SUPPLEMENTARY  INFORMATION
Supplementary methods
The entire PubMed database was searched. The Medline search was performed for the period from January 1950 to 1 February 2010 and EMBASE and EMBASE Classic databases were searched over the period January 1947 to 1 February 2010. The PsycINFO database was searched over the period January 1806 to 1 February 2010. The searches used the following keywords with the unlimited truncation wildcard (denoted ‘$’) where indicated: ‘bipolar prodrom$’, ‘prodrom$’, ‘symptom$/sign$/behavior$/feature$’ or ‘phase of BD’, ‘early intervention$’ or ‘intervention$/high risk strategy$ for BD’, ‘early identification, recognition or diagnosis of BD’, ‘prediction of BD’, ‘conversion or transformation to BD’, ‘precursor$ to BD’, ‘mood lability and BD’, ‘attenuate$ or sub$threshold or intermediate degree$ of symptom$’. Additionally, hand searching of references was carried out for relevant papers that had not been identified in the initial search. Unpublished sources of data were not searched for.

Supplementary Fig. 1 shows the screening process. Of the 59 studies identified through screening the abstracts, 42 were excluded on full review because they only considered the early signs of relapse of established BD (the prodrome to relapse), but were not concerned with de novo onset of BD. Three of the remaining studies provide data on symptoms in offspring of people with BD, who are both at increased risk of developing BD and likely to share endophenotypic features, but do not provide data on which of the subjects developed BD and which did not (Findling et al.  2005; Jones et al.  2006; Shaw et al.  2005). As a result, it is not clear whether the symptoms identified represent part of a shared endophenotype common to people with the disorder and their relatives or are prodromal symptoms, so these studies were excluded.


Sensitivity and specificity were calculated as follows:

Sensitivity =

True positives (n)



True positives (n) + False negatives (n)

Specificity =

True negatives (n)



True negatives (n) + False positives (n)
Supplementary Fig. 1. Showing how the papers were identified for inclusion in the review.
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