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Background
Bipolar disorder (BD), schizophrenia (SZ) & schizoaffective disor-
der (SZA) are asso-ciated with severe psychiatric symptomatolo-
gy, often with overlapping psychopathological features between 
diagnostic groups (e.g. Craddock & Owen, 2010 Br J Psychiatry)

More severe psychopathological features are associated with a 
less favorable outcome (e.g. Gitlin MJ et al., Am J Psych 1995;  

Workflow

(1) Identification of Clusters of Psycho-
pathology

Five clusters were identified as the most 
stable solution. These comprised indivi-
duals who were/had

(A) stably well
(B) most severe overall psychopathology 
(C) psychotic symptoms at baseline 
(D) manic symptoms at baseline
(E) chronic low-level symptoms

Clustering was driven by
(A) PANSS items N2 (emotional withdra-

wal), N3 (poor rapport), N1 (blunted 
affect)

(B) IDS-C items 5 (sad mood), 20 (energy 
level), 16 (self image)

(C) YMRS items 2 (increased motor  
activity/energy),6 (rate & amount of 
speech), 1 (elevated mood)

Discussion
• Longitudinal clustering to identify cross-diagnostic homogeneous subgroups of individuals appears to be feasible

• Reason why more severe psychopathological features were not associated with increased genetic risk burden needs to be explored 
further

• CAVEATS:  
• small, heterogeneous sample over relatively short time frame
• no replication in independent sample  
• clinical relevance ? 

Disclosure
The authors of this work have no financial disclosures to report.

PANSS = Positive & Negative Syndrome Scale; IDS = Iventory of De-
pressive Symptomes ; YMRS = Young Mania Rating Scale

5 PC = 5 principal components of ancestry

 
Fenton WS & McGlashan TH, Schizo Bullet 1987; Möller HJ et 
al., Acta Psych Scand 1988)
 
BD, SZ & SZA are common complex genetic diseases with a po-
lygenic genetic architecture in the majority of cases (e.g. Ferrei-
ra MA et al., Nat Genet 2008; O`Donavan MC et al., Nat Genet 
2008)

Phenotypic heterogeneity poses a challenge to identification 
of disease mechanism and clinical management clustering 
could identify high risk individuals for intensified clinical inter-
vention

(2) Factors influencing Clustering 
No significant influences:
• Age or age of onset or age at baseline
• Duration of illness  
• Baseline treatment
• Sex

Significant influences on Clustering: 
• Diagnosis (schizophrenia-spectrum diagnoses more 

common in clusters B, C and E)
• Disease course
• Global Assessment of Functioning (GAF)
• Work status

(A) Differences in average Global Assessment of Functioning (av-
GAF) scores across the entire 18-months observational period for 
clusters A to E from left to right.  (B) Differences in the Operational 
Criteria Checklist for Psychotic Illnesses item 90 scores for clusters 
A to E from left to right. “single episode wirh good remission”=1, 
“multiple episodes with good remission between episodes”=2,“-
multiple episodes with partial remission between episodes”=3, “on-
going chronic disease”=4, “ongoing chronic disease with deteriora-
tion”=5. (C) Differences in diagnoses (bipolar spectrum (black) vs. 
schizophrenia spectrum (red)) between clusters A to E from left to 
right. Numbers above the bars indicate the total number of indivi-
duals in each category. (D) Differences in current paid employment.

Results (3)  No Association between SZ-PRS and Cluster Membership
 SZ-PRS loading did not differ between clusters. Cluster mem-
bership was not significantly associated with the SZ-PRS in eit-
her cluster.


