Schizophrenia In
Clinical Practice

A Modern Blueprint for Dimensional
Diagnosis and Algorithmic Management
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The Evolution of a Psychiatric Diagnosis

1809 (John Haslam)

Describes mania with
prominent thought
disturbance.

1852 (Bénédict
Morel)

Introduces démence
précoce (early-onset
progressive
deterioration).

1899 (Emil
Kraepelin)

Formalizes dementia
praecox as distinct
from manic-
depressive illness.

1911 (Eugen Bleuler)

Coins schizophrenia,
shifting focus to the
loosening of
associations,
ambivalence, blunted
affect, and autism.
autism.

1952

Chlorpromazine
synthesis initiates the
antipsychotic era.

The conceptual shift: From a focus on inevitable clinical deterioration to an
understanding of the splitting of mental processes and cognitive dysmetria.

&1 NotebookLM




The Paradigm Shift to Dimensional Assessment

The Old Model (DSM-IV/ICD-10) The Modern Model (DSM-5/ICD-11)
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= a L ::- e Positive (Delusions, Hallucinations)
v " . m -. ) ﬂ
ad £ <" "Catatonic . - .
: Negative (Avolition, Alogia)
*
Disorganization (Behavior, Thought)
*
Cognition (Memory, Executive Function)
#
Mood/Affect (Depression, Anxiety)




Clinical Heterogeneity in Contemporary Practice

Paranoid Presentation Disorganized Presentation
(40-50%) (20-30%)
Features: Features:
Prominent Incoherent speech,
= persecutory/grandiose disorganized behavior,
5 delusions. executive dysfunction.
Prognosis:
9__' ., Later onset, relatively ~~. Prognosis:
O preserved cognition : Earlier onset, greater
“  and social functioning. ' negative symptom
- - severity. Poorer
treatment response.
Treatment:
g:) Favorable response to
6‘) antipsychotics in
first-episode.

Features:

Motor immobility,
mutism, waxy flexibility,
negativism.

Alert: Medical emergency.
Requires immediate
exclusion of Neuroleptic
Malignant Syndrome
(NMS).

First-line: Lorazepam
challenge or ECT.

Avoid antipsychotics if
NMS suspected.



The Diagnostic Algorithm and Differential Matrix

Diagnostic Formula ] [ Differential Matrix ]

Step 1: 22 Psychotic Symptoms Condition Differentiator

Delusions, hallucinations, disorganized

speech/behavior. Must include at least 1 core _ o Psychosis occurs without
i / symptom. Schizoaffective Disorder | mood symptoms for 22

weeks.

Psychosis occurs only
. : . during acute
Step 2: Duration 26 Months Bipolar w/ Psychosis manic/depressive

episodes.

Prodrome + Active + Residual.
Active phase 21 month.

Temporal relationship to

Substance-Induced use; clears with
abstinence.
Step 3: Functional Impairment Brief Psychotic Duration <1 month: often
Work, relationships, self-care below baseline. Disorder stressor-induced.
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First-Episode Baseline Assessment

Metabolic & Lipids

Baseline for antipsychotic side-effect monitoring
(CMP, Glucose, Lipids).

Endocrine

Prolactin (baseline for DA-antagonist effects),
TSH/Free T4 (rule out hypothyroid mimicry).

Neurological

Vitamin B12, Folate.

Toxicology

Comprehensive drug screen (50% concurrent
substance use in first-episode).

Neuroimaging Rules

Order structural MRI only for Order routine CT/MRI for

atypical presentations (rapid
onset, late-onset >40 years,
focal neuro signs).

typical presentations. No
clinical utility for fMRI.
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The Neurochemical Mechanism:
The Dopamine Seesaw

(‘The Mesolimbic Pathway )

Excess Dopamine (11). Linked
to Positive Symptoms
(hallucinations/delusions).

(The Mesocortical Pathway)

Dopamine Deficit (] ). Linked
to Negative/Cognitive Symptoms
(avolition, blunted affect).

(The Mesocortical Pathway )

Dopamine Deficit (]). Linked to
Negative/Cognitive Symptoms
(avolition, blunted affect).

,, i |

D2 Antagonism normalizes the mesolimbic excess, resolving positive symptoms.
It does not address the mesocortical deficiency, leaving negative symptoms untreated.
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INTEGRATE 2025: The New Global Consensus

Core cross-cutting principles of the guidelines

L
Act Early

Do not let an inadequate trial
drift past 4 weeks at
therapeutic dose.

y

Address Substance Use

Treat as a core target, not a
downstream concern.

O O
(!
Shared Decision-Making

Integrate patient/carer
preferences from day one.

o3

Digital Decision Aids
Use side-effect comparison tools
over formulary defaults.

@'o'
D

Lower Doses

Often required in young, elderly,
female, and pharmacokinetically
vulnerable patients.

B

Individualize

Adjust the algorithm for patient-
specific clinical realities.
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First-Episode Pharmacotherapy

Step 1: Initial Selection

If no patient preference: Aripiprazole (D2 partial agonist) is (}
first-line default due to favorable metabolic/prolactin profile. %

(Start dose: 5 mg/day)
Step 2: Titration Timeline

Target Dose at 2 Weeks (Aripiprazole 15 mg).

Step 3: Reassessment by

Efficacy Check at 4 Weeks (Target 20 mg).

&’ Early LAI

Discuss Long-Acting
Injectables early once
tolerability is established

(if adherence drops below

80%).
&5

Metabolic @
A Pre-emption

If Olanzapine or Clozapine

Is chosen, co-commence
Metformin immediately.
Do not wait for weight
gain.
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Domain-Specific Prescribing Matrix

Switch to agent with different

Positive Symptoms ﬁ receptor profile (e.qg., C@ If 2 trials fail > Clozapine. ?@

amisulpride, risperidone).

Rule out secondary causes .
Negative Symptoms ﬁ (depression, EPS, sedation). JJ;L@ gﬁ';ﬂadzégz :I::F;E{:ﬁdﬂf & O

Reduce dose.
. Q Reassess for masked A Antidepressant; B
LEPHCSS NG IR YMpIomS nent negative symptoms. =Q\  psychological therapy. (%

Review and reduce central
. hlenpllvgpeleyeEm /N 0 o
Cognitive Symptoms @ (clozapine, olanzapine, A

quetiapine are highest risk).
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The Accelerated Path to Clozapine

Trial 1 ﬁ Trial 2
(Adequate) G (Adequate)

(] Initiate Clozapine

New Standard: Initiate Clozapine after just TWO failed adequate trials (=4-6 weeks each at therapeutic
dose with confirmed adherence). High-dose monotherapy with other agents is not supported.

v

Monitoring Protocol Dashboard

Hematologic Cardiac Target Levels < Metabolic

ANC must be >1,500. Baseline EKG & Troponin. Plasma concentration 2350 Co-commence Metformin

Weekly WBC for 6 months. =~ Monitor for myocarditis in ng/mL (raise to 550 ng/mL to attenuate weight gain.
first 2-4 weeks. at 12 weeks if inadequate).
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D2-Mediated Side Effect Management

Tardive Dyskinesia e N Parkinsonism N\,
Switch to clozapine/quetiapine. &= Reduce dose; switch to RN é
If persistent, add VMAT2 inhibitor partial agonist. e
(valbenazine / deutetrabenazine). A Rule: Do not routinely use
anticholinergics due to cognitive cost.
Akathisia 5 Hyperprolactinemia N/
Reduce dose. Switch to (fz Switch to partial D2 agonist OR
e . add Aripiprazole 5 mg daily.

quetiapine/olanzapine. - S gy | q?’

. ounsel on bone density/cancer >
Adjuncts: Propranolol (10-30 mg TID) - - - XS
ST risks even if asymptomatic. qufb
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Cardiometabolic Stewardship

r N
Trigger: BMI 230 (or 227.5 in @ Action: Switch to lower-risk agent =
specific populations), OR >5% + initiate Metformin + consider &
l weight gain in 3 months. GLP-1 Receptor Agonist.
Trigger: HbA1c 5.7-6.5% or Action: Initiate Metformin (titrate =
Fasting Glucose 5.5-7.0 mmol/L. to 1g BID, check B12 annually). =i
\ )
Trigger: BP >140/90 mmHg. 29 Action: Initiate Antihypertensive. —(:/\/9
e e e O e

Mandatory Timeline: BMI, waist circumference, and BP must be checked weekly for the first 6 weeks.
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Comprehensive Psychosocial Integration

CBT for Psychosis (CBTp)

Targets dysfunctional beliefs about
psychotic experiences. Reduces
positive symptoms even in
treatment-resistant cases (effect
size d=0.40-0.50).

Supported Employment

Individual Placement and Support
(IPS) model achieves 50-60%
competitive employment rates (vs.
10-20% baseline). Provides
structure and identity.

Pharmacotherapy

Assertive Community
Treatment (ACT)

Intensive, team-based outreach
for high-needs patients to
reduce hospitalizations.

Family Interventions

Reduces high expressed emotion
(criticism/hostility) in the home, a
critical driver of relapse risk.
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Synthesis: The Modern Standard of Care

1 2 3

Phase 1: Accurate Phase 2: Algorithmic & Phase 3: Holistic Integration
Dimensional Diagnosis Domain-Specific Prescribing
« Take primary ownership of
« Abandon rigid subtypes. + Act early: Reassess at 4 weeks. cardiomeyabﬂlic stewardship
« Quantify severity across the 5 « Match the agent to the specific (Metformin/GLP-1).
dimensions. residual symptom cluster. « Integrate CBTp and Supported
« Exclude medical mimics with + Accelerate to Clozapine after 2 LujlyliEn
targeted baseline labs. failed trials.  Ensure shared decision-making
from day one.
— > T S o
A R ) Oy =8
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Early intervention in first-episode psychosis—minimizing the duration of untreated
psychosis—remains the single most critical window for optimizing long-term prognosis.
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