Management of Negative Symptoms in Schizophrenia

The Canadian Consortium for Early Intervention in Psychosis (CCEIP) clinical guidance documents provide clinicians with evidence-based
recommendations for the diagnosis, assessment, and management of psychosis. This guidance is developed by an expert panel of clinicians
who evaluate the available literature and develop consensus-based recommendations.

e Negative symptoms are among the most important determinants of functioning in schizophrenia."?
o Bevigilant for negative symptoms as they are associated with a higher burden of illness but are often overlooked

Recognize or not the reason a person would seek care.*

e After urgent symptoms are addressed, take time to focus exclusively on negative symptoms.*
Assess o Administer the NSA-4 or other tool to systematically evaluate negative symptoms and monitor progress.*

e Prioritize optimal management of negative symptoms, even when positive symptoms are minimal or absent.’
Manage o Differentiate hetween primary and secondary negative symptoms and personalize the management

approach based on the underlying cause.’
o Consider early intervention programs to address negative symptoms during the critical period to optimize
outcomes™’

Negative symptoms in schizophrenia

Negative symptoms (NS) are a reduction or absence of usual behaviour related to motivation, Prevalence of negative symptoms "’
interest, or expression. Although often the first symptom of schizophrenia, NS can occur at any e ~60% have predominantly NS
point in the course of illness. They are unlikely to be recognized as pathological, contributing to e 90% in first episode psychosis
delays in diagnosis, and can be challenging to manage.***® When NS are present at baseline, have >1 NS

they tend to be persistent, although severity can fluctuate.” More severe NS have been observed . 35_76% of patients continue to
in males, in patients who developed schizophrenia at a younger age, and in those with a longer have clinically significant NS
duration of untreated psychosis." NS can be primary or secondary, require different approaches, despite treatment '
and are categorized by five interrelated symptom domains.**’

Prioritize management of negative symptoms due to significant burden on patients

Optimal management of NS should be a priority of care. Clinicians should be especially vigilant for their presence as they are associated with

significant burden and are seldom spontaneously reported by patients:*"

Personal Life Health
e | quality of life" e | levels of insight'® e 1 antipsychotic dose"
e | personal relationships™ e | work/school performance™ e 1 risk and duration of hospitalizations"
e 1 substantial familial burden® e L educational attainment levels™" e 1 risk of obesity/metabolic syndrome™

e | household/recreational functioning” e long-term functioning/disability" e 1 overall healthcare costs"
e | rates of remission®

Recognize negative symptoms: definitions and characteristics®**”

Primary = 6. A diagnosis of exclusion, related to the underlying pathophysiology of schizophrenia due to the
Intrinsic % dysfunction of neural circuits that regulate motivation and reward.
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other factors induced by persecutory  Depression, effects Neurological Understimulation,
delusions, mind reading, substance use, Sedation, EPS, disorders, sleep stigma, social

thought insertion PTSD, anxiety amotivation apnea, chronic pain  deprivation



Factors Symptom domain Definition

Reduction in quantity of words spoken and spontaneous speech. Short or
monosyllable answers to questions, avoids communication, uses few words.

Diminished Alogia

expression lunted aff Diminished intensity and range of facial and vocal expressions, poor eye contact,
Blunted affect inimal use of gestures.

Reduced experience of pleasure. Difficulty or inability to anticipate future pleasure,

Anhedonia . I : . o
few leisure activities, lack of interest in sexual activity.
Avolition/ Asociality Diminished interest in, motivation fgr, aqd appreciation of soagl interactions with
others. Few or poor relationships with friends and reduced social interaction.
apathy
- Reduced goal-directed activity due to decreased motivation. Emotional withdrawal,
Avolition

apathy, poor grooming and hygiene, less involvement due to apathy and lack of energy.

How to accurately assess negative symptoms

Patients often do not spontaneously report negative symptoms due to lack of awareness.™ After urgent symptoms are addressed, take time
to focus exclusively on accurate assessment of the presence, cause, severity, and impact of NS.* Use validated scales to systematically
evaluate NS and monitor progress, such as the Clinical Assessment Interview for Negative Symptoms (CAINS),”' 4-item Negative Symptom
Assessment (NSA-4),% and the Positive and Negative Syndrome Scale (PANSS-6).7

At a clinical level both types of NS often appear to have similar or even identical phenomenology. Therefore, they are not easily
distinguished with NS scores without additional information about other symptom dimensions or environmental factors.

Assess affect and behaviour that may suggest NS, such as:*"”

o Communication difficulties, flat affect, limited emotion, social inactivity, low Questions should be
Assess motivation, and retarded psychomotor activity. phrased to elicit broad
e e Evaluate body language, facial expressions, levels of interaction or engagement. responses to demonstrate
o Ask patients and informants about daily activities, social life, and interests. whether a patient is able to:?
o Compare the patient’s level of impairment expected from a healthy age- and sex- e CElaborateona
matched individual. response without
Screen Screen for comorbidities that may present as/or aggravate NS: . IF)’mt’T‘Pt'"tg- ,
e Medical comorbidities, such as obstructive sleep apnea, chronic insomnia, elniielzeliss I
= hypothyroidism, iron deficiency anemia.’ enjoyable activities to
o= e Psychiatric comorbidities, such as depression using the Calgary Depression Scale for assess for anhedonia.
Schizophrenia.” e Has soual_contqcts to
Evaluate E . ) . . assess social drive.
— valuate potential antipsychotic medication side effects that may present as/or e Isgoal oriented and
a aggravate NS, such as sedation, amotivation, or extrapyramidal symptoms, using the productive
= Extrapyramidal Symptom Scale or the Monitoring Antipsychotic Side Effects tool.>">*%

Management of negative symptoms remains a challenge

With no medications specifically indicated for the treatment of NS, appropriate therapy can vary considerably based on the underlying
cause. Guidance is limited and based on expert consensus.*™ Combining pharmacological and psychosocial treatments should be initiated
as early as possible in the course of illness, as early intervention services were associated with superior outcomes in NS severity compared
with treatment as usual.”

3,10,15

Therapeutic options for all negative symptoms

Optimize current medications to treat/maintain stability of psychotic/positive symptoms

Minimize medication side effects that may aggravate NS

Adjust medication or switch to a medication with efficacy in treating NS

Treat comorbid medical and psychiatric conditions if possible, such as depression, substance use, or sleep apnea

Refer to specialist for treatment of a comorbid condition if necessary, and to a psychologist for psychosocial intervention
Encourage self-care, social interaction, and environmental stimulation

Suggest exercise, especially aerobic exercise™”

Recommend family psychoeducation to increase awareness of NS and alleviate concerns that the patient is “lazy” or “not trying".
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Primary negative symptom therapeutic options®"***°

e Primary NS typically do not improve with currently available antipsychotic treatment with dopamine
D2 antagonists or partial D2 agonists.
Medication optimization o (lozapine, olanzapine, amisulpride and asenapine may confer benefits in treating NS. However, it is
difficult to distinguish whether these improvements are related only to secondary NS.*™*
e (ariprazine in first-episode psychosis may be effective based on a pilot study with a small sample.**
o Future potential considerations may offer options, such as pimavanserin, roluperidone, or glycine
transporter 1 inhibitors.™"

Limited evidence is available for adjunctive pharmacotherapy, and may be impacted by the primary
. . antipsychotic agent (e.g. risperidone + tropisetron, clozapine + duloxetine).
Adjunctive o Antidepressants: Modest effect, e.g. fluoxetine, paroxetine, seligiline, citalopram, reboxetine,
pharmacotherapy” fluvoxamine, or mirtazapine. >
o Serotonin 5-HT; receptor antagonists: Benefit shown with tropisetron, ondansetron, and
granisetron and are well tolerated.”

e * Cognitive behavioural therapy: Moderate benefit.”>”’**
Cognitive thera Py o Cognitive remediation therapy: Meaningful benefits, programs involving strategy discussion
and transfer activities have stronger effects on functioning and NS.™***

o Repetitive transcranial magnetic stimulation (rTMS): Significant medium to large effect sizes,
however, must be interpreted with caution due to significant heterogeneity™*"
Neurostimulation e Transcranial direct current stimulation (tDCS): Significant medium to large effect sizes,
however, must be interpreted with caution due to significant heterogeneity"
o Electroconvulsive therapy (ECT): Recent literature review showed benefit (18/35 studies), but
interpretation limited by small numbers and methodological issues™*

Secondary negative symptom therapeutic options* ">+

Secondary NS are more likely to improve as underlying factors are treated, and should be treated as per available guidelines as there is no
evidence for a specific approach in patients presenting with NS." Specific guidance is provided below:

o Switch to an antipsychotic agent with antidepressant properties (e.g., quetiapine, cariprazine,
aripiprazole, clozapine, olanzapine, or lurasidone®*)

Depression ¢ Add-on antidepressant treatment

e Integrate cognitive behaviour therapy

o Dose range optimization of pharmacotherapy (increase in the antipsychotic drug dose); or
Positive symptoms o (hange of agent, e.g. switch to clozapine for treatment-resistant positive symptoms

[ ]

Integrate cognitive behaviour therapy

o Dose range optimization of pharmacotherapy (reduction in the drug dose); or

Medication side effects Switch to agent with lower risk of the symptom

Environmental factors Community based treatment, graded increase in social activities, skills training™

EPI CANADA
\\ Early Psychosis Intervention



Management of Negative Symptoms in Schizophrenia

References

1.Toll A, Blanco-Hinojo L, Bergé D, et al. Multidimensional predictors of negative symptoms in antipsychotic-naive first-episode psychosis. ] Psychiatry Neurosci. 2022;47(1):E21-E31. doi:10.1503/jpn.210138
2.Percie du Sert O, Unrau J, Dama M, et al. Latent Trajectories of Positive, Negative Symptoms and Functioning in Early Intervention Services for First-Episode Psychosis: A 2-Year Follow-Up Study. Schizophr Bull.
Published online May 4, 2025:sbaf045. doi:10.1093/schbul/shaf045
3.Correll CU, Schooler NR. Negative Symptoms in Schizophrenia: A Review and Clinical Guide for Recognition, Assessment, and Treatment. Neuropsychiatr Dis Treat. 2020;Volume 16:519-534.
d0i:10.2147/ndt.s225643
4.Giordano GM, Caporusso E, Pezzella P, Galderisi S. Updated perspectives on the clinical significance of negative symptoms in patients with schizophrenia. Expert Rev Neurother. 2022;22(7):541-555.
doi:10.1080/14737175.2022.2092402
5.Correll CU, Galling B, Pawar A, et al. Comparison of Early Intervention Services vs Treatment as Usual for Early-Phase Psychosis: A Systematic Review, Meta-analysis, and Meta-regression. JAMA Psychiatry.
2018;75(6):555-565. d0i:10.1001/jamapsychiatry.2018.0623
6.Sauvé G, Brodeur Mb, Shah |I, Lepage M. The Prevalence of Negative Symptoms Across the Stages of the Psychosis Continuum. Harv Rev Psychiatry. 2019;27(1). doi:10.1097/HRP.0000000000000184
7.Sabe M, Chen C, Perez N, et al. Thirty years of research on negative symptoms of schizophrenia: A scientometric analysis of hotspots, bursts, and research trends. Neurosci Biobehav Rev. 2023;144:104979.
doi:10.1016/j.neubiorev.2022.104979
8.Moccia L, Bardi F, Anesini MB, et al. Pharmacological Interventions for Negative Symptoms in Schizophrenia: A Systematic Review of Randomised Control Trials. Biomedicines. 2025;13(3):540.
doi:10.3390/biomedicines 13030540
9.Millan M}, Fone K, Steckler T, Horan WP. Negative symptoms of schizophrenia: Clinical characteristics, pathophysiological substrates, experimental models and prospects for improved treatment. Eur
Neuropsychopharmacol. 2014;24(5):645-692. doi:10.1016/j.euroneuro.2014.03.008
10.Maroney M. Management of cognitive and negative symptoms in schizophrenia. Ment Health Clin. 2022;12(5):282-299. doi:10.9740/mhc.2022.10.282
11.Suttajit S, Pilakanta S. Predictors of quality of life among individuals with schizophrenia. Neuropsychiatr Dis Treat. 2015;11:1371-1379. doi:10.2147/NDT.581024
12.Milev P, Ho BC, Arndt S, Andreasen NC. Predictive Values of Neurocognition and Negative Symptoms on Functional Outcome in Schizophrenia: A Longitudinal First-Episode Study With 7-Year Follow-Up. Am
Psychiatry. 2005;162(3):495-506. doi:10.1176/appi.ajp.162.3.495
13.Howes 0, Fusar-Poli P, Osugo M. Treating negative symptoms of schizophrenia: current approaches and future perspectives. Br ] Psychiatry. 2023;223(1):332-335. doi:10.1192/bjp.2023.57
14.Marder SR, Umbricht D. Negative symptoms in schizophrenia: Newly emerging measurements, pathways, and treatments. Schizophr Res. 2023;258:71-77. doi:10.1016/j.schres.2023.07.010
15. Galderisi S, Kaiser S, Bitter I, et al. EPA guidance on treatment of negative symptoms in schizophrenia. Eur Psychiatry. 2021;64(1):e21. doi:10.1192/j.eurpsy.2021.13
16.Raucher-Chéné D, Bodnar M, Lavigne KM, Malla A, Joober R, Lepage M. Dynamic Interplay Between Insight and Persistent Negative Symptoms in First Episode of Psychosis: A Longitudinal Study. Schizophr Bull.
2022;48(1):211-219. doi:10.1093/schbul/shab079
17.Rabinowitz ], Werbeloff N, Caers |, et al. Negative symptoms in schizophrenia--the remarkable impact of inclusion definitions in clinical trials and their consequences. Schizophr Res. 2013;150(2-3):334-338.
doi:10.1016/j.schres.2013.06.023
18.Harvey PD, Heaton RK, Carpenter WT, Green MF, Gold JM, Schoenbaum M. Functional Impairment In People with Schizophrenia: Focus on Employability and Eligibility for Disability Compensation. Schizophr
Res. 2012;140(1-3):1-8. doi:10.1016/j.schres.2012.03.025
19.Bobes J, Arango C, Garcia-Garcia M, Rejas J. Prevalence of Negative Symptoms in Outpatients With Schizophrenia Spectrum Disorders Treated With Antipsychotics in Routine Clinical Practice: Findings From the
CLAMORS Study. | Clin Psychiatry. 2009;70(3):15446. doi:10.4088/)CP.08m04250yel
20.Stahl SM. Stahl's Essential Psychopharmacology: Neuroscientific Basis and Practical Applications. 5th ed. Cambridge University Press; 2021. doi:10.1017/9781108975292
21.Blanchard J), Kring AM, Horan WP, Gur R. Toward the Next Generation of Negative Symptom Assessments: The Collaboration to Advance Negative Symptom Assessment in Schizophrenia. Schizophr Bull.
2011;37(2):291-299. doi:10.1093/schbul/sbq104
22.Alphs L, Morlock R, Coon C, van Willigenburg A, Panagides J. The 4-Item Negative Symptom Assessment (NSA-4) Instrument. Psychiatry Edgmont. 2010;7(7):26-32. Accessed September 19, 2024.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2922363/
23.@stergaard SD, Lemming OM, Mors O, Correll CU, Bech P. PANSS-6: a brief rating scale for the measurement of severity in schizophrenia. Acta Psychiatr Scand. 2016;133(6):436-444. doi:10.1111/acps.12526
24.Kirschner M, Aleman A, Kaiser S. Secondary negative symptoms — A review of mechanisms, assessment and treatment. Schizophr Res. 2017;186:29-38. doi:10.1016/j.schres.2016.05.003
25.Addington D, Addington J, Schissel B. A depression rating scale for schizophrenics. Schizophr Res. 1990;3(4):247-251. doi:10.1016/0920-9964(90)90005-R
26. Hastings T. Extrapyramidal Symptom Scale (EPSS). Canadian Consortium for Early Intervention in Psychosis. 2016. Accessed April 21, 2025. https://www.epicanada.org/epss
27.Hastings T, Tibbo P, Williams R. Tool for Monitoring Antipsychotic Side Effects (tmas). Canadian Consortium for Early Intervention in Psychosis. 2016. Accessed April 21, 2025. https://www.epicanada.org/tmas
28.Sabe M, Kaiser S, Sentissi 0. Physical exercise for negative symptoms of schizophrenia: Systematic review of randomized controlled trials and meta-analysis. Gen Hosp Psychiatry. 2020;62:13-20.
doi:10.1016/j.genhosppsych.2019.11.002
29.Tsapakis EM, Dimopoulou T, Tarazi Fl. Clinical management of negative symptoms of schizophrenia: An update. Pharmacol Ther. 2015;153:135-147. doi:10.1016/j.pharmthera.2015.06.008
30.Singh SP, Singh V, Kar N, Chan K. Efficacy of antidepressants in treating the negative symptoms of chronic schizophrenia: meta-analysis. Br ] Psychiatry ] Ment Sci. 2010;197(3):174-179.
d0i:10.1192/bjp.bp.109.067710
31.Huhn M, Nikolakopoulou A, Schneider-Thoma , et al. Comparative efficacy and tolerability of 32 oral antipsychotics for the acute treatment of adults with multi-episode schizophrenia: a systematic review and
network meta-analysis. The Lancet. 2019;394(10202):939-951. d0i:10.1016/50140-6736(19)31135-3
32.Krause M, Zhu Y, Huhn M, et al. Antipsychotic drugs for patients with schizophrenia and predominant or prominent negative symptoms: a systematic review and meta-analysis. Eur Arch Psychiatry Clin
Neurosci. 2018;268(7):625-639. doi:10.1007/500406-018-0869-3
33.Cdpdtind 00, Miclutia IV, Fadgyas-Stanculete M. Current perspectives in treating negative symptoms of schizophrenia: A narrative review (Review). Exp Ther Med. 2021;21(3):276. doi:10.3892/etm.2021.9707
34.Pappa S, Kalniunas A, Maret ). Cariprazine for negative symptoms in early psychosis: a pilot study with a 6-month follow-up. Front Psychiatry. 2023;14. doi:10.3389/fpsyt.2023.1183912
35.Etchecopar-Etchart D, Yon DK, Wojciechowski P, et al. Comprehensive evaluation of 45 augmentation drugs for schizophrenia: a network meta-analysis. eClinicalMedicine. 2024;69.
doi:10.1016/j.eclinm.2024.102473
36. Cerveri G, Gesi C, Mencacci C. Pharmacological treatment of negative symptoms in schizophrenia: update and proposal of a clinical algorithm. Neuropsychiatr Dis Treat. 2019;Volume 15:1525-1535.
doi:10.2147/NDT.5201726
37.Klingberg S, Wolwer W, Engel C, et al. Negative Symptoms of Schizophrenia as Primary Target of Cognitive Behavioral Therapy: Results of the Randomized Clinical TONES Study. Schizophr Bull.
2011;37(suppl_2):598-5110. doi:10.1093/schbul/shr073
38.Solmi M, Croatto G, Piva G, et al. Efficacy and acceptability of psychosocial interventions in schizophrenia: systematic overview and quality appraisal of the meta-analytic evidence. Mol Psychiatry.
2023;28(1):354-368. doi:10.1038/541380-022-01727-1
39.Cella M, Preti A, Edwards C, Dow T, Wykes T. Cognitive remediation for negative symptoms of schizophrenia: A network meta-analysis. Clin Psychol Rev. 2017;52:43-51. doi:10.1016/j.cpr.2016.11.009
40.Vita A, Barlati S, Ceraso A, et al. Effectiveness, Core Elements, and Moderators of Response of Cognitive Remediation for Schizophrenia: A Systematic Review and Meta-analysis of Randomized Clinical Trials.
JAMA Psychiatry. 2021;78(8):848-858. doi:10.1001/jamapsychiatry.2021.0620
41.Hyde ], Carr H, Kelley N, et al. Efficacy of neurostimulation across mental disorders: systematic review and meta-analysis of 208 randomized controlled trials. Mol Psychiatry. 2022,27(6):2709-2719.
doi:10.1038/541380-022-01524-8
42.Zierhut MM, Bernard RM, Turner E, Mohamad S, Hahn E, Bajbouj M. Electroconvulsive therapy for negative symptoms in schizophrenia: a literature review from 2000 to 2021. Curr Psychol. 2023;42(9):7512-
7533. d0i:10.1007/512144-021-01989-w
43.Wolpe N, Chen S, Kirkpatrick B, et al. Longitudinal effect of clozapine-associated sedation on motivation in schizophrenia: naturalistic longitudinal study. Br ] Psychiatry. 223(1):295-297.
d0i:10.1192/bjp.2022.191
44.Miura |, Nosaka T, Yabe H, Hagi K. Antidepressive Effect of Antipsychotics in the Treatment of Schizophrenia: Meta-Regression Analysis of Randomized Placebo-Controlled Trials. Int ] Neuropsychopharmacol.
2020;24(3):200-215. doi:10.1093/ijnp/pyaa082

EPI CANADA
\\ Early Psychosis Intervention



