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Introduction
RE104 is a unique,  
proprietary, subcutaneously 
administered 4-hydroxy-N,N-
diisopropyltryptamine (4-OH-DiPT) 
prodrug in development as  
a novel psychedelic investigational 
compound for the treatment of  
mental health conditions. 

Preclinical and early phase 1 
results suggest that RE104 
induces a short and 
reproducible psychedelic 
experience comparable to 
psilocybin, which supports 
further investigation of RE104 
in an ongoing phase 2 study 
in patients with postpartum 
depression (RECONNECT).1,2 
A randomized, double-blind 
phase 2 study is planned for 
the treatment of adjustment 
disorder in patients with cancer 
and other medical illnesses. 
The purpose of this resource 
is to review the significant 
unmet need of patients with 
adjustment disorder and 
to explain the rationale for 
exploring RE104 as a potential 
treatment for this population.
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Definition and Diagnosis of 
Adjustment Disorder

Adjustment disorder is a psychological condition characterized by 
the development of emotional or behavioral symptoms in response 
to an identifiable stressor; although these stress responses are 
natural, adjustment disorder is characterized by a response that 
is disproportionate to the severity or intensity of the stressor, or 
symptoms that cause functional impairment.3 Symptoms vary between 
patients but may include constant rumination, feeling sad or hopeless, 
crying often, feeling anxious or irritable, having trouble sleeping or 
concentrating, social or occupational impairments, and withdrawing 
from family and friends.3,4 Revisions to the definition of adjustment 
disorder in commonly used classification systems (eg, the Diagnostic 
and Statistical Manual of Mental Disorders, Fifth Edition, Text Revision 
[DSM-V-TR] and the International Classification of Diseases and 
Related Health Problems 11th Revision [ICD-11]) have provided much-
needed guidance for diagnosis (Table 1).3,5,6 Within adjustment disorder, 
there are 6 identified subtypes, including depressed mood, anxiety, 
mixed anxiety and depressed mood, disturbance of conduct, mixed 
disturbance of emotions and conduct, and unspecified.3 

Adjustment disorder is one of the most frequently diagnosed stress-
related psychiatric disorders, which also includes posttraumatic 
stress disorder, complex posttraumatic stress disorder, and acute 
stress disorder.3,7-9 Conditions such as major depressive disorder, 
bereavement, or complex grief may share some symptoms but have 
distinct distinguishing features. The presence of an identifiable stressor 
contrasts with major depressive disorder, where depressive symptoms 
are variable and/or not tied to a specific stressor.10 Additionally, 
while bereavement or complex grief can also impact patient daily 
functioning, they differ from adjustment disorder through the lack of a 
stress response to the precipitating or anticipated death.3,11
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Stressors associated with development of adjustment disorder may be acute or chronic in nature.12 Acute 
and chronic stressors include problems related to divorce, moving, death of a loved one, serious illness, 
financial difficulties, family conflicts, conflicts with neighbors, and concerns related to the health of one’s 
self or a loved one.12 Additional examples of stressors may include love affairs, domestic problems, education 
or work problems, and changes in residence or employment status.3,13

Onset of emotional or behavioral symptoms 
occurring in response to an identifiable stressor 
and within 3 months of the stressor

Symptoms are clinically significant and marked by 

 ҋ Distress that is disproportionate to the severity 
or intensity of the stressor (accounting for 
cultural or other contextual factors)

 ҋ Significant impairments in social, occupational, 
or other domains of functioning

Disturbance does not meet the diagnostic 
criteria for another mental disorder and is not an 
exacerbation of a pre-existing disorder 

Symptoms do not represent normal bereavement

Symptoms do not last for more than 6 additional 
months after the stressor or its consequences 
have been resolved 

Presence of an identifiable psychosocial stressor, 
with symptoms emerging within 1 month of  
the stressor

Preoccupation related to the stressor or its 
consequences in the form of ≥1 of the following: 

 ҋ Excessive worry about the stressor

 ҋ Recurrent and distressing thoughts about  
the stressor

 ҋ Constant rumination about the implications of 
the stressor

Failure to adapt to the stressor that causes 
significant impairment in personal, family, 
social, educational, or other important areas of 
functioning

Symptoms are not of sufficient specificity or 
severity to justify diagnosis of another mental or 
behavioral disorder

Symptoms typically resolve within 6 months, unless 
the stressor persists for a longer duration

DSM-V-TR

Table 1. Diagnostic Criteria for Adjustment Disorder3

DSM-V-TR, Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition, Text Revision; ICD-11, International Classification of Diseases and Related Health 
Problems 11th Revision. 

ICD-11
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Epidemiology and Burden of 
Adjustment Disorder

Previous research suggests that the prevalence of adjustment 
disorder varies across settings, with rates in the overall population 
ranging from 0.5% to 2%, and up to 11.5% for patients presenting to 
outpatient psychiatric clinics.3,6,13 Several unique populations may be at 
higher risk for adjustment disorder. For example, rates of adjustment 
disorder are higher among recently unemployed individuals (27%) and 
bereaved individuals (18%).3 The prevalence of self-reported adjustment 
disorder increased with COVID-19 (18.2%) and was attributed to unique 
stressors, including restricted social contact, problems with work or 
childcare, fears of infection, and crisis management.14 Socioeconomic 
characteristics such as young age, low educational attainment, marital 
status, and urban residence are all suggested risk factors for the 
development of adjustment disorder.13 Notably, adjustment disorder 
may also impact younger patients, with estimates for prevalence of 
adjustment disorder in children and adolescent populations within 
the general population around 4%.15 However, a formal diagnosis of 
adjustment disorder and other similar psychiatric diagnoses is more 
prevalent among patients over 10 years of age.16 

The diagnosis or progression of a medical illness is a well-known factor 
that may precipitate mental health challenges, leading to a high 
prevalence of adjustment disorder and other psychiatric disorders 
among patients with medical illnesses.3,9,17,18 In patients diagnosed 
with cancer, the prevalence of adjustment disorder ranges from 6% to 
35%.19-25 Considering that approximately 2 million individuals received 
new cancer diagnoses in the United States in 2024,26 the known 
prevalence suggests that hundreds of thousands of newly diagnosed 
cancer patients could be impacted by adjustment disorder each year in 
the United States alone. 

Although formally diagnosed adjustment disorder is best characterized 
in individuals with cancer, other mental health concerns, such as 
depression and anxiety, are also common in those receiving other 
serious diagnoses, including multiple sclerosis (22%-31% of patients), 

In patients diagnosed with 
cancer, the prevalence 
of adjustment disorder 
ranges from 6% to 
35%. Considering that 
approximately 2 million 
individuals received new 
cancer diagnoses in the 
United States in 2024, the 
known prevalence suggests 
that hundreds of thousands 
of newly diagnosed cancer 
patients could be impacted 
by adjustment disorder 
each year in the United 
States alone.



Adjustment disorder and 
other psychiatric diagnoses 
in those with medical 
illnesses are associated 
with negative outcomes, 
including reduced 
medication adherence, as 
well as higher healthcare 
resource utilization and 
costs.

Adjustment Disorder Associated With Medical Illness: 
Unmet Needs and Rationale for RE104 as a Novel Psychedelic Therapy 

7

amyotrophic lateral sclerosis (10%-45%), Parkinson’s disease (17%-40%), 
and idiopathic pulmonary fibrosis (24%-49%).27-30 Prevalence of 
adjustment disorder in children and adolescent populations with 
chronic diseases, such as heart transplant recipients, those with  
end-stage renal disease, and diabetes, range from 14% to 60%.15,31 
Ultimately, patients with any serious illness involving a terminal 
diagnosis or palliative care may develop adjustment disorder and face 
a unique burden, as serious illness is a chronic stressor that does not 
usually resolve on its own.

Individuals with adjustment disorder are more likely to develop 
other mental health problems compared with individuals without a 
psychiatric diagnosis,3,17,32 and face a higher risk for suicide, experience 
lower quality of life, and have high rates of disability.33 Although 
adjustment disorder generally resolves within 6 months of the stressor 
being removed (along with supportive therapy), adjustment disorder 
can persist if the stressor does not resolve (eg, serious illness, financial 
difficulties, family conflict).3,7,12,17 In addition, individuals may experience 
multiple episodes of adjustment disorder over the course of their 
medical illness in reaction to different stressors (eg, initial diagnosis, 
negative impact on their family/social/work function, poor response 
to treatment, or discouraging prognosis). Individuals with adjustment 
disorder face substantial burden from their symptoms (eg, difficulty 
with daily activities, not going to work, or suicidal ideation).4 Moreover, 
adjustment disorder and other psychiatric diagnoses in those with 
medical illnesses are associated with negative outcomes, including 
reduced medication adherence, as well as higher healthcare resource 
utilization and costs.20,34 The psychological burden associated with 
medical illnesses, which includes shifting relationship dynamics, a fear 
of disease progression, reactions to physical changes, and uncertainty 
around possible medication side effects, adversely impacts the quality 
of life of patients. Therefore, effective treatment for adjustment disorder 
may help mitigate the development of other psychiatric diagnoses 
in addition to addressing the direct negative consequences of the 
disorder itself.3,32



Pharmacotherapies 
approved for the treatment 
of depression and anxiety 
have been used off-label 
for adjustment disorder, 
but supporting studies 
in populations with 
adjustment disorder have 
been prone to quality 
issues.
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Despite the widespread nature of adjustment disorder, there is  
a gap in high-quality research evaluating treatments in populations 
with adjustment disorder and a corresponding lack of evidence-based 
treatment guidelines.7,35 This is partially attributed to the potentially 
transient nature of the disorder (dependent on the duration of the 
stressor), symptoms that are also present in other psychiatric disorders, 
and, until recently, the lack of clear diagnostic criteria.3,6,10 While 
adjustment disorder may resolve spontaneously in some patients, 
those with more severe or prolonged symptoms often  
require intervention and may experience persistent or chronic 
adjustment disorder.7 

Psychological interventions including support and psychotherapy are 
the most commonly recommended treatment options for adjustment 
disorder; however, there is limited evidence to support the use of any 
specific interventions; the majority of studies evaluating the efficacy 
of psychotherapy for adjustment disorder are of poor quality or have 
a high risk of bias.7,36 Individuals experiencing adjustment disorder 
related to medical illness may also be unwilling to accept psychological 
treatment, as evidenced by studies demonstrating that up to half of 
patients experiencing psychological distress related to cancer diagnosis 
reject psychological intervention, although adherence among those 
accepting intervention is high (~90%).19,37

Pharmacotherapies approved for the treatment of depression and 
anxiety have also been used off-label for adjustment disorder, but 
studies evaluating the efficacy and safety of these therapies have been 
prone to the same quality issues that plague studies of psychotherapy 
in this population.7,36 Benzodiazepines are the most commonly 
prescribed pharmacotherapy for adjustment disorder, but their 
undesirable side effects, including potential withdrawal symptoms 
after treatment cessation, may limit their suitability for long-term 
treatment.33 Selective serotonin reuptake inhibitors (SSRIs) may also 
be used for treatment of adjustment disorder, although meta-analyses 

Current Treatment Landscape for 
Adjustment Disorder
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have failed to demonstrate the superior efficacy of SSRIs over placebo.38 

The efficacy of SSRIs in patients with adjustment disorder may be 
counteracted by the presence of side effects, delayed onset of clinical 
benefits, and a need for ongoing daily treatment for months or longer 
to achieve and maintain a beneficial effect.2,38,39 Pharmacotherapies 
for adjustment disorder related to medical illness may be particularly 
challenging, given the increased risk for drug interactions and potential 
consequences of adverse events.34 

There ultimately remains an unmet need for effective, evidence-based 
treatments specifically for adjustment disorder, particularly for patients 
with chronic stressors such as serious medical illnesses that may hinder 
natural resolution of adjustment disorder.40



The clinical potential of 
psychedelics for treating 
mental health disorders 
in individuals with serious 
medical conditions has 
recently re-emerged as a 
topic of interest.
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Serotonergic hallucinogens have been considered for the treatment of 
psychological distress in patients with life-threatening illnesses since 
the 1960s, with early studies demonstrating sustained improvements in 
mood, as well as reduced anxiety.41,42 While initial studies were intended 
to evaluate the analgesic effects of psychedelic drugs, specifically 
lysergic acid diethylamide (LSD), unexpected improvements in mood 
and reduced fear of death in LSD-treated patients prompted interest 
into the benefits of psychedelic-assisted psychotherapy on cancer-
related psychological distress.38,43

Psychedelics induce their effects via activation of 5-HT2A receptors, 
leading to enhanced sensory perceptions, modified cognitive and 
emotional processing, and increased neuroplasticity.44 Neuroimaging 
studies in patients receiving psychedelics have demonstrated improved 
functional connectivity within brain areas that are dysregulated in 
those with depression, anxiety, posttraumatic stress disorder, and 
chronic pain disorders, which may underlie some of the observed 
benefits of psychedelic therapy in those with psychiatric disorders.44 
From a psychological perspective, improvements in anxiety and 
depression following psychedelic therapy are typically attributed to 
mystical experiences associated with these agents, although the 
mechanism by which mystical or peak psychedelic experiences confer a 
therapeutic benefit is not fully understood.42,44-46 Psychedelics have been 
demonstrated efficacious for the treatment of anxiety and depression.47

The clinical potential of psychedelics in treating mental health 
disorders has recently re-emerged as a topic of interest for individuals 
with serious medical conditions.48 Initial studies demonstrate large 
reductions in anxiety and depression with psychedelic (psilocybin) 
treatment in patients with cancer (Table 2).42,49,50 Randomized controlled 
trials of high-dose psilocybin for the treatment of depression and 
anxiety in patients with cancer demonstrated rapid and sustained 
improvements in mental health symptoms after a single dose.40 In one 

Psychedelics for Treatment of 
Adjustment Disorder Related  
to Medical Illness
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study, participants with life-threating cancer experiencing anxiety and depression reported decreases in 
hopelessness, improved spiritual well-being, and increased quality of life following psilocybin treatment.41 
Importantly, the use of classical psychedelics, including dipropyltryptamine (DPT), LSD, and psilocybin, has 
been well tolerated, with no adverse events observed beyond 1 day after treatment.43

Although the use of psychedelics for treatment of adjustment disorder in patients with medical illnesses 
has not been specifically explored, phenomenological and mechanistic similarities between adjustment 
disorder and other psychiatric conditions (eg, depression and anxiety) support the clinical potential of this 
intervention.51 

Agrawal  
et al.49

Adults diagnosed with 
cancer and major 
depression disorder

30  ҋ MADRS scores reduced 
from baseline by 19.1 
points (95% CI, -22.3 to 
-16.0; P<0.001) by Week 8

 ҋ Sustained response in  
24 patients (80%)

 ҋ Full remission of  
depressive symptoms  
in 15 patients (50%)

 ҋ No treatment- 
related SAEs or  
suicidality

 ҋ Mild or expected AEs, 
including headache 
(n=24), nausea (n=12), 
altered mood (n=8), 
anxiety (n=7), and 
hallucinations (n=1)

Ross  
et al.50

Adults with life-threatening 
cancer or in remission, with 
a diagnosis of acute stress 
disorder, generalized anxiety 
disorder due to cancer, or 
adjustment disorder +/- 
depression

29  ҋ Immediate, substantial, 
and sustained reduction  
of anxiety and depression 
as measured by HADS T, 
HADS A, HADS D,  
BDI, STAI S, STAI T

 ҋ No treatment-related 
SAEs

 ҋ Most-common AEs 
included elevations  
in BP and HR (76%), 
headache/migraine 
(28%), anxiety (17%),  
and nausea (14%)

Grob  
et al.42

Adults with advanced-stage 
cancer and diagnosis of acute 
stress disorder, generalized 
anxiety disorder, anxiety 
disorder due to cancer, or 
adjustment disorder with 
anxiety

12  ҋ Sustained improvement 
in anxiety (measured  
by STAI) and mood (BDI, 
POMS)

 ҋ Minor BP and  
HR elevations

DSM-V-TR Inclusion criteria Patients, N Efficacy Adverse events

Table 2. Psilocybin Treatment for Depression and Anxiety in Patients With Cancer

AE, adverse event; BDI, Beck Depression Inventory; BP, blood pressure; CI, confidence interval; HADS, Hospital Anxiety and Depression Scale; HADS A, HADS anxiety 
subscale; HADS D, HADS depression subscale; HADS T, HADS total score; HR, heart rate; MADRS, Montgomery-Åsberg Depression Rating Scale; POMS, Profile of Mood 
States; SAE, serious AE; STAI S, State-Trait Anxiety Inventory; STAI T, State-Trait Anxiety Inventory-Trait version. 



RE104 is a novel psychedelic 
compound with a shorter 
psychedelic duration than 
psilocybin, which may 
improve convenience 
and reduce monitoring 
requirements and costs.

RE104 is being investigated 
in a phase 2 study in 
individuals with adjustment 
disorder associated with 
cancer and other serious 
medical illnesses.
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RE104 is a novel serotonergic and psychedelic prodrug of the synthetic 
tryptamine analog 4-OH-DiPT, which elicits a psychedelic state with 
a shorter duration than psilocybin.1 This may improve convenience, 
as well as reduce monitoring requirements and corresponding costs.1 
RE104 was developed to facilitate subcutaneous administration and 
reduce pharmacokinetic variability associated with oral administration.1 
Preclinical studies have demonstrated a strong relationship between the 
pharmacokinetic profile of RE104 (and the active metabolite 4-OH-DiPT) 
and pharmacodynamic effects, and antidepressant effects have been 
observed in rodent models.1

In a recent phase 1 study in healthy adult volunteers with prior psychedelic 
experience, subcutaneously administered RE104 was generally well 
tolerated, with a safety profile similar to psilocybin.2 Treatment with 
RE104 induced dose-dependent increases in psychoactive effects, with 
the majority of participants treated with ≥30 mg of RE104 experiencing a 
“complete mystical experience,” supporting the potential clinical benefit 
of RE104. The peak effect of RE104 was reached in 1.2 hours, with a mean 
duration of 3.6 hours (ie, 50% shorter than what is typical of psilocybin), 
which supports improved convenience of clinical monitoring when 
combined with the favorable safety profile.

A phase 2 study is being initiated to evaluate the safety and efficacy 
of RE104 in treating adjustment disorder in participants with cancer 
and other medical illnesses. The trial will enroll male or female adult 
participants with adjustment disorder, as defined by DSM-V-TR and 
confirmed by the Structured Clinical Interview for DSM-5 - Clinical Trials 
Version (SCID-5-CT). Participants must identify cancer, amyotrophic lateral 
sclerosis, multiple sclerosis, Parkinson’s disease, or idiopathic pulmonary 
fibrosis as the inducing stressor for adjustment disorder. The primary 
endpoint for this study is the change from baseline in the Montgomery-
Åsberg Depression Rating Scale total score at Day 14 after RE104 
treatment. Results from this trial are anticipated to further our knowledge 
about the clinical potential of RE104 for treatment of adjustment disorder 
associated with medical illness and to begin filling the gap related to lack 
of high-quality research in this underserved patient population.

RE104 for Treatment of Adjustment 
Disorder in Patients With Cancer and 
Other Medical Illnesses
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Adjustment disorder is one of the most common psychiatric diagnoses 
in individuals with severe medical illnesses, but both patients and 
their healthcare providers currently have a major unmet need due to a 
lack of evidence-based treatment options. Investigation of RE104 may 
ultimately address this unmet need by providing a novel treatment 
option for effective and safe treatment of adjustment disorder related 
to medical illness.

Conclusion
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