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Background: The prototypical patient with schizophrenia spectrum 
disorders (SSDs) is often thought to possess positive symptoms. 
However, patients with SSDs can present with predominantly 
negative and cognitive symptoms, which can create diagnostic 
and treatment challenges.
Case Presentation: A 33-year-old female veteran presented 
to the emergency department with diminished speech output, 
markedly blunted affect, tangential speech, was not oriented 
to situation, and appeared to be responding to internal stimuli. 
Following inpatient admission, the veteran was diagnosed with 
schizoaffective disorder, which was misdiagnosed as major 
depressive disorder and borderline personality disorder during her 
military service. She was initially treated with olanzapine injections 

and psychotherapy but continued to experience worsening 
symptoms, resulting in multiple hospitalizations. After starting 
clozapine, she demonstrated marked improvement and continued 
with outpatient mental health care.
Conclusions: Predominant negative and cognitive symptom 
presentations of SSDs require unique considerations to accurately 
identify and provide optimal treatment for the patient. Clozapine is 
a promising treatment for addressing these symptoms. This case 
demonstrates how careful multidisciplinary evaluations, review of 
health records, collateral information from family members, and 
other diagnostic and treatment considerations in patients with 
predominant negative and cognitive symptoms of SSDs can refine 
and enhance the clinical care offered to such patients.
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Schizophrenia spectrum disorders 
(SSDs) represent some of the most 
debilitating mental health disorders.1 

While these disorders have myriad presen-
tations, the prototypical patient with SSD 
is often thought to possess positive symp-
toms. More recently, clinicians and re-
searchers are raising awareness of another 
presentation of SSD: predominantly nega-
tive and cognitive symptoms. This symp-
tom profile is not a novel phenomenon; for 
many years this presentation was recog-
nized as a “deficit” presentation, referring 
to negative symptoms as the prominent fea-
ture.2,3 However, it presents unique diag-
nostic and treatment considerations that are 
often underappreciated in clinical settings.

Negative symptoms (blunted/flat affect, 
avolition, alogia, anhedonia, asociality) have 
long been identified as key features of SSD 
and are widely recognized as predictive of 
poor prognostic outcomes for patients with 
SSDs.1 In many patients, negative symp-
toms may precede the development of posi-
tive symptoms and emerge as a more robust 
predictor of functional outcomes than posi-
tive symptoms.1 Negative symptoms also ap-
pear to be inextricably linked to cognitive 
symptoms. Specifically, patients with primary 
negative symptoms seem to perform poorly 
on measures of global cognitive function-

ing.1 Similar to negative symptoms, cogni-
tive symptoms of SSDs are a primary source 
of functional impairment and persistent dis-
ability.1 Despite this, little attention is given in 
the Diagnostic and Statistical Manual of Mental 
Disorders, Fifth Edition (DSM-5) to the neuro-
cognitive and social cognitive deficits seen in 
patients with SSDs. Previous research high-
lights broad deficits in a range of neurocog-
nitive abilities, including attention, working 
memory, processing speed, executive func-
tioning, learning and memory, and receptive 
and expressive language.4 Similarly, patients 
also display deficits in domains of social cog-
nition, such as emotion processing, iden-
tifying and utilizing social cues, evaluating 
attributions of others, and perspective-taking.5 

A predominantly negative and cognitive 
symptom presentation can present diagnos-
tic and treatment challenges. We present a 
case of a patient with such a presentation and 
the unique considerations given to diagnostic 
clarification and her treatment. 

CASE PRESENTATION
A 33-year-old female veteran presented to 
the emergency department (ED) at the Mi-
chael E. DeBakey Veterans Affairs Medical 
Center (MEDVAMC) in Houston, Texas, in 
2020. She was brought to the ED by local 
police following an attempted assault of her 
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neighbor. Per collateral information from 
the police, the veteran stated she “had the 
urge to hurt someone” but was unable 
to provide any other information about 
this event. The veteran demonstrated di-
minished speech output, providing 2- to 
3-word responses before refusing to speak 
entirely. She also presented with markedly 
blunted affect and tangential speech. She 
was not oriented to situation, stating con-
fusion as to how she was brought to the 
hospital, and appeared to be responding to 
internal stimuli. She was subsequently ad-
mitted to the inpatient mental health unit 
due to unspecified psychosis.

The veteran presented as an unreliable 
historian, and much of her medical history 
was obtained via a review of US Department 
of Defense (DoD) records and collateral in-
terview with her parents. Before her hospital-
ization, the veteran had been diagnosed with 
major depressive disorder (MDD) and adjust-
ment disorder while serving in the Navy. Her 
psychiatric history before her military career 
was otherwise unremarkable. At that time, 
she began a trial of sertraline 50 mg and com-
pleted 10 sessions of psychotherapy. After 
approximately 1 year, she elected to stop tak-
ing sertraline due to improved mental health. 
However, shortly after this she began experi-
encing significant depressive symptoms and 
was ultimately released early from the Navy 
due to her mental health concerns. 

The veteran’s parents provided interim 
history between her discharge and establish-
ing care at MEDVAMC as the veteran was 
reluctant to discuss this period of her life. Ac-
cording to her parents the veteran had prior 
diagnoses of borderline personality disorder 
and MDD and had difficulty adhering to her 
current medications (bupropion and dulox-
etine) for about 1 month before her hospi-
talization. During the previous month, her 
parents observed her staying in her room 
around the clock and “[going] mute.” 

The veteran remained hospitalized for 
about 1 month, during which she was diag-
nosed with schizoaffective disorder and stabi-
lized on injections of long-acting olanzapine 
210 mg (administered every 2 weeks). She 
was referred for outpatient psychotherapy 
in a specialty clinic for veterans with SSDs. 
However, she did not attend her initial intake 
assessment. 

About 2 weeks after discharge from the 
hospital, the veteran presented for her in-
jection appointment. At this time, she was 
noted to be disorganized in her thinking 
and behavior, displaying thought blocking 
and catatonic behavior. Her parents also de-
scribed concerning behavior since her dis-
charge. They stated she went to a hotel 
after her discharge and spent all her avail-
able money. She then returned to her par-
ents’ home, where she did not sleep or bathe 
for several days. She was observed wander-
ing around the house aimlessly and in a 
confused manner and had become verbally 
aggressive and threatening toward her par-
ents. The veteran was again psychiatrically 
admitted due to psychosis and concerns for 
her safety. She was discharged about 2 weeks 
later and continued olanzapine injections. 
She was also referred for outpatient psy-
chotherapy; although she did not initially 
engage in psychotherapy, she was referred 
again about 5 months after discharge and 
began psychotherapy at that time. 

The veteran began a course of weekly out-
patient psychotherapy employing cognitive 
behavior therapy for psychosis (CBTp).6 Dur-
ing this time, she described her primary con-
cerns as anxiety and feeling disconnected 
from others. She reported a history of de-
pression but not of schizoaffective disorder. 
When asked about this, the veteran stated 
that she did not feel this diagnosis was ac-
curate and instead believed she had severe 
depression. When asked why she was pre-
scribed olanzapine, the veteran stated that 
this medication was for depression. As with 
her inpatient stays, the veteran demonstrated 
several negative symptoms during her course 
of psychotherapy. She presented with notice-
ably blunted affect, evidenced by lack of fa-
cial expression and monotonic speech. She 
also routinely displayed alogia (ie, lack of 
speech), often stating that she “did not feel 
like talking much.” She described difficulty 
finding motivation to initiate tasks (avo-
lition) as well as a tendency toward social  
isolation (asociality). 

The veteran also described concerns re-
lated to neurocognitive and social cognitive 
symptoms. She reported difficulties in pro-
cessing speed, cognitive set-shifting (mentally 
switching between tasks), and inhibition, de-
scribing how these concerns interfered with 
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her occupational functioning. She noted dif-
ficulty maintaining the expected pace of 
work at her previous positions, stating that 
she felt it took her longer to complete tasks 
compared with others. In addition, she dis-
played some difficulties with attention and 
memory. On more than one occasion, she 
seemed to have forgotten the previous day’s 
conversations with clinicians. Regarding so-
cial cognitive symptoms, she noted difficul-
ties in emotion processing, indicating that it 
was difficult for her to identify and manage 
her emotions. This was especially prominent 
during times of depressed mood. 

She also displayed a hostile attribution 
bias, or tendency to overattribute hostile in-
tent to others’ ambiguous actions. For exam-
ple, she described an instance where a family 
member sat too close to her on the couch, 
stating that she felt this behavior indicated 
the family member did not care about her. 
Relatedly, the veteran demonstrated difficulty 
with perspective taking, which became evi-
dent during cognitive restructuring regard-
ing interpretations of her family’s behavior. 
Finally, the veteran displayed some deficits 
in social perception, or the ability to identify 
social context and rules based on nonverbal 
communication, verbal cues, and vocal in-
tonation. She stated that she often felt con-
versing with others was difficult for her and 
indicated that she was “not good at conver-
sations.” This may have in part been due to 
deficits in social perception.

During the first 2 months of psycho-
therapy, the veteran regularly attended ses-
sions (conducted over telephone due to the 
COVID-19 pandemic) and was adherent to 
twice-weekly olanzapine injections. Despite 
this, she began experiencing an increase in 
depressive symptoms accompanied by a no-
ticeable worsening of her blunted affect, alo-
gia, and avolition. After about 2 months of 
psychotherapy, she described active suicidal 
ideation and requested to be voluntarily hos-
pitalized. During this hospitalization, the 
veteran was consulted about the use of clo-
zapine in treatment-refractory conditions and 
began a trial of clozapine 400 mg. She dem-
onstrated marked improvement in her de-
pressed mood after taking the medication 
and was discharged about 2 weeks after ad-
mission. The veteran completed 10 sessions 
of CBTp before electing to terminate due 

to an upcoming move. She was adherent to 
weekly blood draws per the requirements of 
clozapine and described intentions to engage 
in mental health care after her move. The 
patient’s mother contacted the clinic to in-
form the treatment team that the patient and 
her family had moved to a different city and 
the patient had started receiving care at the 
VAMC in that city. 

DISCUSSION
As the veteran’s case highlights, a predom-
inantly negative and cognitive symptom 
presentation may present diagnostic chal-
lenges. Since this presentation may not be 
viewed as representative of SSDs, patients 
with this presentation may be misdiag-
nosed. This was evident in the current case, 
not only in the veteran’s prodromal phase 
of illness while in the Navy, but also in her 
reported previous diagnoses of borderline 
personality disorder and MDD. More than 
one clinician at the MEDVAMC provision-
ally considered a diagnosis of MDD be-
fore collecting collateral information from 
the veteran’s family regarding her clear 
psychotic symptoms. Unfortunately, such 
misdiagnoses may have prevented early in-
tervention of the veteran’s schizoaffective 
disorder, which is found to be instrumen-
tal in reducing impairment and disability 
among patients with SSDs.7,8 

These misdiagnoses are understand-
able given the considerable symptom over-
lap between SSDs and other mental health 
disorders. For instance, anhedonia and avo-
lition are 2 key symptoms seen in depres-
sive episodes. Both anhedonia and lack of 
positive emotion are often seen in posttrau-
matic stress disorder. Additionally, anxiety 
disorders may induce a lack of positive emo-
tion, loss of interest in previously enjoyed ac-
tivities, and lack of motivation secondary to 
primary symptoms of anxiety. Furthermore, 
schizoaffective disorder requires the presence 
of a major mood episode. In the absence of 
apparent positive symptoms (as is the case 
for patients with a predominantly negative 
symptom presentation), schizoaffective dis-
order may be easily misdiagnosed as a mood 
disorder. 

Patients with predominantly negative 
or cognitive symptoms may also be less ac-
cepting of a diagnosis of SSD. A wealth of 
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research points to the clear stigma of SSDs, 
with many suggesting that these disorders are 
among the most stigmatized mental health 
disorders.9 Therefore, patients with predomi-
nantly negative and cognitive symptoms may 
be more likely to attribute their symptoms to 
another, less stigmatized mental health dis-
order. This was seen in the current case, as 
the veteran repeatedly denied a diagnosis of 
schizoaffective disorder and instead claimed 
to have severe depression. This reluctance to 
accept a diagnosis of an SSD, coupled with 
the diagnostic ambiguity of negative symp-
toms, is likely to make it challenging for cli-
nicians to accurately identify patients with a 
predominantly negative and cognitive symp-
tom presentation of SSDs. 

Clinicians working within a team-
based setting may be less likely to misdi-
agnose patients as they can consult others. 
Diagnostic clarity in the current case was 
undoubtedly facilitated by the multidisci-
plinary team involved in the veteran’s care; 
clinicians involved in her care were able 
to consult with one another to determine 
that her symptoms were indicative of an 
SSD rather than a mood disorder. Mental 
health professionals in private practice are 
unlikely to have access to such multidisci-
plinary specialty services and may be par-
ticularly vulnerable to misdiagnoses.

Treatment Considerations
This case also highlights several psycho-
therapy and psychopharmacology treat-
ment considerations for patients with a 
predominantly negative and cognitive 
symptom presentation. The veteran was ini-
tially difficult to engage in psychotherapy. 
Although patients with SSDs often have 
difficulty engaging in treatment, patients 
with a predominant negative and cognitive 
symptom profile may experience more diffi-
culty doing so.10 Previous research suggests 
that both negative symptoms and cognitive 
symptoms are inversely related to treatment 
engagement.11,12 

By their very nature, negative symptoms 
may make it difficult to fully engage in psy-
chotherapy. First, avolition and amotivation 
likely make it difficult for patients to attend 
psychotherapy appointments. Furthermore, 
negative symptoms may make it difficult to 
emotionally engage with the content of psy-

chotherapy, thus limiting the potential ben-
efits. Cognitive symptoms may also make it 
more difficult for patients to fully reap the 
benefits of psychotherapy. Deficits in atten-
tion, memory, and abstract reasoning seen 
in other mental health and medical condi-
tions are associated with poorer treatment 
outcomes in psychotherapy.13,14 Thus, it may 
be especially difficult to engage patients with 
primarily negative and cognitive symptoms 
of SSDs in psychotherapy. However, given the 
link between these symptoms and functional 
impairment, it is even more important to eval-
uate and address such barriers to treatment.

This case highlights the utility of clozap-
ine in the treatment of SSDs. Many com-
monly prescribed antipsychotic medications 
have questionable efficacy in treating neg-
ative symptoms, and none of the currently 
available antipsychotics are approved for this 
indication.15 In our case, the veteran saw a 
limited reduction of her negative or cognitive 
symptoms from her use of olanzapine. How-
ever, case reports, naturalistic follow-up, and 
open-label studies suggest that clozapine may 
be efficacious in targeting negative symptoms 
of SSDs.16-19 Previous research also suggests 
clozapine is more effective than other anti-
psychotic medications, including olanzapine, 
quetiapine, and risperidone, in decreasing 
overall SSD symptoms.20,21 Additionally, there 
is initial evidence of the efficacy of clozapine 
in treating cognitive symptoms, suggesting 
that some areas of cognition may improve in 
response to this medication.22-24 On the other 
hand, a recent case study suggests high doses 
of clozapine may be associated with cognitive 
impairment, although cognitive impairment 
was still greater without medication than at 
this higher dose.25 Thus, further research is 
needed to refine our understanding of the 
impact of clozapine on cognitive symptoms 
in SSDs.

Despite the promising research behind 
clozapine, it remains widely underprescribed, 
likely due to concerns regarding the poten-
tial adverse effects.26,27 Clozapine has been 
associated with many adverse effects, the 
most concerning being neutropenia, which 
can lead to serious infection and death. 
Thus, one concern among clinicians may 
be the potential lethality of clozapine. How-
ever, a wealth of research indicates clozap-
ine can be safely administered under medical  
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supervision.26,28 In fact, clozapine has been 
linked to lower all-cause mortality rates and 
lower mortality rates by suicide compared 
with other antipsychotic medications.29-31 It 
may therefore be argued that clozapine low-
ers the overall risk of mortality. Prescribers 
may also be weary of adherence to regular 
blood tests that patients must undergo to 
monitor their risk for neutropenia. This is 
the most frequently cited anticipated barrier 
to beginning a trial of clozapine.27 These con-
cerns may not be unfounded; indeed, if avo-
lition and amotivation make it difficult to 
attend psychotherapy sessions, these factors 
may logically make it difficult to attend blood 
draw appointments. In response to such bar-
riers, several solutions have been suggested 
regarding potential blood draw nonadher-
ence, including the use of in-home treatment 
teams and point-of-care monitoring.32,33

CONCLUSIONS
Predominant negative and cognitive symp-
tom presentations of SSDs require unique 
considerations to accurately identify and 
provide optimal treatment for patients with 
such presentations. As our case highlights, 
patients with such presentations may often 
be misdiagnosed, as negative and cognitive 
symptoms may be attributed to other disor-
ders. Additionally, patients with this presen-
tation may experience difficulty engaging 
in psychotherapy and may not see the same 
benefits from common antipsychotic medi-
cations as patients with predominantly pos-
itive symptoms. Clozapine emerges as a 
promising treatment for addressing negative 
and cognitive symptoms, although it re-
mains widely underutilized. In cases where 
clinicians encounter patients with predom-
inantly negative and cognitive symptoms, 
we strongly recommend consultation and 
referral to psychiatric care for medication 
management. 

The current case highlights the need for 
individually tailored treatment plans for in-
dividuals seeking mental health care. Clini-
cians of patients with any mental disorder, 
but especially those with SSDs of predom-
inantly negative and cognitive symptoms, 
should carefully formulate a treatment plan 
based on relevant case history, presentation, 
and current empirical literature. A singular, 
one-size-fits-all approach should not be uni-

versally implemented for such patients. Our 
case demonstrates how careful multidisci-
plinary evaluations, review of medical re-
cords, collateral information from patients’ 
family members, and other diagnostic and 
treatment considerations in patients with pre-
dominant negative and cognitive symptoms 
of SSDs can refine and enhance the clinical 
care offered to such patients. 
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