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Ayahuasca for Substance-Use Disorder
Background: Substance-use disorder is a complex chronic condition that is a global
health concern. Ayahuasca has been an emerging alternative treatment option that has

been the subject of increasing research in recent years.

Aims: The aim of this review is to synthesize the new resear

trolled trials, will help to
document the efficacy and safety of W e-use disorder treatment,
though it should be consid ay not be the best

evidence-model for, g ceremonial healing.



1. INTRODUCTION
Substance Use Disorder (SUD) represents a complex chronic condition characterized
by the compulsive use of substances despite harmful consequences [22]. This disorder
encompasses a broad spectrum of psychological issues, including chemical
dependency, trauma history, and mental health challenges suchAas anxiety, depression,
and issues related to self-esteem, purpose, and social connections [5][21][22].
Particularly challenging is Polysubstance Use Disorder (PUD), where multiple
substances are concurrently used, complicatin&both diagnosis and treatment [22][24].
In one study of PUD, it was found that 30-49.7% of opioid-use disorder ((ﬁpatients
had polydrug use, and of note, it was found that there was a high rate of childhood
mistreatment in OUD patients and a statistically significant association between PTSD,
"o W
OUD, and PUD [40]. A studi in China found that 40% of patients in compulsory

treatment for heroin-dependence reported polysubstance us$[41]. [Given these

complexities, innovative treatment approaches are of importance which can address the

-
well as

A N A\
neurochemistri of addiction| as the Esicholvogical wounds of addiction, and may

have lsystemic benefits across multiple domains.

Ayahuasca, a traditional South American brew composed of the Banisteriopsis caapi
vine (commonly referred to as “Ayahuasca”) and a DMT-containing botanical, most
often the Psychotria viridis leaf (commonly referred to as “Chakruna”), has emerged as
a potential therapeutic tool in contemporary medical thought. Ayahuasca has gained
attention in the scientific community for its potential to modulate key neurotransmitters

including dopamine and serotonin, which are crucial in the pathology of SUD [24].
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Recent observational studies and limited clinical trials, including a randomized
controlled trial [37] on treatment-resistant depression have highlighted its relevance and
potential efficacy in treating SUD [1][2][3]. This paper focuses on polysubstance abuse
and evaluation of Ayahuasca’s therapeutic potential and the challenges it presents in

application. To achieve that, this paper reviews portions of thg literature from 2019 to

2024 on Ayahuasca's role in treating substance use disorde

Ayahuasca: An Overview
Traditional Use

Ayahuasca is deeply embedded within the Traditional Amazonian Plant Medicine

ot millennia, in the Amazon

o '(Commented [A3]: who coined the term “TAPM"?

where both the heal€ e participants ingest Ayahuasca. Integral to these rituals
are the 'icaros' or medicine songs, regarded by practitioners as directing Ayahuasca’s
healing power. The use of Ayahuasca has also given rise to syncretic religions such as

Santo Daime and Uni&o do Vegetal (UDV), which blend indigenous traditions with
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Christian theology, using the brew as a sacrament to promote spiritual awakening and
healing. Ayahuasca is consumed in magico-religious ceremonies for purposes of
divination, curing, hunting magic, social healing, among others in its original site of

origin, the Amazon basin. Ayahuasca use has spread globally in the late 20th century

and early 21st century.,

Basic Pharmacology

Banisteriopsis caapi is rich in beta-carbolines ing harmine, harm

ervous system (CNS).

ircumstances, DMT is

rapidly degraded b i . DMT escapes this fate
the CNS where it effects

neurocheﬁ action.

The Eharmacokinetics of Ayahuasca include a rapid onset of effects, usually within 30 to

60 minutes of ingestion, with a duration of effects lasting approximately 4 to 6 hours

[21].]

Neurochemistry of
In regards to addiction, the prefrontal cortex, the basal ganglia, and the extended
amygdala are considered to be especially significant areas of the brain [23]. The basal

ganglia is involved in the formation of habits and the learning of routine behaviors. Sub-
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regions of the basal ganglia are of importance in the model of substance use disorders.
The nucleus accumbens is associated with motivation and reward. The dorsal striatum
is associated with the formation of habits and other routine behaviors. The extended

amygdala regulates reactions to stress involving the sympathetic nervous system as

well as negative emotions. The extended amygdala also co ates with the

hypothalamus, thus impacting glandular responses to s he prefrontal cortex is

amygdala is implicated in withdraw; i ing withdrawal, and the

ipation of drug use [23]. The

[39].

Behavioral Health of Addiction
Correlation exists between SUD and depression in the literature. It has been found that

40% of patients with depression have a history of SUD or alcohol dependence in their



lifetime. [43] The causality between depression and SUD and/or alcohol dependence is
not entirely settled in the literature at this time [44]. The association between substance
use and depression is more specific for alcohol, cannabis, and opioids. Data is also

available on stimulant agents and benzodiazepines. Oliva et al 2018 [45] ran a

prospective study to estimate gender differences in anxiety, sion, and alcohol

use among patients with alcohol-use disorder (AUD). P were assessed for

Pharmacodyna

serotonin 3

thought to be due to plastic changes that endure beyond the blood concentrations
of the active constituents themselves and thought to mark adaptive changes in the

neurological system [29].



The Sigma-1 receptor system is thought to play a role in chronic low-grade inflammation
that is implicated in many chronic diseases [4] such as behavioral conditions like ADHD,
depression, and schizophrenia as well as internal medicine conditions like cancer and

cardiovascular disease. It is hypothesized that the sigma-1 receptor (Sig-1R) is

associated with the psychopathology of addiction and fits we unifying concept of

systemic and degenerative illnesses dependent upon c -grade inflammation

systems were pro 88] to affect brain-derived neurotrophic

factor (BDA i flought to have impacts upon

neurotransmitter sys associated with reward and mood regulation and with

conditioned-place preference (CPP), a marker of associated incentive salience.

review?
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Literature Search Strategy: A literature search was conducted using the PubMed
database, focusing on publications from 2019 to 2024. Key search terms included
“substance use disorder”, “Ayahuasca”, “Banisteriopsis caapi’, and “Psychotria viridis”.

The search aimed to capture a general array of studies examining the effects of

Ayahuasca on SUD, with additional references sourced from liographies of the

primary articles selected [11][12]. This approach resulte pers being retrieved.

116 papers were ultimately utilized in this review artj

. (Commented [A9]: Is this accurate?

issues (author’s lack of proficiency in non-En imi ion of several

papers.

The topic of the p
Ayahuasca s studied varying from urban to

SUDs and PSUDs

, those in recovery,

5 communities. Papers focusing on a wide range of
substancé8iere included. e subjeCts of those papers included alcohol, cannabis,
cocaine, fenta amphetamine, methylphenidate, tobacco, and others.
Papers that did not ese criteria based on design or topic focus were excluded.
Papers referencing related topics regarding Ayahuasca but not specific to substance-
use disorder, e.g. Palhano-Fontes et al. 2019 [37] paper on Ayahuasca for treatment-

resistant depression, have been utilized as they are helpful to developing context.
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3. AYAHUASCA AND SUBSTANCE USE DISORDER
Clinical Evidence

The therapeutic landscape for substance use disorders (SUDs) is evolving, with

Ayahuasca emerging as a potential treatment agent due to it e psychoactive

properties and ritualistic application. A growing body of idence underscores its
potential to address deep-rooted psychological an of addiction
across diverse cultural settings [1][2][3].
One of the pivotal clinical insights ipto Ayahuasca comes from Apud et al.

atalonia, Spain. The study

ducing problematic substance use,

ine, particularly applicable within the contemporary

substance use and € was associated with reported increased connectedness
with self, others, and nature or spirit. It should be noted that retreat that was the context

of the Argento et al 2019 [2] paper was built as an observational study published by



Thomas et al 2013 [46]. Thomas et al 2013 [46] found notable increases in mindfulness

and reduction in substance use among the same population demographics.

Apud Peleaz et al 2020 [9] highlighted the benefits of ritual as a cultural device that

enhances social commitment and cooperation, reduces anxi d assists in the

production of new meanings and narratives. These effe t multiple levels

narratives of healing were commong i uasca participants in

/or existential experiences,

above the A in Asberg.

'[C ted [AL1]: | beli
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dosing was performg ghificant reduction in MADRS scores were observed in the
Ayahuasca group compared to placebo at post-dosing days one, two, and seven. A
near-significant remission rate was detected post-dosing at day seven. This suggests

that Ayahuasca may be helpful for treatment-resistant depression [37].



Hamill et al. 2019 [3] discussed Ayahuasca’s behavioral impacts and potential clinical
uses. It was suggested that relaxed regulations could facilitate more comprehensive

research. The review highlighted that Ayahuasca does not impair neuropsychological

functions and could be advantageous in reducing dependen bstances like

alcohol and cocaine. This notion of Ayahuasca as a the tion was reiterated by

James et al. 2022 [4], who noted in their narrative educe behaviors

inistered a brew of exclusively Banisteriopsis caapi vine.

patients to whom w
Takiwasi Center calls this treatment “purgahuasca” and uses it to prepare participants
for recovery work. Purgahuasca appeared helpful in fostering a reconnection with life's

sacred dimensions, enhancing mental clarity, and preparing for work with Ayahuasca by



providing physical and psychological cleansing [6]. The emetic effects of Ayahuasca are
thought to cause vagus nerve activation with mesolimbic changes helpful for addiction

treatment.

of life and spirituality at the end of their treat
integrated approaches that combin edicine with psychological

counseling can be quantifiably effe

eviews by O’Shaughnessy et al. 2021 [10] and
Rodrigues et a jave noted significant improvements in mental and emotional
health, a reduction gs, and overall enhancements in life quality among
participants, both in controlled settings and broader ritual use. These studies highlight

Ayahuasca's capacity to effect positive changes early in the treatment process, which

appear to be sustained over time.
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The clinical evidence collectively demonstrates that Ayahuasca has promising
therapeutic potential for treating SUDs, capable of facilitating profound psychological

and behavioral changes with a good safety profile. However, the continued exploration

through rigorous, placebo-controlled clinical trials remains a option to confirm

these findings and better integrate Ayahuasca into cony eatment paradigms.
4. AYAHUASCA’S THERAPEUTIC POTENT,
Ayahuasca's potential as a treatment for pol

integration of traditional medicine i utic practices that has

potential benefits to compliment est | and psychological

interventions for Substance

treatment outcome dherence rates. Minozzi et al. 2021 [16] highlighted the lack
of superiority over placebo of oral naltrexone for opioid dependence and cited study
results dependence on enforced adherence contexts (incarceration) for demonstration

of effectiveness.



The treatment for stimulant disorders, as reviewed by Vocci and Montoya 2009, leans
heavily on behavioral therapies like Cognitive Behavioral Therapy (CBT) and

contingency management, which have shown safety and efficacy but still require further

research to address specific psychosocial needs. Similarly, t al. 2016 [18] found

that while psychosocial interventions can reduce the fre cannabis use and the
dependency of its users, these interventions often long-term

abstinence.

experience vivid rece s of childhood and past traumas, allowing them to revisit
and reinterpret memories linked to their addiction. These biographical revisitations often
lead to profound psychological insights and a renewed recognition of personal strengths

and resources, which are crucial for recovery. Similarly, Argento et al. 2019 [2] found



among 11 participants that Ayahuasca therapy helped reduce substance use and
cravings and provided participants with a deeper introspective ability than traditional
rehabilitation programs. Participants reported enhanced spiritual connections, a

heightened sense of self, and improved interpersonal relationships, contributing to an

overall positive reassessment of their lives.

Phenomenology of Ayahuasca

The phenomenological aspects of Ayahuasc

sensations, which are often accompani ijonal openness and

icnces frequently lead to ego

ilarly, mystical experience has been

Q09 [28] upon psilocybin to be one of the strongest

The broader implications of Ayahuasca therapy are reflected in its significant impacts on
mental health, social relationships, and overall quality of life. The narrative revision

processes facilitated by Ayahuasca experiences can lead to long-lasting improvements



in anxiety and depression, as noted in multiple studies. Additionally, participants often
report enhanced social connections and an increased ability to engage positively with
their communities and families. Such improvements are helpful on an expanded level,

as they contribute not only to individual healing but also to the reintegration of

individuals into society, marking a significant step towards hoi

substance dependence.

on Ayafluasca’s therapeutic potential for treating
res its efficacy primarily through observational and
preclinical studies. Studies consistently report significant psychological benefits,
including reductions in substance use and cravings, enhanced emotional and

psychological well-being, and improved social relationships. The evidence base has

several randomized clinical trials yet lacks sufficiently robust clinical trials needed to



systematically verify these outcomes. The observational studies existent at this time

provide valuable insights into Ayahuasca’s therapeutic effects. The \variability in study

designs and methodologies, alongside the reliance on self-reported data, suggests the

need for more structured research to confirm these findings.

Implications for Practice

addressing past traumas in a thera i i vering their identity and

ery from substance abuse.

e abuse treatment, such as high relapse

gilable interventions.

Integrating Ayahuasca into existing treatment paradigms presents complex challenges,
chiefly due to regulatory restrictions. The active ingredient in Ayahuasca, DMT, falls

under stringent international regulations that severely restrict its use and research. The

| Commented [A13]: Isn’t it good to have a variety of
study types?
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decriminalization model brought to fruition in multiple states and municipalities in the
USA for psilocybin (e.g., Prop 109 in Oregon) provides a potential state-level solution,

though federal-level restrictions would still propose challenges.

Clinical Trial Approach

Despite these barriers, there is a growing movement ad or the incorporation of

for broader acceptance and integration of Ayahua eatment option. Proving the
efficacy of a complicated admixture it ¢ i ing modalities that are

ifficult to replicate in

determines Religio dom Act approval on a case-by-case basis.

Standardization



The need for standardized Ayahuasca tea presents itself for both research and
ceremonial purposes. AIMS Institute & Sacred Medicines Public Benefit Corporation
(PBC) are developing a standardized product to be stewarded through the relevant

processes needed for wider utilization [26]. This product could be beneficial for

streamlining the research process by creating a standardize alent to the brew.
The product should be sustainably and ethically harves ight practices that

infringe upon the bio-legacy of this brew should be

Ethics

intent of iw i hese comﬁlaints shgjld be addressed, means of

reciprocity should be devised, and best practices should be developed for Ayahuasca
& A N

treatment to remain culturally sensitive to members of its communities of origin while

also allowing it to be a useful tool for sincere use in the manner that the CEC

demonstrates. ) Commented [A14]: Explain further how the CEC
responded and how CEC demonstrates cultural
sensitivity.

Research Gaps and Future Directions
While the number of randomized-controlled trials on the topic of Ayahuasca is limited,

we have one randomized-controlled clinical trial to highlight the topic of Ayahuasca as



relevant to substance use disorder treatment in the work by Palhano-Fontes et al. 2019
[37] on Ayahuasca for treatment-resistant depression which underwent secondary
analysis for treatment of suicidality [24]. Many different directions of applicability are

being explored in the field, such as potential benefits for the emotional dysregulation

features of borderline personality disorder [31]. Future resear uld focus on

conducting clinical trials in residential settings that eval stained impacts of

the consumption of Ayahuasca tea and
emony. Similar cohorts from conventional treatment
centers could be co @ to determine outcomes for specific substance-use disorder

conditions.



There seems to be much to learn when the legal obstacles to the study of Ayahuasca

are be overcome. Great benefit could come to many patients who are suffering.

7. CONCLUSION

Through an array of study designs—from pre-clinical studies ervational trials to

needed randomized-controlled trials—the review has hi yahuasca's complex
pharmacodynamics, its historical and cultural usa both neurological
and psychological pathways relevant to addicti

The integration of Ayahuasca into \estern medic S as a supplementary

resents both promising

be performed so tha panding situation of state and federal laws can shift into a
permissive and friendly landscape for the scientific study and the clinical utilization of

Ayahuasca by qualified practitioners.



By integrating holistic and traditional healing practices into the fabric of contemporary
medical treatments, Ayahuasca could potentially offer a novel and enriching approach
to the complex challenges of addiction therapy, signaling a new horizon in the

amalgamation of traditional knowledge with modern clinical practices.
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