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ABSTRACT 

Purpose: 

Strengthen La Frontera psychiatric provider and nursing staff knowledge regarding intranasal 

esketamine therapy, promote safety of intranasal eskatamine administration at La Frontera, and 

increase intent to use a formal safety protocol during administration and patient monitoring. 

Background: 

Treatment-resistant depression affects nearly one-third of individuals diagnosed with major 

depressive disorder. Intranasal esketamine therapy is a new treatment available for individuals 

with treatment-resistant depression, and carries a significant risk profile, requiring administration 

and monitoring at designated clinics authorized to prescribe it. Presently, no standardized safety 

protocol exists to monitor patients during esketamine therapy sessions.  

Methods: 

This was a quality improvement project. The invited participants were 13 psychiatric providers 

and registered nurses at La Frontera in Phoenix, Arizona. The project design was an 

asynchronous educational PowerPoint presentation with pre- and post-presentation surveys 

delivered through Qualtrics via emailed hyperlink. Participation was voluntary and anonymous.  

Results: 

One invitee (n=1) participated in the intervention and submitted completed surveys. The sole 

participant indicated in their survey responses that their knowledge of intranasal esketamine 

therapy was enhanced. They further indicated a strong intent to use the proposed safety protocol 

were it to be implemented by La Frontera.  
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Conclusions: 

While the survey results indicate the participants’ knowledge of intranasal esketamine and intent 

to use a safety protocol was enhanced by the educational presentation, the small number of 

participants (n=1) made it very difficult to extrapolate any meaningful data regarding whether or 

not psychiatric providers and nurses at La Frontera found the educational presentation useful or 

informative, or whether a general sentiment in favor of adopting the safety protocol exists among 

La Frontera staff. This project provides an initial foundation for future research regarding the 

adoption of a standardized safety protocol among outpatient clinics administering intranasal 

esketamine. Further inquiries could help identify and overcome potential barriers, including 

alternative implementation strategies as well as modifications to the safety protocol to promote 

brevity. 
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INTRODUCTION 

Major depressive disorder (MDD) is one of the leading causes of disability in the United 

States (US), affecting roughly one out of six people during their lifetime (Wang et al., 2017). 

MDD is defined clinically as exhibiting at least five persistent depressive symptoms, such as 

insomnia, anhedonia, fatigue, loss of concentration, feelings of worthlessness, and suicidal 

ideation, for at least two weeks (Ng, How, & Ng, 2016). As current pharmacological therapies 

have demonstrated limited efficacy, patients who are unresponsive to these therapies are 

designated as having treatment-resistant depression (TRD). In response, new intervention-based 

therapies have been developed to address the growing health concerns created by MDD and 

TRD. In March 2019, intranasal esketamine therapy (IET) was approved by the Food and Drug 

Administration (FDA) under the brand name Spravato (used interchangeably with IET), to be 

used as adjunctive therapy with an oral antidepressant in patients with TRD (FDA, 2019b). 

As a new therapy, standardized protocols for monitoring patients receiving IET have yet 

to be developed by organizations where IET is administered. This project addresses the identified 

need for a standardized safety protocol at La Frontera, an outpatient mental health clinic in 

Phoenix, Arizona, in prescribing and administering IET. It outlines a proposed safety protocol 

(Appendix I) developed by this writer and Dr. Benet Press, MD, medical director at La Frontera, 

that was presented to La Frontera’s medical staff. Data was then collected and analyzed to 

determine whether La Frontera medical staff increased their knowledge and intent to adopt the 

proposed safety protocol.  
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Background Knowledge 

Depression is a growing healthcare concern, currently accounting for nearly half of all 

psychiatric consultations and one out of eight hospital admissions, creating substantial economic 

pressure on healthcare systems (Wang et al., 2017). The economic burden of American adults 

with MDD, accounting for comorbid disorders, grew from $83.1 billion in 2000 to $210.5 billion 

in 2010 and continues to grow annually (Greenberg, Fournier, Sisitsky, Pike, & Kessler, 2015). 

Mental and substance use disorders account for over 10% of disease burden globally and are the 

cause of more years lived in disability than any other disease process (Trautmann, Rehm, & 

Wittchen, 2016). Depression is commonly comorbid with many of these disorders, including 

anxiety, mood, personality, substance use, and schizophrenia (Wang et al. 2017), and is also a 

strong predictor for suicidal ideation and self-injury (Wang et al., 2017). Additionally, 

depression has been established as a comorbidity to chronic physiological pathologies, including 

asthma, arthritis, stroke, and chronic pain (Wang et al., 2017).  

Why We Should Care  

Although depression disproportionately affects women approximately twice as often as it 

affects men, it is a growing concern among the general population regardless of gender (Salk, 

Hyde, & Abramson, 2017). Due to the pervasive and persistent nature of depression and its 

comorbid presence in so many other physical and mental disease processes, depression has been 

linked to significantly reduced quality of life and earlier mortality (Wang et al., 2017). Existing 

pharmacological therapies used to treat depression are often limited in their efficacy, leaving 

many people already suffering from depression with the added stressor of failed medication trials 

(Lent, Arredondo, Pugh, & Austin, 2019). This has presented an opportunity for researching 
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other therapies to determine their usefulness as antidepressants. A number of glutamatergic and 

serotonergic therapies are currently being researched as possible treatments for major depression, 

including the use of lysergic acid (LSD) (Fuentes, Fonseca, Elices, Farre, & Torrens, 2020), 3,4-

Methylenedioxymethamphetamine (MDMA) (Sessa, Higbed, & Nutt, 2019), and psilocybin- the 

psychoactive compound in hallucinogenic mushrooms (Carhart-Harris et al., 2017). 

What We Know 

A growing number of treatments and therapies are available for treating and managing 

depression. Medications including Selective Serotonin Reuptake Inhibitors (SSRIs) and Selective 

Serotonin and Norepinephrine Reuptake Inhibitors (SNRIs) have been used for decades with a 

degree of success. However, an estimated one-third of people with MDD do not have a 

therapeutic response- defined as a 50% reduction in depressive symptoms and severity- to these 

therapies (Lent et al., 2019). After three failed trials, these individuals are designated as having 

Treatment-Resistant Depression (TRD) and are at increased risk for adverse outcomes associated 

with MDD, including suicidality and premature mortality (Lent et al., 2019). 

Ketamine has been around since the 1960s and has primarily been used in anesthesia. 

While the majority of existing oral antidepressants target serotonin and norepinephrine receptors, 

esketamine targets NMDA receptors to increase glutamate, leading to enhanced interaction 

between neurons and allowing for the creation of new communication pathways in the brain 

(Molero et al., 2018). These new neural connections can lead to benefits in mood, thought 

patterns, and cognition (Molero et al., 2018). As an anesthetic, ketamine also has dissociative 

properties and has been used successfully in acute settings to provide rapid relief from suicidal 

ideation (Sinyor et al., 2018).  
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Significance to Healthcare 

IET’s significance to healthcare is substantial and multifaceted. IET offers potential relief 

from depressive symptoms to the third of depressed patients for whom traditional 

pharmacological antidepressant therapy has been ineffective. It is also positioned as potential 

rescue therapy in acutely suicidal patients (Canuso et al., 2018). Though initially approved as 

adjunctive therapy in treatment-resistant depression, it is currently being researched in treating a 

number of mental health conditions, including mood disorders, psychotic disorders with 

comorbid depression, and post-traumatic stress disorder (Sinyor et al., 2018). 

Brief Review of Established Treatment Options 

Monoamine oxidase inhibitors (MAOIs) were the first antidepressants developed and 

have been used since the 1950s to treat various forms of depression and other related disorders, 

including social phobia and panic disorder (Sub Laban & Saadabadi, 2020). MAOIs work by 

inhibiting the breakdown of several mood-impacting neurotransmitters, including dopamine, 

serotonin, norepinephrine, and tyramine, improving mood by increasing circulating blood serum 

levels of these substances (Sub Laban & Saadabadi, 2020). MAOIs can be taken orally or via a 

transdermal patch and have been demonstrated to be significantly therapeutic in relieving 

depressive symptoms. One study found that 56% of participants with TRD reported improved 

depressive symptoms after completing at least one MAOI trial (Amsterdam & Shults, 2005). 

Despite their efficacy, MAOIs carry a significant side effect and interaction profile, 

leading psychiatric prescribers to generally preserve their use when all other treatment options 

fail (Sub Laban & Saadabadi, 2020). MAOIs are generally contraindicated with a number of 

other medications due to increased risk for serotonin syndrome, including other classes of 
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antidepressants, stimulants, and certain pain medications (Sub Laban & Saadabadi, 2020). 

MAOs are also contraindicated with foods containing tyramine due to the risk of elevated serum 

tyramine levels that can result in an acute hypertensive crisis and cerebral hemorrhage (Garcia 

and Santos, 2020). 

For the last several decades, the gold standards of pharmacological therapy for MDD 

have been SSRIs and SNRIs (Lent et al., 2019). While these medications have been effective for 

some patients, there are several drawbacks, including delay in therapeutic response between two 

and six weeks from initiating therapy, as well as clinically significant side effect profiles (Gohil 

& Shaw, 2015). 

Nonpharmacological therapeutic modalities are also growing in type and number. 

Cognitive behavioral therapy (CBT) is the current gold standard in treating MDD, backed by 

numerous peer-reviewed studies and recommended by practice guidelines (Zhou, Hou, Liu, & 

Zhang, 2017). Other modalities, such as interpersonal therapy (Health Quality Ontario, 2017), 

supportive therapy (Health Quality Ontario, 2017), and music therapy (Cai, Wang, & Zhang, 

2019), have also been incorporated into depression treatment plans. Interventional alternatives to 

SSRI and SNRI therapies have primarily been limited to electroconvulsive therapy (ECT) and 

transcranial magnetic stimulation (TMS) (Lent et al., 2019). 

While ketamine has been used off-label in recent years to treat chronic pain and mood 

disorders, accessibility is limited to pharmacies willing to manually prepare it for intranasal 

delivery. Dosing is also at the discretion of the prescribing physician. The recent approval of IET 

provides a clinically reviewed interventional therapy in standardized doses with a demonstrated 

efficacy in treating both MDD and TRD (Kryst, Kawalec, & Pilc, 2019). IET is a new treatment 
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with potentially adverse outcomes related to sedation, dissociation, and abuse potential. IET is 

only offered through mental health clinics that are certified and monitored through the Risk 

Evaluation and Mitigation Strategy (REMS) program (FDA, 2019a).  

Significance to Advanced Practice Nurses 

Advanced practice nurses (APRNs) comprise over 25% of all psychiatric prescribers in 

the US, a number that continues to increase annually (University of Michigan Behavioral Health 

Workforce Research Center, 2018). APRNs provide mental health services in both inpatient and 

outpatient settings to patients suffering from mental illness and substance use, working to fill the 

needs of over 5,000 mental health professional shortage areas (University of Michigan 

Behavioral Health Workforce Research Center, 2018). With over 17 million American adults 

living with major depression (NAMI, 2016)- over six million of them with TRD- it is crucial that 

APRNs be knowledgeable and competent regarding emerging therapies to provide patients with 

the most current evidence-based treatments available. 

Local Problem 

As an emerging treatment, ensuring availability and safe delivery of IET to patients 

suffering from depression and suicidality, monitoring therapeutic effect, and minimizing adverse 

patient outcomes are priorities for all clinics considering registering for certification. This is 

crucial in Arizona, where access to mental health services is consistently at or near the lowest in 

the United States. According to the National Alliance on Mental Illness (NAMI), the greater 

Phoenix area has nearly 300,000 people living with serious mental illness, while less than 40% 

receive any mental health services or treatment (NAMI, 2016). According to the Substance 

Abuse and Mental Health Services Administration (SAMHSA), rates of major depression and 
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suicidality among Arizona adults and adolescents are significantly higher than national averages, 

while over 60% of them never receive any treatment or services (SAMHSA, 2017). Roughly 

three people die by suicide every day in the greater Phoenix area, further highlighting the need 

for safe access to preventative and interventional services (SAMHSA, 2017).  

La Frontera-EMPACT, an outpatient clinic located in Phoenix, Arizona for patients with 

Serious Mental Illness (SMI), has become one of Arizona's first clinics to become certified for 

IET administration. Currently, La Frontera lacks a formal protocol for the safe administration 

and monitoring of patients receiving IET. This has created potential safety concerns among 

providers and nursing staff regarding considerations, contraindications, monitoring requirements, 

and adverse outcome potential related to IET. 

Intended Improvement 

Project Purpose 

The purpose of this project is to strengthen provider and nursing staff knowledge 

regarding IET, the administration of IET at La Frontera, to increase intent to use a formal safety 

protocol during IET administration and patient monitoring and evaluate the effectiveness of the 

educational presentation. The project aimed to achieve this by presenting IET basic knowledge 

and an IET safety protocol (Appendix I) to La Frontera medical staff to be considered as a 

potential standard operating procedure (SOP). This IET protocol was informed by current 

literature, FDA risk evaluation and mitigation strategies (REMS) requirements (Appendix I), and 

utilizes a combination of assessment tools, standing medication orders, required documentation, 

written instruction, and crisis parameters (Appendix F). 
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Project Question 

Will delivering an IET presentation to providers and nurses at La Frontera increase staff 

knowledge of IET, the safety protocol, and intention to use the formal, standardized protocol 

when administering IET and monitoring patients? 

Project Objectives 

Esketamine (IET) has been established as a new therapy for TRD due in part to its rapid-

acting therapeutic effects through intranasal delivery (Kryst et al., 2019). IET can cause acute 

dissociation, nausea, or an increase in blood pressure, so patients must receive the medication at 

an approved clinic under the supervision of a medical professional, such as a nurse practitioner 

or registered nurse (FDA, 2019). The objectives of this project were 1) to present the proposed 

IET safety protocol via an educational PowerPoint presentation to participating providers and 

nursing staff at La Frontera; 2) to measure participants’ knowledge related to IET and their 

intention to adopt and implement a formal IET safety protocol, through pre- and post-

presentation surveys. 

Theoretical Framework 

This project was guided by the principles and ideas developed by Everett Rogers in his 

diffusion of innovation (DOI) theory (Rogers, 1983). Rogers proposed the DOI as a means of 

navigating the individual and collective hesitation inherent in implementing organizational 

change (Rogers, 1983). He understood that while innovative ideas might be objectively 

beneficial, ensuring individuals and organizations perceive these benefits is crucial to ensuring 

change is embraced (Rogers, 1983). He posited that barriers to successfully implementing 

change include a variety of factors, one of which is individual or organizational reluctance to 
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embrace the change (Rogers, 1983). This reluctance can be attributed, in part, to a knowledge 

deficit related to aspects of the change. Rogers stated that a comfort exists in continuing current 

practices over adopting new innovations because doing so is familiar and does not require 

learning or adopting new information (Rogers, 1983). Rogers (1983) found that using diffusion 

as a systematic, non-threatening means of implementing change was effective in overcoming 

these barriers. 

DOI theory has a broad history, establishing relevant application in a number of fields, 

including use by the United States government for the National Institute of Health and 

Department of Education (Rogers, 1983). It has also been utilized to drive innovation in the 

fields of public health, marketing, sociology, and communication (Rogers, 1983). More recently, 

it has been used to foster the adoption of evidence-based practice by developing models that 

address barriers to acceptance (Mohammadi, Poursaberi, & Salahshoor, 2018). Through these 

applications, Roger’s DOI theory demonstrates part of its appeal: its applicability across 

disciplines (Rogers, 1983). DOI theory also has the ability to provide an overview of why an 

innovation was either successfully implemented or rejected (Dorr, Cohen, & Adler-Milstein, 

2018).  

Roger’s DOI theory also comes with several shortcomings, including its preferential bias 

toward embracing innovation (Dorr et al., 2018). DOI theory can also suffer from gaps in 

information sharing that can thwart the successful adoption of change (Dorr et al., 2018). Finally, 

research guided by DOI theory can be limited by a tendency to focus less on stakeholders who 

will ultimately adopt the change and more on those who are working to implement change 

(Rogers, 1983). Ultimately, these points highlight a gap in DOI theory utilization, specifically its 
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limited ability to identify or assign responsibility to specific factors that contribute to change 

implementation failure.  

Figure 1 

Diffusion of Innovation Theory Depiction 

 

Theoretical Framework Related to the Project Purpose 

The purpose of this project was to improve patient safety by developing and delivering an 

IET safety protocol to the medical staff at La Frontera. While IET is a relatively new modality in 

treating depression, its efficacy is supported by evidence, and its potential risks are mitigated 

through in-clinic administration, nursing assessment, and monitoring through the REMS 

program. The creation and adoption of a formal IET safety protocol will give providers and 

nursing staff at La Frontera the tools and education needed to ensure patients are safe during IET 

sessions. Utilizing the systematic approach of the DOI model and further supported by the PDSA 

model, a proposed IET safety protocol (Appendix I) was presented to La Frontera’s medical 
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staff. This included educating relevant staff regarding various aspects of IET, including safety 

considerations, contraindications, required monitoring, REMS reporting, and assessment tools. A 

post-presentation survey was provided to participants to determine their intention to use the 

proposed IET safety protocol. DOI theory allows for the identification of reluctance inherent 

among Q.I. project participants (Rogers, 1983). DOI theory also informs any modifications 

required before the proposal is met with approval (Rogers, 1983), while the PDSA model 

supports DOI theory through the process of planning, implementation, and analysis (IHI, 2019).  

Figure 2 

Five Stages of DOI Adapted for this Project 

 
(Each stage of DOI moves the projects’ proposed innovation forward until it is accepted and 
implemented, rejected, revised, and returned through the stages.)  
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Literature Synthesis 

Search 

A comprehensive, systematic database search was conducted to inform this project, 

including the creation of an IET safety protocol. Search criteria include all studies related to the 

therapeutic efficacy, risk profile, and safe administration of IET in patients with major 

depression. PubMed, CINAHL, and PsycINFO were searched using key terms “IET;” 

“esketamine safety;” “treatment-resistant depression and ketamine;” “Spravato and depression;” 

“esketamine treatment;” “intranasal esketamine.” A total of 674 results from the combined 

searches were initially returned. Search criteria were further limited in each database to 

publication dates in the last five years, involving human subjects 18 years or older, peer-

reviewed, adhering to Standards for Quality Improvement Reporting Excellence (SQUIRE) 

guidelines, and with full-text availability. Additional exclusion criteria included studies that 

emphasized IET treating comorbidities over depression, such as alcohol abuse, substance use 

disorder, and insomnia. Some 22 studies met all search criteria.  

Review 

A preliminary review of the literature was motivated by the recent approval received by 

La Frontera to prescribe and administer IET to patients with TRD. IET was approved by the 

FDA for treatment of TRD and MDD in March 2019 under the brand name Spravato, after its 

manufacturer, Janssen Pharmaceuticals, Inc., received “fast track and breakthrough therapy 

designations” (Bahr, Lopez, & Rey, 2019). IET has been found to have significant positive 

impacts on rates and severity of depression (Bahr et al., 2019). As an emerging therapy, IET is 

also accompanied by a risk evaluation and mitigation strategy (REMS) as a result of its sedative 
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and dissociative properties (Bahr et al., 2019). Coupled with a potential for misuse or abuse, as 

well as side effects including acute hypertension and nausea (Bahr et al., 2019), IET must only 

be administered at clinics that have obtained REMS certification and under the supervision of 

licensed medical staff. 

Despite these risks, initial searches for either formal safety protocols or standard 

operating procedures created by organizations prescribing and administering IET yielded no 

results. The information required by the REMS for each patient is included in a sheet to be 

completed by the registered nurse (RN) or provider (Appendix F), but no other formal protocol 

including tools or directions are provided to authorized sites, leaving clinics to develop their 

own. La Frontera, one of the first clinics granted REMS approval for IET administration, also 

lacked a formal safety protocol. 

This led the principal investigator (PI) to identify three main themes from the literature: 

(1) IET is a promising new therapy for depression with a significant potential patient base, (2) 

IET comes with substantial risk, limiting administration to authorized clinics under direct 

medical supervision, thereby limiting access to treatment, and (3) relatively few providers and 

R.N.s have received formal tools, education, or training regarding IET’s therapeutic potential, 

risks, side effects, contraindications, considerations, and monitoring requirements.  

These discoveries led to conversations and an eventual collaborative effort between the 

PI and Benet Press, MD, medical director at La Frontera. This collaboration resulted in the 

creation of a formal IET safety protocol, which was presented to La Frontera medical staff for 

potential adoption and implementation (Appendix I).  
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Synthesis 

Three overarching themes were identified in the literature: (1) IET is a promising new 

therapy for depression with a significant potential patient base, (2) IET comes with substantial 

risk, limiting administration to REMS-authorized clinics under direct medical supervision, 

thereby limiting access to treatment, and (3) providers and nurses have limited access to 

comprehensive IET safety protocols and associated training regarding IET’s therapeutic 

potential, risks, side effects, contraindications, considerations, and monitoring requirements.  

IET is a Promising New Therapy for Depression 

Current literature supports the finding that IET is therapeutic in treating depression. 

Randomized Controlled Trials (RCTs) of IET administration found a significant improvement in 

Montgomery-Asberg Depression Rating Scale (MADRS) scores when compared with placebo 

(Canuso et al., 2018; Daly et al., 2018; Popova et al., 2018). Molero et al.’s (2018) review of the 

existing literature found IET to have sustained therapeutic effects on depression and suicidality 

severity well beyond its half-life, distinguishing IET from traditional pharmacological 

maintenance therapies. Additionally, several studies supported the use of IET in treating 

depressive symptoms of other psychiatric conditions, expanding clinical indications for patients 

beyond those specifically with TRD (Barr et al., 2019; Nunes et al., 2018). 

IET was shown to be effective in treating acute suicidality (Canuso et al., 2018; Sinyor et 

al., 2018), while another study found IET to effectively manage depressive ‘fear of harm’ 

symptoms in juveniles with a diagnosis of bipolar disorder (Papolos et al., 2018). Lex et al. 

(2019) found patients with TRD reported significantly reduced quality of life (QoL) across 
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several metrics, further highlighting the importance of IET as a treatment consideration for this 

population.  

IET Comes with Substantial Risk 

Along with its significant and lasting antidepressant effects, IET is accompanied by a 

substantial risk profile. IET has been shown to cause dissociation and sedation in patients, as 

well as acute hypertension and nausea (Barr et al., 2019). IET’s psychoactive chemical ketamine 

has also long been a recreational drug of misuse and abuse, leading to disruption in learning and 

memory processing (Liu, Lin, Wu, & Zhou, 2016). As a means of mitigating these risks, the 

FDA provides oversight through a REMS drug safety monitoring program (FDA, 2019a). This 

oversight dictates that all IET administration be performed at REMS-certified clinics, under 

direct supervision from licensed medical staff (FDA, 2019a). Patients are not allowed to pick up 

IET prescriptions from the pharmacy, be in possession of IET doses, or self-administer IET, 

except in the presence of the provider or RN, who is overseeing their care. The FDA provides a 

REMS patient monitoring form (Appendix F) to clinics authorized to prescribe and administer 

IET (FDA, 2019a).  

Limited Availability of and Access to Comprehensive IET Safety Protocol 

Beyond the REMS patient monitoring form (Appendix F) a succinct, two-sided document 

required to be completed for each patient during each IET session- availability of and access to 

any comprehensive IET safety protocols are severely limited. The literature yields virtually no 

results in this regard, leaving each clinic to formulate its own methods of assessment and patient 

monitoring during IET administration based on the REMS monitoring requirements. In response 

to this, the principal investigator of this project, together with Benet Press, MD, used the 
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literature and REMS requirements to create an IET safety protocol (Appendix I) which was 

presented to La Frontera’s medical staff to be considered for use during IET administration.  

Strengths, Weaknesses, and Limitations of Evidence 

The evidence supporting the efficacy of IET in treating depression is robust. As an 

emerging therapy, IET has the benefit of recent literature. Nearly all the results for “esketamine” 

were 10 years old or less, and results were additionally limited to five years or less and peer-

reviewed for inclusion in this project. Of the 22 articles reviewed, 15 were systematic reviews, 

meta-analyses, or RCTs, representing the highest levels of evidence. The requirement of a REMS 

monitoring program for IET administration lends validity to the risk profile of IET and the 

usefulness of an IET safety protocol. 

Several of the studies selected came with inherent limitations. Papolos et al. (2018) was a 

retrospective review of longitudinal treatment, introducing the risk for recall bias, and performed 

in a single clinical setting without placebo control. Despite finding that QoL was significantly 

diminished in patients with TRD, Lex et al. (2019) used a single instrument in their measurement 

of QoL. Several of the studies conducted were limited by small sample size (Ajub & Lacerda, 

2018; Canuso et al., 2018; Daly et al., 2018; Sinyor et al., 2018). Ajub and Lacerda (2018) 

administered esketamine intravenously as opposed to intranasally, which potentially impacted 

their findings. Intravenous administration of esketamine also requires a higher level of training 

for administration and monitoring, which is not available at many of the clinics where patients 

with TRD have access to services. 

Since IET is a recently FDA-approved treatment for TRD, much of the research 

conducted took place prior to its official approval in March 2019 (FDA, 2019b). Additionally, 
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although research exists regarding the safety and efficacy of IET in other patient populations 

outside of adults with treatment-resistant depression, the current body of research is limited in 

this regard. Findings are mixed regarding whether IET is appropriate for patients with disorders 

that include psychotic features due to the potential dissociative effects of IET. Ajub and Lacerda 

(2018) found intravenous esketamine to be safe in patients with psychotic features but did not 

explore intranasal delivery’s safety profile. Findings are also limited regarding patients under age 

18, with only Papolos et al. (2018) supporting the use of IET in treating adolescents with bipolar 

disorder. Lastly, the lack of results for comprehensive IET safety protocols or tools is both a 

weakness in current literature and strengthens the objectives of this project in providing such a 

protocol to staff at La Frontera. 

METHODS 

Project Design 

The purpose of this quality improvement (QI) project was to increase the knowledge of 

prescribers and nursing staff at La Frontera regarding IET, safety considerations related to IET, 

and to gauge their intention to use a proposed IET safety protocol during administration and 

patient monitoring. The design of this project is two-fold: The principal investigator (PI) 

prepared pre- and post-presentation surveys along with an educational PowerPoint presentation 

on IET and the proposed IET safety protocol. Participants received a link to the pre-presentation 

survey via email to gauge baseline knowledge regarding IET, after which they received an 

asynchronous educational presentation via email along with a link to complete a post-

presentation survey after viewing the educational presentation. 
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Model for Implementation 

Plan-Do-Study-Act (PDSA) Cycle 

This project is supported in part by the Plan-Do-Study-Act (PDSA) cycle components, a 

quality improvement (QI) framework established by the Institute for Healthcare Improvement 

(IHI, 2019). The PDSA model is a two-part methodical approach to testing, revising, and 

implementing organizational change. The first part asks, “what are we trying to accomplish?” 

“How will we know that a change is an improvement?” and “What change can we make that will 

result in an improvement?” (IHI, 2019). This inquiry provides a foundation for testing specific 

ideas with measurable parameters that are the prelude to change. This potential change can then 

be tested using the four phases of the PDSA cycle, which include: 1) planning data collection 

and testing; 2) performing a small-scale version of the test; 3) analysis of collected data; and 4) 

using the results to guide action (Agency for Healthcare Research & Quality [AHRQ], 2013). 

Plan 

Planning began with the principal investigator meeting with Benet Press, MD, the 

medical director for La Frontera-EMPACT, to discuss organizational needs. It was determined a 

need existed surrounding the safe administration of intranasal esketamine, which La Frontera 

was recently approved to prescribe and administer. Together, Dr. Press and the PI developed an 

initial safety protocol for esketamine administration and patient monitoring to present to mental 

health providers at the Communidad clinic for potential implementation.  

Do 

This step was achieved by emailing participants a Qualtrics link to participate in the 

presentation and surveys. Potential participants who followed the link were taken to a page 
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where they had the opportunity to provide informed consent, after which they were directed to 

the pre-presentation survey to measure baseline knowledge and obtain demographic information. 

Once the survey was completed, participants were taken to the asynchronous educational 

presentation outlining the components of the IET administration and monitoring protocol. 

Finally, participants were directed to a post-presentation survey measuring knowledge and 

intention to use. 

Study 

The feedback generated from the post-presentation surveys was used as a tool to either 

implement the protocol or modify it for greater adoption and implementation by participants.  

Act 

This involved the action to either implement or modify the protocol prior to final 

implementation, based on feedback from participants. This also provided the opportunity for 

future improvement projects to be conducted. 

Setting and Stakeholders 

Setting 

This project took place at La Frontera-EMPACT Communidad, an outpatient mental 

health clinic serving those with serious mental illness (SMI) in Phoenix, Arizona, with an 

estimated population of 1.6 million residents (U.S. Census Bureau, 2020). Phoenix’s population 

consists of approximately 72% white alone, with Hispanic and mixed white/Hispanic being the 

next largest demographic (U.S. Census Bureau, 2020). The median household income is 

$54,765.00, and the poverty rate is 19.4% (U.S. Census Bureau, 2020). 



 

 
30 

La Frontera EMPACT was founded in 1987 as an agency that provided preventive and 

emergency services to children and adolescents suffering from mental health crises (La Frontera 

EMPACT, 2020). EMPACT became a part of La Frontera Arizona in 2004 and has expanded its 

services to include mental health services for all age groups, with a primary focus on suicide 

prevention (La Frontera EMPACT, 2020). La Frontera’s Communidad clinic provides services to 

adult patients with SMI designation. These patients are covered by Arizona Health Care Cost 

Containment System (AHCCCS), the state-sponsored health plan in Arizona. Approximately 

35% of adult patients seen at La Frontera-EMPACT have a primary diagnosis of major 

depressive disorder (MDD). La Frontera also provides services to a substantial homeless 

population. Providers and nursing staff at the Communidad clinic network participated in this 

project asynchronously, receiving a Qualtrics link via email taking them to the informed consent 

and disclosure form. Those who chose to participate by submitting this form were then taken to 

both surveys and the educational presentation.  

Stakeholders 

Stakeholders included all staff members involved in providing care to patients either 

receiving or who are potentially eligible to receive intranasal ketamine. These included mental 

health nurse practitioners and psychiatrists, registered nurses, medical assistants, case managers, 

and front desk staff. Additional stakeholders include the SMI population in the greater Phoenix 

area and surrounding Maricopa County who are suffering from major and treatment-resistant 

depression. Further, Arizona Health Care Cost Containment System (AHCCCS) the state 

healthcare system in Arizona that provides coverage for this population, and members of the 
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surrounding communities hold a stake in this project as they stand to benefit from increased 

access to evidence-based health services. 

Planning the Intervention 

A PowerPoint of IET and the IET safety protocol educational presentation was submitted 

to Dr. Press for initial review. Two surveys were developed using a 5-point Likert scale and two 

open-ended questions located within the post-presentation survey. The pre-presentation survey 

asked participants to self-rate their level of knowledge pertaining to various aspects of IET and 

gather demographic information, which may be used to delineate the education level and 

professional role of participants. The post-presentation survey contained the knowledge 

questions surrounding IET and the IET protocol and determine participants’ intention to use the 

IET safety protocol. The post-presentation survey also contained two open-ended questions that 

focused on the quality of the information provided and suggested improvements. Potential 

participants were emailed a Qualtrics link containing the disclosures, the pre-presentation survey, 

the asynchronous educational presentation, and the post-presentation anonymous survey. 

Participants and Recruitment 

Inclusion criteria covered both salaried and contracted medical providers and nurses at La 

Frontera who are directly involved in prescribing, and/or administering, and/or monitoring 

patients receiving IET. This included approximately 13 individuals, including psychiatrists, 

psychiatric nurse practitioners, and psychiatric registered nurses. Exclusion criteria include any 

medical staff who are not directly involved in IET, including medical assistants, certified nursing 

assistants, and behavioral health technicians. Benet Press, MD, Medical Director for La Frontera, 

approved the PIs quality improvement (QI) project for implementation at La Frontera (Appendix 
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A). Dr. Press further approved the PIs invitation to potential participants. Email addresses of 

those who met inclusion criteria were provided to the PI for the purpose of recruitment. 

Invitations to participate in this project were emailed to potential participants by the 

principal investigator. This email contained a recruitment letter (Appendix C) as well as a 

Qualtrics link containing consent and disclosure (Appendix B), an asynchronous educational 

presentation (Appendix E), and pre- and post-presentation surveys (Appendix D). Potential 

participants initially viewed the consent and disclosure document. Those who chose to 

participate selected “submit,” which assumed consent. They were then directed to take the pre-

presentation survey, view the educational presentation, and complete the post-presentation as 

prompted in Qualtrics. The completed consent forms and results from both surveys were directly 

routed to the PI and were securely contained in a password protected laptop. 

Consent and Ethical Considerations 

Determination of Human Subjects form was completed prior to the implementation of 

this QI project. Waiver of informed consent criteria established by the American Psychiatric 

Association (APA) were met by this QI project, as it maintained the anonymity of collected 

survey data, was designed to deliver educational materials to a relevant group of participants, did 

not reasonably cause harm or stress to participants, and generally protected confidentiality (APA, 

2020). Potential participants received a Qualtrics link taking them to the consent and disclosure 

form via email to obtain consent (Appendix B), which stated that participation is voluntary and 

would not affect their employment or any other aspect of their life if they chose not to participate 

or chose to drop out of the project at any time. 
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Timeline 

Implementation of this QI project took place during spring 2021 (Appendix E). An initial 

draft of the IET safety protocol PowerPoint presentation was submitted to Dr. Press, and any 

changes suggested by Dr. Press were made to the PPT as needed. Dr. Benet Press sent an email 

out to potential participants prior to the PIs email informing them of the PIs email invitation and 

voluntary participation (Appendix C). Email invitations, including a recruitment flyer (Appendix 

C) and the Qualtrics link to the consent and disclosure form (Appendix B), were sent out to 

potential participants by the PI on April 12th, 2021, at 12:01 am. Participants had 10 days to 

submit consents and to complete the two surveys and educational presentations. Those 

individuals who submitted consent were directed in Qualtrics to select “continue” and were then 

directed to the pre-presentation survey (Appendix D). Following completion of the pre-

presentation survey, participants were prompted to select “continue” and were then directed to 

the educational presentation (Appendix E). After completing the presentation, participants were 

prompted to select “continue” and taken to the post-presentation survey (Appendix D). 

Following completion of the post-presentation survey, they were prompted to select “submit,” 

which submitted the results of their surveys to the PI. Access to the Qualtrics link was open from 

April 12th, 2021, at 12:01 am to April 21st at 11:59 pm. 

Data Collection and Analysis 

Data was collected via two multiple-question, anonymous 5-point Likert surveys 

(Appendix D), adapted from the System Usability Scale, Standard Version (Brooke, 1986). This 

survey also drew from Rogers’ diffusion of innovation (DOI) theory, which seeks to determine 

how and why certain organizational changes are adopted while others are not (Rogers, 1983). 
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These surveys were overlapping- both collected the same data regarding participants’ knowledge 

of IET. The pre-presentation survey (Appendix D) gathered demographic information which was 

analyzed to determine any potential effect on knowledge impact or intention to use, while the 

post-presentation survey (Appendix D) gathered data regarding participants’ knowledge and 

intention to use an IET safety protocol, as well as two open-ended questions related to how 

helpful the presentation was and any critiques. The survey data was used to determine whether 

the presentation improved participant knowledge related to IET, as well as how likely 

participants were to use the IET protocol in future patient care. 

Data collected from the anonymous surveys were reviewed upon completion of the 

intervention. Scores from the surveys were used to calculate mean scores to determine whether 

the presentation impacted participants’ knowledge regarding IET, as well as their “intention to 

use” the proposed protocol. Open-ended survey question results were separated into response 

categories and analyzed for commonalities. The collective results from these surveys were used 

to inform either an adoption and implementation of the IET safety protocol, a modification of it, 

or a rejection of it, respectively.  

RESULTS 

Demographics of Participants 

Of the list of 13 potential participants invited to the educational presentation, one person 

(7.7%) chose to participate and submitted completed surveys. Due to ethical considerations, the 

participants’ demographic information is not disclosed.  
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Findings 

The project question was: Will delivering an IET presentation to providers and nurses at 

La Frontera increase staff knowledge of IET, the safety protocol, and intention to use the formal, 

standardized protocol when administering IET and monitoring patients? The intervention utilized 

to determine this outcome was an asynchronous educational presentation delivered to La 

Frontera psychiatric providers and registered nurses, measured by an intention to use survey. 

Dates of intervention implementation were from April 12th, 2021, at 12:01 am to April 21st at 

11:59 pm, as outlined in the recruitment flyer (Appendix D). 

A comparison of the pre- and post-presentation survey data for the sole participant 

showed an improvement in scores for the questions “I know when intranasal esketamine is 

appropriate or not appropriate to prescribe for or administer to a patient,” which increased from 

‘3’ to ‘4’ on the 5-point Likert scale, and “I feel confident and safe prescribing, administering, or 

monitoring intranasal esketamine therapy with my current knowledge base” which also increased 

from ‘3’ to ‘4.’ Further, survey data showed the participants’ intention to use the proposed IET 

safety protocol was rated at ‘4,’ indicating a ‘moderate to strong intention’ to use the safety 

protocol if adopted by La Frontera. 

The participant also responded to the survey question, “the information provided by the 

PMHNP student increased my intention to use an SOP to guide intranasal esketamine therapy 

administration,” with a score of ‘3,’ indicating a ‘neutral’ stance. Results related to the ease of 

use or understanding of the proposed safety protocol also showed a neutral position, with the 

questions “I found the SOP unnecessarily complex” and “I imagine most people would find the 
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SOP easy to use” were both scored a ‘3’ on the Likert scale. For the two open-ended question 

fields, responses were left blank by the participant.  

Outcomes Connected to Objectives and Project Purpose 

The purpose of this project was to strengthen provider and nursing staff knowledge 

regarding IET, promote the safe administration of IET at La Frontera, and increase the intention 

to use a formal safety protocol during IET administration and patient monitoring. The principal 

investigator addressed this identified need by developing a proposed IET safety protocol and by 

delivering an educational presentation and surveys to psychiatric providers and registered nurses 

at La Frontera. Results of the survey data indicate that 100% of participants (n=1) intend to use 

the IET safety protocol if adopted and implemented by La Frontera.  

DISCUSSION 

Summary 

In collaboration with Benet Press, MD, Medical Director for La Frontera-EMPACT, a 

need was identified for a formal IET safety protocol to be implemented at the clinic during IET 

administration and patient monitoring. A comprehensive search of the current literature showed 

that no such formal safety protocol either presently exists or has been adopted for use, save for 

the REMS monitoring documentation accompanying IET administration sessions. As such, a 

formal IET safety protocol was developed in a collaborative effort between the PI and Dr. Benet 

Press. This IET protocol was informed by current literature, FDA risk evaluation and mitigation 

strategies (REMS) requirements (Appendix F), and utilizes a combination of assessment tools, 

standing medication orders, required documentation, written instruction, and crisis parameters 

(Appendix I). 
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An educational presentation was created in an effort to provide information to La 

Frontera medical staff regarding the history of ketamine, the safety considerations for its 

prescription and administration, and to provide parameters for staff in assessing and monitoring 

patients’ post-administration. The surveys used to assess participants’ knowledge regarding IET 

as well as their intention to utilize the proposed safety protocol considered their subjective self-

assessment of their own understanding of IET, as well as their attitudes and openness to utilizing 

a formal safety protocol.  

Interpretation 

The results from the survey are difficult to interpret given the low participation rate 

(n=1). The one participant who did respond to the survey indicated that the educational 

presentation was useful in enhancing participant knowledge regarding IET. The survey results 

further demonstrate that the participant would strongly consider utilizing the proposed safety 

protocol in future assessment and patient monitoring during IET administration. These findings 

may reinforce the identified needs of La Frontera surrounding staff knowledge related to IET 

administration and patient monitoring, but more data is needed to determine if this is the case. 

Results also indicate that potential room for improvement exists in simplifying or condensing the 

proposed safety protocol, as the participant responded neutrally to questions about perceived 

complexity and ease of use. The participant also scored “I would be more likely to use the SOP if 

it were built into the EHR” at a ‘4,’ indicating that integrating the proposed safety protocol into 

La Frontera’s electronic charting system would increase the likelihood that psychiatric providers 

utilize the tool. 
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Strengths of the Project 

This quality improvement (QI) project was initially designed as an educational 

presentation that would be delivered in person to La Frontera psychiatric providers and 

registered nurses (RNs) at their clinic in Phoenix, AZ. In the face of the global COVID-19 

pandemic that emerged just prior to the implementation stage of this project, simple 

modifications were made to the delivery method, as well as accommodations by La Frontera’s 

medical director Dr. Benet Press, which resulted in an asynchronous PowerPoint presentation 

that was sent to participants via email. This allowed the informed consent, survey administration, 

and educational presentation to all be built into a single Qualtrics interface, condensing various 

aspects of traditional in-person delivery into one cohesive presentation that participants could 

complete at their leisure and with well-defined parameters for completion. 

Asynchronous educational delivery has several advantages over synchronous learning. 

Current literature shows that students who utilize asynchronous delivery in their education report 

satisfaction in being able to participate and learn at their own pace (Chauhan, Kalra, Kalra, Negi, 

& Agarwal, 2019). Research further demonstrates that asynchronous education is not inferior to 

traditional in-person delivery with regard to retention and learning outcomes (Wray, Bennett, 

Boysen-Osborn, Wiechmann, & Toohey, 2017). In this project, participants were able to access 

the presentation through the Qualtrics link from any computer or handheld device with internet 

access, allowing individuals to participate at their convenience. Further adding to the efficiency 

of the implementation of this project was the modest length required for participation, which 

took an estimated 40 minutes to complete informed consent, both surveys, and the educational 

presentation.  
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Significance of the Findings 

Given the limited response to invitations to participate, it is difficult to extrapolate any 

significant meaning from the survey responses. Despite the low participation, the findings of this 

quality improvement project may appraise any potential future investigators primarily of the 

strengths and limitations of the methods of design and implementation. Current literature shows 

that, generally, closed-ended questions are simpler to use in online surveys due to single-click 

responses and low cognitive demand, but the questions can introduce bias (Connor & Reimers, 

2019). Conversely, open-ended survey questions tend to be detailed, and that the majority of 

participants tend to respond to open-ended questions (Connor & Reimers, 2019). In light of this- 

and given the lack of responses to open-ended questions by the participant- future investigators 

may make considerations for modifying future survey questions to determine what if any effect 

this may have on participant response. Based on the survey responses, testing participant 

receptiveness to, and understanding of a modified version of the proposed safety protocol may 

also be helpful in increasing its ease of use.  

Evaluation of Differences between Anticipated and Observed Findings 

The principal investigator anticipated that participants would see a substantial increase in 

knowledge and understanding of IET after viewing the educational presentation. While there was 

an observed knowledge increase in the participant who returned completed surveys, this increase 

was mild. The PI further anticipated that participants would respond in moderate to a high 

agreement to the questions related to increased intention to use. 

There was some mild discrepancy noted between responses to the two questions. The 

participant indicated moderate agreement of intention to use while indicating a neutral position 
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regarding increased intention to use as a result of the educational presentation. Finally, the PI 

expected to see a greater percentage of invited participants to complete the educational 

presentation and submit completed surveys. 

Possible reasons for these differences may include several barriers, including limitations 

in time or resources for participants, their personal beliefs regarding the use of IET, and their 

familiarity or preference of other existing modalities for TRD.  

Implications 

Practice 

The results from the survey submitted by the La Frontera psychiatric registered nurse 

who participated in the project indicate their openness and intention to use the proposed IET 

safety protocol. While the single participant did indicate a potential willingness to utilize a 

formal safety protocol, it cannot be ascertained whether this intention to use the protocol is 

shared by other psychiatric providers or medical staff at La Frontera. The results may highlight a 

perceived need by staff for the adoption of a formal IET safety protocol at La Frontera, and that 

staff may feel less confident in their present informal approaches to patient monitoring and 

assessment; however, more data would need to be obtained from increased participation to 

determine whether or not this is the case.  

Education  

The limited results of the survey make it difficult to determine whether this project was 

effective in enhancing staff knowledge regarding IET. The results are also inconclusive as to 

whether the presentation might translate into an increased intention to use a formal IET safety 

protocol as standard practice during IET administration and patient monitoring. Given the mild 
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increase in survey responses between pre- and post-presentation surveys, it could be argued that 

there is room for improvement in the educational presentation, though it is unclear as to any 

specifically identified aspect of the presentation and would require further investigation to 

determine if this is the case.  

Research  

Additional research is warranted to investigate where potential improvements may exist 

within the various phases of the project. Did the asynchronous delivery of the education impact 

how many invitees ultimately chose to participate? Could any aspects of the design or content of 

the PowerPoint presentation affect how the information is received by the participant(s)? Did the 

delivery method and design impact the responses to survey questions, and if so, in what way(s)? 

Were there any additional barriers presently unidentified that may have impacted the outcome of 

this intervention? Answering these questions may assist in enhancing future participation and 

outcome through modification of project design and implementation.  

Policy  

Given the requirements of the REMS program in IET administration, the results of this 

project may support an enhancement of the REMS documentation completed during IET patient 

monitoring, including the addition of standardized assessment tools, and standing PRN orders for 

common side effects experienced by patients receiving IET. 

Limitations 

This project is limited by several factors. First, as a QI project, the results cannot be 

generalized across populations, including other clinics or settings, so any data gathered through 

survey submission by participants can only be used to imply that other settings may find the 
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same intervention useful. Determining whether or not that is actually the case can only be 

achieved by implementing another project at each site and sampling their population directly. 

This project is further limited by the small number of participants (n=1), which makes it 

very difficult to extrapolate any meaningful data regarding whether or not psychiatric providers 

and nurses at La Frontera found the educational presentation useful or informative, or whether a 

general sentiment in favor of adopting the IET safety protocol exists among La Frontera staff. 

Finally, it is important to acknowledge the inherent bias of the PI, who believes IET to be 

an important breakthrough in the treatment of TRD and is encouraged by its FDA approval. The 

development of this project was motivated primarily to encourage more widespread use of IET in 

a variety of appropriate settings by mitigating risk through the creation and implementation of a 

standardized safety protocol. Thus, it is reasonable to assume that this bias not only influenced 

the initialization of this project but impacted the research process, the compiling of the 

educational presentation, and the construction of the survey questions.  

Impact of COVID-19 on this QI Project 

This QI project was conducted during the height of the COVID-19 global pandemic, 

which affected a number of aspects of this project during the design and implementation phases. 

As healthcare organizations navigated the emerging complexities associated with COVID-19 

safety considerations and followed recommendations from the Centers for Disease Control 

(CDC) and World Health Organization (WHO), many hospitals and clinics shifted to providing 

medical and mental health services remotely through telehealth. Additional mitigation strategies 

were taken to minimize the spread of COVID-19, including the cancellation of in-person 

meetings and activities. As a result, the intervention of this project- an educational presentation 
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which was originally intended to be delivered in-person to La Frontera psychiatric providers and 

RNs- was reformatted and ultimately delivered asynchronously via an emailed Qualtrics link. 

The PI postulates that increased stress associated with the pandemic on La Frontera psychiatric 

providers and nurses may have contributed to a lack of participation in this project, as 

participating in non-essential activities may not have been prioritized by invitees. 

DNP Essentials Addressed 

Doctoral prepared nurse practitioners (DNP) are required to be proficient in eight 

essential competencies as established by the American Association of Colleges of Nursing 

(AACN). These foundational competencies ensure DNP graduates are adequately prepared to 

provide quality patient care and well-equipped to address complex issues which arise in direct 

patient care settings (AACN, 2006). This project focused on three of these DNP essentials.  

DNP Essential III: Clinical Scholarship and Analytic Methods for Evidence-Based Practice 

DNP Essential III asserts that research synthesis and scholarly inquiry are core 

competencies of DNP-prepared nurses, including the ability to analyze data across the existing 

body of research, then translate research into practice through utilizing existing knowledge to 

solve complex situations in clinical settings (AACN, 2006). This project addressed these 

competencies by identifying a lack of comprehensive IET safety protocol through synthesizing 

current literature, then developing and delivering a proposed IET safety protocol to La Frontera 

staff for use in the clinical setting. The PI utilized existing literature- including assessment tools 

and best prescribing practices- to inform the development of the IET protocol, then disseminated 

this information to La Frontera psychiatric providers and nursing staff to consider for 

implementation into practice.  
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DNP Essential VII: Clinical Prevention and Population Health for Improving the Nation’s 

Health 

DNP Essential VII prepares DNP graduates to be competent in health promotion and risk 

reduction at an aggregate level, which clusters individuals based on shared demographics such as 

age, gender, or diagnosis (AACN, 2006). IET treatment eligibility- with demonstrable properties 

related to suicide prevention and symptom severity reduction- is based on a patients’ diagnosis of 

TRD, which is associated with increased risk of medical comorbidities and suicidality (Canuso et 

al., 2018). The PI utilized this knowledge of IET as a meaningful intervention to address risk 

reduction in the identified population of adults diagnosed with TRD. This QI project meets 

Essential VII requirements by designing and implementing an educational intervention designed 

to enhance staff knowledge related to IET as well as promote patient safety during and after IET 

administration.  

DNP Essential VIII: Advanced Nursing Practice 

DNP Essential VIII details the foundational competencies expected of DNP graduates, 

regardless of specialty, including developing enhanced assessment skills, demonstrating 

advanced clinical judgment, educating individuals and groups related to complex health 

situations, and applying knowledge of nursing science in clinical practice (AACN, 2006). This 

QI project meets Essential VIII’s requirements by creating an IET safety protocol and 

accompanying educational presentation that gives La Frontera psychiatric providers and nursing 

staff comprehensive assessment tools and enhances knowledge of IET. 
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Conclusions 

This QI project was designed to address an identified need within La Frontera-EMPACT 

in Phoenix, Arizona, related to staff knowledge and safety of IET administration and patient 

monitoring. As an emerging therapy for patients with TRD, the potential existed to enhance staff 

knowledge regarding IET and introduce a proposed IET safety protocol for staff to utilize while 

providing esketamine treatment to patients. A review of the current literature identified a lack of 

standardized IET safety protocol, so in collaboration with Benet Press, MD, medical director for 

La Frontera, the PI created a safety protocol and accompanying educational presentation on IET, 

which was ultimately delivered to La Frontera psychiatric providers and nursing staff. The 

proposed protocol was developed as an expansion of the REMS form and consisted of several 

existing or modified assessment tools for sedation, dissociation, and depression. It also includes 

comprehensive written instructions as well as standing orders for PRN medications with 

administration parameters. 

Out of 13 invitees, one individual chose to participate in the intervention and submitted 

completed pre- and post-presentation surveys. Results from the single participants’ survey, 

although encouraging, provide limited insight into the intention of La Frontera psychiatric 

providers and nursing staff to adopt the IET safety protocol. 

This QI project provides an initial foundation for future research regarding the adoption 

of a standardized IET safety protocol among outpatient clinics administering IET. Further 

inquiries could help identify and overcome potential barriers, including alternative 

implementation strategies as well as modifications to the safety protocol to promote brevity. This 
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project was limited by PI bias, a lack of generalizability, and a low number of participants (n=1). 

The PI took measures to minimize limiting effects. 

Plan for Sustainability 

The educational resources regarding IET were included in both the promotional flyer and 

educational presentation and were made available to participants prior to and during the delivery 

of the presentation. This includes the IET safety protocol itself, the PowerPoint presentation, and 

several hyperlinks to educational information related to esketamine therapy. 

Plan for Dissemination 

The PI will disseminate the findings of this QI project to students, colleagues, professors, 

and Benet Press, MD, medical director of La Frontera-EMPACT and special committee member, 

during the final project defense through the University of Arizona. 

Funding 

No funding was given or granted to the principal investigator for this project. 
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APPENDIX A: 

PERMISSION LETTER FROM IMPLEMENTATION SITE MEDICAL DIRECTOR / THE 

UNIVERSITY OF ARIZONA INSTITUTIONAL REVIEW BOARD AUTHORIZATION 

LETTER 
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APPENDIX B: 

CONSENT DOCUMENT (CONSENT FORM WITH DISCLOSURE TO PARTICIPATE) 
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Promoting Patient Safety During Intranasal Esketamine Administration  

Mikael Guthrie 

My name is Mikael Guthrie, MSN-Ed, RN, and I am a DNP candidate at the University of 
Arizona specializing in Psychiatric Mental Health. I am conducting a quality improvement 
project at La Frontera-EMPACT, using a pre- and post- presentation survey design to assess 
knowledge of intranasal esketamine therapy (IET) and intention to use a proposed IET safety 
protocol. I am inviting psychiatric providers and psychiatric registered nurses to participate in 
this project by viewing an asynchronous educational presentation on esketamine and the 
proposed safety protocol to be used during intranasal administration and patient monitoring, as 
well as completing two surveys: pre- and post-presentation.  

The purpose of this quality improvement project is to strengthen provider and nursing 
staff knowledge regarding IET, the administration of IET at La Frontera, and increase 
intent to use. The purpose will be achieved through presenting IET basic knowledge and an 
IET safety protocol to La Frontera medical staff to be considered as a potential standard 
operating procedure (SOP). This IET protocol was informed by current literature, FDA 
risk evaluation and mitigation strategies (REMS) requirements, and utilizes a combination 
of assessment tools, standing medication orders, required documentation, written 
instruction, and crisis parameters.  
 
This is a quality improvement project and participation is completely voluntary. Participants 
have the right to refuse to participate, give information, and withdraw from the educational 
session at any given time. In addition, you may skip any question that you choose not to answer. 
By participating, you do not give up any personal legal rights you may have as a participant in 
this study.  

If you consent to participate in this project, you will be asked to complete several steps: 

1) First, complete and submit this consent and disclosure form, then select “continue” at 
the bottom to be directed to the pre-presentation survey. 

2) Complete pre-presentation survey about esketamine therapy. Once finished, select 
“continue” to be directed to the educational presentation. 

3) View the 20-minute pre-recorded PPT presentation at your own pace. The content will 
provide information about esketamine therapy and outline details of the proposed 
safety protocol to be used during administration and patient monitoring. Once 
complete, select “continue” to be directed to the post-presentation survey. 

4) Complete the post-presentation survey about esketamine therapy and the proposed 
safety protocol by selecting “submit.”  

The educational presentation will last approximately 20 minutes, and the surveys will take 
approximately 10 minutes to complete. There are no foreseeable or anticipated risks associated 



 

 
52 

with participating in this research and you will receive no immediate benefit from your 
participation. Participation in this project does have the potential to increase patient access to 
evidence-based interventions to support their health and reduce adverse outcomes.  
 
For questions, concerns, or complaints about the study, you may call Mikael Guthrie, MSN-Ed, 
RN at 480.440.2018 or reach out via email mikaelguthrie@email.arizona.edu. 
By taking this survey, you agree your responses may be used for research purposes. 
 
By agreeing to participate you are indicating that: you are at least 18 years of age and you have 
read and comprehend the informed consent. 
 
*You will provide consent to participate in this project through completion and submission 
of this consent form, which will then direct you to the pre-presentation survey.  
 
**You will have ten (10) days to submit consent and then complete the two surveys and 
educational presentation. This link will be closed on April 22nd, 2021 at 11:59pm.  
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APPENDIX C: 

RECRUITMENT MATERIAL (RECRUITMENT FLYER / DR. BENET PRESS 

INVITATIONAL EMAIL TO POTENTIAL PARTICIPANTS) 
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Recruitment Flyer 

 

Dr. Benet Press Invitational Email to Potential Participants 
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APPENDIX D: 

EVALUATION INSTRUMENTS (PRE-/POST-PRESENTATION SURVEY) 
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Pre-Presentation Session Survey 
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Post-Presentation Session Survey 
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*Adapted from standard System Usability Scale (Lewis & Sauro, 2017) 
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APPENDIX E: 

PARTICIPANT MATERIAL (EDUCATIONAL PRESENTATION) 
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APPENDIX F: 

CHART AUDIT FORMS (IET REMS PATIENT MONITORING FORM) 
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APPENDIX G: 

PROJECT TIMELINE 

 



 

 
71 

Completion 
Date 

Planning Pre-Implementation Implementation Evaluation 

December 
2019 

 

Informal conversation 
with Dr. Press 

regarding areas of 
potential need/benefit 

at La Frontera 
outpatient clinics- 

identified IET  

   

December 
2020 

Search literature for 
IET- safety, 

considerations, 
available protocols 

   

February 
2020 

 

Ongoing dialogue with 
Dr. Press re: IET 
protocol creation, 

educational 
presentation, audience 

   

 
April 2020 

Create a PPT 
presentation for initial 
project proposal- IET 

protocol  

   

 
May 2020 

Submit PPT 
presentation for project 

proposal  

   

 
May 2020 

 Incorporate feedback and 
edit PowerPoint and 
presentation notes 

  

March 2021  Submit Project Proposal 
to committee chair Dr. 

Edmund 

  

March 18th, 
2021 

 Initial Defense    

March 2021  Submit to IRB for 
approval to implement 

  

April 2021  Invite providers and RNs 
to participate in the 

intervention by viewing 
asynchronous educational 

presentation 

  

April 2021   Email educational 
presentation to 

participants and post-
presentation survey 
links to participants 

 

May-July 
2021 

   Review results 
from post-

presentation 
survey and 

analyze data 
July/August 

2021 
   Final Defense  
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APPENDIX H: 

LITERATURE REVIEW GRID 
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APPENDIX I: 

OTHER DOCUMENTS AS APPLICABLE TO THE PROJECT (PROPOSED IET SAFETY 

PROTOCOL AND ASSESMENT SCALES – PATIENT HEALTH QUESTIONNAIRE-9 

[PHQ-9]) 
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Proposed Standard Operating Procedure and Safety Protocol for IET Administration, La 
Frontera-EMPACT, SMI Outpatient setting 
 
Initial visit/screening: 

• Patient completes enrollment form 
• Confirm patient has 3-hour window of time on day of appointment 

o Verify transportation to and from clinic 
 Client cannot drive home; bus, Veyo, Lyft are acceptable 

• Drug screen completed using RapidTest  
• Pregnancy screen if applicable to patient 
• PHQ-9 Baseline score for depression severity 
• Obtain relevant medical and psychiatric history 

o Confirm with provider before proceeding if positive history of 
 Aneurysm, CVA, hypertension, or psychosis 
 Current prescriptions or recreational use of:  

• Stimulants, MAOIs, opiates, benzos 

Each visit: 
• Confirm patient identity against medication  

o Name, DOB, medication, dosage (28mg, 56mg, 84mg) 
• Ensure PRN medications are nearby (standing order set for all IET clients) 

o Zofran 4mg ODT x1 PRN nausea, repeat dose after 1 hour if needed (max dose 
per visit 8mg ODT) 

o Clonidine 0.1mg PO x1 PRN hypertension 
 SBP >160 OR DBP >99 

• If H.R. <60, consult provider prior to administering 
• Obtain PHQ-9 score prior to administration 
• Have client clear nasal passages prior to administration 
• Take baseline vitals 

o Hold dose and consult provider if baseline SBP >155, OR DBP >99 
• Have client self-administer IET per guidelines (ongoing education provided) 

o Instruct client using tester kit prior to administration if needed 
• Clock starts at initiation of FIRST dose (enter time on REMS form) 
• SECOND dose administered 5 minutes after first dose is completed 

Patient monitoring/REMS form: 
• Must be completed and faxed to REMS for EVERY client, EVERY session 

o Fill out all required fields (indicated by *), both sides of form 
o Patient must be monitored for at least TWO hours from start of clock (initiation 

of first dose noted above) 
 B.P. monitored: 

• Prior to administration (baseline- REMS form) 
• 40 minutes after first dose clock starts (REMS form) 
• 80 minutes after first dose clock starts (not on REMS form) 
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• Prior to discharge (REMS form) 
• Administer PRN Clonidine if indicated based on protocol 

o If administered, recheck B.P. according to REMS 
interval (40 minutes post Clonidine dose) 

o If B.P. is not trending down/resolved or has elevated 
over previous check, activate EMS  

 Monitor and assess for sedation using MOAA-S 
 Monitor and assess for dissociation using CADSS-C 

• Only check 1 box on REMS- ONSET of symptoms, not duration 
• Onset of symptoms should prompt CADSS-C and MOAA-S 

assessments 
o If no observable onset of symptoms, perform CADSS-C 

and MOAA-S prior to discharge 
 Monitor for nausea, provide PRN Zofran ODT if indicated 
 Consult with provider if significant dissociation, sedation, or unresolved 

nausea or HTN are noted 
• Document any serious adverse events on REMS (back side) 

o If none, must write “none” or “N/A” in empty boxes 
 Forms with boxes left blank will be reviewed 

and/or returned by REMS 

Prior to discharge/departure: 
• Confirm patient is alert and oriented to person, place, situation 
• Verify VS are WNL:  

o Pulse >60, <100 
o SBP <155, DBP <99  
o Respirations 12-20 
o O2 saturation >94% room air 

 Gain provider approval for discharge/release if any VS are outside 
normal limits 

• Confirm patient transportation arrangements 
• Confirm patient has established a follow up appointment for next session 
• Document all findings including any PRN administration in NextGen template 
• Submit completed REMS form via fax/e-fax within 24 hours 

Considerations:  
• Introduce therapy during IET administration as indicated 
• Monitor/modify dosage based on response 

Document progress (PHQ-9 scores, patient statements) 
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Assessment Scales: 
Patient Health Questionnaire-9 (PHQ-9) 

 
Modified Observers Alertness/Sedation Scale (MOAA-S) 

5- Responds readily to name spoken in normal tone 
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4- Lethargic response to name spoken in normal tone 
3- Responds only after name is called loudly and/or repeatedly 
2- Responds only after mind prodding or shaking 
1- Responds only after painful trapezius squeeze 
0- No response after painful trapezius squeeze 

 
Condensed Clinician Administered Dissociative States Scale (CADSS-C) 

1. Do things seem to be moving in slow motion?  
0= Not at all.  
1= Mild, things seem slightly slowed down, but not very noticeable.  
2= Moderate, things are moving about twice as slow as normally.  
3= Severe, things are moving so slowly that they are barely moving.  
4= Extreme, things are moving so slowly, I have the perception that everything has come to a 
stop, as if time is standing still. 
 

2. Do things seem to be unreal to you, as if you are in a dream?  
0= Not at all.  
1= Mild, things seem a little unreal, but I’m well aware of where I’m at.  
2= Moderate, things seem dreamlike, although I know I am awake.  
3= Severe, things seem very dreamlike, although I know that I am here, I have the feeling like I 
might be asleep.  
4= Extreme, I feel like nothing is real, like I should pinch myself to wake up, or ask someone if 
this is a dream. 
 

3. Do you feel as if you are looking at things from outside of your body?  
0= Not at all.  
1= Mild, I feel somewhat disconnected from myself, but I am basically all together.  
2= Moderate, I feel like I am just outside of my body, but not looking down upon myself from far 
above.  
3= Severe, I feel like I am twenty feet or more away from my body, looking down from above.  
4= Extreme, I feel as if I am hundreds of feet above myself, looking down at myself and everyone 
else here. 
 

4. Does your sense of your own body feel changed: for instance, does your own body feel unusually 
large or unusually small?  
0= Not at all.  
1= Mild, I have a vague feeling that something about my body has changed, but I can’t say 
exactly what it is.  
2= Moderate, I feel like my body has increased or decreased in size slightly, or that it feels 
somewhat as if it is not my body.  
3= Severe, I feel as if my body has increased to twice its normal size, or decreased to twice its 
normal size, or I very much feel as if this is not my body.  
4= Extreme, I feel as if my body has swelled up to at least ten times its normal size, or as if it is 
ten times as small, or as if my arms have become like toothpicks. 
 

5.  Does this assessment seem to be taking much longer than you would have expected?  
0= Not at all.  
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1= Mild, it seems as if this interview has gone on for at least twice as long as the true elapsed 
time.  
2= Moderate, it seems as if this interview has gone on for at least two hours.  
3= Severe, it seems as if at least ten hours have gone on since the start of the interview. 4= 
Extreme, it seems as if time is standing still, so that we have been here at this point in time 
forever. 
  

6. Do things seem to be happening very quickly, as if there is a lifetime in a moment? 0= Not at all.  
1= Mild, things are happening slightly faster than normal.  
2= Moderate, things seem to be happening at least twice as fast as normal.  
3= Severe, things seem to be happening at least 10 times faster than normal.  
4= Extreme, as if this whole experience has happened at once, or as if there is a lifetime in a 
moment. 
 

7.  Have you spaced out, or in some other way lost track of what was going on during this 
experience?  
0= Not at all.  
1= Mild, I have had some episodes of losing track of what is going on, but I have followed 
everything for the most part.  
2= Moderate, I have lost at least a minute of time, or have completely lost track of what is going 
on now.  
3= Severe, I have lost several segments of time of one minute or more.  
4= Extreme, I have lost large segments of time of at least 15 minutes or more. 
 

8.  Do things seem very real, as if there is a special sense of clarity?  
0= Not at all.  
1= Mild, things seem to be a little bit more real than normal.  
2= Moderate, things seem to be more real than normal.  
3= Severe, things seem to be very real or have a special sense of clarity.  
4= Extreme, things seem to have an incredible sense of realness or clarity. 
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