
Background

The aim of this project was to conduct a literature review to evaluate the 
following PICO question: Among adult patients with major depressive disorder 
(MDD), does using ketamine with adjuvant nurse-led non-pharmacological 
psychotherapeutics compared to conventional ketamine monotherapy  improve 
depressive symptoms according to self-reported outcome measures in an 
outpatient setting? 

Objectives

Methods

Ketamine has shown some promise in patients who fail to achieve results with 
conventional pharmacology and psychological techniques. However, secondary to 
the complexity of psychiatric illness pharmacotherapy tends to be best 
complimented with non-pharmacological interventions.  Adjuvant therapies such as 
psychotherapy and psychoeducation shows greater efficacy than ketamine 
monotherapy. For instance, when ketamine is administered IV at 0.5 mg/kg coupled 
with cognitive behavior therapy statistically significant improvement in depression 
symptoms (p<0.005) based upon QIDSSR and MADSR at 2-, 4-, and 6-weeks post-
intervention were seen (Wilkinson et al, 2021). Similarly, when patients were treated 
with IV ketamine 0.5 mg/kg in addition to in-office psychotherapy and home self-
reflection clinically significant decreases in BDI/HAM-A (p<0.001) scores were seen 
(Dore et al., 2019). 
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Databases searched: The National Center for Biotechnology Information (NCBI) 
and Cochrane Library
Key Terms: [“Ketamine” OR “Esketamine” AND “Depressive disorder, major”] 
AND [(“Ketamine”) AND “psychotherapy” OR “psychoeducation” OR (“adjuvant” 
or “adjunct”)] OR [“NMDAR” OR “N-Methyl-D-Aspartate” AND “depression”]. 
Limiters: Peer reviewed, 2017-2022, Language: English, human, Age: >18-years-
old.  No exclusion criteria was implemented to account for race, ethnicity, or 
country of origin.  
Results: Search criteria yielded 521 results. Results were narrowed to include 
clinical trials, systematic reviews, and randomized control trials yielding 109 
results of which 5 articles were selected based on quality of evidence and 
interventions that could legally be implemented within an RN’s scope of practice 
in the state of Maryland. 

NMDAR (N-methyl-D-aspartate receptors) are glutamate-gated cation 
channels which function in the development and maintenance of the central 
nervous system, generation of cardiac and respiratory rhythms, and actin-
myosin interactions necessary for locomotion. Since NMDAR play such a critical 
regulatory function, they have become an important area of focus for many CNS 
disorders such as stroke, traumatic brain injury, and affective disorders.

Ketamine, a known non-competitive NMDAR antagonist, has long been used 
as a dissociative anesthetic for acute pain management and surgical procedures. 
Recently, it has emerged as a novel pharmacotherapy for treatment resistant 
depression. Given in subanesthetic doses, patients with treatment resistant 
depression TRD/MDD have reported significant relief from depressive symptoms 
with studies indicating a 61% remission in depressive symptoms after 24 hours 
with average HAM-D scores of 10.9 points, BDI of 15.7 points and MADRS of 
20.8 points with similarly lasting effects at 2-, 4-, and 6- week intervals post-
administration. 

A nurse’s general training allows them to give clear instructions to the patients to 
ensure accurate route of medication administration, patient education about the 
medication’s mechanism of action as well as expectations for potential experiences when 
using psychedelics . Nurses’ expertise may also be employed when evaluating safety 
protocols and monitoring for adverse reactions. Similarly, a nurse would be useful in 
creating a Risk Evaluation and Mitigation Strategy (REMS). 

The clinical nurse leader (CNL) offers additional expertise and the ability to facilitate 
lateral integration by coordinating care with providers to establish lines of communication, 
share knowledge, and agree on patient goals. The CNL may also conduct microsystem 
analysis to evaluate the effectiveness of specific telemedicine platforms. They may look at 
things like user interface, video/chat reliability, and bandwidth requirements that facilitate 
or undermine a positive patient experience. This is especially important for patients 
secondary to their vulnerability during a psychedelic experience. 
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Dore et al., 
(2019). 

Case-
control 
study

IV A N=234 
participants

BDI scores fell to “moderate” 
range (20-28) with a mean 
decrease of 11.24 points 
(p<0. 01). 

HAM-A scores were 
positively correlated 
to BDI scores with an 
average scores of 5.5 
(p<0.01) post 
intervention

Kraus et al., 
(2017)

Multiple 
randomize
d control 
trials 

II B N=12 articles Average reduction on HAM-
D was 10.9 points, BDI  was 
15.7 points, and MADRS was 
20.8 points (p<0.01).

24-hour response 
post administration 
was 61%.

McMullen 
et al., 
(2022)

Systematic 
review & 
meta-
analysis

I B N=22 articles Preliminary evidence 
suggests that patients who 
respond to initial dose of IV 
ketamine see prolonged 
effects of treatment when 
concurrently treated with 
CBT and other non-
pharmacological adjuvants 
(p<0.05)

Additional open-
label and controlled 
trial studies are 
needed to 
demonstrate 
significance in 
multimodal ketamine 
treatment 

Dames et 
al., (2022)

Cohort 

study

IV B N=62 

participants

79% of participants saw a >5 
point decrease on PHQ-9 
score with a mean score of 
13 (moderate) pre 
intervention and 7 (mild) 
post intervention
(p < 0.05; †p<0.01)

Cohort was limited 
to healthcare 
workers with 
TRD/MDD

Wilkinson 
et al. (2021)

Case-
control 
study

IV A N=42 participants Depression severity score 
using MADSR decreased 
(p<0.05; †p<0.01) overall in 
general linear mixed-models 
with co-varying changes at 
2-,4-, and 6-week intervals.

A moderate effect 
was observed 
(Cohen d = 0.65; 95% 
CI -0.55 to 1.82) 
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