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T he course of chronic psychiatric conditions, such as schizophre-
nia, differs from chronic medical conditions, such as diabetes. 
Some patients with chronic psychiatric conditions achieve 
remission and become symptom-free, while others continue to 

have lingering signs of disease for life. 
Residual symptoms of schizophrenia are not fully defined in the lit-

erature, which poses a challenge because they are central in the overall 
treatment of schizophrenia spectrum disorders.1 During this phase of 
schizophrenia, patients continue to have symptoms after psychosis has 
subsided. These patients might continue to have negative symptoms 
such as social and emotional withdrawal and low energy. Although 
frank psychotic behavior has disappeared, the patient might continue to 
hold strange beliefs. Pharmacotherapy is the primary treatment option 
for psychiatric conditions, but the psychosocial aspect may have greater 
importance when treating residual symptoms and patients with chronic 
psychiatric illness.2

A naturalistic study in Germany evaluated the occurrence and char-
acteristics of residual symptoms in patients with schizophrenia.3 The 
authors used a Positive and Negative Syndrome Scale symptom sever-
ity score >1 for those purposes, which is possibly a stringent criterion to 
define residual symptoms. This multicenter study enrolled 399 individ-
uals age 18 to 65 with a DSM-IV-TR diagnosis of schizophrenia, schizo-
phreniform disorder, delusional disorder, or schizoaffective disorder.3 
Of the 236 patients achieving remission at discharge, 94% had at least 1 
residual symptom and 69% had at least 4 residual symptoms. Therefore, 
residual symptoms were highly prevalent in remitted patients. The most 
frequent residual symptoms were: 

•	blunted affect
•	conceptual disorganization
•	passive or apathetic social withdrawal
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•	emotional withdrawal
•	lack of judgment and insight
•	poor attention
•	somatic concern
•	difficulty with abstract thinking
•	anxiety 
•	poor rapport.3 
Of note, positive symptoms, such as delu-

sions and hallucinatory behavior, were found 
in remitted patients at discharge (17% and 
10%, respectively). The study concluded that 
the severity of residual symptoms was asso-
ciated with relapse risk and had an overall 
negative impact on the outcome of patients 
with schizophrenia.3 The study noted that 
residual symptoms may be greater in num-
ber or volume than negative symptoms and 
questioned the origins of residual symptoms 
because most were present at baseline in 
more than two-third of patients.

Patients with residual symptoms of 
schizophrenia usually are older and there-
fore present specific management chal-
lenges for clinicians. Changes associated 
with aging, such as medical problems, cog-
nitive deficits, and lack of social support, 
could create new care needs for this patient 
population. Although the biopsychosocial 
model used to treat chronic psychiatric 
conditions, especially schizophrenia, is 
preferred, older schizophrenia patients 
with residual symptoms often need more 
psychosocial interventions compared with 
young adults with schizophrenia.

Managing residual symptoms  
in schizophrenia
Few studies are devoted to pharmacologi-
cal treatment of older adults with schizo-
phrenia, likely because pharmacotherapy 
for older patients with schizophrenia can 
be challenging. Evidence-based treat-
ment is based primarily on findings from 
younger patients who survived into later 
life. Clinicians often use the adage of geriat-
ric psychiatry, “start low, go slow,” because 
older patients are susceptible to adverse 
effects associated with psychiatric medica-
tions, including cardiovascular, metabolic, 
anticholinergic, and extrapyramidal effects, 
orthostasis, sedation, falls, and neuroleptic 
malignant syndrome.

Older patients with schizophrenia are at 
an increased risk for extrapyramidal symp-
toms (EPS) and anticholinergic adverse 
effects, perhaps because of degeneration 
of dopaminergic and cholinergic neu-
rons.4 Lowering the anticholinergic load 
by discontinuing or reducing the dosage of 
medications with anticholinergic proper-
ties, when possible, is a key principle when 
treating these patients. This tactic could 
help improve cognition and quality of life 
by decreasing the risk of other anticholin-
ergic adverse effects, including delirium, 
constipation, urinary retention, and blurred 
vision. 

Patients treated with typical antipsy-
chotics are nearly twice as likely to develop 
tardive dyskinesia compared with those 
receiving atypical antipsychotics.5 Sedation, 
orthostatic hypotension, and anticholin-
ergic effects can cause cognitive clouding, 
worsen cognitive impairment, and increase 
the risk of falls, especially in older patients.6 
Clozapine and olanzapine have the stron-
gest association with clinically significant 
weight gain and treatment-induced type 2 
diabetes mellitus.7

The appropriate starting dosage of anti-
psychotics in older patients with schizo-
phrenia is one-fourth of the starting adult 
dosage. Total daily maintenance dosages 
may be one-third to one-half of the adult 
dosage.6 Consensus guidelines for dosing 
atypical antipsychotics for older patients 
with schizophrenia are as shown in Table 1.8 

To ensure safety, patients should be 
regularly monitored with a complete 
blood count, comprehensive metabolic 
panel, lipid panel, hemoglobin A1C, elec-
trocardiogram, orthostatic vital signs, 
Abnormal Involuntary Movement Scale, 
and weight check.7,9

When negative symptoms remain 
after a patient has achieved remission, 
it is important to evaluate whether the 
symptoms are related to adverse effects of 
medication (eg, parkinsonism syndrome), 
untreated depressive symptoms, or persis-
tent positive symptoms, such as paranoia. 
Management of these symptoms consists 
of treating the cause, for example, using 
antipsychotics for primary positive symp-
toms, antidepressants for depression, anx-
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iolytics for anxiety, and anti-parkinsonian 
agents or antipsychotic dosage reduction 
for EPS. 

It is important to differentiate between 
negative symptoms of schizophrenia and 
depression in these patients. Negative 
symptoms of schizophrenia include affec-
tive flattening, alogia, avolition, and anhe-
donia. In depression, patients could have 
depressed mood, cognitive problems, sleep 
disturbances, and loss of appetite. Also, 
long-term symptoms are more consistent 
with negative symptomatology.

Keep in mind the potential for phar-
macokinetic drug–drug interaction when 
using a combination of selective sero-
tonin reuptake inhibitors (SSRIs), such as 
fluoxetine, paroxetine, and fluvoxamine 
(to treat negative/depressive symptoms), 
because all are significant inhibitors of 
cytochrome P450 enzymes and increase 
antipsychotic plasma level. The Expert 
Treatment Guidelines for Patients with 
Schizophrenia recommends SSRIs, fol-
lowed by venlafaxine then bupropion to 
treat depressive symptoms after optimiz-
ing second-generation antipsychotics.9

Another point to consider when treating 
residual symptoms in patients with schizo-
phrenia is to not discontinue antipsy-
chotic medications. Relapse rates for these 
patients can occur up to 5 times higher 
than for those who continue treatment.10 A 
way to address this problem could be the 

use of depot antipsychotic medications, 
but there are no set recommendations for 
the use of long-acting injectable antipsy-
chotics in older patients. These medica-
tions should be used with caution and at 
lowest effective dosages to offset potential 
adverse effects.

With the introduction of typical and 
atypical antipsychotics, the use of elec-
troconvulsive therapy in older patients 
with schizophrenia has declined. In a 2009 
meta-analysis of studies that included 
patients with refractory schizophrenia and 
repetitive transcranial magnetic stimula-
tion (rTMS), results revealed a mixed effect 
size for controlled and uncontrolled stud-
ies. The authors stated the need for further 
controlled trials, assessing the efficacy of 
rTMS on negative and positive symptoms 
of schizophrenia.11

Psychotherapy and psychosocial 
interventions
Patients with schizophrenia who have per-
sistent psychotic symptoms while receiv-
ing adequate pharmacotherapy should be 
offered adjunctive cognitive, behaviorally 
oriented psychotherapy to reduce symp-
tom severity. Cognitive-behavioral ther-
apy (CBT) has been shown to help reduce 
relapse rates, reduce psychotic symptoms, 
and improve patients’ mental state.12 
Amotivation and lack of insight can be par-
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Table 1

Recommended dosages of atypical antipsychotics in older patients 
with schizophrenia
Oral antipsychotic Starting dosage (mg/d) Maximum dosage (mg/d)

Risperidone 0.25 to 0.5 mg/d 2 to 3 mg/d

Clozapine 6.25 mg/d 50 to 100 mg/d

Olanzapine 1 to 5 mg/d 5 to 15 mg/d

Quetiapine 12.5 to 25 mg/d 100 to 200 mg/d

Ziprasidone 20 mg/d 80 to 160 mg/d

Aripiprazole 2.5 to 5 mg/d 10 to 15 mg/d

Asenapine No dose adjustment appears necessary in older patients

Iloperidone Limited or no data evaluating the effectiveness and safety in older patients

Lurasidone No dose adjustment appears necessary in older patients

Source: Reference 8
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ticularly troublesome, which CBT can help 
address.12 Psychoeducation can: 

•	�empower patients to understand their 
illness

•	help them cope with their disease
•	be aware of symptom relapse 
•	seek help sooner rather than later. 
Also, counseling and supportive ther-

apy are recommended by the American 
Psychiatric Association guidelines. Providers 
should involve family and loved ones in this 
discussion, so that they can help collaborate 
with care and provide a supportive and non-
judgmental environment.

Older patients with residual symptoms 
of schizophrenia are less likely to have com-
pleted their education, pursued a career, 
or developed long-lasting relationships. 
Family members who were their support 
system earlier in life, such as parents, often 
are unable to provide care for them by the 
time patients with schizophrenia become 
older. These patients also are less likely 
to get married or have children, meaning 
that they are more likely to live alone. The 
advent of the interdisciplinary team, inte-
gration of several therapeutic modalities, 
the provision of case managers, and asser-
tive community treatment (ACT) teams has 
provided help with social support, relapses, 
and hospitalizations, for older patients 
with schizophrenia.13 Key elements of ACT 
include: 

•	�a multidisciplinary team, including a 
medication prescriber

•	�a shared caseload among team 
members

•	�direct service provision by team 
members

•	frequent patient contact
•	low patient to staff ratios
•	outreach to patients in the community.

Medical care
Patients with  schizophrenia  are at higher 
risk for several comorbid medical condi-
tions, such as diabetes, coronary artery 
disease, and digestive and liver disor-
ders, compared with individuals with-
out schizophrenia. This risk is associated 
with numerous factors, including seden-
tary lifestyle, high rates of lifetime ciga-

rette use (70% to 80% of schizophrenia  
outpatients age <67 smoke), poor self-
management skills, frequent homeless-
ness, and unhealthy diet. 

Although substantial attention is 
devoted to the psychiatric and behavioral 
management of patients with schizophre-
nia, many barriers impede the detection 
and treatment of their medical conditions. 
Patients with schizophrenia could experi-
ence delays in diagnosing a medical dis-
order, leading to more acute comorbidities 
at the time of diagnosis and premature 
mortality. Studies have confirmed that  
cardiovascular diseases are the leading 
cause of premature death among psychiat-
ric patients in the United States.14 Key risk 
factors include smoking, obesity, hyperten-
sion, dyslipidemia, diabetes, and lack of 
physical activity, all of which are more com-
mon among patients with schizophrenia 
compared with the general population.15 In 
addition, antipsychotics are associated with 
adverse metabolic effects.16

What are realistic treatment goals 
to manage residual symptoms in 
schizophrenia? 
We believe that because remission in 
schizophrenia has been defined consensu-
ally, the bar for treatment expectations is 
set higher than it was 20 years ago. There 
can be patient-, family-, and system-related 
variables affecting the feasibility of treating 
residual symptoms. Providers who treat 
patients with schizophrenia should con-
sider the following treatment goals:

•	Prevent relapse and acute psychiatric 
hospitalization

•	Use evidence-based strategies to mini-
mize or monitor adverse effects

•	Monitor compliance and consider use 
of depot antipsychotics combined with 
patients’ preference

•	Facilitate ongoing safety assessment, 
including suicide risk

•	Monitor negative and cognitive symp-
toms in addition to positive symptoms, 
using evidence-based management

•	Encourage collaboration of care with 
family, caretakers, and other members of 
the treatment team
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•	Empower patients by providing psycho
education and social skills training and 
assisting in their vocational rehabilitation 

•	Educate the patient and family about 
healthy lifestyle interventions and medical 
comorbidities common with schizophrenia

•	Perform baseline screening and follow- 
up for early detection and treatment of 
medical comorbidities in patients with 
schizophrenia

•	Improve functional status and quality 
of life.

In addition to meeting these treatment 
goals, a measurement-based method can 
be implemented to monitor improvement 
and status of the independent treatment 
domains. A collection of rating instruments 
can be found in Table 2.17-30 

Summing up
The clinical presentation of patients with 
residual symptoms of schizophrenia dif-
fers from that of other patients with schizo-
phrenia. Our understanding of residual 
symptoms in schizophrenia has come a 
long way in the last decade; however, 
we are still far from pinning the complex 
nature of these symptoms, let alone their 
management. Given the risk of morbidity 

and disability, there clearly is a need for 
further investigation and investment of 
time and resources to support developing 
novel pharmacological treatment options 
to manage residual symptoms in patients 
with schizophrenia. 

Because patients with residual symp-
toms of schizophrenia usually are older, 
psychiatrists should be responsible for 
implementing necessary screening assess-
ments and should closely collaborate with 
primary care practitioners and other spe-
cialists, and when necessary, treat comor-
bid medical conditions. The importance 
of educating patients, their families, and 
the treatment team cannot be overlooked. 
Further, psychiatric treatment facilities 
should offer and promote healthy lifestyle 
interventions.
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Bottom Line
Patients with remitted schizophrenia could continue to have negative symptoms, 
such as social withdrawal or low energy or could hold onto strange beliefs. Often, 
patients with residual symptoms of schizophrenia are older and could be more 
susceptible to adverse effects of psychotropics. Include psychosocial interventions 
in your treatment plan, evaluate for comorbid medical conditions, and monitor 
patients for improvement or relapse.
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Drug Brand Names

Aripiprazole • Abilify
Asenapine • Saphris
Bupropion • Wellbutrin
Clozapine • Clozaril
Fluoxetine • Prozac
Fluvoxamine • Luvox
Iloperidone • Fanapt

Lurasidone • Latuda
Olanzapine • Zyprexa
Paroxetine • Paxil
Quetiapine • Seroquel
Risperidone • Risperdal
Venlafaxine • Effexor
Ziprasidone • GeodonClinical Point
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