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Differential diagnosis of psychoses: 
• How to rule in the primary diagnosis: 

 
• Is this a psychotic disorder? 

 
• Is this a primary psychotic disorder vs secondary to another medical disorder, 

substance use disorder, or another psychiatric disorder?  

 
• If this is a primary psychotic disorder, what type? 

 

• How to “rule out” alternative diagnoses 

 
• : Prioritizing your suspicions: The prevalence/ Rarity problem 

 
• How to decide on a “work-up” 

 
• How to interpret test results: Specificity vs sensitivity 

 
• How to determine causation:  cause vs Coincidence vs  consequence  

 



Psychotic/psychotic-like Sx 

1. Explained by medical illness or substance use? 

Yes No 

2. Prominent mood symptoms? 

Yes No 

2a. At least 2 weeks of non-affective psychosis? 

Yes No 

PSYCHOSIS SECONDARY TO  
MEDICAL ILLNESS 293.8 

PSYCHOSIS SECONDARY TO  
SUBSTANCE USE 

3. Mainly non-bizarre delusions? 

Yes 
No 

4. Illness  Duration?  

>6 months 

5. Functional 
decline? 

Yes 

1- 6 months <1  month 

SCHIZOPHRENIA* 
295 

SCHIZOAFFECTIVE 
DISORDER* 
295.7 

PSYCHOTIC 
AFFECTIVE 
DISORDER 

SCHIZOPHRENI- 
FORM DISORDER* 
295.4 

DELUSIONAL 
DISORDER 297.1 

No 

7. Can’t make up  
your mind?? 

BRIEF 
PSYCHOTIC 
DISORDER 
298.8 

PSYCHOTIC 
DISORDER NOS 298.9 

6. *Symptom criteria A  
 need to be met:  
(any 2 of the following) 
•Hallucinations 
•Amotivation/alogia, etc (Neg Sx) 
•Loose (Disorganized) associations 
•Delusions 
•Odd/Disorg/catatonic behavior 

 

Consider 
 prodromal 
(At-risk) 
mental  
state 
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Is the psychosis better  
explained by.. ?  

• “Micro-psychoses” of Borderline personality 
disorder 

 

• Psychotic symptoms with Dissociative disorders 

 

• Psychosis symptoms in PTSD 

 

• Schizotypal personality disorder 

 

• Obsessive compulsive disorder 

 

• Autism Spectrum Disorder 

Most psychiatric diagnoses are still made by a 
process of elimination 



Medical Causes of secondary psychoses 

Trauma 

Autoimmune 

Congenital/cytogenetic 

Toxic 

Iatrogenic 

Cerebrovascular 

Space Occupying Lesions 

Metabolic 

Dietary 

Sepsis 

Unknown/Degenerative/Demy

elinating 

Seizures 

Endocrine 

Penetrating or closed head injury 

Systemic lupus erythematosus, NMDA receptor 

encephalitis 

Agenesis of corpus callosum 

Velocardiofacial syndrome 

Drug intoxication: cocaine, MDMA, amphetamines, 

phencyclidine (PCP), alcohol, Lead poisoning 

Steroids, anti-malarials, isoniazid 

Small strokes in association 

 cortices or subcortical regions 

Cerebral tumors 

Metachromatic leukodystrophy, Wilson’s 

Pellagra, B12 deficiency 

Neurosyphilis, Toxoplasmosis,HIV disease 

Lewy body dementia, Parkinson’s disease, Multiple 

sclerosis 

 

Partial complex seizures; Temporal Lobe epilepsy 

Hyper, or hypothyroidism; hyperparathyroidism 

CT/MRI 

Autoantibody titers (e.g. 

antinuclear antibodies for 

lupus) 

Karyotyping, FISH 

Urine drug screen 

Urine heavy metal screen 

Careful medication history; trial 

off the offending agent 

MRI/ CT 

MRI/ CT 

Arylsulphatase –A copper and 

ceruloplasmin levels 

B12, Folate, D3 levels 

RPR HIV titers; LP 

MRI, CT, EEG,  

EEG,  

Serum calcium, thyroid/ PTH 



What diagnostic workup at baseline for FEP? 

• A. First line assessments in every new patient with psychosis:

– Neuropsychiatric and medical History

– Neurological /physical exam

– Neuropsychological testing.

– Laboratory Investigations: complete and differential blood count, 
erythrocyte sedimentation rate, glucose, electrolytes, thyroid 
function tests, liver function tests, urinary drug screen.

• B. Second line assessments in patients with high index of  
suspicion

– Blood: Rapid Plasma Reagin (RPR) to rule out syphilis; HIV 
testing; serum heavy metals; copper and ceruloplasmin levels, 
Serum calcium levels, Autoantibody titres (e.g. antinuclear 
antibodies for lupus) ; B12, Folate levels; arylsulphatase –A 
levels

– Karyotyping.

– Urine: culture and toxicology; Urine drug screen; heavy metal 
screen

– Imaging: MRI/CT/ PET/SPECT  of the brain

– Electrophysiological studies: EEG, Polysomnography; Evoked 
potentials

– Cerebrospinal fluid analyses: Glucose, Protein, cultures; 
cryptococcal antigen

Recommended Follow-up workup 
 
All patients: at least annually 
Full psychiatric evaluation 
Neuropsychological testing  
 
All patients on antipsychotics: at least 
annually:  
FBS 
Lipid profile 
Weight, BMR 
AIMS ratings 
 
 
Patients on clozapine: 
Weekly CBC counts,  
Blood Clozapine levels if tx resistant 
EKG, if suspected myocarditis  
 
Patients on Lithium: 
 
Baseline and f/u Thyroid and renal 
function; Plasma lithium 



Common                                 Uncommon 

Typical 

 

 

 

 

 

Atypical 

A 

B 

C 

D 

Eg. Common  

presentation of psychosis, 

Drug induced psychosis 

Eg. Disoociative disorder 

Hypothyroidism 

Eg. Typical   

presentation of 22Q deletion, 

A rare disease 

Eg. aypical  psychosis-like 

presentation of 

 phaeochromocytoma 

A rare disease 

Freudenreich et al 2005 

Consider clinical setting in prioritizing differential diagnoses 

In differential diagnosis, Consider disease prevalence 

Think of rare diseases rarely 



Temporality: The illness occurs  after the cause ( e.g. 

psychosis  follows rather than precedes onset of 

epilepsy).  

 

Atypicality: e.g. predominantly olfactory hallucinations, 

associated automatisms 

 

Plausibility: A plausible mechanism  exists between 

cause and effect (e.g. temporal lobe epilepsy causes 

Schizophrenia-like psychosis) 

 

Dose effect: Greater exposure leads to greater incidence 

of the effect (few seizures  cause mild or no  psychiatric 

illness while frequent, intractable seizures  cause more 

severe psychosis ). 

 

Consistency (reproducibility):Seizures are followed by 

psychosis, control of seizures leads to psychosis 

resolution.recurrence of seizures leads to recurrence of 

psychosis 
 

Bradford Hill criteria for causation 

Medical illness/ Substance abuse:  

Relation to mental illness 

Cause 

Coincidence/ 

Correlate 

Consequence 

Epilepsy likely to be causal for psychosis if: Determining causality 

https://en.wikipedia.org/wiki/Reproducibility


False positive (type I error) False negative (type II error) 

In  interpreting lab tests, consider clinical context:  

 

false positive vs false negative results 



Take home points 
• Comprehensive medical and psychiatric assessment is critical for planning 

optimal treatment in FEP 
• “Ruling in” a primary psychotic disorder will require a careful assessment of the 

nature of the psychotic symptoms, and also whether it can be better explained 
by another psychiatric, medical or substance use disorder 

• Medical workup is needed for both differential diagnosis and outcome 
monitoring 

• “Ruling out” secondary psychoses will require a well reasoned and 
individualized medical and psychiatric work-up 

• In considering differential diagnoses, consider  
• causality (vs consequence/ coincidence) 
• clinical context, prevalence vs rarity, and  
• specificity vs sensitivity of test results. 


