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Project and began studying the therapeutic potential of psi-
locybin and other hallucinogens. 19,20

By the mid-1960s, psilocybin had left the lab and become 
intertwined with the hippie and counterculture movement. 
The dark side of psychedelics — bad trips, flashbacks, and 
suicides — received publicity, causing mass panic. In 1970, 
Richard Nixon signed the Controlled Substances Act, which 
classified psilocybin and most other psychedelics as Schedule 
1 drugs — illegal substances with no medical use — effec-
tively putting a halt to all research. 19,20 

MDMA is a synthetic amphetamine that acts as a stimu-
lant and hallucinogen. It was developed by a German phar-
maceutical company in 1912 as a medication meant to con-

trol bleeding.1 MDMA was 
introduced as a street drug 
at the end of the 1960s, when 
people began looking for legal 
alternatives to the psychedelic 
substances scheduled by the 
Controlled Substances Act. 
MDMA gained a small follow-
ing among psychiatrists in the 
late 1970s and early 1980s, as 
they believed it enhanced com-

munication in patient sessions and allowed patients to gain 
insight to their problems. As MDMA became more readily 
available, it was banned by the Drug Enforcement Adminis-
tration and placed on the list of Schedule 1 drugs in 1985.18 

In the 1990s and 2000s, several addiction scientists redis-
covered the earlier studies of psychedelic drugs and started 
conducting their own research.19,20 The promising results of 
these studies led the FDA to approve the use of MDMA and 
psilocybin in select clinical research trials. The field is under-
going a renaissance, with a new generation of scientists now 
testing the potential of psychedelics to treat psychiatric ill-
nesses like depression, anxiety, trauma, and addiction.12, 24 

HOW DO PSYCHEDELICS WORK?

Psilocybin is a prodrug of psilocin; a serotonin receptor 
agonist whose principal psychoactive effect is to activate 

serotonin 2A (5HT2A) receptors. Most antidepressant medi-
cations work by inhibiting serotonin reuptake, which allows 
for more serotonin to be readily available in the brain, but they 
do not directly activate serotonin receptors. 5HT2A recep-
tor activation has been reported to enhance cognitive flex-
ibility, associative learning, neural plasticity, and antidepres-
sant responses in animals, as well as sustained improvements 
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Regardless of what you call them, a widely held 
belief is that taking psychedelic drugs can “make 

you crazy.” After the rise of hallucinogens coincided with 
the counterculture movement in the 1960s, the government 
placed most psychedelics on a list of Schedule 1 drugs: illegal 
substances with no currently accepted medical usage and a 
high abuse potential.11 Scientists worldwide are now challeng-
ing these beliefs: a number of recent studies have found that 
psychedelic drugs in combination with psychotherapy have 
significant clinical potential for the treatment of psychiat-
ric illness including depression, anxiety, and post traumatic 
stress disorder. As of August 2018, the United States Food and 
Drug Administration (FDA) 
approved the administration 
of MDMA and psilocybin in 
clinical research trials, a clear 
indication of the potential of 
psychedelic assisted psycho-
therapy. Psychedelics pose 
fewer side effects than most 
psychotropic medications, 
have little potential for abuse, 
and may cause significant and 
sustained improvements in psychiatric symptoms after being 
administered by a professional.7 The very drugs that were once 
thought to make people lose their minds might be the solu-
tion to long term management of mental health conditions. 

HISTORY OF PSYCHEDELICS

Psychedelic drugs include chemical substances like aya-
huasca (DMT), LSD, PCP, and Ketamine. Two of the 

most studied and potentially efficacious psychedelics include 
psilocybin (the active ingredient in magic mushrooms) and 
MDMA (also known as ecstasy or Molly). 

Psilocybin is a compound derived from an inconspicu-
ous brown mushroom and has been around for thousands of 
years. Imagery found on prehistoric murals and rock paintings 
in Africa and modern day Spain suggest that humans have 
been using psilocybin mushrooms since before history was 
recorded. Mushrooms were consumed by indigenous soci-
eties of Mexico and Central America mainly as a sacrament 
before being suppressed by the Roman Catholic Church after 
the Spanish conquest and ultimately driven underground. 
Psilocybin mushrooms gained attention again in 1955, after 
R. Gordon Wasson, the vice president of J.P. Morgan and an 
amateur mycologist, published a fifteen-page spread in Life 
Magazine recounting his psychedelic journey in Mexico. This 
spread inspired several scientists, including Timothy Leary at 
Harvard University who conceived the Harvard Psilocybin 
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“The very drugs that were once 
thought to make people lose their 

minds might be the solution to 
long term management of
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in well-being and optimism in humans.5,6 The 
mushroom-driven enhancements in serotoner-
gic activity and alterations in sensory perception 
have focused the research for psilocybin on the 
treatment of disorders involving sensory percep-
tion, such as depressive and anxiety disorders. 
Psilocybin is unlikely to cause adverse reactions, 
has a low addictive potential, and to overdose on 
it would require ingesting 17kg of mushrooms.7 

MDMA is a synthetic psychedelic drug that 
acts as a stimulant and a hallucinogen.1 MDMA 
can induce euphoria, extroversion, and empa-
thetic social interaction. It reduces the sense of 
fear that accompanies the recall of traumatic 
memories, strengthens the therapeutic alliance, 
and decreases avoidance behavior. Those who 
have taken it report that they maintain a clear-
headed and alert state of consciousness. When 
considered against the core symptomology of 
PTSD (hypervigilance, flashbacks, emotional 
dysregulation, and avoidance associated with 
trauma memory recall), MDMA is an opportune 
supplement to trauma-focused therapy. MDMA 
exerts its main effects through increasing 5HT2A receptor 
activity, allowing patients to change their perspective and see 
opportunities in new lights. It stimulates the release of nor-
epinephrine and dopamine, which increase arousal and moti-
vation to engage in therapy. MDMA also activates alpha-2 
adrenoreceptors to provide a sense of relaxation and increases 
oxytocin release to strengthen interpersonal relationships.23 

Not all patients respond to conventionally prescribed psy-
chiatric medications, and the response rate is especially low 
for conditions like PTSD and treatment resistant depression.24 

All major classes of psychiatric medication can induce with-
drawal effects and have a high potential for abuse and depen-
dence.25 They also induce numerous side effects which may 
be difficult to manage and tempt patients to stop taking their 
medications. Extensive research has been conducted on psi-
locybin that has indicated that it has low abuse potential and 
no physical dependence potential. The studies on abuse and 
dependence potential of MDMA have slightly more mixed 
results, although the FDA assessed the benefit risk ratio to 
be acceptable for clinical studies of MDMA-assisted psycho-
therapy. All clinical trials thus far on psilocybin and MDMA 
have reported mainly transient side effects and no persistent 
drug related harm or serious adverse events.24 

RECENT RESEARCH

One thing to keep in mind is that almost all approved 
research on psychedelics is examining their efficacy in 

a psychotherapeutic setting, where the patient can be guided 
by a psychotherapist and the dose can be regulated. Scien-
tists are not advocating for the recreational use of psychedelic 
substances to treat mental illness. Psychedelic experiences 
in humans have been anecdotally and clinically associated 
with improvements in optimism, insight, relaxation and well 
being, so researchers are studying the therapeutic potential of 
these drugs for treating psychiatric symptomatology.23 

The most substantial body of research involving psyche-
delics demonstrates their efficacy in treating cancer-related 
psychiatric distress. A recent review of six open label trials in 
the 1960s-1970s and four randomized control trials published 
between 2011-2016 concluded that psilocybin-assisted treat-
ment can produce rapid, robust, and sustained improvements 
in cancer-related psychological and existential distress.21 
Researchers at NYU conducted a double-blind placebo-con-
trolled crossover trial to assess the efficacy of a single psilocy-
bin dosing session on cancer related anxiety and depression.29 
Patients were administered one dosing session of psilocybin 
and then one dosing session with an active niacin control 
(or vice versa), in conjunction with psychotherapy. Prior to 
the crossover, psilocybin produced immediate substantial 
improvements in anxiety and depression in these patients. 
At the 6.5-month follow-up, 60-80% of participants treated 
with psilocybin continued to have clinically significant reduc-
tions in anxiety and depression, and effects were sustained in 
improved quality of life and attitudes towards death.22 Another 
similar study was published this same year by researchers at 
Johns Hopkins University, who used a similar study design to 
assess the dosing effects of psilocybin in 51 cancer patients 
with life-threatening diagnoses and symptoms of depres-
sion and/or anxiety. They found that high-dose psilocybin 
produced statistically significant decreases in clinician- and 
self-rated measures of depressed mood and anxiety, along 
with increases in quality of life and optimism. At the 6-month 
follow-up, these changes were sustained; 80% of participants 
reported lasting improvements in depression and anxiety 
symptoms. Participants attributed improvements to the high 
dose experience, with over 80% of participants endorsing 
moderate or great increases in well-being and life satisfaction. 
Community observer ratings showed corresponding changes 
to confirm subjective improvements.8  

Psilocybin has demonstrated similar therapeutic potential 
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for the treatment of addiction. A study assessed psilocybin for 
the treatment of tobacco addiction via a 15-week course of 
guided smoking cessation treatment with psilocybin admin-
istration in three select weeks. It found that 12 out of the 15 
participants reported quitting smoking after the intervention 
and their abstinence was biologically verified at a 6-month 
follow-up.10 Similar results were reported when using psilo-
cybin for alcohol dependence treatment.3 Psilocybin also has 
potential for improving symptoms in previously treatment-
resistant conditions. An open-label-feasibility trial was con-
ducted with a sample of 12 patients with treatment resistant 
depression who received two oral doses of psilocybin under 
psychological support. The response rate to psilocybin was 
67% one week after treatment, and 7 of the 8 responders met 
criteria for remission. The more striking result was that 58% 
of the patients maintained their response for 3 months, and 
42% remained in remission.5,6 No serious medical or psy-
chiatric adverse events were reported in all of these stud-
ies assessing the therapeutic 
potential of psilocybin. The 
most commonly reported 
adverse events were things like 
minimal elevations in blood 
pressure and heart rate, nau-
sea, and transient anxiety or 
confusion.3,5,6,8,10,21,22 There is 
strong evidence that a few ses-
sions of psilocybin assisted 
therapy can result in sustained 
improvements in anxious and depressive symptoms, as well 
as in addiction treatment. Even though most of these studies 
had small sample sizes, these results are unprecedented in the 
field of psychiatry.11 

MDMA has been studied most extensively in the con-
text of treating post traumatic stress disorder. Three clini-
cal trials have been completed assessing MDMA assisted 
psychotherapy for PTSD, and all had promising results. The 
first study was a very small randomized controlled trial that 
concluded that MDMA was a physiologically and psychologi-
cally safe drug to administer in a psychotherapeutic context, 
and could reduce PTSD symptoms in chronic, treatment-
resistant PTSD patients.4 A subsequent study examined 20 
patients who received two 8-hour experimental psycho-
therapy sessions with MDMA or a placebo. They found that 
83% of the active treatment group responded to the interven-
tion, as compared to 25% in the placebo group. Fourteen of 
the participants maintained significant clinical increases in 
symptom relief between 17-74 months after the completion 
of their last MDMA-assisted psychotherapy session.15,16 The 
third study had similar results, with patients reporting lasting 
improvements in PTSD symptomology following 2-3 sessions 
of treatment with MDMA.17 An intention to treat analysis of 
primary efficacy data from six phase two trials of MDMA 
found an overall remission rate of 66.2% in subjects and an 
average drop of 47.7 points on the Clinician Administered 
PTSD Scale.13 A preliminary meta-analysis comparing the 
effects MDMA-assisted psychotherapy to that of prolonged 
exposure therapy displayed promising results in favor of the 

psychedelic assisted therapy.2 No serious drug-related adverse 
events or permanent side effects were reported throughout all  
of the MDMA trials.23 Considering that under 50% of patients 
with PTSD respond to the psychological or pharmacological 
treatments currently available, these results have major clini-
cal significance.24 

CURRENT STUDIES

Thanks to recent approval from the FDA, there are cur-
rently a large number of active studies looking at the 

effects of MDMA and psilocybin assisted psychotherapy on 
the treatment of psychiatric illness. The Multidisciplinary 
Association for Psychedelic Studies (MAPS) is recruiting 
participants with chronic PTSD for trials of MDMA assisted 
psychotherapy at 15 study sites in the U.S., Canada, and Israel. 
Researchers in Brazil, Switzerland, and at Emory University 
are studying MDMA for the treatment of certain features of 
PTSD, including startle response and fear extinction. Other 

research groups are also study-
ing MDMA’s therapeutic 
potential for anxiety associated 
with life-threatening illness, 
social anxiety in autistic adults, 
and in substance use disorders. 
Johns Hopkins and NYU are 
the most prominent institu-
tions studying the efficacy of 
psilocybin and are currently 
recruiting for numerous stud-

ies looking at its potential for the treatment of major depres-
sion, facilitated smoking cessation, alcohol dependence, and 
cancer-related anxiety. Other researchers around the world 
are testing psilocybin’s potential for the treatment of depres-
sion, OCD, migraine headaches, and addiction.14  

FUTURE DIRECTIONS

The challenge moving forward is to shift public opinion 
away from seeing psychedelics as substances that “make 

you crazy” to substances with therapeutic potential. A clear 
message must be communicated that these results have been 
documented only when the drugs are administered in a con-
trolled, therapeutic setting. Recreational use of psychedelic 
drugs can be dangerous and can exacerbate existing psychiat-
ric symptoms, causing bad trips that could promote psychosis 
and unwanted cognitive and sensory experiences.7,23 Yet the 
therapeutic potential for psychedelics should not be under-
stated. A body of evidence has emerged that illustrates the 
unprecedented therapeutic potential of psychedelic drugs 
for the treatment of psychiatric conditions. Numerous clini-
cal trials are underway to assess the efficacy of psychedelic 
assisted psychotherapy for the treatment of some of the most 
prevalent and unrelenting psychiatric conditions. If these 
larger trials continue to show such immediate, substantial, 
and persistent therapeutic effects, a paradigm shift could 
occur in the future of mental health care treatment.

References for this article can be found at 
TuftScope.squarespace.com

“A clear message must be 
communicated that these results 

have been documented only when 
the drugs are administered in a 
controlled, therapeutic setting.”


