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The goal of this HCPLive® Peer Exchange: Institutional Best Practices for Treating Schizophrenia, 
which was facilitated by Peter Salgo, MD, was to review the benefits of early use of long-acting 

injectable (LAI) antipsychotic medications in patients with schizophrenia and to discuss system protocols 
that are in place for the use of LAIs in institutional settings. The utility of these medications when 

transitioning from inpatient to outpatient settings was highlighted. Also discussed were recent updates 
to guideline-based recommendations for treating schizophrenia, prescribing patterns and the underuse 
of LAIs, and barriers to care. Clinical experiences and perspectives were shared by faculty panelists Joe 
Avelino, RN, BSN, MHSA, CPHQ; Rahn Bailey, MD, DFAPA; and Henry Nasrallah, MD, who each added 

insights to the conversation. This article provides highlights of the discussion.

»   Learn more about the benefits 
of long-acting injectables 
(LAIs) in the management of 
schizophrenia, and system 
protocols that are in place 
for the use of LAIs in an 
institutional setting.
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Institutional Best Practices 
for Treating Schizophrenia

AN ESTIMATED 3.5 MILLION 
Americans are living with diag-

nosed schizophrenia.1 Presenting 

with symptoms such as hallucinations, 

delusions, and cognitive impairment, 

schizophrenia is one of the leading causes 

of disability in the nation.2 If it is not 

properly managed, schizophrenia can be 

associated with increased rates of home-

lessness, incarceration, 

and mortality.

HCPLive® recently 

hosted a panel led by 

Peter Salgo, MD, in 

which faculty discussed 

clinical burdens and 

challenges associated 

with schizophrenia—including nonadherence 

to oral therapy, which is a common 

management concern for this patient 

population. Faculty focused on the benefits 

of long-acting injectables (LAIs) and their 

use in an institutional setting. 

CLINICAL BURDEN  
OF SCHIZOPHRENIA 
Salgo initiated the conversation by 

questioning faculty about challenges and 

unmet needs they experience in treating 

patients with schizophrenia. Faculty’s 

concerns included public stigmas, structural 

challenges (such as incarceration or 

homelessness), comorbidities, relapse, and 

medication adherence. 

PUBLIC MISPERCEPTIONS  
AND STIGMAS
“One of the historical adversities for 

[patients with schizophrenia]—a reason why 

they’ve been more medically ill and dying 

earlier…of medical concerns—has been the 

misappropriation and consideration that 
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if you have a primary psychiatric problem, then ‘it’s all in your 

head,’” said Rahn Bailey, MD, DFAPA. Primary care physicians 

and other nonpsychiatrist physicians have 

been less inclined than psychiatrists to 

actively engage in diagnostics for this patient 

population. Even legislators and politicians 

can see brain illness as “something that 

really shouldn’t exist,” according to Bailey.

Henry Nasrallah, MD, also noted the 

lack of education among families and 

communities of patients with schizophrenia, 

which has led to delayed care at onset. “The 

families are woefully unaware in general,” 

he said. “The general population has no 

idea what the prodromal symptoms are, and 

they think this is just like regular adolescent 

behavior and lability and odd behavior.” But 

the longer the psychosis goes untreated, the 

worse the outcome and the worse the prognosis, according 

to Nasrallah. He noted a need to educate the public about 

the earliest warning signs of impending psychosis among 

adolescents and young adults in their early 20s, because this 

population is most at risk of experiencing a psychotic episode 

for the first time, as well as to experience bipolar disorder, 

substance use disorders, eating disorders, and depression. “We 

need to educate the public at large about this fact and about 

early recognition so they can refer [people with schizophrenia] 

for care as soon as possible,” he said. 

STRUCTURAL BURDENS 
Structural problems such as homelessness, institutionalization, 

and incarceration can have considerable impact on care 

management and outcomes for those with 

schizophrenia. Joe Avelino, RN, BSN, MHSA, 

CPHQ, discussed the challenges associated 

with serving the homeless population, 

many of whom “are not compliant [and/

or] don’t have the resources or [a] support 

system.” Regarding incarceration, Bailey 

stated that in recent decades, the number of 

chronically mentally ill patients who are incarcerated has tripled 

or quadrupled in most states. These individuals “may have a 

history of medication noncompliance…and social problems that 

likely will make it more difficult for them than others, once they 

get out to access care, to get their medications appropriately,” 

Bailey said. “If they are homeless, [they won’t have] a place to 

put bottles of pills.”

COMORBIDITIES
Patients with schizophrenia are vulnerable to other medical 

conditions, many of which are additional mental or behavioral 

health disorders.2 Nasrallah indicated that patients aged as 

young as 18 or 20 years who have experienced their first episode 

of schizophrenia can also have multiple medical conditions that 

lead to medical hospitalization, emergency department visits, 

and other health care utilization. This propensity toward multiple 

comorbidities is attributed to immune dysfunction affecting those 

with schizophrenia, according to Nasrallah, and it requires a 

multidisciplinary approach. 

“Schizophrenia is probably the most severe psychiatric 

disorder,” Nasrallah said. “The best way to approach this 

population is with a multifaceted approach, a biopsychosocial 

approach. [Patients with schizophrenia] need medications, 

they need social support, they need professional rehabilitation, 

[and] they need cognitive remediation.” Care should be 

handled by not only a psychiatrist but also by an entire team of 

health care professionals.

RELAPSE
Bailey noted that relapse consistently bodes adversely for 

long-term prognosis. “Every time there’s a relapse, the patient 

gets worse,” he said, describing relapse as when a patient is 

discharged as clinically stable but is readmitted with a return of 

symptoms within 6 months of discharge. 

Ramifications of relapse, even a second episode, can 

involve brain tissue loss and treatment resistance, according 

to Nasrallah. Patients become psychotic and often are 

incarcerated or become homeless. They are also more likely to 

die by suicide.

Relapse also leads to hospital readmissions, shared 

Bailey, and according to Avelino, hospital readmissions are 

frequent among patients with schizophrenia; among even the 

most effective psychiatric practices, readmission rates for 

behavioral health patients can average 18%. Avelino added 

that government reimbursements are increasingly influenced 

by readmission rates, so high readmission rates can adversely 

affect hospital economics.

Bailey likes to teach his residents and trainees that it doesn’t 

always work to put relapsed patients back on the same 

medications. He also noted the importance of providing 

comprehensive care. “Our goal has to be to provide care and 

treatment to increase the likelihood that when [patients] get out 

of the hospital, they have all the wraparound services [they 

need], along with medication management,” Bailey explained,  

to have the best odds of “making relapse less likely.” >>  

JOE AVELINO, RN, 
BSN, MHSA, CPHQ

RAHN BAILEY,  
MD, DFAPA
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Families, who can be in denial about their loved one’s 

disabling illness, need education on relapse—they need to 

understand the schizophrenia is not just going to go away, 

noted Nasrallah. They should know that “every time [a patient 

has] another psychotic episode, [there is] more damage to the 

brain. The chances of disability increase and the chances of 

complete recovery decrease with every episode,” he stressed. 

MEDICATION ADHERENCE 
Complete adherence to medications is absolutely vital to help 

prevent another psychotic episode, emphasized Nasrallah, and the 

first step in adherence is to ensure that family members monitor 

the patient from the very beginning. “They’re still connected with 

the patient in the first episode. [They can make sure] the patient 

is taking the pill every single day,” he said. “Later on, forget it…

there’s no family later. Patients and their family are disconnected 

once they [experience] multiple episodes.” 

Medication nonadherence is a major concern in the 

management of schizophrenia. Symptoms such as avolition, 

apathy, and lack of motivation can prevent patients from 

taking pills every day. Patients in this population also “have 

lack of insight,” Nasrallah noted. “They’re not going to take the 

medicine because they don’t believe they’re sick, they have 

cognitive impairment with poor memory…and they forget a lot 

of things, including pills.”

Faculty stated that they prefer to start with LAIs “right off 

the bat,” because doing so can help mitigate concerns with 

nonadherence to oral medications.

GUIDELINE-RECOMMENDED  
SCHIZOPHRENIA MANAGEMENT 
Guidelines for the treatment of patients with schizophrenia 

from the American Psychiatric Association (APA) that were 

updated in 2020 emphasize a patient-centered treatment 

plan that includes evidence-based nonpharmacological 

and pharmacological treatments. These guidelines include 

Episode 3. Schizophrenia Relapse: Diagnosis, 
Prevention, and Impact

Henry Nasrallah, MD: We must emphasize to families that 
complete adherence is vital, otherwise [the patient is] going 
to have another psychotic episode. We need to educate 
the family that this is a brain disorder; it’s a degenerative 
brain disease. It’s like a stroke. Every time you have a 
stroke, you damage more brain tissue; it’s the same thing 
with schizophrenia. Every time you have another psychotic 
episode, there is more damage to the brain, and the chances 
of disability increase, and the chances of complete recovery 
decrease with every episode.

View video: https://bit.ly/3x89NsD

More on HCPLIVE.COM

Episode 7: Patient Factors Associated  
With Schizophrenia

Henry Nasrallah, MD: People think that there are candidates 
for long-acting [injectables] and candidates for oral [drugs]. In 
my judgment, every patient with schizophrenia is a candidate 
for long-acting [injectables] at the beginning of the illness, 
right after the first episode, and there are many reasons for 
that. They have lack of insight; they’re not going to take their 
medicine because they don’t believe they’re sick; or they 
have cognitive impairment with poor memory and they forget 
a lot of things, including pills. They have negative symptoms 
like avolition, apathy, and lack of motivation that prevent 
them from taking pills every day, and then they have rampant 
substance use. When you put all these things together, it is 
really a tragedy that psychiatrists do not treat those patients 
promptly with LAIs at the first episode. 

View video: https://bit.ly/3v4xqRa

More on HCPLIVE.COM

https://www.hcplive.com/
https://www.hcplive.com/
https://www.hcplive.com/
https://bit.ly/3v4xqRa
https://bit.ly/3x89NsD
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recommendations for LAIs under the following circumstances3:

• An LAI is preferred by the patient.

•  The patient has a history of poor or uncertain adherence 

to oral therapy. 

Bailey noted the value of offering an LAI up front instead of 

waiting until the patient has first demonstrated nonadherence 

to oral therapy. “The reality is, we really should have for a long 

time considered that these should be first-line treatments 

and not only secondary- or tertiary-care treatments,” he said. 

“They work well in the first line. The patient is less likely to 

relapse in the first place if you use them up front. They’re also 

very helpful for transitions of care.” Bailey shared that at his 

hospital, the ideal treatment plan is to start a patient initially 

on an LAI. “It’s actually best for the majority of patients we 

see,” he said.

Faculty provided examples of when LAI treatment up front 

would be the right choice—in the case of homelessness or 

history of a substance use disorder, for instance. Ultimately, 

however, “there are no ‘best’ candidates [for LAI],” Nasrallah 

said. “Every patient with schizophrenia is a candidate for long-

acting [medication] at the very beginning of the illness, right 

after the first episode.”

Bailey believes that LAIs promote the success of different 

strategies for long-term treatment progress. Nasrallah 

commented that one of his goals as a researcher “is to avoid 

the second episode by all means, which means keeping the 

patient well after the first episode. Never again [do] I want 

[the patient] to have another episode.” 

Considering the potentially very damaging effects of 

relapse, said Nasrallah, “it is really a tragedy that psychiatrists 

do not treat [patients who will likely not adhere to therapy] 

very, very promptly with LAIs—at the first episode.” He urged 

clinicians to protect patients from the hazards of relapse as 

early as possible and not “dillydally” to wait for the patient 

to have multiple relapses before switching to a LAI. “By 

then, they are disabled,” he said. “They’re homeless, they’re 

incarcerated, they may have attempted suicide several times, 

and they’re treatment resistant…all those negative things can 

happen—most importantly, the disability. [The patients] are 

written off. They have no life anymore.”

INSTITUTION PROTOCOLS WHEN  
TRANSITIONING FROM INPATIENT 
TO OUTPATIENT SETTINGS
Nasrallah noted that no universal guidelines or protocols exist 

in psychiatry practice. Psychiatrists can “prescribe what they 

want…monitor when they want…and discharge the patient on 

what they want. The outcomes, of course, are very variable,” he 

said. This is in pronounced contrast with other specialties, such 

as cardiology, which have fixed algorithms from which providers 

rarely, if ever, deviate. Avelino agreed that he was not aware of 

any hard and fast protocols to ensure best care in treating 

patients with schizophrenia.  >>

Every patient with 
schizophrenia is a 
candidate for long-
acting [medication]  

at the very beginning  
of the illness, right after 

the first episode.  
—Henry Nasrallah, MD

Episode 9: Transitioning From Oral to LAIs  
to Manage Schizophrenia

Rahn Bailey, MD, DFAPA: The data make it very clear 
that we should have a transition. You shouldn’t do it cold 
turkey, so to speak. Very often we’ll decrease by half the 
oral; give the long-acting injectable [LAI] a chance to kick 
in; and then, as the patient responds, wean the [patient off 
the] oral. That has psychological and physiological aspects 
to it. In addition, it gives us the time to do a lot of patient 
education about what this [LAI] medication is likely to do 
and why it’s better.  

View video: https://bit.ly/3x3ZiXr

More on HCPLIVE.COM

https://www.hcplive.com/
https://bit.ly/3x3ZiXr
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Regardless of the lack of universal protocols, faculty shared 

approaches and guidelines they follow within their own 

institutions to help optimize outcomes in the inpatient setting 

and through the transition of care to outpatient practices. 

They stated that oral therapy can have a place in the inpatient 

environment for patients who have experienced a first psychotic  

episode; daily pills allow providers to monitor for any adverse 

reactions to new medications. “Orals work perfectly well on 

the inpatient unit because [patients are] being monitored. The 

patient is swallowing and not cheeking it [holding it against their 

cheek] and throwing it away,” said Nasrallah.

Once the patient improves in the hospital, the care team starts 

the discharge planning process and begins educating the patient 

and family members. Avelino emphasized the importance of 

involving family members and significant others in the transition 

of care. “[It is critical to educate family during] the discharge 

planning process [about the] resources that are out there,” 

he said. “For instance, some of these patients, at least from a 

hospital care [perspective], are not necessarily able to meet 

inpatient criteria, but what are some of the clinic resources? We 

[share] that information not only with the patient but with their 

family members as well.”

Nasrallah also takes this care transition as an opportunity to 

recommend a LAI. “I [work to convince] the patients [to receive 

the] injection before they leave the hospital. That is the best 

time, in my opinion, to manage schizophrenia and get the best 

outcome possible. Switching to an injectable is seamless [when 

done as an] inpatient.” He explained that if the patient starts 

on risperidone oral while hospitalized, they can switch to either 

risperidone LAI or paliperidone LAI at discharge. If the patient 

starts with aripiprazole in the hospital, they can switch  

to aripiprazole LAI. 

Patients with chronic schizophrenia who have historically 

taken medications orally can switch to LAIs right away, 

providing they had previous exposure to the chosen medication 

in oral form. Testing for adverse reactions is not necessary, 

according to Nasrallah.

However, Bailey cautioned that the data make it very clear that 

the transition from an oral medication to an LAI should not be 

done cold turkey. “Very often we’ll decrease the oral by half and 

give the long-acting a chance to kick in,” he said. “Then, as the 

patient responds, we begin to essentially wean the oral. I think that 

has both psychological and physiological aspects. [It’s] actually 

very, very good that they don’t lose it immediately.”

Once the patient transitions to the outpatient setting, it is 

very important to communicate with the outpatient practice, 

noted Bailey. Outpatient practitioners should be aware of the 

symptoms that patients experienced in the hospital, because 

relapse often involves the same symptoms experienced in 

the previous episode. Patients should be monitored for these 

symptoms very closely. In addition, Avelino assigns a nurse 

or liaison to follow up with patients—including those who are 

homeless—to ensure adherence to the LAI treatment regimen.

BENEFITS OF LAIS AFTER THE FIRST EPISODE
To demonstrate the benefit of LAIs administered after the 

first episode, faculty presented results from a randomized 

clinical trial published in JAMA Psychiatry of 83 patients with 

[It is critical to educate 
family during] the 

discharge planning process 
[about the] resources that 

are out there.  
—Joe Avelino, RN, BSN, MHSA, CPHQ

Episode 8: LAIs in Schizophrenia: Advantages 
and Techniques for Patient Acceptance

Joe Avelino, RN, BSN, MHSA, CPHQ: [With long-acting 
injectables,] patients don’t need to remember to take the 
medication every day. It reduces the relapse frequency 
and perhaps even reduces the rehospitalization rates, and 
last but not least, it allows you to know whether relapse is 
caused by the lack of response to the medication or because 
of poor adherence.  

View video: https://bit.ly/3txq2gx

More on HCPLIVE.COM

https://www.hcplive.com/
https://www.hcplive.com/
https://bit.ly/3txq2gx
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schizophrenia who had experienced their first episode within 

the past 2 years.4 

In the study, patients initially received oral risperidone 

monotherapy for at least 3 weeks, then were randomized to 

receive either oral risperidone or LAI risperidone in addition 

to either cognitive remediation or healthy-behaviors training. 

Results showed that during the 12-month follow-up period, the 

LAI (vs oral risperidone) was associated with an 84.7% relative 

risk reduction for a psychotic exacerbation and/or relapse. 

Specifically, recurrent episodes were experienced by 2 of 40 

patients in the LAI group (5%) and 14 of 43 of those in the 

oral group (33%). In addition, psychiatric hospitalizations were 

significantly lower in the LAI group than the oral group (5% vs 

18.6%, respectively).4

“How can you read a well-done study like that and not use a 

long-acting?” said Nasrallah. “I want to treat my patients like 

I would treat a family member, and if I had a family member 

become psychotic, that’s what I would do for them.”

Avelino acknowledged the association of LAIs with reduced 

relapse frequency and rehospitalization rates—which has been 

even more imperative with the greater shortage of behavioral 

health beds during the COVID-19 pandemic. He also noted 

additional benefits: LAIs don’t require patients to remember to 

take their medication every day, and LAIs can help physicians 

determine “whether relapse is caused by the lack of response 

to the medication or due to poor adherence.”

PATIENT-FOCUSED CARE MANAGEMENT  
AND EDUCATION 
Faculty emphasized the importance of attempting to correct 

patient misconceptions and empowering patients with choices 

about their treatment plan. “[Clinicians] have a lot to say and a 

role to play in increasing the likelihood the patient will actually 

accept LAIs as a treatment choice,” said Bailey. “If we don’t 

really talk about it and [we don’t] discuss it with some degree 

of positivity, the patient is unlikely to view subconsciously…that 

it’s a good thing.”

Nasrallah reviewed his techniques for getting patients to 

accept LAIs and continue treatment regimens. “First, I educate 

the patient [on] what schizophrenia is, as an illness,” he said. 

Nasrallah shows them MRI scans of a brain that has shrunk 

from multiple episodes and then compares them with scans of 

a brain that looks normal. He asks them while pointing to the 

damaged brain tissue, “You don’t want your brain to look like 

this, do you? This is what happens if you relapse.”

Second, Nasrallah educates patients on adherence. He 

says, “Why bother taking pills every day? Studies have shown 

that if you miss 1 dose every 4 days, you relapse.” In other 

words, if blood measures of antipsychotics drop 25%, patients 

experience a relapse.

Third, he tells them that the LAI is like a vaccine. He says, 

“You want to protect yourself, don’t you, from a viral infection? 

[The LAI] is protecting you from coming back to the hospital. 

You don’t want to get sick and hear voices again and be 

tortured with paranoia.”

Finally, Nasrallah shares with patients that they can receive 

an LAI—and that some can be given once every 3 months, 

requiring the patient to be injected only 4 times a year. He 

noted that one company is developing an LAI that lasts for 6 

months, which he will use as an additional incentive for patients 

to replace daily pills with an LAI. He does encourage patients, 

however, to maintain monthly visits to him for services such as 

psychotherapy support and vocational rehabilitation. 

UNDERUSE OF LAIS AND  
PRESCRIBING PATTERNS 
“In the United States, about 10% to 11% of patients with 

schizophrenia receive an LAI, usually very late in the illness,” 

said Avelino. “[Clinicians] rarely give [LAIs] to [patients] early. 

That’s tragic.” He stated that in Europe, approximately 50% of 

patients with schizophrenia may receive LAIs, due in large part 

to incentives from funding agencies. “The government says, 

‘Oh, no, we’re not going to pay for the expensive inpatient 

rehospitalization again and again. If you get 1 relapse, you’re 

going to get the injection.’ And all the physicians comply  

with that.”

In the United States in the 1970s, LAIs had developed the 

reputation for being a therapy of last resort, according to 

Nasrallah. “Clinicians never really adopted them for a variety of 

reasons,” he said, which included not wanting to impose a 

specific type of therapy on a patient and simply being unaware of 

the serious brain damage caused by psychotic episodes.  

“We did not know [about this damage] until the year 2000,” he 

said. “So [until then, clinicians] didn’t really take it seriously.” >> 

[Clinicians] rarely give 
[LAIs] to [patients] early. 

That’s tragic.  
—Joe Avelino, RN, BSN, MHSA, CPHQ
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Bailey noted that despite the advances in knowledge, this 

prescribing pattern continues today, with clinicians learning 

early in their career that LAIs should be used only as tertiary 

treatment once the patient fails another therapy or has a long 

history of nonadherence.

“We need to change the habit of giving [patients] pills when 

they’re discharged from the hospital, only to see them come back 

again and again,” said Nasrallah. “And [we need to change the] 

thinking that this is [just] the way it is with schizophrenia and [that 

you have to] accept that disability as a fact. That is the worst thing 

you can do for a patient—to expect negative outcomes.”

Faculty noted how important it was for clinicians, when 

determining the right treatment, to remember that patients with 

schizophrenia do not have a normal, healthy brain; they are unable 

to make the right decisions until they are treated. Eventually, 

patients who receive ongoing, continuous treatment for years 

can heal their brain and regain good judgment. However, many 

clinicians do not observe this healing because they either never 

start an LAI for their patients or they discontinue the LAI after a 

few months because patients no longer want to receive it.

CONCLUSIONS
The use of a LAI antipsychotic medication presents one way to 

help overcome many of the clinical challenges associated with 

treating schizophrenia. “LAI is our hope for the future,” said 

Avelino. “And I think we take it for granted, and it’s underutilized.”

Looking forward, Bailey noted the importance of providing LAI 

education to medical students, trainees, and even midcareer 

physicians to shift the ongoing perception of LAIs as a last resort. 

Similarly, Bailey stated the necessity of establishing strategies 

and protocols that guide physicians toward practicing in a 

more evidence-based way. Nasrallah added, “We have to stop 

doing the traditional ‘same old, same old’ and start thinking of 

[schizophrenia] as an acute emergency, a brain disorder that needs 

to be treated just as seriously as a stroke or heart disease or a 

heart attack.”

Bailey also highlighted the role of clinicians in helping patients 

understand the benefits of LAI therapy. “This whole discussion 

today about whether or not LAIs are efficacious—[the answer] is 

clear,” he said, acknowledging that they certainly are. “But I think 

it’s our job to do the education, to make sure that the patient 

appreciates all the other additional downstream benefits that 

we discussed earlier [and understands that an LAI] is likely to 

be better for them.” Bailey aims to increase the expectations of 

patients and their families that patients can be symptom free. 

“It’s our job to keep pushing the envelope to get them to that 

place. I want my patients to have the same 3 things that I have 

in life,” he declared: “a decent clean place to live; some work or 

some vocation that I feel respected in; and, hopefully, a family 

that loves me.” 

To view the entire program,  
visit hcplive.com/peer-exchange.
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We have to...start thinking of [schizophrenia] as an acute 
emergency, a brain disorder that needs to be treated just as 

seriously as a stroke or heart disease or a heart attack.  
—Henry Nasrallah, MD
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