 284, 112749. 

20. Cipriani, A., Furukawa, T. A., Salanti, G., Geddes, J. R., Higgins, J. P., Churchill, R., ... & 
Barbui, C. (2009). Comparative efficacy and acceptability of 12 new-generation 
antidepressants: a multiple-treatments meta-analysis. The Lancet, 373(9665), 746-758. 

21. Karyotaki, E., Smit, Y., Henningsen, K. H., Huibers, M. J. H., Robays, J., De Beurs, D., & 
Cuijpers, P. (2016). Combining pharmacotherapy and psychotherapy or monotherapy 
for major depression? A meta-analysis on the long-term effects. Journal of Affective 
Disorders, 194, 144-152. 

22. Pagnin, D., de Queiroz, V., Pini, S., & Cassano, G. B. (2008). Efficacy of ECT in depression: 
a meta-analytic review. Focus, 6(1), 155-162. 

23. Vida, R. G., Sághy, E., Bella, R., Kovács, S., Erdősi, D., Józwiak-Hagymásy, J., ... & Voros, V. 
(2023). Efficacy of repetitive transcranial magnetic stimulation (rTMS) adjunctive 
therapy for major depressive disorder (MDD) after two antidepressant treatment 
failures: meta-analysis of randomized sham-controlled trials. BMC psychiatry, 23(1), 
545. 

24. Zhou, X., Keitner, G. I., Qin, B., Ravindran, A. V., Bauer, M., Del Giovane, C., ... & Xie, P. 
(2015). Atypical antipsychotic augmentation for treatment-resistant depression: a 

https://www.nimh.nih.gov/health/topics/depression#:%7E:text=Depression%20is%20usually%20treated%20with,a%20combination%20of%20the%20two
https://www.nimh.nih.gov/health/topics/depression#:%7E:text=Depression%20is%20usually%20treated%20with,a%20combination%20of%20the%20two
https://www.nimh.nih.gov/health/topics/bipolar-disorder
https://www.nimh.nih.gov/health/topics/anxiety-disorders#:%7E:text=Cognitive%20behavioral%20therapy&text=It%20teaches%20people%20different%20ways,used%20to%20treat%20anxiety%20disorders
https://www.nimh.nih.gov/health/topics/anxiety-disorders#:%7E:text=Cognitive%20behavioral%20therapy&text=It%20teaches%20people%20different%20ways,used%20to%20treat%20anxiety%20disorders
https://www.nimh.nih.gov/health/topics/anxiety-disorders#:%7E:text=Cognitive%20behavioral%20therapy&text=It%20teaches%20people%20different%20ways,used%20to%20treat%20anxiety%20disorders


1 3  

systematic review and network meta-analysis. International Journal of 
Neuropsychopharmacology, 18(11), pyv060. 

25. Jawad, M. Y., Di Vincenzo, J. D., Ceban, F., Jaberi, S., Lui, L. M., Gillissie, E. S., ... & 
McIntyre, R. S. (2022). The efficacy and safety of adjunctive intranasal esketamine 
treatment in major depressive disorder: a systematic review and meta-analysis. Expert 
opinion on drug safety, 21(6), 841-852. 

26. Carpenter, J. K., Andrews, L. A., Witcraft, S. M., Powers, M. B., Smits, J. A., & Hofmann, S. 
G. (2018). Cognitive behavioral therapy for anxiety and related disorders: A meta-
analysis of randomized placebo-controlled trials. Depression and anxiety, 35(6), 502-
514. 

27. Hidalgo, R. B., Tupler, L. A., & Davidson, J. R. (2007). An effect-size analysis of 
pharmacologic treatments for generalized anxiety disorder. Journal of 
Psychopharmacology, 21(8), 864-872. 

28. Bandelow, B., Reitt, M., Röver, C., Michaelis, S., Görlich, Y., & Wedekind, D. (2015). 
Efficacy of treatments for anxiety disorders: a meta-analysis. International clinical 
psychopharmacology, 30(4), 183-192. 

29. Bogenschutz, M. P., Ross, S., Bhatt, S., Baron, T., Forcehimes, A. A., Laska, E., ... & Worth, 
L. (2022). Percentage of heavy drinking days following psilocybin-assisted psychotherapy 
vs placebo in the treatment of adult patients with alcohol use disorder: a randomized 
clinical trial. JAMA psychiatry, 79(10), 953-962. 

30. Sharma, R., Batchelor, R., & Sin, J. (2023). Psychedelic Treatments for Substance Use 
Disorder and Substance Misuse: A Mixed Methods Systematic Review. Journal of 
Psychoactive Drugs, 55(5), 612-630. 

31. van der Meer, P. B., Fuentes, J. J., Kaptein, A. A., Schoones, J. W., de Waal, M. M., 
Goudriaan, A. E., ... & Batalla, A. (2023). Therapeutic effect of psilocybin in addiction: A 
systematic review. Frontiers in psychiatry, 14, 1134454. 

32. Bogenschutz, M. P., Forcehimes, A. A., Pommy, J. A., Wilcox, C. E., Barbosa, P. C., & 
Strassman, R. J. (2015). Psilocybin-assisted treatment for alcohol dependence: a proof-
of-concept study. Journal of psychopharmacology, 29(3), 289-299. 

33. National Institute on Alcohol Abuse and Alcoholism (NIAAA). (2024). Understanding 
alcohol use disorder. Retrieved from 
https://www.niaaa.nih.gov/publications/brochures-and-fact-sheets/understanding-
alcohol-use-disorder--. 

34. McPheeters, M., O’Connor, E. A., Riley, S., Kennedy, S. M., Voisin, C., Kuznacic, K., ... & 
Jonas, D. E. (2023). Pharmacotherapy for Alcohol Use Disorder: A Systematic Review and 
Meta-Analysis. JAMA, 330(17), 1653-1665. 

35. Ray, L. A., Meredith, L. R., Kiluk, B. D., Walthers, J., Carroll, K. M., & Magill, M. (2020). 
Combined pharmacotherapy and cognitive behavioral therapy for adults with alcohol or 
substance use disorders: a systematic review and meta-analysis. JAMA network open, 
3(6), e208279-e208279. 

https://www.niaaa.nih.gov/publications/brochures-and-fact-sheets/understanding-alcohol-use-disorder--
https://www.niaaa.nih.gov/publications/brochures-and-fact-sheets/understanding-alcohol-use-disorder--


1 4  

36. Schindler, E. A., Sewell, R. A., Gottschalk, C. H., Luddy, C., Flynn, L. T., Zhu, Y., ... & 
D'Souza, D. C. (2022). Exploratory investigation of a patient-informed low-dose 
psilocybin pulse regimen in the suppression of cluster headache: Results from a 
randomized, double-blind, placebo-controlled trial. Headache: The Journal of Head and 
Face Pain, 62(10), 1383-1394. 

37. Schindler, E. A., Sewell, R. A., Gottschalk, C. H., Flynn, L. T., Zhu, Y., Pittman, B. P., ... & 
D'Souza, D. C. (2024). Psilocybin pulse regimen reduces cluster headache attack 
frequency in the blinded extension phase of a randomized controlled trial. Journal of the 
Neurological Sciences, 122993. 

38. National Institute of Neurological Disorders and Stroke (NINDS). (2023). Cluster 
headache. Retrieved from https://www.ninds.nih.gov/health-
information/disorders/headache#:~:text=only%20brief%20remissions.-
,Cluster%20headache,migraine%2Dlike%20aura%20and%20nausea. 

39. Yerubandi, A., Thomas, J. E., Bhuiya, N. M. A., Harrington, C., Zapata, L. V., & Caballero, 
J. (2024). Acute Adverse Effects of Therapeutic Doses of Psilocybin: A Systematic Review 
and Meta-Analysis. JAMA Network Open, 7(4), e245960-e245960. 

40. Johnson, M. W., Sewell, R. A., & Griffiths, R. R. (2012). Psilocybin dose-dependently 
causes delayed, transient headaches in healthy volunteers. Drug and alcohol 
dependence, 123(1-3), 132-140. 

41. Perez, N., Langlest, F., Mallet, L., De Pieri, M., Sentissi, O., Thorens, G., ... & Sabé, M. 
(2023). Psilocybin-assisted therapy for depression: A systematic review and dose-
response meta-analysis of human studies. European Neuropsychopharmacology, 76, 61-
76. 

42. Gukasyan, N. (2023). On blinding and suicide risk in a recent trial of psilocybin-assisted 
therapy for treatment-resistant depression. Med, 4(1), 8-9. 

43. Wsół, A. (2023). Cardiovascular safety of psychedelic medicine: current status and 
future directions. Pharmacological Reports, 75(6), 1362-1380. 

44. Vollenweider, F. X. (1998). Advances and pathophysiological models of hallucinogenic 
drug actions in humans: a preamble to schizophrenia research. Pharmacopsychiatry, 
31(S 2), 92-103. 

45. Vollenweider, F. X., Vontobel, P., Hell, D., & Leenders, K. L. (1999). 5-HT modulation of 
dopamine release in basal ganglia in psilocybin-induced psychosis in man—a PET study 
with [11C] raclopride. Neuropsychopharmacology, 20(5), 424-433. 

46. Gouzoulis-Mayfrank, E., Schreckenberger, M., Sabri, O., Arning, C., Thelen, B., Spitzer, 
M., ... & Sass, H. (1999). Neurometabolic effects of psilocybin, 3, 4-
methylenedioxyethylamphetamine (MDE) and d-methamphetamine in healthy 
volunteers: a double-blind, placebo-controlled PET study with [18F] FDG. 
Neuropsychopharmacology, 20(6), 565-581. 

47. Carhart-Harris, R. L., Leech, R., Erritzoe, D., Williams, T. M., Stone, J. M., Evans, J., ... & 
Nutt, D. J. (2013). Functional connectivity measures after psilocybin inform a novel 
hypothesis of early psychosis. Schizophrenia bulletin, 39(6), 1343-1351. 

https://www.ninds.nih.gov/health-information/disorders/headache#:%7E:text=only%20brief%20remissions.-,Cluster%20headache,migraine%2Dlike%20aura%20and%20nausea
https://www.ninds.nih.gov/health-information/disorders/headache#:%7E:text=only%20brief%20remissions.-,Cluster%20headache,migraine%2Dlike%20aura%20and%20nausea
https://www.ninds.nih.gov/health-information/disorders/headache#:%7E:text=only%20brief%20remissions.-,Cluster%20headache,migraine%2Dlike%20aura%20and%20nausea


1 5  

48. Studerus, E., Kometer, M., Hasler, F., & Vollenweider, F. X. (2011). Acute, subacute and 
long-term subjective effects of psilocybin in healthy humans: a pooled analysis of 
experimental studies. Journal of psychopharmacology, 25(11), 1434-1452. 

49. Mason, N. L., Szabo, A., Kuypers, K. P. C., Mallaroni, P. A., De La Torre Fornell, R., 
Reckweg, J. T., ... & Ramaekers, J. G. (2023). Psilocybin induces acute and persisting 
alterations in immune status in healthy volunteers: an experimental, placebo-controlled 
study. Brain, Behavior, and Immunity, 114, 299-310. 

50. Malcolm B, Thomas K (2021) Serotonin toxicity of serotonergic psychedelics. 
Psychopharmacology.  10.1007/s00213-021-05876-x 

51. Becker, A. M., Holze, F., Grandinetti, T., Klaiber, A., Toedtli, V. E., Kolaczynska, K. E., ... & 
Liechti, M. E. (2022). Acute effects of psilocybin after escitalopram or placebo 
pretreatment in a randomized, double-blind, placebo-controlled, crossover study in 
healthy subjects. Clinical Pharmacology & Therapeutics, 111(4), 886-895. 

52. Gukasyan, N., Griffiths, R. R., Yaden, D. B., Antoine, D. G., & Nayak, S. M. (2023). 
Attenuation of psilocybin mushroom effects during and after SSRI/SNRI antidepressant 
use. Journal of Psychopharmacology, 37(7), 707-716. 

53. Goodwin, G. M., Croal, M., Feifel, D., Kelly, J. R., Marwood, L., Mistry, S., ... & 
Malievskaia, E. (2023b). Psilocybin for treatment resistant depression in patients taking 
a concomitant SSRI medication. Neuropsychopharmacology, 48(10), 1492-1499. 

54. Keeler, M. H. (1967). Chlorpromazine antagonism of psilocybin effect. International 
Journal of Neuropsychiatry, 3(1), 66. 

55. Johnson, M. W., Richards, W. A., & Griffiths, R. R. (2008). Human hallucinogen research: 
guidelines for safety. Journal of psychopharmacology, 22(6), 603-620. 

56. Johnson, M. W., Griffiths, R. R., Hendricks, P. S., & Henningfield, J. E. (2018). The abuse 
potential of medical psilocybin according to the 8 factors of the Controlled Substances 
Act. Neuropharmacology, 142, 143-166. 

57. Barbee, G. A., Berry-Cabán, C. S., Barry, J. D., Borys, D. J., Ward, J. A., & Salyer, S. W. 
(2009). Analysis of mushroom exposures in Texas requiring hospitalization, 2005–2006. 
Journal of medical toxicology, 5, 59-62. 

58. Musha, M., Ishii, A., Tanaka, F., & Kusano, G. (1986). Poisoning by hallucinogenic 
mushroom hikageshibiretake (Psilocybe argentipes K. Yokoyama) indigenous to Japan. 
The Tohoku journal of experimental medicine, 148(1), 73-78.Gable, 2004 

59. Gable, R. S. (2004). Comparison of acute lethal toxicity of commonly abused 
psychoactive substances. Addiction, 99(6), 686-696. 

60. Lim, T. H., Wasywich, C. A., & Ruygrok, P. N. (2012). A fatal case of 'magic mushroom' 
ingestion in a heart transplant recipient. Internal medicine journal, 42(11). 

61. Honyiglo, E., Franchi, A., Cartiser, N., Bottinelli, C., Advenier, A. S., Bévalot, F., & Fanton, 
L. (2019). Unpredictable behavior under the influence of “magic mushrooms”: a case 
report and review of the literature. Journal of forensic sciences, 64(4), 1266-1270. 



1 6  

62. Nef, H. M., Möllmann, H., Hilpert, P., Krause, N., Troidl, C., Weber, M., ... & Elsässer, A. 
(2009). Apical regional wall motion abnormalities reminiscent to Tako-Tsubo 
cardiomyopathy following consumption of psychoactive fungi. International journal of 
cardiology, 134(1), e39-e41. 

63. Kotts, W. J., Gamble, D. T., Dawson, D. K., & Connor, D. (2022). Psilocybin-induced 
takotsubo cardiomyopathy. BMJ Case Reports CP, 15(5), e245863. 

64. Suleiman, M., Basu, A., Belal, S., & Jacob, T. (2022). From mushrooms to myolysis: a case 
of rhabdo in psilocybin-induced mood and psychotic disorder. The Journal of Nervous 
and Mental Disease, 210(8), 638-639. 

65. Bickel, M., Ditting, T., Watz, H., Roesler, A., Weidauer, S., Jacobi, V., ... & Stein, J. (2005). 
Severe rhabdomyolysis, acute renal failure and posterior encephalopathy after ‘magic 
mushroom’abuse. European Journal of Emergency Medicine, 12(6), 306-308. 

66. Brown, R. T., Nicholas, C. R., Cozzi, N. V., Gassman, M. C., Cooper, K. M., Muller, D., ... & 
Hutson, P. R. (2017). Pharmacokinetics of escalating doses of oral psilocybin in healthy 
adults. Clinical pharmacokinetics, 56, 1543-1554. 

67. The New York Times. (2023, November 10). ’Is This Hell?’ The Pilot Accused of Trying to 
Crash a Plane Tells His Story. The New York Times. 
https://www.nytimes.com/2023/11/10/us/alaska-airlines-pilot-joseph-emerson-
mushrooms.html 

68. Kopra, E. I., Ferris, J. A., Winstock, A. R., Young, A. H., & Rucker, J. J. (2022). Adverse 
experiences resulting in emergency medical treatment seeking following the use of 
magic mushrooms. Journal of Psychopharmacology, 36(8), 965-973. 

69. Espiard, M. L., Lecardeur, L., Abadie, P., Halbecq, I., & Dollfus, S. (2005). Hallucinogen 
persisting perception disorder after psilocybin consumption: a case study. European 
Psychiatry, 20(5-6), 458-460. 

70. Tondo, L., Alda, M., Bauer, M., Bergink, V., Grof, P., Hajek, T., ... & International Group 
for Studies of Lithium (IGSLi). (2019). Clinical use of lithium salts: guide for users and 
prescribers. International journal of bipolar disorders, 7, 1-10. 

71. Andrade, C., Arumugham, S. S., & Thirthalli, J. (2016). Adverse effects of 
electroconvulsive therapy. Psychiatric Clinics, 39(3), 513-530. 

72. Loo, C. K., McFarquhar, T. F., & Mitchell, P. B. (2008). A review of the safety of repetitive 
transcranial magnetic stimulation as a clinical treatment for depression. International 
Journal of Neuropsychopharmacology, 11(1), 131-147. 

73. Popova, V., Daly, E. J., Trivedi, M., Cooper, K., Lane, R., Lim, P., ... & Singh, J. B. (2019). 
Efficacy and safety of flexibly dosed esketamine nasal spray combined with a newly 
initiated oral antidepressant in treatment-resistant depression: a randomized double-
blind active-controlled study. American Journal of Psychiatry, 176(6), 428-438. 

 

 

https://www.nytimes.com/2023/11/10/us/alaska-airlines-pilot-joseph-emerson-mushrooms.html
https://www.nytimes.com/2023/11/10/us/alaska-airlines-pilot-joseph-emerson-mushrooms.html

	Psilocybin Literature Overview
	Introduction
	Mood and Anxiety Disorders
	Comparison of Efficacy, Mood and Anxiety Disorders
	Direct Comparison of Efficacy of Psilocybin-Assisted Therapy and Standard Treatment
	Meta-Analyses, Psilocybin for Mood and Anxiety Disorders
	Meta-Analyses, Current Treatments for Mood Disorders
	Meta-Analyses, Current Treatments for Anxiety Disorders

	Alcohol Use Disorder
	Comparison of Efficacy, Alcohol Use Disorder
	Cluster Headache
	Comparison of Efficacy, Cluster Headache
	Overall Risks of Psilocybin as a Treatment
	Risks in Clinical Trials
	Drug-Drug Interactions
	Abuse Potential and Toxicity
	Negative Effects Outside of the Clinic

	Risks of Current Standard Treatments
	References


