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Abstract

BACKGROUND

Neuropsychiatric symptoms (NPS) have been insufficiently examined in persons
with aphasia (PWA) because most previous studies exclude participants with
language and communication disorders.

AIM

To report a two-part study consisting of a literature review and an observational
study on NPS in post-stroke aphasia.

METHODS

Study 1 reviewed articles obtained from PubMed, PsycINFO, Google Scholar and
Cochrane databases after cross-referencing key words of post-stroke aphasia to
NPS and disorders. Study 2 examined language deficits and activities of daily
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living in 20 PWA (median age: 58, range: 28-65 years; 13 men) with the Western Aphasia Battery-
Revised and the Barthel Index, respectively. Informants of these 20 PWA were proxy-evaluated
with the Neuropsychiatric Inventory and domain-specific scales, including the Stroke Aphasia
Depression Questionnaire-10 item version and the Starkstein Apathy Scale. In addition, an
adapted version of the Hospital Anxiety and Depression Scale was directly administered to the
PWA themselves. This observational study is based on the baseline assessment of an intervention
clinical trial (EudraCT: 2017-002858-36; ClinicalTrials.gov identifier: NCT04134416).

RESULTS

The literature review revealed a broad spectrum of NPS in PWA, including depression, anxiety,
apathy, agitation/aggression, eating and sleep disorders, psychosis, and hypomania/mania. These
findings alert to the need for improving assessment and treatment approaches of NPS taking into
consideration their frequent occurrence in PWA. Study 2 showed that the 20 participants had
mild- to-moderate aphasia severity and were functionally independent. A wide range of comorbid
NPS was found in the post-stroke aphasic population (median number of NPS: 5, range: 1-8). The
majority of PWA (75%) had depressive symptoms, followed by agitation/aggression (70%),
irritability (70%), anxiety (65%) and appetite/eating symptoms (65%). Half of them also presented
symptoms of apathy, whereas euphoria and psychotic symptoms were rare (5%). Domain-specific
scales revealed that 45% of participants had apathy and 30% were diagnosed with depression and
anxiety.

CONCLUSION

Concurrent NPS are frequent in the chronic period of post-stroke aphasia. Therefore, further
research on reliable and valid assessment tools and treatment for this aphasic population is
strongly warranted.

Key Words: Aphasia; Stroke; Neuropsychiatric symptoms; Anxiety; Apathy; Depression
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Core Tip: The literature on neuropsychiatric disorders in persons with aphasia (PWA) is limited, given that
this population is usually excluded from neuropsychiatric evaluations. This article provides a state-of-art
analysis on the prevalence, nature, pathophysiology, assessment, and treatment of neuropsychiatric
symptoms (NPS) in PWA. We also report findings from a proof-of-concept observational study that
included 20 PWA after chronic left hemisphere lesions which identified a spectrum of NPS, primarily
depression, irritability, agitation, anxiety, and apathy.
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INTRODUCTION

Aphasia, defined as the partial or complete loss of language caused by brain damage is one of the most
frequent and devastating sequelae of stroke[1-3]. In fact, about 21% to 38% of acute stroke individuals
have aphasia[1] and 25% to 50% of them still show residual language and communication deficits in the
chronic period[4]. Before focusing on neuropsychiatric symptoms (NPS) associated with post-stroke
aphasia (PSA), below we present a brief overview on the impact of aphasia in the acute and chronic
stroke periods as well as the traditional and emerging evaluation approaches used to classify language
deficits and to implements adequate therapies.

Overview on PSA

PSA may be associated with worse outcomes in acute/subacute (onset to week 12), chronic (week 13-
week 52) and very chronic (week 53 onwards) periods than strokes unassociated with aphasia[5,6]. This
is the consequence of the increased length of hospital stay and inpatient medical complications,
including those caused by the neurological disability itself. The course of aphasia during the sub-acute
and chronic stroke periods may also be complicated by reduced functional independence, longer stays
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in rehabilitation settings, reduced adherence to aphasia therapy, particularly in older people, and poorer
quality of life and activities of daily living[1,5,6].

Stroke lesions causing aphasia usually affect the left hemisphere (dominant for language in most right
handed individuals) in the distribution of the middle cerebral artery territory with damage to the
perisylvian language core and its subcortical structures (basal ganglia, internal capsule and white
matter). The resulting syndromes are chiefly characterized by impaired repetition in the context of
impaired spontaneous speech, and variable deficits in auditory comprehension and naming. These
syndromes are known as the “classical” or “perisylvian” aphasias (Broca’s, Wernicke’s, conduction and
global) which roughly account for 80% of all cases and have poorer prognosis than other types of
aphasias[7]. The rest of post-stroke aphasic syndromes, representing 20% of all cases, are associated
with infarctions in arterial “borderzone” vascular territories (i.e., the junction between anterior and
middle cerebral arteries). These aphasias (motor, sensory and mixed transcorticals and anomic) are
characterized by preserved repetition and echolalia with variable deficits in other language domains
(spontaneous speech, comprehension and naming) and usually have better long-term prognosis than
perisylvian aphasias[8]. Whereas infarctions account for around 80% of cases, hemorrhages are less
frequent[1]. The clinical profile of acute and chronic PSA is heterogeneous with a variable degree of
involvement of phonology, semantics, fluency and connected speech production. Traditional classific-
ations of aphasia dichotomically separate syndromes (e.g., Broca’s, Wernicke’s, transcortical) on the
basis of differences in surface language deficits (fluent/nonfluent speech, impaired/ preserved compre-
hension). In spite of this coarse division, the syndrome-based approach (e.g., Broca’s aphasia) is still
retained in clinical practice to predict prognosis, manage recovery in acute clinical settings, and inform
patients and relatives[1]. However, using this approach the aphasia profile in more than a quarter of
stroke patients is unclassifiable and there is no clear-cut correspondence between lesion location and
aphasia profile particularly in chronic cases. Even more important is that clinical labels (e.g., Broca’s
aphasia) provide little information on the underlying language and cognitive deficits and knowing the
status of these deficits is crucial to select adequate model-based therapies. Therefore, since
understanding the neural mechanisms underpinning language processing is important for diagnosis
and treatment, current accounts use data-driven approaches for aphasia classification and lesion-based
predictions of recovery[9,10]. Moreover, it is well known that persons with aphasia (PWA) have an
increased incidence of NPS compared to patients with other chronic diseases[2,11], greatly influencing
rehabilitation responses, quality of life, and long-term functional outcomes[12-15]. In general, NPS are a
frequent and challenging consequence of stroke, derived from the crossroad of lesion-related brain
factors and psychological distress related to the event and its functional impact in daily life[16,17].
Several comprehensive reviews dealing with NPS in post-stroke patients have been reported[18-22] and
a recent original study evaluating 518 non-aphasic stroke patients found that half of the sample
presented at least one NPS based on Neuropsychiatric Inventory (NPI)[23,24]. However, one relevant
limitation of the above studies is that they exclude aphasic participants due to the inherent linguistic-
assessment difficulties[25-29]. The aims of the present study were thus twofold. In study 1 the objective
was to carry out a narrative review on NPS in PSA, covering data of prevalence, risk factors, assessment
tools, pathophysiology, and treatment options. Study 2 reports original data from 20 PWA in the
chronic phase after suffering a left hemisphere lesion who were evaluated with the NPI and domain-
specific psychiatric scales to examine the frequency and severity of NPS.

MATERIALS AND METHODS

Study 1: Literature review
Search strategy: The authors conducted a literature search on Medline/PubMed, PsycINFO, Google
Scholar and Cochrane databases from inception to June 2021. Key search terms for NPS or disorders
were cross-referenced to PSA. The following terms were included: “aphasia” or “PSA” or “acquired
language impairment” or “acquired language disorder” or “post-stroke linguistic disorder” or “post-
stroke linguistic impairment” AND “neuropsychiatric*” or “neuropsychiatry” “psychy*” or
“neurobehav*” or “behavio[u]r*” or “emotion*” or “mood” or “affect*” or “depression” or
“depressive” or “dysthym*” or “distress” or “apathy” or “apathetic” or “motivat*” or “drive” or
“indifferen*” or “anxiety” or “anxious*” or “stress” or “phobia” or “fear” “catastrophic reaction” or
“disinhibit*” or “impulsiv¥” or “agitat*” or “aggress*” or “anger” or “irritab*” or “psycho*” or
“hallucination” or “delusion” or “delusive” or “prodrom* or “sleep” or “appetite” or “eating” or
“elation” or “pathological laugh*” or “euphoria” or “mania” or “bipolar” or “quality of life”. Articles
including the terms “stroke” or “post-stroke” or “cerebrovascular” AND “neuropsychy*” or
“neurobehav*” or “emotion” or “depression” were also screened for aphasia terms within its full text
and considered for inclusion. This search strategy was analogous to other published reviews on post-
stroke depression[30,31].

Titles, abstracts, and full texts were reviewed by 2 independent observers (MB and LE) to assess
inclusion criteria and read the selected articles for final incorporation. In addition, references of all
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selected articles were searched for studies that could also meet inclusion criteria. Possible investigator
divergences were compared and resolved through discussion. A third observer (GD) was available for
an appeal if disagreements existed. Studies were included if: (1) Participants had a clear assessment of
aphasia and presented a single or multiple NPS or disorders; (2) NPS or disorders were assessed with
validated scales or through clearly defined criteria; (3) participants were adults (i.e., 18 years or older);
(4) participants were only affected by cerebrovascular lesions; and (5) articles were written in English.

This narrative review prioritized manuscripts in the following order: (1) Meta-analysis or systematic
reviews; (2) randomized clinical trials; (3) cohort studies; and (4) case-reports. When only case-reports
were retrieved, articles including neuroimaging measures were prioritized. Studies including
participants with pre-stroke neurodegenerative (e.g., primary progressive aphasia, dementia) or
premorbid psychiatric disorders that would make differential diagnoses difficult were excluded from
the search.

Study 2: A proof-of-concept study of neuropsychiatric symptoms in chronic post-stroke aphasia
Study design and subject selection: The focus of this study was the assessment of the frequency of NPS
at baseline of an intervention trial in PWA after stroke (EudraCT:2017-002858-36; ClinicalTrials.gov
identifier: NCT04134416). The study included 20 chronic PWA (median age of participants: 58, range:
28-65 years; 13 men) evaluated at the Unit of Cognitive Neurology and Aphasia at the University of
Malaga, Spain. A consecutive series of participants meeting the following criteria were included: (1) Age
between 18 and 70 years; (2) right handedness (80 points in the Edinburgh handedness inventory)[32];
(3) Spanish as native language; (4) left-hemisphere stroke lesions; and (5) diagnosis of aphasia
established by a score in the aphasia quotient (AQ) of the Western Aphasia Battery-Revised (WAB-R) <
93.8 points[33]. Exclusion criteria were: (1) Dysarthria without aphasia; (2) bilateral lesions; (3) increased
risk of a new stroke or unstable neurological condition (e.g., transient ischemic attacks); (4) history of
pre-stroke dementia and/or psychiatric disorders (schizophrenia, major depression, bipolar disorder,
anxiety disorders); (5) alcohol and substance use or abuse; or (6) coexistence of aphasia with post-stroke
dementia. Table 1 shows the demographic and clinical characteristics of the group. Participants with
aphasia also underwent comprehensive neurological, neuropsychological, and neuroradiological
assessments. Participants who were taking psychotropic drugs (antidepressants or tranquillizers)
and/or antiepileptics were not excluded, but all prescribed medications were maintained stable during
the study. Written informed consent was obtained from all participants and informants after providing
detailed descriptions of the study. None of the participants or informants refused to take part in the
investigation. The study was performed in accordance with the Declaration of Helsinki and approved
by the Ethical Research of Drugs Committee Provincial of Malaga, Spain and the Spanish Drug and
Healthcare Products Agency.

Functional evaluation: The Barthel Index was employed to measure the degree of assistance required
by each person on 10 items of mobility and self-care regarding activities of daily living. A higher score
(maximum: 100 points) reflects a better competence to function independently[34].

Language evaluation: The type and severity of aphasia were evaluated with the WAB-R[33]. The profile
of aphasia was made according to the taxonomic criteria of the WAB-R and aphasia severity was rated
according to the scoring of the AQ of WAB-R. Lower AQ scores indicate more severe aphasia.

Multidomain neuropsychiatric evaluation: Relatives in close contact with participants were
interviewed using the NPI[24]. Although this semi-structured interview was originally developed to
evaluate the spectrum of NPS in patients with dementia, its use has later been expanded to assess
people with stroke and other neurological conditions[23,35-37]. The NPI assesses the frequency and
severity of psychological and behavioral symptoms grouped into 12 categories: delusions, hallucin-
ations, agitation/aggression, depression, anxiety, euphoria, apathy, disinhibition, irritability, aberrant
motor behavior, appetite, and sleep/nighttime disturbances. The questions pertain to changes in the
patient’s behavior since the onset of the stroke and, if so, whether the altered behavior was present
during the last month. For the purpose of this study, the presence of symptoms was determined by the
number of patients with scores > 0 in the respective symptom[23]. Frequency scores range from 1 to 4
(where 1= occasionally, less than once per week; 4 = very frequently, once, or more per day or
continuously). Severity scores range from 1 to 3 (where 1 = mild, 2 = moderate, 3 = severe). Each
domain’s final composite score is the product of the frequency times the severity, with a maximum
score of 12 points.

Domain-specific neuropsychiatric evaluation: Since the NPI does not provide specific cut-off scores for
neuropsychiatric diagnoses, domain-specific scales that specifically assessed depression, anxiety, and
apathy disorders were also used. These scales were selected because all of them have previously been
used in patients with stroke[38-40]. After data interpretation, neuropsychiatric diagnoses were blindly
assessed by an expert behavioral neurologist who was blinded to the outcome goals of this study.

Hospital Anxiety and Depression Scale: The Hospital anxiety and depression scale (HADS) is a 14-item
instrument evaluating both anxiety and depression (seven items for each subscale)[39]. For each
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Table 1 Demographic and clinical characteristics of persons with aphasia

Patient Sex/handedness Age  Education  Stroke duration Parthel Lesion volume  Aphasia Antidepressants
(yr) (yr) (mo) index' (cm?) type’

1 F/R 50 12 80 80 113.33 Conduction Sertraline

2 M/R 61 14 103 90 163.02 Broca Citalopram

3 M/R 49 17 61 90 210.38 Broca No

4 M/R 42 11 45 100 99.31 Anomic Citalopram

5 M/R 63 8 11 85 23.16 Conduction No

6 F/R 58 12 126 95 188.76 Anomic No

7 M/R 60 12 45 60 44.96 Anomic No

8 M/R 54 14 44 90 66.97 Anomic No

9 M/R 51 13 7 80 225.69 Anomic Amitriptyline

10 M/R 54 10 19 90 282.59 Wernicke No

11 F/R 58 15 66 95 98.84 Broca No

12 F/R 61 12 17 45 447 Anomic Sertraline

13 M/R 32 18 10 100 34.01 Wernicke Sertraline

14 M/R 49 8 13 80 17.45 Anomic No

15 F/R 28 8 6 100 51.26 Anomic No

16 F/R 65 17 13 100 26.10 Wernicke No

17 M/R 64 17 120 100 157.58 Anomic No

18 F/R 65 17 13 75 158.25 Broca No

19 M/R 58 8 17 100 69.66 Wernicke No

20 M/R 63 17 10 100 50.43 Wernicke Fluoxetine

Median 58 125 18 90 84.25

1Barthel Index measures participant’s independence in activities of daily living;

Type of aphasia was obtained from fluency, comprehension, and repetition subtest of the Western Aphasia Battery-Revised.
F: Female; M: Male; R: Right-handed.

Jaishideng®

statement, the participant chooses one of four responses (e.g., ‘definitely as much’, ‘not quite as much’,
‘only a little’, “hardly at all’)[39]. Scores for each subscale range from 0 to 21 points and a cut-off scores
of 8 points are used for each scale. In the present study, the HADS was directly administered to the
PWA. To overcome comprehension deficits of participants, each question together with the alternative
responses were printed in large font letters on individual pages and the items were read aloud by the
examiner who then scored a reliable answer. Cronbach's alpha for HADS-Anxiety varies from 0.68-0.93
and for HADS-Depression from 0.67-0.90[41].

Starkstein Apathy Scale: This scale was developed to assess apathy in patients with neurological
diseases including stroke[40,42]. Informants of the participants were requested to answer the Starkstein
Apathy Scale (SAS)’s 14 items, each of which scores on a 0-3 scale[40]. The cut-off score of the SAS is 14
(maximum score 42) and higher scores indicate more severe apathy. The scale has an excellent
Cronbach’s a of 0.939[43].

Stroke Aphasia Depression Questionnaire: The stroke aphasia depression questionnaire (SADQ)-10
was developed to assess depressed mood in patients with aphasia[38]. It contains 10 items answered on
a 0-3 scale by the principal informant on behalf of the PWA. The cut-off score of the SADQ-10 is 14
points (maximum score 30)[44]. Participants are classified as having depression when they score > 14
points[38], or classified with subthreshold depression[45] when the SADQ-10 score is > 6[46]. The
questionnaire has an excellent internal consistency, with a Cronbach’s alpha of 0.80 and split-half
reliability of r = 0.81[44].
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Statistical analysis

We computed descriptive statistics for demographic and clinical data. In addition, non-parametrical
two-tailed Spearman’s correlations on NPI scores and domain-specific instruments (AS, HADS and
SAQ?21) were performed. Statistical analysis regarding the number of NPS based on demographic and
clinical variables were obtained with non-parametric independent samples Mann-Whitney U test and
Kruskal-Wallis test. All statistical tests were two-tailed, and the significance threshold was set at P <
0.05. Analyses were carried out using SPSS v.21 and JASP (2020) software.

Lesion overlap

For the purpose of the current study, only T,-weighted magnetic resonance images (MRI) were acquired
at the baseline assessment to delineate the lesion of each participant with aphasia. The MRI sequence
was acquired on a 3-T MRI scanner (Philips Intera, Amsterdam, The Netherlands), Release 3.2.3.4, with
a MASTER gradient system (nominal maximum gradient strength = 30 mT/m, maximum slew rate =
150 mT/m/ms), equipped with a six-channel Philips SENSE head coil. Lesions were manually drawn in
native space by DL-B and MJT-P, who were blind to all clinical data outcomes at the moment of the
lesion delineation. Lesion maps were drawn by using Mricron software[47] on a slice-by-slice basis.
Lesion overlap maps were created as follow: first, individual lesion maps and T,-weighted images were
reoriented according to the anterior commisure. To achieve optimal normalization of the lesions and the
T,-weighted images, cost function masking was applied during the preprocessing[48]. T,-weighted
images after masking out individual lesions were segmented into different tissues and the resulting
parameters were used to normalize both the T,-weighted images and the lesion masks to Montreal
Neurological Institute space. Normalized lesion masks were smoothed with a 3 mm FWHM kernel and
binarised. The overlap of the resulting binarised masks was performed with ImCalc. All these
processing steps were performed with SPM12 (Wellcome Trust Centre for Neuroimaging,
http:/ /www fil.ion.ucl.ac.uk/spm/software/spm12).

RESULTS

Study 1: Literature review

One hundred fourteen articles covering PSA and NPS (disorders) were included in this narrative
review. The studied publications focused primarily on assessment/diagnosis of depression and anxiety
(n =34/29.8%) and on intervention approaches (n = 24/20.5%). Few articles covered prevalence data of
NPS in PWA (n = 6/5.2%), risk factors (n = 5/4.2%) or pathophysiological mechanisms (n =7/6.1%).
Over half of all articles covered depression (n = 60/52.6%), 21 articles (18.4%) examined anxiety, and 12
articles (10.5%) referred to quality of life in PWA. Systematic reviews and meta-analysis accounted for
16.6% of all included articles (n = 19). Below, we present the synthesis of published data on depression,
anxiety, apathy, agitation/aggression, mania, and psychosis.

Depression: The co-occurrence of stroke and aphasia is a stressful life event resulting in mood
alterations and depression[11]. In fact, post-stroke depression has been identified as one of the most
frequent and long-term sequela of PWA[11,26,49,50]. The disorder is categorized in the diagnostic and
statistical manual for mental disorder-fifth edition (DSM-5) as “mood disorders due to another medical
condition” such as stroke with depressive features, major depressive-like episode, or mixed-mood
features (simultaneous depression and manic features)[30,51]. A diagnosis of major depression includes
depressed mood and/or anhedonia/Loss of interest alongside four other symptoms (weight loss/gain,
insomnia/hypersomnia, psychomotor agitation/retardation, fatigue, feelings of worthlessness,
diminished concentration, and suicidal ideation) lasting for two or more weeks, and having an impact
on daily functioning[51].

Depressive symptoms are associated with communication impairments following stroke, but the
prevalence of depression in PWA is seldomly reported[26,28,45,52]. However, if any NPS are reported
in PWA it is usually depression. Prevalence of this disorder ranges from 52%[53] to 62%[54] of PWA one
year post-stroke, and this incidence is higher than in the overall stroke population[53-56]. As for risk
factors, the presence of aphasia augments the chance of developing depressive symptoms[21,29,53,54].
Moreover, depressive symptoms may account for a significant variance in functional communication
after acquired aphasia[57] and persons with Broca’s aphasia (non-fluent verbal production with mild
impairment in comprehension) are almost 9 times more likely to suffer depression compared to
Wernicke's patients (fluent speech with impaired auditory and reading comprehension)[58]. Regarding
aphasia evolution, Herrmann et al[59] compared single left-sided acute to chronic PWA and depression
and found no significant between-group differences on depression sum-scores, age, sex, or severity of
hemiparesis. On the other hand, Kauhanen et al[60] stated that aphasia increases the risk of developing
depression in the chronic phase of stroke (> 6 mo of evolution)[60].

In the absence of suitable biological markers, the assessment and diagnosis of depression must rely
on the results of clinical evaluations and psychometric testing[61]. To date, only a handful of
instruments for the assessment of clinical depression in PWA have been proposed[26,62,63]. Among the
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most common are the SADQ-21 and its shortened version (SADQ-10)[38], the Aphasic Depression
Rating Scale[64], the Signs of Depression scale[65], or the Depression Intensity Scale Circles[66]. Non-
verbal measurements, such as the Dynamic Visual Analogue Mood Scale[67] represent an important
step forward in assessing mood in people with language impairments[68] while objective acoustic
measures related to affective state change in the speech of PWA are also being developed[69]. On the
other hand, the ROMA consensus statements highlight the general health questionnaire-12 for the
assessment of emotional wellbeing in PWA[70] In addition, in PWA showing mild deficits in auditory
comprehension, it is feasible to use well-known testing scales (e.g., Beck Depression Inventory, the
Hamilton Depression Rating Scale or the HADS[27,71-73]).

Causal factors of depression after stroke are probably multifactorial. Alterations in monoamine
neurotransmitter systems, higher levels of glutamate in the synaptic cleft, hypothalamic-pituitary-
adrenal axis abnormalities, anomalous neurotrophic responses, and an excess of proinflammatory
cytokines have all been linked to the pathogenesis of depression after stroke[26,31,74]. The idea that the
risk of depression after stroke is influenced by lesion location is still controversial[75]. The hypothesis
was first proposed over 30 years ago by Robinson’s group reporting that left-hemisphere strokes,
especially in frontal region, were associated with depressive disorders[76,77]. Many replication studies
have been carried out since then, but results remain inconclusive. Systematic reviews performed by
Carson et al[78] and Wei et al[79] found no support for a higher frequency of depression in frontal left-
hemisphere stroke lesions. As Wei et al[79] discuss, most patients with severe aphasia are excluded from
studies, and the frequency of depression in left-hemisphere patients may be underestimated. However,
a multivariate lesion-symptom mapping study found a significant association between the severity of
depression scores and lesions affecting the left dorsolateral prefrontal cortex in 39 PWA and chronic
stroke[80]. Therefore, a coherent explanatory model, able to integrate the underlying pathophysiological
mechanisms of depression in PWA, still remains to be formulated.

Therapeutic interventions to alleviate depression in PWA are still scarce[81]. In fact, less than one
percent of PWA receive direct treatment for psychological distress[82]. In a systematic review of rehabil-
itation interventions for the prevention and treatment of depression in PWA Baker et al[83] highlight
that PWA with mild depression may benefit from psychosocial-type treatments, whereas no evidence
was found for the treatment of moderate to severe depression. A systematic review by Wray et al[84] for
self-management interventions (i.e., decision-making, problem solving, goal setting) could also not
clarify whether these approaches were suitable for PWA, especially with moderate or severe aphasia.
More recent reports show that the employment of two weeks of Intensive Language-Action Therapy has
proven effective in reducing not only language deficits but also low mood in persons with fluent and
non-fluent aphasias[71,85]. This is in line with Baker et al[83]'s statement, who suggested that treatment
strategies for the improvement of physical, cognitive and communication functions can have a beneficial
effect on both rehabilitation and depression outcomes in PWA. A randomized controlled trial for PWA,
comparing behavioral therapy and usual care with a usual care control, showed significant
improvement of affective symptomatology in the experimental group at three and six months post-
intervention[86]. The development of solution-focused psychotherapy approaches, in addition to
behavioral activation therapies, specifically tailored for PWA are also under way[82,87,88]. No studies
have been published about the pharmacological treatment of depressed PWA. Neuromodulation
techniques, such as transcranial direct current stimulation or repetitive transcranial magnetic
stimulation have shown promise for the treatment of depression in PWA[89-91].

Anxiety: Adult anxiety comprises a class of conditions that includes generalized anxiety disorder, panic
disorder, and phobias[51,92]. In the context of PWA, the DSM-5 classifies these conditions as anxiety
disorders due to another medical condition[51] and clinical criteria are disproportionate fear,
apprehension of danger, restlessness and day-to-day distress[93-95]. PWA regularly report feeling
anxious when employing language to communicate[96]. In some patients, anxiety during language
testing can escalate quickly to frustration, transient bursts of tears, eventually leading to requests of
interrupting testing (catastrophic reactions)[97-99]. Such reactions are usually associated to non-fluent
aphasias due to anterior left-hemisphere or basal ganglia lesions[100,101]. It is noteworthy that anxiety
has received comparatively less attention in PWA than depression[94,101]. Impairments in the ability to
communicate is one the most significant sources of stress for PWA[102,103]. To date, the prevalence of
anxiety among PWA is estimated to be around 44%, in contrast to the 18%-25% of stroke survivors
without language disorders[94,104,105]. Schottke et al[106] however, find a slightly lower prevalence of
both anxiety (29%) and depression (38%) in acute PWA and people with post-stroke anomia. As for risk
factors, Pompon et al[107] indicates that PWA are at higher risk for experiencing chronic stress, which,
in turn, is associated with increases in depression and anxiety.

Cahana-Amitay and colleagues (2011) coined the term “linguistic anxiety”, to describe a person in
whom the deliberate, laborious production of language precipitates the apprehension of committing an
error, with the anticipation of linguistic failure serving as the trigger[96,108]. Even in mild aphasia,
language-based anxiety can interfere with task performance[108]. Indeed, stress reactivity is consid-
erably higher during linguistic in comparison to non-linguistic tasks[55,94,103] and higher anxiety and
stress responses are related to non-fluent aphasias[96,102]. PWA also show heightened physiological
arousal and anxiety scores in general compared to stroke patients without aphasia[94,109].
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Post-stroke anxiety is assessed via questionnaires and/or clinical interviews and PWA are ordinarily
excluded from anxiety evaluations[94,104] as scales to assess post-stroke anxiety in aphasia have not yet
been developed and validated[104]. Usually, modified versions of the Behavioural Outcomes of Anxiety
Scale[110], the HADS[39], the Generalized Anxiety Disorder-7[111], or the Burden of Stroke Scale[112]
are employed to rate anxiety in PWA. In addition, the NPI can be proxy-administered[35].

One potential psychological mechanism underlying linguistic anxiety is the overfocus on the
language testing (area of worry), coupled with reduced attentional functions. The patient’s fixation on
his/her impaired language performance reduces the ability to follow language assignments, which is
signaled by heightened physiological stress responses such as heart rate and skin conductance[96,108].
Premorbid personality traits (self-demand attitude, perfectionism) may also favor the emergence of
anxiety in PWA[103]. The pathophysiological mechanisms involved in post-stroke anxiety in PWA
remain unknown as there are few studies that explore the physiological stress responses in PWA during
language examination[96]. An extended cortical and subcortical network was proposed to be involved
in the regulation of stress and anxiety responses, including the reticular system of the brainstem, limbic
structures (amygdala), and the frontal lobe, activating both the autonomic nervous system and the
hypothalamus-pituitary-adrenal axis[96,108]. However, a recent meta-analysis studying post-stroke
anxiety and lesion location found no strong associations[104]. Recently, Ryan et al[113] reported a
systematic review of non-pharmacological treatment interventions for anxiety in PWA. The authors did
find 10 studies (5 randomized controlled studies) and none of them showed significant improvement of
anxiety outcomes in PWA[113]. Torres-Prioris et al[103], stressed the usefulness of including adequately
trained laypersons/carers in the evaluation and treatment of PWA to overlook the “white coat” effect.
Affected individuals usually show reduced anxiety levels towards familiar people in both evaluation
and rehabilitation[103]. A beneficial role of the B-blocker agent propranolol in naming has been

suggested[114,115]. It is possible that this agent improves anomia by exerting its anxiolytic effects[115,
116].

Apathy: Apathy is defined as a multidimensional syndrome of diminished goal-directed behavior,
emotion and cognition resulting in a loss of initiative, decreased interaction with their environment, and
interest in social life[117-119]. However, the DMS-5 does not categorize apathy as an independent
mental illness but as an incipient symptom in other psychiatric and neurocognitive disorders (e.g.,
energy loss in major depressive disorder)[51]. The prevalence of apathy in PWA is currently unknown
as a previous meta-analysis covering post-stroke apathy could not provide any specific data for the
aphasic population[120]. However, Kennedy et al[121] evaluated 19 acute PWA with the Apathy
Inventory-Clinical Scale[122] and found that 53% of the sample was apathetic[121]. In fact, during the
acute post-stroke phase, aphasia correlates with apathy severity and PWA are also less likely to show
resolution of such motivation deficits[121]. Apathy is usually proxy-assessed through the SAS[40], the
Apathy Evaluation Scale[123], the Apathy Inventory-Clinical Scale[122] or the Dimensional Apathy
Scale[124] in addition to the NPI[24]. Actigraphy records from an unaffected arm may serve to measure
poststroke apathy in PWA, but should not be used alone[125]. Crucial brain structures for motivated
behavior in healthy people include fronto-striatal circuits (including the nucleus accumbens), the dorsal
anterior cingulate and the orbitofrontal cortex[126,127]. On the other hand, Starkstein et al[128] recently
reviewed the neuroimaging literature and found that lesions of the basal ganglia are the most common
correlates of apathy in stroke. However, no studies have specifically evaluated the neuroimaging
correlates of apathy in PWA. In addition, there is a lack of high-quality evidence to guide management
of post-stroke apathy[117,120,129] and only one case report described the improvement of apathy and
behavioral disinhibition with transcranial direct current stimulation combined with speech-language
therapy in patient with severe non-fluent aphasia[91]. The recent Canadian Stroke Best Practice
Recommendations specifically endorses to offer nonpharmacological interventions, such as exercise and
music therapy, to stroke patients with marked apathy (with or without clinical depression), but not
special recommendation were given for PWA[130]. Ideally, treatment would begin soon after stroke, as
apathy limits the patients” ability to participate in the intensive rehabilitation programs.

Agitation and aggression: Agitation, inability to control anger and aggression are observed symptoms
in PWA[22,36,131]. Anger represents an emotional reaction, whereas aggressiveness is understood as
the subsequent behavioral reaction[132]. As everyday functional communication is reduced in PWA,
they can become frustrated, less tolerant and irritable, getting easily angry regarding trivial matters
[133]. The study of aggression in PWA has traditionally been difficult, and only few articles have been
published[132,134-137]. However, it seems that aphasia is associated with higher levels of anger, as well
as loneliness and social isolation[131,132]. Angelelli et al[36] observed three times more risk of agitation
in PWA and four times more risk of being irritable than those with normal language. Another study
evaluating anger in acute stroke patients found that 31% of participants with aphasia (n = 26) were
irritable and aggressive[134]. A more recent study, evaluating anger in acute stroke, found that half of
PWA (n = 26) and 10 dysarthric participants (n = 44) displayed anger[135]. On studying mild post-stroke
aphasia, Choi-Kwon et al[138] found that lesion location was not related to anger. However, participants
with moderate to severe aphasia were excluded, thus biasing the results. There are no validated
questionnaires for the assessment of anger in PWA. Instruments employed to evaluate anger in non-
aphasic population include the state-trait anger expression inventory-2 or the modified Spielberger trait
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anger scale[139]. In addition, there are no studies targeting the pathophysiology or treatment of
agitation and irritability in PWA.

Hypomania/mania: Elevated mood, hypomania and mania are seldomly reported in PWA, except in
aphasic patients with posterior left hemisphere strokes[140]. Mania is defined as an abnormally and
persistently raised expansive or irritable mood, thought and speech acceleration, lack of insight,
overactivity, and social disinhibition[141]. In the context of PWA, the DSM-5 classifies these conditions
as bipolar and related disorders due to another medical condition[51]. In a study conducted by Signers
et al[140], one-fifth of participants with chronic fluent aphasia and posterior left hemisphere lesions
were elated (a state of extreme happiness or excitement[142]) and unaware of their language
impairment[140]. By contrast, elation has not been described among patients with non-fluent aphasia
[143], except in a case of mixed transcortical aphasia associated with hypermusia, musicophilia, and
compulsive whistling[144]. It seems that mania after left hemisphere damage is rare and according to
the sparse published information it is difficult to describe its demographic, clinical and prognostic
characteristics[141]. To date, only case reports have been published on mania in PWA[145-147]. These
studies suggest that the onset of mania may be delayed up to two years post-stroke[148]. Manic states
following stroke are often difficult to treat as brain damage and comorbidities enhance adverse effects
and impair efficacy of some antimanic agents[149]. Case reports of post-stroke mania in non-aphasic
stroke patients have found lithium, anticonvulsant mood stabilizers (valproate or carbamazepine),
atypical antipsychotic drugs (olanzapine, aripiprazole, risperidone), clonazepam and clonidine to be
effective[150,151]. However, there are no studies of treatment of hypomania and mania in PWA.

Psychosis: Delusions and hallucinations: Post-stroke psychosis involves the presence of delusions
and/or hallucinations[152]. Within the context of PWA, the DSM-5 classifies this conditions as psychotic
disorder due to another medical condition[51]. The development of psychosis is considered to be among
the most devastating post-stroke syndromes[153]. Delusions in PWA are not rare. Shehata et al[55]
evaluated 30 PWA and 31 non-aphasic stroke patients with the Eysenck Personality Questionnaire and
found that psychosis was more prominent in PWA. Another study found that 28 PWA out of 61 chronic
participants developed delusions, being mostly of persecutory nature[140]. The symptoms were found
to be more common with posterior left hemisphere lesions[140], particularly in patients with Wernicke’s
aphasia[154], who are more paranoid and aggressive[19,155,156] than patients with anterior lesions who
instead may become more frustrated and depressed[133,140]. A detailed language evaluation of
Wernicke’s aphasia is desirable because characterization of speech and language deficits can be
misinterpreted as psychotic speech disorder[157-159]. Potential explanations for this relationship may
include auditory comprehension deficits with misinterpretation of information, in addition to
anosognosia for aphasia and psychosis. Up to now, the pathophysiological mechanisms underlying
psychosis in PWA are unknown, in part, because these patients are excluded from stroke studies on
NPS[25,152]. Treatment approaches for psychosis in PWA are also not currently known. Antipsychotic
medication is the main treatment for stroke patients[152] as poststroke and primary psychosis may
likely reflect a common mechanism[152,160] but further research is strongly needed for PWA.

Study 2: A proof-of-concept study of neuropsychiatric symptoms in chronic post-stroke aphasia
Demographic and clinical data: Demographic and clinical data of participants are shown in Table 1.
The Barthel Index indicated that most PWA were functionally independent, with a median score of 90
points (range: 45-100). Only one participant (subject 12) with anomic aphasia and a dense right
hemiparesis showed high dependency regarding activities of daily living (Barthel Index: 45 points). All
participants were in the chronic phase of stroke evolution with a median duration of 18 mo (range: 7-
126). Results indicate that 9 patients were diagnosed with anomic aphasia (77.3 + 6.2 points on the AQ of
WAB-R), 5 with Wernicke’s (55.4 £ 15.9 points), 4 with Broca’s (55.7 + 9.2 points) and 2 with conduction
aphasia (64.8 £ 14.9 points). Table 2 displays the number and composite score of NPS in our sample
based on the NPI. As can be seen, there was a significant presence of comorbid NPS. In fact, all 20
participants were rated by their informants as exhibiting more than one NPS, except in one participant
(subject 15), a female of 28 years of age with mild aphasia, who only showed a high NPI score in
changes in appetite/eating behavior. On average, each PWA yielded a median number of 5 NPS (range:
1-8), with a mean composite score of 2 points (range: 1-6), indicating symptoms of mild severity in the
chronic phase of stroke evolution.

Based on the result of the NPI, the majority of PWA (75%) had depressive symptoms, followed by
agitation and irritability (70%), anxiety and appetite/eating disorders (65%). Half of the sample also
showed symptoms of apathy, while sleep disturbances were also relatively frequent (40%). Euphoria
and psychotic disorders were rare. The most severe symptoms were apathy, depression, anxiety,
agitation, and irritability (see Table 2). Regarding sexes, women had a median number of 6 NPS while
men presented 5 NPS. Mann-Whitney U tests showed that there were no statistically significant sex
differences concerning the number of NPS (P = 0.841). Antidepressants were taken by 7 patients.
Median results showed that participants taking antidepressants were rated with a relatively similar
number of NPS (6) compared to the participants without antidepressant intake (5), (P = 0.496). When
analyzing the median number of NPS based on aphasia type, participants with Broca’s aphasia
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Table 2 Incidence and composite score of neuropsychiatric symptoms based on the domain-general neuropsychiatric inventory

evaluation

NPI symptom No. of PWA with NPS (max. 20) Percentage of PWA with NPS (%)  Composite NPI score'
Depression 15 75 4
Irritability 14 70 2
Agitation 14 70 2
Anxiety 13 65 25
Appetite/ eating disorders 13 65 1
Apathy 10 50 45
Disinhibition 9 45 1
Sleep/nighttime disturbances 8 40 15
Euphoria 1 5 2
Aberrant motor behavior 1 5 2
Hallucinations 1 5 1
Delusions 0 0 0

INeuropsychiatric inventory scores were calculated based on positive cases.
Incidence of symptom was determined by the number of persons with aphasia with frequency scores of > 0 of the respective symptom. PWA: Persons with
aphasia; NPI: Neuropsychiatric Inventory; NPS: Neuropsychiatric symptoms.

presented the highest number of symptoms (6.5) followed by anomic participants (5), conduction
aphasia (4.5) and Wernicke’s aphasia (3). However, non-parametric Kruskal-Wallis test showed no
statistically significant differences (P = 0.508).

Specific-domain scales revealed that 30% of PWA were above the cut-off score for depression and
anxiety (based on the SADQ-10, HADS-anxiety), 40% of patients were diagnosed with subthreshold
depression (SADQ-10)[45,85] and 45% of participants had apathy (SAS) (see Table 3). However,
percentages of diagnosis of the proxy-administered SADQ-10 stands in contrast to HADS-Depression
results. Average scores of these domain-specific scales point into mild disorder severity. There were
significant correlations between two domain-specific scales (SADQ-10 and SAS) and the most frequently
reported NPI domains (e.g., depression, anxiety, apathy, agitation, and irritability) (see Table 4). No
significant correlations were found between both neuropsychiatric scales (NPS and domain-specific
scales) and aphasia severity (measured with the AQ of WAB-R), fluency, comprehension, or repetition
scores.

Lesion size and location: The MRIs of participants showed a wide range of lesion volumes (Table 1).
Lesion location showed that the maximum areas of overlap comprised regions of the long and the
anterior segments of the arcuate fasciculus, the insula and the putamen in the left hemisphere.
Involvement of different sectors of the left anterior cingulate gyrus were seen in six participants. The
overlay of lesions is shown in Figure 1.

DISCUSSION

Study 2: A proof-of-concept study of neuropsychiatric symptoms in chronic post-stroke aphasia
Results of study 2 show that our participants presented mild-to-moderate aphasia severity and were
functionally independent. We found a spectrum of comorbid NPS in all but one participant with mild
anomic aphasia. On average PWA had a median number of 5 NPS (range: 1-8). The most frequent
symptoms were depression, irritability, agitation/aggression, and anxiety, followed by appetite/eating
disorders, apathy, and sleep disorders, whereas euphoria, delusions/hallucinations were rare. Apathy
and depressive symptoms were rated as the most severe by their caregivers, followed by anxiety and
agitation. There were no statistically significant differences regarding the number of NPS based on sex,
antidepressant intake or aphasia type. When employing domain-specific scales that provide cut-off
scores for diagnoses, 30% of participants had mild anxiety and depression, 45% showed subthreshold
depression and 45% of participants had mild-to-moderate apathy.

The prevalence of depressive and anxiety symptoms based on the NPI was higher than the frequency
of these disorders using the SADQ-10 and HADS. As mentioned, the NPI is an informant-based
questionnaire developed to screen for the presence of symptoms, but not to establish diagnoses of
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Table 3 Incidence and median score of neuropsychiatric diagnoses based on domain-specific scales

Domain-specific scale (range) No. of PWA with diagnoses ~ Percentage of PWA with diagnosis (%) Median score (range)
SADQ-10, depression (0-30) 6 30 15 (14-19)

SADQ-10, subthreshold depression (0-30) 9 45 14 (13-19)

SAS, apathy (0-42) 9 45 12 (1-35)

HADS, anxiety (0-21) 6 30 5 (0-12)

HADS, depression (0-21) 3 15 5.5 (1-14)

PWA: Persons with aphasia; SADQ-10: Stroke Aphasic Depression Questionnaire-version 10; SAS: Starkstein Apathy Scale; HADS: Hospital Anxiety and
Depression Scale.

Table 4 Correlations between neuropsychiatric inventory-subdomains and domain-specific scales

Domain-specific scale NPI-subdomains Spearman correlation (rs)

SADQ-10 NPI-depression 0.67, P <0.001°
NPI-anxiety 0.60, P < 0.005"
NPI-apathy 0.43, P =0.540
NPI-agitation 0.60, P < 0.005"
NPI-irritability 0.63, P < 0.003"

HADS NPI-depression 0.38, P =0.820
NPI-anxiety 0.27, P =0.240
NPI-apathy 0.27, P=0.243
NPI-agitation 0.14, P = 0.540
NPI-irritability 0.11, P =0.620

SAS NPI-depression 0.50, P < 0.023"
NPI-anxiety 0.30, P=0.192
NPI-apathy 0.58, P < 0.006"
NPI-agitation 0.18, P = 0.440
NPI-irritability 0.09, P =0.700

2P <0.01;

°P < 0.05.

NPI: Neuropsychiatric Inventory; SADQ-10: Stroke Aphasic Depression Questionnaire-version 10; SAS: Starkstein Apathy Scale; HADS: Hospital Anxiety
and Depression Scale.

mental disorders. Thus, we expected to find a higher number of symptoms with the NPI in contrast to
domain-specific scales. Results revealed a higher percentage of depression with the SADQ-10 than with
the HADS, therefore showing a low level of congruency between these proxy and self-rated measures.
Correlation analyses between NPI subdomains and domain-specific scales showed that the SADQ-10
correlated with a higher number NPI subdomains (depression, anxiety, irritability, and agitation) than
the HADS (no associations found). The SAS, on the other hand, showed a significant correlation with
NPI subdomains of apathy and depression. In general, it seems that proxy-rated neuropsychiatric
instruments (e.g., SADQ-10) are more sensitive to evaluate PWA than directly considering aphasic
individuals themselves (e.g., HADS) because of cognitive or communication problems. In support of
these findings, outcome differences between proxy-based and directly administered instruments have
also been described in other studies regarding PWA[161]. Moreover, family members have generally
been found to be reliable informants in areas of emotions, daily activities, well-being, and overall
quality of life[162]. In fact, Bourgeois et al[21] advise physicians to give credence to caregivers’
testimonies about the behavior of PWA. Nevertheless, the opinion of informants should not jeopardize
the autonomy and self-determination of PWA[163]. In general, more studies regarding the reliability
and validity of neuropsychiatric proxy and self-measured instruments in PWA are strongly needed.
Lastly, we found a lack of correlation between neuropsychiatric assessment tools (NPI and domain-
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Figure 1 Lesion overlap map from the 20 participants overlaid on a brain template in Montreal Neurological Institute standard space. The
maximum lesion overlap (red color) (85%, n = 17) involved regions comprising the left arcuate fasciculus (long and the anterior segments), the insula and the
putamen. Different sectors of the left anterior cingulate gyrus were involved in six participants. L: left.
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specific scales) and WAB-R. These results align with findings from another study showing no correl-
ations between WAB-R and depression scores based on the SADQ-21 in PWA and chronic left
hemisphere strokes[80].

Structural MRIs in our sample showed a wide range of lesion volumes. There was a predominant
involvement of the left perisylvian language core and lesion overlap analysis showed that the region
corresponding to the arcuate fasciculus, insula and putamen were affected in 17 participants (85%). The
insular cortex together with the striatum and the anterior cingulate gyrus (affected in 6 participants) are
intrinsic components of the Salience Network[164]. The Salience Network is composed of two major
hubs, anterior insula and dorsal anterior cingulate cortex. It also included three interconnected
subcortical hubs: amygdala, ventral striatum, and substantia nigra/ventral tegmental area[165]. This
network, among others, contributes to complex brain functions such as communication, social behavior,
and self-awareness, by means of integrating of sensory, emotional, and cognitive information[164,165].
Damage to the left Salience Network in our sample may have impaired self-regulation of cognition,
behavior, emotion and autonomic arousal favoring the emergence of an array of NPS[164]. Moreover,
lesions in the left arcuate fasciculus have been associated with affective symptoms and somatic
depressive complaints[166] and preliminary findings show that the lesion load in the left arcuate
fasciculus correlates with naming improvement in PWA treated with antidepressants[167]. In any case,
the role of the arcuate fasciculus in the NPS of PWA requires further analysis.

Some limitations to the current study should be acknowledged. First, this was a relatively small
sample including people with chronic PSA of mild to moderate severity, so that it is not representative
of all PWA and stroke. Another limitation is that we only used three domain-specific scales, whereas the
NPI assesses twelve NPS. Nevertheless, we have evaluated the three most prevalent neuropsychiatric
disorders already found in stroke patients without aphasia. In any case, future studies may include
further domain-specific scales targeting other neuropsychiatric disorders. A longitudinal study to
evaluate the evolution of NPS from the acute to the chronic phase of stroke survivors is also warranted.

CONCLUSION

Study 1: Literature review

We did find that NPS in PWA are insufficiently investigated. Prevalence of NPS in PWA is unknown,
hindering the development of assessment tools and treatment strategies. If reported, most researchers
and clinicians tend to focus mostly on diagnosing depression to the extent that there are no reports on
symptoms of disinhibition, aberrant motor behavior, appetite-eating disorders, or sleep disturbances,
already identified in non-aphasic stroke patients using the NPI. In addition, no pharmacological
randomized controlled trials have been published for the reviewed symptoms in PWA. Pharmaco-
therapy, neuromodulation and behavioral therapies have only been implemented for depression and/or
anxiety. Therefore, further research on the prevalence, assessment, pathophysiology, and treatment of
NPS in PSA is strongly needed.

General conclusions and directions for further research

The comorbidity of NPS in patients with chronic PSA is very frequent and seems to exceed the
prevalence data reported in the non-aphasic stroke population. Therefore, more studies are necessary as
NPS are still underdiagnosed in chronic PSA. Our study 1 shows the paucity of reports dealing with
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NPS diagnosis, assessment, and treatment in PWA. In our study 2, we found high comorbidity of NPS
among a small sample of PWA. Findings from study 2 suggest that the NPI may be used as a screening
instrument and this assessment can be complemented with domain-specific psychiatric scales. Further
aims must attempt to develop structured interviews and guidelines for the diagnosis, treatment, or
prevention of comorbid NPS in PWA.

Many important questions regarding the neuropsychiatric spectrum in PWA remain unanswered or
unaddressed. What is the frequency of NPS in acute aphasic stroke patients? Which are the best psycho-
metric instruments to evaluate NPS? What is the best combination of self-rated and proxy-based
measures depending on the severity of language impairment (production and/or comprehension
deficits)? Which are the most important demographic variables that affect the occurrence of NPS in
PWA? How do premorbid psychiatric conditions affect the occurrence and clinical phenomenology of
NPS and language deficits after stroke? Is there any relationship between anosognosia for aphasia and
NPS (hypomania/mania, psychosis)? How do NPS evolve or remit spontaneously? Are psychopharma-
cological agents including cognitive enhancing drugs useful? What kind of behavioral therapies should
be applied for NPS in PWA? Does aphasia therapy positively influence psychiatric outcomes? Does the
treatment of one NPS affect the outcome and comorbidity of other symptoms? Should biological
treatments be prioritized over behavioral approaches, or should they be combined?

ARTICLE HIGHLIGHTS

Research background

Aphasia due to stroke is associated with worse outcomes than in non-aphasic stroke patients. Worse
outcomes in post-stroke aphasia often result from the co-occurrence of neuropsychiatric symptoms
(NPS) and disorders.

Research motivation

Persons with aphasia (PWA) are frequently excluded from studies on stroke related NPS because of
their language and communication deficits. The exclusion of PWA and stroke hinders obtaining relevant
information on prevalence, diagnosis, associated deficits (cognitive impairment, functional disability),
assessment, neurobiological mechanisms, and treatment of NPS in this population.

Research objectives
We report a two-part study consisting of a literature review on NPS (study 1) and an observational
study on NPS in chronic post-stroke aphasia (study 2).

Research methods

In study 1, we reviewed the databases after cross-referencing key words of post-stroke aphasia to NPS
and disorders. In study 2, we evaluated aphasic deficits, activities of daily living and a spectrum of NPS
and disorders using well-validated scales in 20 persons with chronic mild-to-moderate post-stroke
aphasia associated with left hemisphere strokes. NPS were evaluated with the 12 symptom domains of
the Neuropsychiatric Inventory and with three domain-specific scales for depression, anxiety, and
apathy.

Research results

The literature review performed in study 1 revealed a spectrum of NPS in PSA including depression,
anxiety, apathy, agitation/aggression, psychosis, and hypomania/mania. This broad spectrum of NPS
was also found in observational study 2, since all but one PWA has more than one NPS (median number
of NPS: 5, range: 1-8).

Research conclusions

A spectrum of NPS is highly prevalent in chronic PSA. Therefore, future comprehensive evaluations of
NPS using multidomain and domain-specific scales will enable a better characterization of this broad
spectrum favoring the design and implementation of adequate therapies.

Research perspectives

Since the spectrum of NPS in PWA and stroke is an underexplored research area, there are still many
pending issues to be addressed. Essential areas of inquiry include knowing the incidence in acute and
chronic stroke periods, risk factors (family and personal history of psychiatric disorders), clinical
features, assessment instruments devised to test language and communication impaired patients,
impact on quality of life, neurobiological correlates, short- and long-term outcomes, and response to
psychological and biological interventions.
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