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Research on psychedelic drugs (substances such as
psilocybin, lysergic acid, ketamine, and ayahuasca) has
gained significant interest in the last decade due to their
rapid and potent effects on depressive disorders,' and,
most notably, due to their unique ability to quickly reduce
suicidal behaviors, a response not observed in other
pharmacological classes.? However, the use of psyche-
delics may present certain risks that are not yet fully
understood. In this article, we present a case of a patient
with major depressive disorder who developed suicidal
behavior immediately following the administration of
ayahuasca during a clinical trial. To the best of our
knowledge, this is the first case report of new-onset
suicidal behavior in a clinical research setting involving
ayahuasca.

This case concerns an 18-year-old Caucasian male
patient who was recruited in 2022 for the study “Effects
of four doses of ayahuasca or esketamine on major
depressive disorder: a randomized, double-blind study.”®
Written consent was obtained for participation in the study
and for the publication of this case report. All procedures
were approved by the ethics committee of Hospital das
Clinicas de Ribeirdo Preto and were conducted in
accordance with the Declaration of Helsinki and the
ethical standards set by Brazilian health authorities.

Symptoms of major depressive disorder first appeared
at 6 years old, associated with severe psychosocial
impairment. The diagnosis was made by the child
psychiatry team of the Hospital das Clinicas de Ribeirao
Preto, and the patient was followed by them from the age
of 6 to 11 years. The patient had undergone optimized
therapeutic trials with fluoxetine, venlafaxine, and escita-
lopram, as well as psychotherapeutic and psychopeda-
gogical follow-up (6 years in total), with little to no
response. During the course of the disorder, the patient
experienced no suicidal behavior or attempts. At the time
he volunteered for the current trial, he was not receiving
any pharmaceutical, psychotherapeutic, or complemen-
tary treatment. Moderate-severe major depressive dis-
order with comorbid social anxiety disorder was
diagnosed by a trained professional, using the Structured
Clinical Interview for DSM-5. No other comorbid condi-
tions were diagnosed. Baseline evaluation scores were
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32 on the Hospital Anxiety and Depression Scale and 34
on the Beck Depression Inventory (BDI), both consistent
with a severe depressive episode. The patient reported no
suicidality, scoring zero on BDI item 9, which specifically
assesses thoughts of self-harm or suicide. No tool to
specifically assess suicidality was used in this study
protocol. Due to a history of psychomotor developmental
delay during early childhood, a cognitive test battery was
administered (Teste Nao-Verbal de Inteligéncia Geral
[BETA 1ll]) to ensure the patient’'s ability to provide
consent, the results of which were unremarkable.

The study design included four weekly sessions of
ayahuasca (1 mlL/kg) or oral esketamine (2 mg/kg),
administered in a double-blind design, with no structured
form of psychedelic-assisted psychotherapy. To ensure
the participants’ safety, the study protocol involved “daily
checkpoints,” evaluations in which the researcher asked
patients to rate their current mood on a scale of 0-10.
After each session, the patient was discharged without
complaints or side effects. Four days after the second
session, he reported a mood score of 1 (Figure 1A),
a sharp decrease compared to previous days. He was
tearful and described feelings of worthlessness and
loneliness, but without suicidal thoughts. He remained
calm, noting he had felt this way before. The symptoms
subsided within hours, and his mood improved the next
day with no further action needed.

The third experimental session proceeded without
incident. At the beginning of the session, the patient’s
BDI score was 31 (with 1 point on suicidality). By the end
of the session, his BDI score had increased to 41, with a
suicidality score of 2. Despite this, the volunteer remained
in stable condition, reported no complaints, and denied
any residual psychoactive effects. The patient was
evaluated and assessed as stable by the supervising
psychiatrist before being discharged from the hospital
around 1:30 PM, accompanied by his mother, with
instructions to contact the team if needed.

During the first daily checkpoint, around 7:00 PM, he
reported feeling very tired, claiming that his mood was
progressively worsening since the discharge and was
exhibiting a wish to be dead. Immediately, the psychiatrist
from the research team was contacted and took control
over the case. Due to the severity of the situation, the
study’s blinding was broken and the psychiatrist was
informed that the ingested substance was ayahuasca.

During a phone call with the psychiatrist, the patient
reported feeling physically and emotionally drained. He
described the last psychedelic session as exhausting, and
failed attempts to sleep had worsened his mood. He
expressed suicidal thoughts multiple times, saying he was
too tired to consider alternatives, though he had no clear
or structured plan. Conversely, he also showed ambiva-
lence, expressing gratitude for the call and repeatedly
stating he was doing his best to “keep fighting.” He also
gave permission for the psychiatrist to contact his mother.

Given the high suicide risk and access to lethal means
(the patient was enrolled in barber school at the time of
the event and thus had multiple razors and sharp scissors
in his bedroom), along with the limitations of a phone
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Figure 1 The patient’s depressive condition over time. A) Daily monitoring of the patient on consecutive days following
each experimental session, with weeks differentiated by color coding. The key event reported here occurred right after the
third session (red bars). B) The primary study outcome, measured using the HADS at the end of the study and two follow-up
points at 1 and 4 weeks after the last session. C and D) Depressive symptom measures (BDI and BAI, respectivelz), collected
at the start and end of each session, as well as at both follow-up points. Data points with a value of zero are present
but invisible due to their overlap with the X axis. BAl = Beck’s Anxiety Inventory; BDI = Beck’s Depression Inventory; FU 1 =
follow-up at 1 week after the last session; FU 2 = follow-up at 4 weeks after the last session; HADS = Hospital Anxiety and

Depression Scale.

assessment, an in-person emergency evaluation was
arranged, which the patient agreed to. At 8:30 PM, the
psychiatrist called the patient's mother, listed as his
emergency contact. She initially agreed to bring him to the
emergency service, but later said she hadn’t gone
because she couldn’t find someone to watch her new-
born. Instead, she gave him 2 mg of risperidone without
medical advice. At that point, the patient was already
sleeping in her bed. A safety plan was developed: he
would not be left alone, he would go to the emergency
service if suicidal thoughts persisted, and no further self-
medication would occur. The mother agreed and was told
to call the psychiatrist during the night if needed.

By the following morning, the patient spontaneously
sent a message to the psychiatrist, reporting that he had
gone through a “difficult, desperate moment,” primarily
linked to his difficulty resting after the experimental
session, but that he was feeling much better. An in-
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person psychiatric evaluation was scheduled for the same
day, during which the patient was found to be calm and
communicative, explicitly denied active suicidal ideation,
and was still experiencing a low mood. The patient
expressed a desire to continue participating in the study
and was considered by the evaluating psychiatrist to have
preserved critical judgment and decision-making capa-
city. Therefore, a shared decision was made between
the psychiatrist, the study’s principal investigator, and the
patient to complete the experimental schedule. Only the
principal investigator and the psychiatrists were aware of
the administered substance, while both the patient and
the researchers performing the experiment remained
blinded. After the episode, the patient was closely
monitored by the team’s psychiatrist for the duration of
the study, with no recurring suicidal thoughts reported.
The fourth and final experimental session, conducted
under particularly strict supervision, was completed



without incident, as was the subsequent four-week follow-
up period. The patient showed a positive response to
treatment, as shown below in Figure 1. In the final
interview, he described the treatment as deeply mean-
ingful, improving his self-esteem and motivating future
goals, such as finishing his barber course and finding
work to help out at home. His mother also noted
improvements in self-care, sociability, and communica-
tion. After completing the study, the patient was referred
to the mood disorders specialized outpatient service at
the Hospital das Clinicas de Ribeirao Preto for continued
psychiatric follow-up. As of the writing of this case report,
the patient has not experienced any further suicidal
thoughts.

Secondary analyses of existing clinical trials with
ayahuasca suggests that it may be associated with
reduced suicidality among patients,*® as has been
observed with other hallucinogenic substances.? Although
data on suicidal behaviors after ayahuasca ingestion is
scarce, similar patterns have been reported after con-
suming other psychedelics. A large cross-sectional study®
and a clinical trial” involving psilocybin demonstrated that,
although rare, preexisting depressive symptoms and
suicidality can worsen, resulting in an acute or subacute
adverse effect.

In the present case, both the subjective report and the
objective scales indicated that treatment was effective
for the patient, suggesting that the suicidal behavior
was acute, transitory, and not associated with a worse
outcome during treatment. The lack of a structured
suicide risk assessment tool represents a limitation and
should be addressed in future studies. Additionally, the
unprescribed administration of risperidone by the patient’s
mother highlights the ethical and safety challenges of
ensuring adequate oversight in outpatient psychedelic
trials. This case highlights the need for researchers to
remain actively vigilant for similar cases, emphasizing the
importance of close monitoring of study participants,
particularly those with more severe and/or higher-risk
conditions.
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