A Conceptual Model for Assessing Psychosocial Functioning in People Living With Schizophrenia
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sackground

e Schizophrenia is a serious mental health disorder with symptoms and
behaviors impacting all aspects of life, including hallucinations, delusions,
and social withdrawal’

« Between 10-60% of people living with schizophrenia (PLS) are reported to have
a partial response to treatment with antipsychotic drugs?

e As part of ongoing treatment management for PLS, clinician-reported outcomes
(ClinRO) play a vital role in the assessment of symptoms to gauge treatment
response when insight from PLS may be limited?

e This qualitative research study was conducted to:

- |dentify the published evidence describing the experience (signs, symptoms,
impacts) of adults living with schizophrenia

- Understand how clinicians describe the impacts of schizophrenia on people’s
daily life

- Develop and refine a conceptual model to be used as the basis of a ClinRO
assessment of psychosocial functioning in PLS, and to provide a visual
representation of the impact of symptoms on daily life

Development of the conceptual model

e A targeted literature review (TLR) focused on peer-reviewed publications from
2014 to 2024 was conducted using Embase according to Preferred Reporting Items
for Systematic Reviews and Meta Analyses (PRISMA) guidelines

e Studies involving adults with schizophrenia, regardless of symptom control, treatment
status, or comparator use, including interventional, observational, qualitative studies,
and reviews were included

e Search terms included the sighs, symptoms, and impacts of living with schizophrenia,
as well as patient experience and health-related quality of life

e A dedicated search was also conducted to identify literature related to experience
of PLS who had an inadequate response to antipsychotic treatment

o Concepts were grouped thematically using an iterative process, in alignment with:

- The DSM-5 classification of symptoms*
- Input from expert clinicians
- A board-certified clinical neuropsychologist

e Insights gathered from the 2022 FDA Voice of the Patient (VoP) report®> and the
TLR were used to describe the PLS experience and inform the development of the
preliminary conceptual model

Refinement of the conceptual model

« One-on-one, 60-minute, semi-structured, qualitative interviews were conducted
with US-based board-certified Psychiatrists

o Clinicians required a minimum of 5 years’ experience treating PLS with an active
case load of > 20 PLS per month at the time of the interview

e Feedback was gathered from clinicians on:

- The impacts of schizophrenia on people’s daily life

- The relevance and completeness of signs, symptoms, and impacts in the
preliminary conceptual model

- The clarity and appropriateness of language used (including domain and
concept labels)

- The categorization of concepts as signs/symptoms or impacts

e Interviews were recorded, transcribed, and anonymized

e Modifications were made to the preliminary conceptual model based on review
of the clinician interview findings and discussion with expert clinicians
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e In addition to the VoP report, 10 relevant articles were identified from an initial
identification of 2,463 titles; 5 articles were qualitative studies, and 5 articles used
close-ended questionnaires (Figure 1)

e A total of 70 signs and symptoms across 7 concept domains, including positive,
negative, cognitive, mood-related, and “other” behavioral symptoms, as well as
harmful behaviors, and treatment-related symptoms were identified

o A total of 23 impacts across 7 concept domains were mapped
e Severity ratings of symptoms were not reported in any of the 11 sources reviewed

Figure 1. Concept literature search PRISMA diagram
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Preliminary development of the conceptual model

o All concepts identified from the TLR and the VoP report were included in the
preliminary conceptual model

e Signs and symptoms were categorized into 2 groups:

- Disease-related symptoms were grouped into 6 concept categories: positive,
negative, cognitive, mood-related, and “other” symptoms plus harmful behaviors

- Cognitive symptoms were organized based on the DSM-5 classification
of cognition’

e Overlapping treatment-related and disease-related symptoms were clearly marked

o Impacts of both disease- and treatment-related symptoms were grouped into
/ categories: emotional, day-to-day functioning, psychosocial functioning,
work or school performance, relationships, sleep, and “other” impacts

Clinician perspectives on the impact of schizophrenia on PLS

e In total, 10 psychiatric clinicians were interviewed, 8 of whom practiced in both
inpatient and outpatient settings, 9 had > 10 years of experience,
with 4 of these having > 20 years of experience treating PLS (Table 1)

e Clinicians described schizophrenia as being highly burdensome to PLS, affecting
nearly all aspects of life, including social, personal, and occupational functioning

 They reported that 20-70% of PLS have an inadequate treatment response
to antipsychotic medication, and noted that there was a level of subjectivity around
the definition of “inadequate treatment response” vs “treatment resistance”

o Symptoms described as most impactful to patients (hallucinations, delusions,
neglect of hygiene, social withdrawal, cognitive deficits) were highlighted by
clinicians as being the most important to treat
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The final conceptual model, based on the TLR and VoP report, and
refined through feedback from psychiatric clinicians, resulted in
a conceptual model with 75 symptoms across 8 domains, and 28 impacts

Figure 2. Final conceptual model based on results from the TLR and the VoP report; refined through qualitative interviews

with psychiatric clinicians
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Table 1. Clinical experience of interviewed psychiatric clinicians

Number of Experience Clinical Experience Experience
. .. Years seeing | patients with | with patients setting Xperien XPerien
Clinician : : : ) : : : with clinical | with clinical
patients with | schizophrenia with (inpatient, .
ID : ) : : trials in outcome
schizophrenia seen per inadequate | outpatient, ) :
schizophrenia | assessments
month response both)
Clin-01 24 90 Y Both Y Y
Clin-02 17 ~100 Y Both Y Y
Clin-03 >30 45-50 Y Both Y Y
Clin-04 6 40 Y Both N Y
Clin-05 19 30 Y Inpatient Y Y
Clin-06 17 300 Y Both Y Y
Clin-07 25 45 Y Outpatient Y Y
Clin-08 20+ Dozens Y Both Y Y
Clin-09 12 90 Y Both Y Y
Clin-10 13 50 Y Both Y Y

Table 2. Clinician feedback on concepts included in the preliminary
conceptual model

Preliminary Clinician feedback
Conceptual

Model Clin- | Clin- | Clin- | Clin- | Clin- | Clin- | Clin- | Clin- | Clin- | Clin-
Domain 01 02 03 04 05 06 07 08 09 10
Positive symptoms

Preliminary Clinician feedback
Conceptual

Model Clin- | Clin- | Clin- | Clin- | Clin- | Clin- | Clin- | Clin- | Clin- | Clin-
Domain 01 02 03 04 05 06 07 08 09 10

Mood-related symptoms

Remove
concepts
Rename
concepts
Reclassify
concepts
Missing
concepts

Remove
concepts
Rename
concepts
Reclassify
concepts
Missing
concepts

Negative symptoms

Remove
concepts
Rename
concepts
Reclassify
concepts
Missing
concepts

Remove
concepts
Rename
concepts
Reclassify
concepts
Missing
concepts

Cognitive symptoms

Remove
concepts
Rename
concepts
Reclassify
concepts
Missing
concepts

Remove
concepts
Rename
concepts
Reclassify
concepts
Missing
concepts

Other behavioral symptoms Impacts

|| No suggestions

Remove
concepts
Rename
concepts
Reclassify
concepts
Missing
concepts

Remove
concepts
Rename
concepts
Reclassify
concepts
Missing
concepts

At least one suggested change

Not asked due to time constraints

Results (continued)

e Negative and neurocognitive symptoms were specifically noted as areas where
current treatments are not sufficient, indicating a significant unmet therapeutic
need in schizophrenia care

e Most clinicians (n=8; 2 clinicians were not asked due to time constraints) reported
that antipsychotic medications were their primary choice of treatment, with efficacy
and safety driving their choice of treatment

Refinement of the conceptual model

« The preliminary conceptual model developed through the TLR was considered
generally comprehensive by clinicians

e Based on clinician feedback, 7 concepts were removed from the preliminary
conceptual model, 14 concepts were renamed or reclassified under different
domains (Table 2), and 15 new concepts were added

e The final conceptual model included 75 symptoms across 8 domains (positive
symptoms, negative symptoms, cognitive symptoms, disorganized thinking, other
behavioral symptoms, mood-related symptoms, harmful behaviors, and social
cognitive symptoms) and 28 impacts associated with these domains (Figure 2)

Conclusions

e Insights from the VoP and TLR revealed a broad range of sighs, symptoms, and
impacts experienced by PLS, underscoring the significant burden on daily life

e These findings informed the development of a preliminary conceptual model
designed to assess psychosocial functioning and visually represent symptom impact

e Qualitative interviews with psychiatrists confirmed the disease and treatment
burden identified in the literature and highlighted a substantial unmet treatment
need in PLS

e Clinician feedback led to refinement of the conceptual model, which can serve as
a foundation for clinical outcome assessments, research, and as a tool to enhance
clinician understanding of schizophrenia’s impact on daily life
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