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Abstract: Psychotic depression (PD) is a seve-
re subtype of major depressive disorder cha-
racterized by delusions and/or hallucinations, 
and is associated with a worse clinical progno-
sis, increased risk of suicide, and high relapse 
rates. The treatment of choice recommended 
by the guidelines is the combination of antide-
pressants with antipsychotics, or electrocon-
vulsive therapy (ECT) in severe or refractory 
cases. The combination of selective serotonin 
reuptake inhibitors (SSRIs) with second-ge-
neration antipsychotics has greater efficacy 
and tolerability. Electroconvulsive therapy re-
mains the most effective treatment in severe 
cases. Despite the focus on pharmacotherapy, 
psychotherapeutic interventions such as cog-
nitive behavioral therapy (CBT) and psycho-
education have shown important benefits as 
adjuvants. In addition, emerging therapies, 
such as the use of psilocybin and cannabidiol, 
are being investigated, although there is still 
no robust evidence for their application in PD. 
There is an urgent need for more clinical stu-
dies evaluating maintenance treatments, in-
tegrated strategies, and long-term functional 
outcomes.
Keywords: Psychotic depression; Antidepres-
sants; Antipsychotics; Combination therapy; 
Cognitive behavioral therapy. 

INTRODUCTION
Psychotic depression (PD) is a severe sub-

type of major depressive disorder (MDD), 
characterized by the presence of delusions 
and/or hallucinations during a depressive epi-
sode (García-Gutiérrez et al., 2023). Affecting 
between 10% and 25% of patients with MDD, 
PD is associated with a significantly worse 
prognosis compared to non-psychotic depres-
sion, including a higher risk of suicide, gre-
ater functional impairment, longer hospitali-
zations, and a lower probability of complete 
remission (Oliva et al., 2022; García-Gutiérrez 
et al., 2023).
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Historically, the treatment of PD has been 
a clinical challenge. Current guidelines and a 
robust evidence base recommend, as first-line 
treatment, the combination of an antidepres-
sant with an antipsychotic or electroconvulsi-
ve therapy (ECT) (Oliva et al., 2022). Mono-
therapy with either class of drugs is considered 
less effective and is therefore not the prefer-
red initial approach (García-Gutiérrez et al., 
2023). Despite the proven efficacy of combi-
nation therapy and ECT, a significant propor-
tion of patients do not respond adequately to 
initial treatment or experience adverse effects 
that limit adherence (Oliva et al., 2022).

This scenario drives the search for more ef-
fective and better tolerated therapeutic strate-
gies. Recent advances have explored not only 
new pharmacological combinations but also 
the role of psychotherapeutic interventions as 
adjuncts to standard treatment. This review 
aims to synthesize the current evidence on 
pharmacological and psychotherapeutic tre-
atments for psychotic depression, discussing 
both established approaches and emerging 
therapeutic innovations.

METHODOLOGY
This study was designed as a narrative re-

view with the purpose of examining and syn-
thesizing the current scientific literature on 
advances in the pharmacological and psycho-
therapeutic treatment of psychotic depres-
sion. A bibliographic search was conducted 
in the PubMed database using the descrip-
tors “Psychotic Depression,” “Diagnosis,” and 
“Treatment,” according to the Medical Subject 
Headings (MeSH) vocabulary. The search was 
optimized using the Boolean operators AND 
and OR. The inclusion criteria covered syste-
matic reviews, meta-analyses, clinical trials, 
and relevant case reports published in the last 
five years that directly addressed therapeutic 
interventions for psychotic depression. Stu-
dies focusing exclusively on non-psychotic 

depression or other psychoses were excluded. 
The selection of articles took place in two pha-
ses: an initial screening through the analysis of 
titles and abstracts, followed by a full reading 
of the selected texts for the extraction and 
consolidation of data in a descriptive manner.

RESULTS
The results of the literature reviewed con-

firm the superiority of combined pharmaco-
logical therapy and point to the potential of 
adjuvant psychotherapeutic approaches and 
new therapeutic modalities.

STANDARD PHARMACOLOGICAL 
TREATMENT
The strongest evidence for the treatment of 

psychotic depression supports the combina-
tion of an antidepressant with an antipsycho-
tic as first-line therapy (García-Gutiérrez et 
al., 2023; Oliva et al., 2022). Systematic reviews 
and meta-analyses consistently demonstrate 
that this combination is significantly more 
effective than monotherapy with either class 
of drugs alone (García-Gutiérrez et al., 2023). 
The combination of a selective serotonin reup-
take inhibitor (SSRI) with a second-genera-
tion antipsychotic (SGA) is the most common 
and preferred strategy due to a more favorable 
tolerability profile compared to combinations 
of tricyclic antidepressants (TCAs) and firs-
t-generation antipsychotics (García-Gutiér-
rez et al., 2023).  Fluoxetine and olanzapine, 
when administered alone, also have mood-s-
tabilizing effects, and their combination is a 
recommended treatment option for treatmen-
t-resistant bipolar depression. In addition to 
their antidepressant and antipsychotic effects, 
the synergistic action of olanzapine and fluo-
xetine can significantly modulate some of the 
characteristic symptoms of BD (OLIVA, V. et 
al., 2022). A network meta-analysis identified 
the combination of venlafaxine and quetiapi-
ne as one of the most effective and well-tole-



 4
International Journal of Health Science ISSN 2764-0159 DOI https://doi.org/10.22533/at.ed.15953025180913

rated (Oliva et al., 2022). The combination of 
sertraline and olanzapine is also a well-stu-
died and effective option (García-Gutiérrez et 
al., 2023). For severe, refractory cases or when 
a rapid response is needed, electro r electro-
convulsive therapy (ECT) remains the most 
effective treatment, considered the “gold stan-
dard” (Oliva et al., 2022).

PSYCHOTHERAPEUTIC 
APPROACHES
Research on specific psychotherapeutic 

interventions for psychotic depression is li-
mited. However, adjunctive approaches show 
promise. One case study demonstrated that 
adding cognitive behavioral therapy (CBT) 
and psychoeducation to pharmacological tre-
atment was beneficial for a patient with a par-
tial response to medication (Kruizinga et al., 
2020). The intervention helped the patient de-
velop coping strategies for residual psychotic 
symptoms, improved insight into the illness, 
reduced delusional beliefs, and improved ove-
rall functioning (Kruizinga et al., 2020).

EMERGING THERAPIES
New treatment modalities for depressi-

ve disorders are being investigated, althou-
gh they have not yet been specifically tested 
in psychotic depression. Psilocybin-assisted 
therapy, for example, has demonstrated rapid, 
robust, and sustained antidepressant effects 
in patients with major depressive disorder in 
randomized clinical trials (Davis et al., 2021). 
Although patients with a history of psycho-
sis are typically excluded from these studies, 
the exploration of new mechanisms of action, 
such as serotonergic 2A receptor agonism, re-
presents a future area of interest for severe and 
treatment-resistant depressive disorders (Da-
vis et al., 2021).

In addition, García-Gutiérrez et al. (2020) 
highlight the therapeutic potential of can-
nabidiol (CBD), a compound derived from 

Cannabis sativa, which has anxiolytic, antide-
pressant, and antipsychotic effects, as well as 
a safe profile with no risk of abuse. These fin-
dings indicate that CBD may be a promising 
alternative in the management of psychiatric 
disorders, including depression, although 
specific studies in patients with psychotic de-
pression are still needed. 

GAPS AND FUTURE PERSPECTIVES
Despite the proposed therapeutic innova-

tions, the literature still presents significant 
obstacles in addressing psychotic depres-
sion. Oliva et al. (2022) highlight that only a 
minority of large-scale randomized clinical 
trials have prioritized the evaluation of the 
efficacy of different pharmacological com-
binations, which limits the possibility of es-
tablishing robust standardized protocols. In 
addition, García-Gutiérrez et al. (2023) state 
that most studies have only short-term ou-
tcomes, with little research on maintenance 
treatment, relapses, and long-term functional 
impact.   Emerging research on new pharma-
cological therapies, such as psilocybin (Davis 
et al., 2021), does not yet include populations 
with psychotic symptoms, indicating the need 
to establish targeted studies. Future research 
should address the development of predictive 
biomarkers for the development of persona-
lized treatments and the integration of phar-
macological, psychotherapeutic, and neuro-
modulatory strategies to optimize clinical and 
functional outcomes. 

DISCUSSION
The current evidence base consolidates 

combined antidepressant and antipsychotic 
therapy as the cornerstone of pharmacologi-
cal treatment for psychotic depression (Gar-
cía-Gutiérrez et al., 2023; Oliva et al., 2022). 
The superiority of this approach over mono-
therapy is clear, as it simultaneously targets 
the depressive and psychotic components of 
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the syndrome (García-Gutiérrez et al., 2023). 
The choice of the specific combination, prefe-
rably an SSRI with an ASG, should be indivi-
dualized, taking into account the patient’s ad-
verse effect profile and comorbidities, with the 
aim of optimizing tolerability and treatment 
adherence (Oliva et al., 2022).

Despite the pharmacological focus on acu-
te PD management, psychotherapeutic inter-
ventions should not be neglected. The case 
report by Kruizinga et al. (2020) suggests that 
CBT and psychoeducation can play a crucial 
adjuvant role, especially in addressing residu-
al symptoms, improving understanding of the 
disease, and facilitating functional recovery. 
This finding points to a gap in the literature 
and the need for randomized clinical trials 
to formally evaluate the effectiveness of psy-
chotherapy as an adjunct to standard PD tre-
atment. The integration of these approaches 
may offer a more holistic and effective treat-
ment in the long term.

Even with the therapies available, a propor-
tion of PD patients do not achieve complete re-
mission, highlighting the need for therapeutic 
innovation (Oliva et al., 2022). Research into 
new compounds, such as psilocybin-assisted 
therapy for MDD, opens up new perspectives 
(Davis et al., 2021). Although application in 
patients with psychotic symptoms requires ex-
treme caution and further research, the study 
of new mechanisms of action is fundamental 
to the development of future therapies for the 
most severe and resistant forms of depression.

  In addition to symptomatic treatment, the 
quality of life and psychosocial well-being of 
patients with psychotic depression have cri-
tical clinical outcomes. García-Gutiérrez et 
al. (2023) show that PD is related to signifi-
cant deficits in occupational performance, 
interpersonal relationships, and functional 
autonomy. In this context, psychotherapeutic 
interventions, such as CBT associated with 
psychoeducation (Kruizinga et al., 2020), 

are significantly useful for reducing residual 
symptoms and improving social reintegration, 
even when used as a complement to pharma-
cological treatment.

In summary, the management of psychotic 
depression should be multimodal. The initial 
approach should be combined pharmacothe-
rapy, with ECT reserved for more severe or 
refractory cases. The integration of adjuvant 
psychotherapeutic interventions, such as 
CBT, should be considered to optimize func-
tional recovery and the management of resi-
dual symptoms, promoting better long-term 
outcomes.

CONCLUSION
Psychotic depression represents a signifi-

cant clinical challenge, requiring a comprehen-
sive and individualized therapeutic approach. 
Current evidence supports the combination of 
antidepressants with antipsychotics as first-line 
treatment, while electroconvulsive therapy re-
mains the most effective intervention in severe 
or refractory cases. Although pharmacothera-
py is the mainstay of treatment, psychothera-
peutic interventions such as cognitive-behavio-
ral therapy and psychoeducation have shown 
potential to improve functional outcomes and 
reduce residual symptoms, standing out as re-
levant adjunctive strategies.

The emergence of new therapeutic appro-
aches, such as psilocybin and cannabidiol, 
points to a promising future, although scien-
tific validation in the context of PD is still 
lacking. There are still significant gaps in the 
literature, especially regarding maintenance 
treatment, relapse prevention, and long-term 
functional impact. Given this, it is imperative 
to develop clinical trials that integrate phar-
macological, psychotherapeutic, and neuro-
modulatory approaches, aiming not only at 
symptomatic remission but also at functional 
rehabilitation and improved quality of life for 
patients with psychotic depression.
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