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Lessons Learned at the Interface of 
Medicine and Psychiatry 
The Psychiatric Consultation Service at 
Massachusetts General Hospital sees medical and 
surgical inpatients with comorbid psychiatric 
symptoms and conditions. During their twice-weekly 
rounds, Dr Stern and other members of the Consultation 
Service discuss diagnosis and management of 
hospitalized patients with complex medical or surgical 
problems who also demonstrate psychiatric symptoms 
or conditions. These discussions have given rise to 
rounds reports that will prove useful for clinicians 
practicing at the interface of medicine and psychiatry. 

Prim Care Companion CNS Disord 2024;26(5):24f03783 

Author affiliations are listed at the end of this article. 

H ave you ever wondered what you should say to a 
patient who asks whether they should try a 
psychedelic? Have you been uncertain about the 

benefits and risks of psychedelics taken for medical or 
psychiatric conditions? Have you worried that it seems 
more patients, particularly those with depression, are 
using psychedelics?1 Have you been uncertain about the 
potential liability associated with discussing (or 
recommending) drugs not approved for use by the US 
Food and Drug Administration (FDA)? If you have, the 
following case vignette and discussion should prove 
useful. 

CASE VIGNETTE 

Ms A, an unmarried, unemployed, childless, 58-year- 
old woman, lives an isolated existence; she has collected 
social security disability insurance for lower back pain 
for more than 30 years. Her medical history is notable 

for a body mass index of 37 kg/m2, and she has 
hypertension, hypercholesterolemia, mitral 
regurgitation, nonalcoholic steatohepatitis, obstructive 
sleep apnea, chronic headaches, and low back pain. Her 
surgical history includes 2 knee replacements more than 
a decade ago and coronary artery bypass grafting surgery 
nearly a decade ago. Her psychiatric history is remarkable 
for major depressive disorder (MDD), which led to 
numerous low-lethality suicide attempts and psychiatric 
hospitalizations in her 20s and 30s. She takes lisinopril, 
labetalol, atorvastatin, and Fioricet, as well as sertraline 
and an antipsychotic (for insomnia), which are 
prescribed by a psychiatric nurse practitioner every 
6 months. Ms A’s father died from cardiac causes, and 
both her sister and maternal grandmother have bipolar 
disorder. She spends most of her day watching shows on 
her computer. Her physician is concerned that she 
remains depressed and that being overweight is putting 
her at increased risk for complications of obesity. At 
today’s appointment, she states that she watched a 
Netflix program about psychedelics. She did some 
research and found a group that offers ayahuasca retreats 
near her home. She asks if she should try ayahuasca. 

WHAT ARE PSYCHEDELICS AND HOW DO 
THEY WORK? 

Psychedelics are agents that elicit a potent change in 
consciousness that is often described as profound or 
meaningful. These experiences are frequently 
accompanied by the blurring of boundaries between 
one’s internal world and the external world (termed ego 
dissolution); this experience may be deeply positive, 
anxiety provoking, or terrifying.2 Psychedelics also 
produce heightened sensory experiences, typically with an 
enrichment of the sense of vision, visual patterns or 
hallucinations, and sometimes synesthesia (ie, 
experiencing one sense as another sense).2 
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Drugs in this category include the classic 
psychedelics, such as psilocybin (that occurs naturally in 
many fungi), lysergic acid diethylamide (LSD, or “acid”), 
mescaline (found in peyote and in San Pedro cacti), and 
dimethyltryptamine (DMT). Of note, DMT, which occurs 
naturally in many plants worldwide, has no oral 
bioavailability due to the actions of monoamine oxidase 
(MAO), which rapidly degrades DMT in the gut. However, 
ayahuasca is a brew made of different plants that contain 
both DMT and alkaloids having MAO-inhibiting 
properties, which render the DMT orally active. In 
addition, atypical psychedelics include ibogaine 
(a psychedelic with effects that last longer than 24 hours) 
and ketamine (a dissociative anesthetic with psychedelic 
properties, which has been used to treat depression). 
3,4-Methylenedioxymethamphetamine (MDMA) is 
classified as an empathogen due to its ability to produce 
feelings of warmth, empathy, and trust but is also often 
classified as a psychedelic.3 

The classic psychedelics are partial agonists at the 
serotonin2A receptor4 that promote neuroplasticity, 
increasing the formation of synaptic proteins and 
dendritic spines.5 Neuroimaging studies conducted while 
subjects experience acute effects of psychedelics have 
shown reduced integrity within certain higher-order 
neural networks (such as the default mode network, 
which is associated with self-representation) and 
increased connectivity between brain networks that 
normally operate discretely.6 Current models propose 
that psychedelics loosen previously held self- 
representations and beliefs while boosting receptivity to 
external sensory information and promoting the update 
of these beliefs during a period of heightened 
neuroplasticity.7 This may allow for the revision of 
repetitive narratives, thoughts, and behaviors associated 

with anxiety, depression, and posttraumatic stress 
disorder (PTSD). 

HAVE PSYCHEDELICS BEEN STUDIED 
WIDELY IN CLINICAL SETTINGS? 

Over the span of several decades, psychedelics have 
been administered in clinical trials in the presence of staff 
who have been trained to prepare participants for the 
experience, to navigate potential challenges, and to 
integrate and solidify any queries that have arisen. In 
clinical populations, this has typically been referred to as 
psychedelic-assisted therapy, although some models use 
more muted language such as “providing psychological 
support.” While disagreements persist in the field as to 
what the optimal nature and form of psychological 
assistance should involve when providing psychedelics to 
patients,8,9 no modern study has provided psychedelics 
in the absence of psychological support.10 For this 
reason, the term set and setting is often used to 
emphasize the importance of mindset as one prepares to 
take a psychedelic (which may require extensive 
psychological and emotional preparation), as well as a 
setting in which this is to occur (often looking more like 
a living room than a hospital room or clinic).11 In 
addition, psychedelics have been used clinically by special 
license for both individual and group psychotherapy in 
Switzerland since 2014,12 as well as in Australia since 
2023.13 Considerable efforts are now underway to bring 
psychedelics to market as medicines worldwide.14 

WHY HAS THE USE OF PSYCHEDELICS 
BEEN CONTROVERSIAL? 

Many medical providers are unaware of the extensive 
research and clinical use of psychedelics in the 1950s and 
1960s.15 During this era, thousands of patients were 
treated with LSD. Moreover, hundreds of clinical studies 
on psychedelics have been published. Most of those 
studies examined psychedelics’ effects as 
“psychotomimetics” (as a paradigm for schizophrenia, a 
model that fell out of favor by the late 1960s)4 and the 
impact of psychedelics on alcoholism. Unfortunately, the 
public’s perception of psychedelics shifted rapidly in the 
1960s to one of negativity due to a “moral panic” over the 
use of LSD and its association with counterculture 
movements of the time.16 Paralleling the enactment of 
the Controlled Substances Act of 1971 (and the creation of 
its enforcement body, the US Drug Enforcement 
Administration), there were numerous “information” 
campaigns that claimed that psychedelics had adverse 
effects, ranging from increased incidences of cancer to 
genetic mutations, and that a variety of psychiatric 
conditions were due to illicit psychedelic use. 

Clinical Points 
• Current clinical trials have reported efficacy for psilocybin- 

assisted therapy in treatment-resistant depression, major 
depressive disorder, and alcohol use disorder; for lysergic 
acid diethylamide (LSD) in anxiety disorders; and for 3,4- 
methylenedioxymethamphetamine-assisted therapy in 
posttraumatic stress disorder. 

• Classic psychedelics, such as psilocybin and LSD, are 
generally thought to be medically safe even when taken in 
high doses; physiological effects typically include mild 
elevations in heart rate, blood pressure, and body 
temperature that lack clinical significance for most 
patients. 

• Ayahuasca incorporates both dimethyltryptamine (DMT) 
(the psychedelic agent) and a monoamine oxidase 
inhibitor that renders DMT orally active; therefore, 
serotonin syndrome may arise if ayahuasca were to be 
consumed with antidepressants such as selective 
serotonin reuptake inhibitors or tricyclic antidepressants. 
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Unfortunately, while these campaigns solidified the 
public’s negative view toward psychedelics, they were 
not scientifically based. However, recent years have seen a 
considerable warming of psychiatrists’ attitudes toward 
psychedelics as treatments, with a striking increase in 
positive views found between 2016 and 2022.17 

WHICH PSYCHIATRIC CONDITIONS HAVE 
IMPROVED FOLLOWING PSYCHEDELIC 
USE? 

Phase 2 clinical trials have reported efficacy for 
psilocybin-assisted therapy for treatment-resistant 
depression (TRD),18 MDD,19 and alcohol use disorder 
(AUD)20 and for LSD in anxiety disorders.21 Phase 
3 trials have reported efficacy for MDMA-assisted therapy 
in PTSD.22,23 The field suffered a setback on August 9, 
2024, when the FDA rejected a new drug application for 
MDMA-assisted therapy, requesting an additional clinical 
trial. While this application had been for the treatment 
of PTSD, potential off-label uses include anxiety 
disorders,24 alcohol use,25 and adjunct to couples 
therapy.26 Numerous early-phase clinical trials and pilot 
studies have been conducted or are underway examining 
psychedelics for conditions such as obsessive-compulsive 
disorder,27 chronic pain,28 and irritable bowel 
syndrome.29 Although esketamine has been approved by 
the FDA for the treatment of depression, it is subject to a 
restrictive risk evaluation and mitigation strategy and is 
not generally delivered in the form of a psychedelic- 
assisted therapy.30 However, evidence supports the 
efficacy of racemic ketamine for the acute reduction in 
depressive symptoms31 and thoughts of suicide,32 

although the durability of these effects appears limited.31 

WHAT ARE THE MEDICAL RISKS AND 
CONTRAINDICATIONS TO TAKING A 
PSYCHEDELIC? 

Classic psychedelics, such as psilocybin and LSD, are 
generally thought to be medically safe, even when taken in 
high doses. Physiological effects typically include mild 
elevations in heart rate, blood pressure, and body 
temperature that lack clinical significance for most 
patients.33 MDMA and ketamine can each have more 
pronounced effects on blood pressure than classic 
psychedelics,34,35 although, for ketamine, these effects may 
be less clinically significant when subanesthetic doses 
are used (ie, for depression).36 In all cases, uncontrolled 
hypertension has been a contraindication in clinical trials, 
and it will likely remain so once psychedelics are 
approved for medical use. Repeated use of ketamine has 
been associated with interstitial cystitis, although this is 
rare when ketamine has been prescribed for 

depression.37 High doses of MDMA can cause serotonin 
syndrome,38 and in the setting of excessive physical 
activity and increased water consumption (such as 
occurs at dances or “raves”), it has induced 
hyponatremia, seizures, and death.39 Classic psychedelics 
(psilocybin, LSD) may also increase the risk of seizure in 
patients with a personal or family history of epilepsy.40 

Due to potential impacts on driving abilities, in modern 
clinical trials of psychedelics, participants are told not to 
drive until the day after receiving a psychedelic. 

Ibogaine has been linked to significant QT interval 
prolongation, which can result in serious arrhythmias 
such as Torsades de pointes.41 Cases of cardiac arrest or 
sudden death have been reported following the ingestion 
of ibogaine.42 This potential risk necessitates a thorough 
medical evaluation for individuals considering its use, 
and it should be completely avoided by those with 
preexisting heart conditions; recently, magnesium has 
been investigated to potentially mitigate this risk.43 

Many substances, including psilocybin,44 LSD,45 and 
MDMA,46 are agonists of the serotonin2B receptor. This 
mechanism is shared by the drug fenfluramine, which 
was withdrawn from the market (as fenfluramine- 
phentermine) due to causing serious valvular heart 
disease.47 While there is currently no clear evidence 
suggesting that any of these psychedelics could have a 
similar effect, the potential risk cannot be entirely 
dismissed, and further research is warranted. 

Psilocybin, DMT, and LSD are predominantly 
metabolized by the liver, with inactive metabolites then 
renally excreted.48,49 The rates of metabolism and 
excretion vary greatly among the specific substances and 
are directly correlated with their duration of effect 
(Table 1). A careful review of the patient’s medication 
list is necessary, and caution should be exercised if it 
includes medications that may interfere with the 
metabolism of psychedelics, such as monoamine oxidase 
inhibitors (MAOIs). 

WHAT PSYCHIATRIC RISKS HAVE BEEN 
ASSOCIATED WITH TAKING 
PSYCHEDELICS? 

Although many adverse effects of psychedelics were 
reported in the 1960s and 1970s, these findings, originally 
based on poor science, have since been refuted. This 
includes the risk of chromosomal damage and an 
increased incidence of cancer in people who used 
psychedelics.50,51 Unfortunately, such claims continue to 
be cited. For example, a 2002 Science article claimed to 
show that recreational doses of MDMA produced severe 
neurotoxic effects in nonhuman primates; however, it 
was later retracted due to the revelation that the authors 
had utilized high-dose methamphetamine rather than 
MDMA.52,53 
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Nevertheless, psychedelics are not risk free. It is likely 
that individuals who cannot tolerate a higher cardiovascular 
load could be at risk for adverse cardiovascular effects from 
the classic psychedelics, as well as MDMA and ketamine. It 
is unclear how renal or hepatic impairment might contribute 
to adverse effects due to impaired metabolism or clearance. 
Psychiatric and behavioral risks and adverse events are of a 
greater general overall concern, particularly in settings in 
which use is for recreational purposes or is carried out 
outside of a controlled environment. Adequate preparation 
and setting are key to mitigating the adverse impact of 
challenging experiences if and when they occur. 
Challenging experiences can leave lasting impressions that 
negatively influence postpsychedelic well-being,54 and even 
in the absence of a negative experience, “ontological shock” 
(a rapid shift in worldview due to a powerful psychedelic 
experience) can leave individuals psychologically or 
existentially unmoored without proper supports in place.55 

Unfortunately, isolated cases of patients becoming anxious 
or paranoid, attempting suicide, becoming agitated, or taking 
one’s life have been reported.56,57 

Clinicians who work in emergency departments are 
probably familiar with patients who have been brought in 
with agitation or disorganized thinking due to ingestion of a 
psychedelic. While the overall risk of self-harm and harm to 
others is substantially lower for psychedelics than for more 
commonly abused substances (such as alcohol, cocaine, or 
methamphetamine),58 these events do occur. Due to the 

rapid induction of tachyphylaxis, the classic psychedelics 
have low potential for abuse4; however, both MDMA and 
ketamine have been shown to carry a risk of disordered use 
that is higher than that of classical psychedelics.59,60 

An additional risk involves whether psychedelics can 
precipitate prolonged psychosis (eg, schizophrenia) or 
bipolar disorder. Since patients at risk for psychosis and 
mania have been excluded from modern clinical trials, 
this risk is largely theoretical and relies on older literature 
that used outdated diagnostic criteria, as well as case 
reports that lacked clarity on the actual drug consumed 
or occurred in the context of other drug use. Data from 
a population-level study of Swedish adolescent twins 
found no association between the onset of psychotic 
symptoms and psychedelic use after controlling for other 
drug use.61 A recent survey also found no association 
between psychedelic use during the study period and an 
increase in psychotic symptoms.62 However, the authors62 

found an association between more frequent manic 
symptoms in individuals with either a personal or a 
family history of bipolar disorder who had used 
psychedelics during the study period. Lastly, a recent 
study of psilocybin with psychotherapy for bipolar II 
depression found no increases in hypomania, although 
the sample size was small and risks may be different for 
patients with type I bipolar disorder.63 While further 
information is needed to refine our understanding of 
these relationships, most experts now advise against 

Table 1. 
Commonly Used Psychedelics: Their Effects, Mechanisms of Action, Indications, and Duration of Effect 

Drug Effects Mechanisms of action Studied uses 
Duration of 

effect 
LSD Visual hallucinations, altered sense of 

time, emotional swings, ego dissolution, 
increased sensory perception 

5-HT2A receptor agonist/partial agonist, 
dopamine receptor agonist 

Generalized anxiety disorder, anxiety 
associated with terminal illness (present), 
alcohol use disorder (1950s–1960s), 
opioid use disorder (1970s) 

8–14 h 

Psilocybin Visual hallucinations, altered sense of 
time, emotional swings, ego dissolution, 
increased sensory perception 

5-HT2A receptor agonist/partial agonist Major depressive disorder, depression and 
anxiety associated with serious medical 
illness, obsessive-compulsive disorder, 
alcohol use disorder, nicotine use disorder 

4–6 h 

MDMA Increased empathy, euphoria, reduced 
fear response, emotional closeness 

Increases release of serotonin, dopamine, 
and norepinephrine by inhibiting their 
reuptake and reversing transporters 

Posttraumatic stress disorder, social 
anxiety in autistic adults, anxiety in terminal 
illness, alcohol use disorder 

4–6 h 

Ketamine/ 
esketamine 

Dissociation, hallucinations, sedation, 
analgesia, altered perception of reality 

NMDA receptor antagonist, also interacts 
with opioid, dopamine, and serotonin 
receptors 

Treatment-resistant depression, acute 
thoughts of suicide 

1 h 

DMT Intense visual and auditory hallucinations, 
altered sense of time and space 

5-HT2A receptor agonist, 5-HT1A receptor 
agonist 

Major depressive disorder 5–20 min (IV or 
smoked) 

Ayahuasca 
(DMT + MAOI) 

Visual and auditory hallucinations, altered 
sense of time and space 

5-HT2A receptor agonist, 5-HT1A receptor 
agonist, additional effects from harmala 
alkaloids 

Treatment-resistant depression 4–6 h 

Ibogaine Intense introspection, visual and auditory 
hallucinations, dissociation, long-lasting 
effects on consciousness, alleviation of 
opioid withdrawal symptoms 

Interacts with NMDA receptors, κ-opioid 
receptors, serotonin, and dopamine 
receptors 

Opioid use disorder 24+ h, 
aftereffects 

1–2 d 

Abbreviations: DMT = dimethyltryptamine, 5-HT = 5-hydroxytryptamine, IV = intravenous, LSD = lysergic acid diethylamide, MAOI = monoamine oxidase inhibitor, 
MDMA = 3,4-methylenedioxymethamphetamine, NMDA = N-methyl-D-aspartate. 
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psychedelic use in any individual with a history of mania 
or psychosis. In addition, a person with a primary relative 
with type 1 bipolar disorder or a psychotic disorder may 
also be at increased risk, particularly if the exposure 
occurred during the window of vulnerability generally 
associated with the onset of those conditions. 

DO DRUG-DRUG INTERACTIONS ARISE 
WITH PSYCHEDELICS? 

Serotonin reuptake–inhibiting drugs have been well 
known for their ability to attenuate the effects of 
psychedelics. While some survey data support this,64 

recent studies appear to suggest that selective serotonin 
reuptake inhibitors (SSRIs) attenuate neither the 
subjective nor the therapeutic effects of psilocybin.65,66 

However, the effects of MDMA have been almost 
completely prevented by the coadministration of SSRIs 
as well as serotonin-norepinephrine reuptake 
inhibitors.67 Fatalities have been reported in the setting 
of MDMA when combined with moclobemide, a reversible 
MAO inhibitor.68 While not a risk associated with 
psychedelics per se, an important potential interaction 
(as was present in Ms A) is with ayahuasca. As described 
previously, ayahuasca incorporates both DMT (the 
psychedelic agent) and an MAO inhibitor that renders 
DMT orally active. Therefore, serotonin syndrome could 
arise if ayahuasca is consumed with antidepressants 
such as SSRIs or tricyclic antidepressants. Patients 
should be cautioned about such interactions. 

Adverse interactions may occur between lithium and 
classic psychedelics (eg, LSD and psilocybin). A study of 
interactions reported on psychedelic user forums found a 
substantial incidence in reports of seizures in those taking 
LSD or psilocybin while on lithium.69 Because of its QT- 
prolonging effects, ibogaine is thought to carry an increased 
risk of inducing Torsades de pointes in the presence 
of other QT-prolonging drugs, including SSRIs, certain 
antibiotics, and methadone (given that most patients 
seeking ibogaine treatment do so for opioid use disorder). 

Atypical antipsychotics and the research drug 
ketanserin—serotonin2A antagonists—have successfully 
aborted the acute effects of psychedelics.70 However, 
haloperidol, which primarily antagonizes dopamine 
receptors, may worsen certain aspects of a psychedelic 
experience, and thus, second-generation antipsychotics are 
a safer and more effective option in emergency settings.70 

WHAT ARE THE LEGAL/LIABILITY 
CONCERNS, AND ARE PATIENT 
RESOURCES AVAILABLE? 

Except for ketamine (and its S-enantiomer 
esketamine), no psychedelics are currently available as 

medical or psychiatric treatments anywhere in the United 
States, and they remain classified as DEA schedule 1 drugs, 
meaning they have no accepted medical use. Therefore, 
providing, recommending, or facilitating access to most 
psychedelics could result in legal and/or state licensing 
board disciplinary action. However, despite their illegality, 
savvy patients may be able to obtain various psychedelics, 
and given the increasing interest, the American Psychiatric 
Association recommends a harm reduction approach in 
certain circumstances with the caveat that harm reduction 
does not include violating the law.71 

The general approach to a patient who expresses an 
interest in psychedelics such as psilocybin or MDMA 
should be to note that while studies are promising, these 
drugs are currently only available in research settings, 
and they do not yet have FDA-approved indications. 
If a patient attempted these treatments on their own, 
they might face risks, including legal exposure, risks 
regarding lack of drug purity or adulterants, psychological 
risks from unsupported or poorly supported 
underground facilitation, and in some cases medical 
risks. In addition, ketamine is currently available, both 
in the form of infusions without psychotherapy, as 
intranasal esketamine, and in the form of ketamine- 
assisted psychotherapy (KAP). KAP practitioners can 
be located by searching on websites such as 
PsychologyToday.com. Patients can also be directed to 
ClinicalTrials.gov to see if there might be a trial near them 
for which they are eligible. 

If a patient is going to seek out their own psychedelic 
experience, harm-reduction practices may include counseling 
about known specific medical and psychiatric risks to the 
patient, addressing potential drug-drug interactions 
(particularly in the case of ayahuasca given the presence of an 
MAOI), and referral to online resources for safe practices, 
including drug purity testing sites (Dancesafe.org, Rollsafe. 
org) and the psychedelic harm-reduction peer support 
network Fireside Project (Firesideproject.org). The 
Multidisciplinary Association for Psychedelic Studies has a 
resource page on psychedelic integration that may be useful 
for some patients for both education as well as other 
psychotherapeutic information and guidance.72 The Johns 
Hopkins Center for Psychedelic and Consciousness Research 
also has released a brief educational video on these issues 
that may be of use for patients.73 

WHAT HAPPENED TO MS A? 

Ms A’s history of cardiovascular disease and valvular 
disease suggested that she was at risk for adverse medical 
events from psychedelics. In addition, several other 
factors, such as the absence of a robust mental health 
care team or social network, indicated she would likely 
face a lack of support were she to experience any 
challenges in the aftermath of a psychedelic experience that 
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did not occur in conjunction with regular mental health care. 
She also was prescribed psychiatric medications that would 
put her at risk of serotonin syndrome were she to ingest 
ayahuasca. Ultimately, after a dedicated effort by the office 
administrator, she was successfully connected to a therapist 
and a psychiatrist with whom she could meet more 
frequently than her previous prescriber. She was also started 
on semaglutide injections; after 8 months, her BMI 
decreased to 33 kg/m2. She was then referred to a therapist 
who specialized in KAP, who worked with her primary 
mental health care team and her internist and provided 
several KAP sessions. Over time, she tapered and 
discontinued 2 of her psychotropic medications, which led to 
and supported an ongoing effort at weight loss, which she 
has been able to maintain. 

CONCLUSION 

The last several years have seen a precipitous increase 
in both scientific publications and public interest in 
psychedelics (ie, agents that elicit a potent change in 
consciousness that is often described as profound or 
meaningful). Driven largely by glowing media reports 
of rapid and durable reductions in symptoms of a wide 
variety of conditions, interest has continued to grow 
among patients and mental health clinicians. While certain 
psychedelics are available in other countries, following a 
rejection of MDMA in August 2024, FDA approval of any 
nonketamine psychedelic is not expected to occur for 
another few years, producing a tension between public 
interest and safe and legal availability. As a result, 
clinicians should make a concerted effort to learn more 
about psychedelics (eg, how they work, what they might 
work for, and what their adverse effects encompass). 
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