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SHORT COMMUNICATION

Prodrome or risk syndrome: what’s in a 
name?
Pierre Alexis Geoffroy1,2 and Jan Scott3* 

Abstract 

Background: In the last decade, an increasing number of publications have examined the precursors of bipolar 
disorders (BD) and attempted to clarify the early origins and illness trajectory. This is a complex task as the evolu-
tion of BD often shows greater heterogeneity than psychosis, and the first onset episode of BD may be dominated 
by depressive or manic features or both. To date, most of the published reviews have not clarified whether they are 
focused on prodromes, risk syndromes or addressing both phenomena. To assist in the interpretation of the findings 
from previous reviews and independent studies, this paper examines two concepts deemed critical to understanding 
the pre-onset phase of any mental disorder: prodromes and risk syndromes. The utility of these concepts to studies of 
the evolution of bipolar disorder (BD) is explored.

Findings: The term “prodrome” is commonly used to describe the symptoms and signs that precede episode onset. 
If strictly defined, the term should only be applied retrospectively as it refers to cohorts of cases that all progress 
to meet diagnostic criteria for a specific disorder and gives insights into equifinality. Whilst prodromes may reliably 
predict individual relapses, the findings cannot necessarily be extrapolated to identify prospectively who will develop 
a first episode of a specific disorder from within a given population. In contrast, ‘risk syndrome’ is a term that encom-
passes sub-threshold symptom clusters, but has often been extended to include other putative risk factors such as 
family history, or other variables expressed continuously in the population, such as personality traits. Only a minority 
of individuals ‘at risk’ make the transition to a specific mental disorder. By prospectively observing those cases where 
the risk syndrome does not progress to severe disorder or progress to a non-BD condition, we gain insights into the 
discriminant validity of different pre-BD characteristics, pluripotentiality of outcomes, and protective factors and 
resilience.

Conclusion: We emphasize the clinical and research utility of prodromes and risk syndromes, examine examples of 
the conflation of the concepts, and highlight the rationale for regarding them as discrete entities.
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Background
Mental health services around the world are increasingly 
adopting a policy of early intervention (EI) for young 
adults with severe mental disorders. This began with a 
focus on psychosis—initially promoting early secondary 
intervention for new onset cases, with two main goals: 
timely treatment and followed by extended support 
throughout the ‘critical period’ (about 3–5 years after first 

episode onset) (McGorry et al. 2010; Norman et al. 2011; 
Srihari et  al. 2012). Latterly, a number of services have 
tried to identify individuals who are at ‘ultra-high risk’ 
(UHR) of developing psychosis, but whose symptoms are 
sub-threshold for current diagnostic criteria (Yung et al. 
2005). The latter has fostered the development of stand-
ardized assessment instruments that identify those help-
seeking individuals with subjective distress and impaired 
functioning who can be categorized as UHR cases (e.g. 
those with schizotypal personality and family history of 
psychosis, attenuated psychotic symptoms, or brief inter-
mittent psychotic symptoms, etc.) (Yung et  al. 2005). It 
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is proposed that identifying those at highest risk offers a 
unique opportunity to delay or prevent transition from 
UHR to first episode of psychosis, and current evidence 
indicates that interventions can reduce predicted transi-
tion rates by about 50% over about 2 years (Marshall and 
Rathbone 2011).

Unsurprisingly, there is now considerable interest in 
exploring if these concepts and strategies can be trans-
lated from psychosis to other severe mental disorders, 
especially bipolar disorders (BD), which also have a 
peak age of onset in late adolescence and early adult-
hood (Geoffroy et al. 2013a; Jones 2013; Merikangas et al. 
2012). To improve the prospects for EI in BD, clinicians 
need to be able to identify individuals with the earliest 
manifestations of a sub-threshold presentation and/or 
other risk markers of BD, and to be able to predict transi-
tions, e.g. to a first manic episode, even in cases where 
the course of illness may show discontinuities (e.g. cases 
where a first depressive episode is followed by euthymia 
and/or further depressions, then later by hypomanic 
symptoms, etc.).

In contrast to psychosis, a problem for research in BD 
is that there are fewer prospective studies of early tran-
sition from being ‘at risk of BD’ to syndromal disorder 
(Faedda et al. 2014; Malhi et al. 2014; Scott et al. 2016). 
So far, the clinical cohort studies undertaken in general 
psychiatry or early intervention services have mainly 
recruited BD cases that already fulfil diagnostic criteria 
for an episode, and so the evolution and characteristics 
of the sub-threshold manifestations are reconstructed 
retrospectively (Correll et  al. 2007, 2014). Alternatively, 
enrichment strategies have been used, such as recruiting 
the offspring of BD parents (e.g. Duffy et al. 2011). Whilst 
useful, these studies cannot always help clinicians in day-
to-day practice, as most youth presenting with BD seen 
in general settings do not have a parent or other close 
family member with BD (National Institute of Health-
care and Clinical Excellence; NICE 2014). Indeed, the 
recent NICE guideline on BD suggests that the presence 
of family history of BD in cases of depression should not 
be used to identify potential risk of BD (NICE 2014) as it 
predicts both recurrent unipolar depression (UP) as well 
as BD and genetic loading for BD alone may not be suf-
ficiently discriminatory (NICE 2015). Whilst this advice 
is important, we suggest that clinicians and researchers 
will still gain important insights from interviewing fam-
ily members on a face-to-face basis to help in assessing 
the meaning of behavioural problems and diagnoses in 
children and adolescents who meet ‘bipolar at risk’ (BAR) 
criteria (including offspring of parents with BD), and in 
determining putative illness trajectories and paradoxical 
responses to treatment (Grof et al. 2009).

Although a number of reviews have been published 
that summarize the evidence regarding putative risk fac-
tors or syndromes for BD, these frequently intermingle 
the findings from heterogeneous combinations of retro-
spective studies of prodromes and prospective studies 
of risk syndromes or other BAR categories (Howes et al. 
2011; Bechdolf et al. 2012; Brietzke et al. 2012; Leopold 
et  al. 2012). In this paper, we propose that whilst both 
types of information may be useful in understanding ele-
ments of the evolution of BD, conflating findings regard-
ing BAR syndromes with those from ‘prodrome’ studies 
can be a source of confusion about the critical variables 
and symptoms that can accurately predict transition to 
BD. We offer a rationale for discriminating between the 
two constructs, and illustrate why it is important that 
they are considered separately in the future.

Defining the concepts
Prodromes
The word “prodrome” means ‘a forerunner of an event’. 
In psychiatry, Fava and Kellner (1991) have defined it as 
follows:

the early symptoms and signs that precede the acute 
clinical phase of an illness.

Prodromal symptoms or signs may precede the full epi-
sode syndrome by weeks or months. However, if the term 
is accurately applied, a prodrome is always a precursor of 
illness onset, and it indicates that the initial symptoms 
developed into an episode of disorder meeting defined 
criteria (Eaton et al. 1995; Simon et al. 2001), i.e. a pro-
drome can only be fully described after disease onset.

A source of confusion has been that some research-
ers have failed to consider that prodromal symptoms 
should be continuous with the acute illness phase of the 
disorder. In the past, the term ‘early prodrome’ has been 
(erroneously) applied to childhood antecedents, such 
as pre-pubertal anxiety syndromes. However, these are 
neither a systematic prodrome of adult mental disorder, 
nor are they specific to BD (Rubino et  al. 2009; Scott 
et al. 2013; Skjelstad et al. 2010). The concept of the early 
prodrome is better understood as a point of ‘no return’, 
i.e. the ‘early prodrome’ represents an irreversible pro-
cess that progresses into the ‘late prodrome’ (Eaton et al. 
1995; Faedda et al. 2015), which in turn evolves into an 
illness episode (unless treatment interventions interrupt 
the process). These childhood clinical phenotypes in indi-
viduals who later develop BD are not an ‘early prodrome’ 
as they are rarely continuous with the adult phenotypes, 
but represent risk markers or the very early stage of the 
BD (or possibly other disorders) (Eaton et al. 1995; Kim-
Cohen et al. 2003).
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Prodrome studies mainly focus on relapses in estab-
lished BD, and are rarely limited to the signs and symp-
toms preceding the first episode alone (Correll et  al. 
2007; Jackson et al. 2003). In many but not all studies, the 
description of early warning signs of relapse may include 
reference to potential triggering events that immediately 
precede symptom onset or that are closely associated 
with symptom escalation (Lobban et  al. 2010; Morriss 
et al. 2007). Clinically, defining the boundary between the 
late prodrome and the actual onset of an episode can be 
difficult. Indeed, distinguishing the point when a person 
meets criteria for a relapse of BD depression is compli-
cated as many individuals have persistent sub-syndromal 
inter-episode symptoms (Judd et  al. 2002), rather than 
discrete episodes (Jackson et al. 2003; Morriss et al. 2007). 
The term prodrome has also been used as a narrow (e.g. 
the prodrome for a manic episode) or a broader concept 
(e.g. studies of depressive prodromes that include BD and 
unipolar cases), and/or as reported in some studies of 
prodromes for psychosis that do not distinguish between 
affective or schizophreniform psychoses (Bechdolf et  al. 
2010; Correll et  al. 2007; Fusar-Poli et  al. 2013; Jackson 
et al. 2003; Thompson et al. 2011). Studies of prodromes 
offer insights into the equifinality of different prodromal 
signs and symptoms.

Prodromes can have individual validity, as more than 
half of BD cases can reliably identify three or more fea-
tures that consistently indicate the early stages of a manic 
or depressive relapse (Jackson et  al. 2003). For estab-
lished cases, there is often sufficient intra-individual 
consistency in the temporal sequence of the symptoms 
to allow the initiation of personalized interventions to 
avert a potential relapse (Jackson et  al. 2003; Morriss 
et al. 2007; Perry et al. 1999; Scott 2011). At a population 
level, prodromes can also have group validity in observ-
ing general patterns of the pathophysiology such as slow-
onset mania prodromes with slow or rapid deterioration, 
or rapid-onset-and-deterioration prodrome (Correll et al. 
2014). Studies of prodromes may also make it feasible 
to identify biomarkers of BD relapse and whether these 
differ between depression and (hypo)mania (Kapczinski 
et al. 2009).

Risk syndromes
According to Garmezy (1983), and Werner and Smith 
(1992), risk factors can be defined as follows:

those characteristics, variables, or hazards that, if 
present for a given individual, make it more likely 
that this individual, rather than someone selected 
from the general population, will develop a disorder.

Risk can be expressed continuously in a population 
(e.g. the distribution of certain personality traits), but in 

high-risk research, phrases such as ‘UHR’ or ‘BAR’ cri-
teria are often used categorically. The phrase ‘risk syn-
drome’ can be used to describe this amalgamation of 
one or more clinical symptoms and/or other putative 
precursors that together may increase the likelihood of 
transition to BD, such as a combination of state, trait and 
familial markers (Yung et  al. 2005; Bechdolf et  al. 2010; 
Bechdolf et al. 2014; Scott et al. 2016). Whilst risk factors 
may be discussed in the context of both first and recur-
rent episodes, the literature usually specifies if the study 
is about risk of recurrence and most research on BAR (or 
UHR for psychosis) restricts the use of the term ‘risk syn-
drome’ to the exploration of the presence or absence of a 
specified combination of antecedents in relation to first 
episode onset (Scott 2012).

Studies of risk offer the opportunity for prospective 
comparison of individuals who do or do not develop BD 
within a specified time period. Currently, the critical lim-
itation to this research is that the sample sizes are often 
small and the operationalization of the putative risk syn-
drome for BD is not standardized; even when the same 
criteria are employed across studies, the assessment tools 
may vary (Correll et al. 2007; Bechdolf et al. 2010). Also, 
there is the potential for confounding in some evalua-
tions such as quantitative measures of trait personal-
ity such as cyclothymia (as these features may overlap 
with symptoms of BD) (Scott 2012; Scott et al. 2016). As 
the outcome of the participants is unknown at initial at 
assessment, the impact of these problems theoretically 
applies equally across the entire cohort, but it is a poten-
tial bias that is yet to be eliminated. As a consequence, 
prospective studies of risk syndromes allow researchers 
to measure and observe multiple outcomes, e.g. homo-
typic or heterotypic continuity of BAR, or a return to 
health (Geoffroy et  al. 2013b), and give insights into 
multifinality. In a recent systematic review (Faedda et al. 
2014), 16 prospective studies were examined to explore 
clinical risk factors for BD onset. Although some consist-
encies in pre-onset features were reported, there was no 
consideration of other (non-BD) outcomes, so the sensi-
tivity, specificity, predictive values and clinical utility of 
these clinical risk factors were not estimated.

It is possible to undertake a study of risk syndromes 
using the ‘follow-back’ methodology (Kim-Cohen et  al. 
2003). For example, Bechdolf et  al. (2010) reported an 
audit of the initial structured clinical assessments under-
taken with individuals attending youth mental health 
services and identified those who did or did not meet 
pre-defined BAR criteria (sub-threshold manic symp-
toms; or history of depression plus cyclothymia or a fam-
ily history of BD). The transition rate to BD was 22% over 
12 months in those deemed at risk, compared to 0.7% in 
individuals who did not meet the criteria. Scott (2012) 
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reported similar levels of sensitivity (0.86) and specific-
ity (0.72) using these criteria in a follow-back study using 
a ‘case:positive control’ design (BD vs. other mental dis-
orders), and recently, Scott et al. (2016) examined which 
clinical characteristics showed optimum utility for iden-
tifying which depressed youth made an early transition 
to BD (within 2  years). Cyclothymia showed the best 
discriminant validity for case finding and screening out 
those who would not make transition, with sub-threshold 
manic symptoms being ranked as the second most use-
ful factor. Family history of BD, atypical depressive symp-
toms and antidepressant-induced elation were useful for 
screening.

For clinicians, prospective studies of risk criteria have 
the advantage of closely reflecting the reality of day-to-
day practice. As only about 20–30% of individuals who 
meet a set of pre-defined BAR criteria will develop a BD 
syndrome meeting diagnostic criteria (Bechdolf et  al. 
2010), and the clinician has to apply research evidence to 
estimate the likelihood of transition to clinical caseness 
and then plan any interventions accordingly (Axelson 
et al. 2011). Early identification of those at above-average 
risk can be offered prospective monitoring that allows for 
more intensive early intervention if symptoms escalate. A 
recent meta-analysis observed that the initial prodromal 
period, whilst quite extended (about 27 months), is char-
acterized by symptoms that are largely consistent with 
the subsequent mood episode (Van Meter et  al. 2016). 
Of course, a further potential benefit of studying risk 
syndromes is that it offers a means to link clinical phe-
notypes to endophenotypes and biomarkers to examine 
their validity (Hickie et al. 2013).

Differentiating prodromes and risk syndromes
A source of confusion for many researchers is that pre-
cursor syndromes or putative risk factors reported in 
retrospective studies of prodromes and prospective stud-
ies of risk syndromes may overlap. A classic example is 
the high frequency of anxiety disorders reported in indi-
viduals who develop BD. In retrospective studies of indi-
viduals with an established diagnosis of BD, up to 75% of 
cases may report anxiety as a feature of the prodromal 
phase. However, this finding does not mean that prospec-
tively, 75% of individuals with anxiety will develop BD 
(under a given set of circumstances). Prospective follow-
ups demonstrate that, not only is anxiety a non-specific 
risk factor for BD (being part of the developmental tra-
jectory of a range of mental disorders), but also that it 
actually occurs more frequently prior to the first onset of 
UP and of psychosis (in many studies) (e.g. Kim-Cohen 
et al. 2003; Rubino et al. 2009). So, although a symptom 
might be an important feature of prodrome (e.g. increas-
ing risk of relapse), and have high prevalence in those 

with the diagnosis, its utility as a core feature of BAR 
that prospectively predicts onset of the disorder is largely 
determined by its specificity.

The key difference between a ‘prodrome’ and ‘risk 
syndrome’ is that the former is primarily a predictor of 
the onset of an episode of the mental disorder under 
examination, whilst the latter is primarily a predictor 
of the overall likelihood that someone will experience 
a first onset of a disorder (compared to no disorder or 
another disorder). In Table  1, we highlight the main 
characteristics of studies of prodromes compared to risk 
syndromes.

For BD, the critical aspects of interpreting findings on 
prodromes are as follows:

  • By definition, the key features of a prodrome are 
identified retrospectively after the symptoms expe-
rienced by the individual have progressed to meet 
the threshold criteria for episode onset (i.e. the per-
son is by definition a ‘case’). The corollary is that if 
the symptoms do not meet diagnostic ‘caseness’, the 
individual cannot be described as experiencing a pro-
drome associated with the specified condition. An 
important implication for future studies of BD pro-
dromes is that researchers need to decide a priori if 
they regard hypomanic and manic prodromes as part 
of a continuum or as separate disorders.

  • It is inappropriate to combine retrospective findings 
regarding the nature or prevalence of symptoms of a 
BD prodrome with data from prospective studies of 
‘at risk’ populations in which only a small proportion 
of individuals will become first episode cases. Data 
from the former are not generalizable as they derive 
from a within group analysis of the prodrome in a 
population comprising only of cases.

The critical aspects of studies of risk syndromes for BD 
are as follows:

  • The study outcome is the proportion of participants 
putatively at risk of developing BD who made the 
transition to BD caseness versus those who did not; 
this means that conclusions about risk variables are 
based on between group analyses, within a specified 
time period.

  • As only a proportion of individuals in the ‘at risk’ 
group will make the transition to clinical caseness, it 
allows assessment of the sensitivity, specificity, pre-
dictive validity and clinical utility of specific risk fac-
tors or symptom clusters for BD onset.

  • Individuals deemed at risk of BD who do not develop 
the disorder need to be assessed carefully, as this sub-
group can provide important insights into population 
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protective factors or individual resilience; also, lack of 
transition to BD, does not mean the individual is free 
of disorder (e.g. they may have recurrent depression, 
etc.).

Conclusions
Whilst prodromes may have less research utility for 
understanding first episode onset in mental disorders, 
they are particularly important in developing clinical 
strategies to prevent relapse (by recognizing and manag-
ing the relapse signature). Research in the field may bene-
fit from explicitly adopting an approach (that is common 
in psychosis), of differentiating between the initial pro-
drome reported by individuals who meet criteria for a 
specific diagnosis, from prodromes for recurrence, espe-
cially as the latter is an important treatment target.

Research into BAR features is in its infancy and has yet 
to overcome several problems that undermine reliability 
and validity (e.g. no uniformity in the operationalization 
of risk syndrome criteria; reliance on small or heteroge-
neous samples; selection of and reliability of assessments 
varies; etc.). Furthermore, there is a lack of consensus in 
the literature on the ‘outcome condition’ selected, e.g. 
some studies choose an end-point of bipolar spectrum 
disorder, whilst other restrict the assessment of risk 

factors to the study of mania (and may include spectrum 
disorders as risk factors for this outcome). Given the 
range and diversity of presentations of the spectrum dis-
orders and evidence that they may be precursors of BD-I 
(Axelson et  al. 2011), we suggest that research on BAR 
syndromes should initially focus on transitions to mania, 
as it has higher reliability and greater clinical valid-
ity (Freedman et al. 2013; Hickie et al. 2013; Scott et al. 
2013). Also, studies of prodromes and risk syndromes 
might benefit from the application of non-linear dynamic 
statistical analyses of real-time recordings of longitudinal 
data to allow a more nuanced approach to understanding 
the evolution of these phenomena (e.g. Glenn et al. 2006; 
Moore et al. 2014).

Lastly, even if causal risk factors are identified, the 
potential benefits of this research will only be realized if 
it is followed by attempts to establish (a) which compo-
nents of the risk syndrome are modifiable, and (b) how 
these can be altered through interventions (Eaton et  al. 
1995; Mrazek and Haggerty 1994). As noted by Mrazek 
and Haggerty (1994), one of the major advantages of 
this risk syndrome approach is that it also emphasizes 
the interplay between risk and protective factors for 
the study population. This will be a critical scientific 
step in understanding transition from risk syndrome to 

Table 1 Main characteristics of studies of prodromes and risk syndromes

Prodrome studies Risk studies

Primary focus Symptoms and signs preceding any episode  
onset for a specified disorder

Predictive validity of ‘risk markers’ for 1st episode onset (versus 
no disorder or versus a different disorder)

Design Retrospective Prospective

Outcome New episode of a specified disorder Several possible outcomes (i.e. agnostic): presence or 
absence of disorder(s)

Reliability (+ positive; − 
negative)

+ High for late prodrome
− Boundary between final phase of a prodrome  

difficult to differentiate from episode onset

+ High levels for most features
− Less for some factors
e.g. reporting of family history of mental disorders affected by 

lack of information or recall biases
e.g. potential confounding of trait measures with prodromal 

symptoms

Statistical analysis Within group comparisons only (100% of the sam-
ple = Cases)

Between group analyses: Cases vs. Controls

Limitations Sampling biases
Recall and response biases
Lack of generalizability to studies of risk markers

Operationalization of risk syndromes and methods for meas-
uring any specific criteria are not standardized

In bipolar disorders, there is a lack of consensus regarding the 
goal, i.e. risk of onset of mania or of hypomania and mania 
(or of mixed states or affective psychosis)

High resource use and costly (due to e.g. sample size require-
ments and/or duration of follow-up)

Advantages Benefits for individuals can be instigated in the  
short-term (e.g. introduction of individualized relapse 
prevention programmes focused on early warning signs 
and symptoms)

Inexpensive; relatively easy to plan and undertake

Can estimate likelihood of onset of a range of disorders in 
individuals and populations that have similar or different 
levels of risk

Opportunities for use of enriched strategies (e.g. offspring 
studies)

Identification of putative protective factors and/or explora-
tion of interactions between risk and protective factors will 
inform prevention and early intervention strategies
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full-blown disorder, and will also inform the strategy for 
planning and implementation of successful programmes 
of early intervention for individuals with emerging BD.

Abbreviations
BD: bipolar disorders; BAR: bipolar at risk; UHR: ultra-high risk.

Authors’ contributions
JS conceived the idea for the paper and wrote a preliminary draft. Both 
authors met and discussed the ideas and concept and jointly redrafted 
the manuscript for submission.  Both authors read and approved the final 
manuscript.

Author details
1 U1144, Inserm, 75006 Paris, France. 2 Pôle de Psychiatrie et de Médecine 
Addictologique, AP-HP, GH Saint-Louis – Lariboisière – F. Widal, 75475 Paris, 
France. 3 Academic Psychiatry, Institute of Neuroscience, Wolfson Unit, New-
castle University, Newcastle upon Tyne, UK. 

Acknowledgements
JS is the Chief investigator on the UK-funded Research for Patient Benefit 
Grant (PB-PG-0609-16166: Early identification and intervention in young 
people at risk of mood disorders).

Competing interests
The authors declare that they have no competing interests.

Received: 9 December 2016   Accepted: 17 January 2017

References
Axelson DA, Birmaher B, Strober MA, Goldstein BI, Ha W, Gill MK, et al. Course 

of subthreshold bipolar disorder in youth: diagnostic progression from 
bipolar disorder not otherwise specified. J Am Acad Child Adolesc Psy-
chiatry. 2011;50(10):1001–1016.e3.

Bechdolf A, Nelson B, Cotton SM, Chanen A, Thompson A, Kettle J, et al. 
A preliminary evaluation of the validity of at-risk criteria for bipolar 
disorders in help-seeking adolescents and young adults. J Affect Disord. 
2010;127(1–3):316–20.

Bechdolf A, Ratheesh A, Wood SJ, Tecic T, Conus P, Nelson B, et al. Rationale 
and first results of developing at-risk (prodromal) criteria for bipolar 
disorder. Curr Pharm Des. 2012;18(4):358–75.

Bechdolf A, Bechdolf A, Ratheesh A, Cotton S, Nelson B, Chanen A, et al. The 
predictive validity of bipolar at-risk (prodromal) criteria in help-seeking 
adolescents and young adults: a prospective study. Bipolar Disorder. 
2014;16(5):493–504.

Brietzke E, Mansur RB, Soczynska JK, Kapczinski F, Bressan RA, McIntyre RS. 
Towards a multifactorial approach for prediction of bipolar disorder in at 
risk populations. J Affect Disord. 2012;140(1):82–91.

Correll CU, Penzner JB, Frederickson AM, Richter JJ, Auther AM, Smith CW, 
et al. Differentiation in the preonset phases of schizophrenia and mood 
disorders: evidence in support of a bipolar mania prodrome. Schizophr 
Bull. 2007;33(3):703–14.

Correll CU, Hauser M, Penzner JB, Auther AM, Kafantaris V, Saito E, et al. Type 
and duration of subsyndromal symptoms in youth with bipolar I disorder 
prior to their first manic episode. Bipolar Disord. 2014;16(5):478–92.

Duffy A, Doucette S, Lewitzka U, Alda M, Hajek T, Grof P. Findings from 
bipolar offspring studies: methodology matters. Early Interv Psychiatry. 
2011;5(3):181–91.

Eaton WW, Badawi M, Melton B. Prodromes and precursors: epidemiologic 
data for primary prevention of disorders with slow onset. Am J Psychiatry. 
1995;152(7):967–72.

Faedda GL, Serra G, Marangoni C, Salvatore P, Sani G, Vázquez GH, et al. Clinical 
risk factors for bipolar disorders: a systematic review of prospective stud-
ies. J Affect Disord. 2014;168:314–21.

Faedda G, Marangoni C, Serra G, Salvatore P, Sani G, Vázquez G, Tondo L, 
Girardi P, Baldessarini R, Koukopoulos A. Precursors of bipolar disorders: 
a systematic literature review of prospective studies. J Clin Psychiatry. 
2015;76(5):614–24.

Fava GA, Kellner R. Prodromal symptoms in affective disorders. Am J Psychiatry. 
1991;148(7):823–30.

Freedman R, Lewis D, Michels R, Pine D, Schultz S, Tamminga C, et al. The 
initial field trials of DSM-5: new blooms and old thorns. Am J Psychiatry. 
2013;170(1):1–5.

Fusar-Poli P, Bechdolf A, Taylor MJ, Bonoldi I, Carpenter WT, Yung AR, et al. At 
risk for schizophrenic or affective psychoses? A meta-analysis of DSM/ICD 
diagnostic outcomes in individuals at high clinical risk. Schizophr Bull. 
2013;39(4):923–32.

Garmezy N. Stressors of childhood. In: Garmezy N, Rutter M, editors. Stress, 
coping and development in children. New York: McGraw-Hill; 1983. p. 
43–84.

Geoffroy PA, Etain B, Scott J, Henry C, Jamain S, Leboyer M, et al. Reconsidera-
tion of bipolar disorder as a developmental disorder: importance of the 
time of onset. J Physiol Paris. 2013a;107:278–85.

Geoffroy PA, Leboyer M, Scott J. Predicting bipolar disorder: what can we learn 
from prospective cohort studies? Encephale. 2013b;41(1):10–6.

Glenn T, Whybrow PC, Rasgon N, Grof P, Alda M, Baethge C, et al. Approximate 
entropy of self-reported mood prior to episodes in bipolar disorder. 
Bipolar Disord. 2006;8(5):424–9.

Grof P, Duffy A, Alda M, Hajek T. Lithium response across generations. Acta 
Psychiatr Scand. 2009;120(5):378–85.

Hickie I, Scott J, Hermens D, Scott E, Naismith S, Guastella A, et al. Clinical clas-
sification in mental health at the cross-roads: which direction next? BMC 
Med. 2013;11:125.

Howes OD, Lim S, Theologos G, Yung AR, Goodwin G, McGuire P. A compre-
hensive review and model of putative prodromal features of bipolar 
affective disorder. Psychol Med. 2011;41(8):1567–77.

Jackson A, Cavanagh J, Scott J. A systematic review of manic and depressive 
prodromes. J Affect Disord. 2003;74(3):209–17.

Jones PB. Adult mental health disorders and their age at onset. Br J Psychiatry 
Suppl. 2013;54:s5–10.

Judd L, Akiskal H, Schettler P, Endicott J, Maser J, Solomon D, et al. The 
long-term natural history of the weekly symptomatic status of bipolar I 
disorder. Arch Gen Psychiatry. 2002;59(6):530–7.

Kapczinski F, Dias V, Kauer-Sant’Anna M, Brietzke E, Vázquez G, Vieta E, Berk 
M. The potential use of biomarkers as an adjunctive tool for stag-
ing bipolar disorder. Prog Neuropsychopharmacol Biol Psychiatry. 
2009;33(8):1366–71.

Kim-Cohen J, Caspi A, Moffitt TE, Harrington H, Milne BJ, Poulton R. Prior 
juvenile diagnoses in adults with mental disorder: developmental 
follow-back of a prospective-longitudinal cohort. Arch Gen Psychiatry. 
2003;60(7):709–17.

Leopold K, Ritter P, Correll CU, Marx C, Özgürdal S, Juckel G, Bauer M, Pfennig A. 
Risk constellations prior to the development of bipolar disorders: ration-
ale of a new risk assessment tool. J Affect Disord. 2012;136(3):1000–10.

Lobban F, Taylor L, Chandler C, Tyler E, Kinderman P, Kolamunnage-Dona R, 
et al. Enhanced relapse prevention for bipolar disorder by community 
mental health teams: cluster feasibility randomised trial. Br J Psychiatry. 
2010;196(1):59–63.

Malhi GS, Bargh DM, Coulston CM, Das P, Berk M. Predicting bipolar disorder 
on the basis of phenomenology: implications for prevention and early 
intervention. Bipolar Disord. 2014;16(5):455–70.

Marshall M, Rathbone J. Early intervention for psychosis. Cochrane Database 
Syst Rev. 2011;6:CD004718.

McGorry P, Johanessen J, Lewis S, Birchwood M, Malla A, Nordentoft M, et al. 
Early intervention in psychosis: keeping faith with evidence-based health 
care. Psychol Med. 2010;40(3):399–404.

Merikangas KR, Cui L, Kattan G, Carlson GA, Youngstrom EA, Angst J. Mania 
with and without depression in a community sample of US adolescents. 
Arch Gen Psychiatry. 2012;69(9):943–51.

Moore P, Little M, McSharry P, Goodwin G, Geddes J. Mood dynamics in bipolar 
disorder. Int J Bipolar Disord. 2014;2(1):11.

Morriss RK, Faizal MA, Jones AP, Williamson PR, Bolton C, McCarthy JP. Interven-
tions for helping people recognise early signs of recurrence in bipolar 
disorder. Cochrane Database Syst Rev. 2007;1(1):CD004854.



Page 7 of 7Geoffroy and Scott  Int J Bipolar Disord  (2017) 5:7 

Mrazek P, Haggerty R. Reducing risks for mental disorders: frontiers for preven-
tive intervention research. Washington: National Academy Press: IOM 
(Institute of Medicine): Committee on Prevention of Mental Disorders; 
1994. p. 27–42.

National Institute of Healthcare and Clinical Excellence. Bipolar disorder 
(Update): the management of bipolar disorder in adults, children and 
adolescents in primary and secondary care. London: NICE Guideline 
[CG185]; 2014. p. 33.

National Institute of Healthcare and Clinical Excellence. NICE quality standards 
for bipolar disorders. London: NICE Quality Standard [QS 95]; 2015. p. 
5–52.

Norman RMG, Manchanda R, Malla AK, Windell D, Harricharan R, Northcott 
S. Symptom and functional outcomes for a 5 year early intervention 
program for psychoses. Schizophr Res. 2011;129(2–3):111–5.

Perry A, Tarrier N, Morriss R, McCarthy E, Limb K. Randomised controlled trial of 
efficacy of teaching patients with bipolar disorder to identify early symp-
toms of relapse and obtain treatment. BMJ. 1999;318(7177):149–53.

Rubino IA, Frank E, Croce Nanni R, Pozzi D, Lanza di Scalea T, Siracusano A. 
A comparative study of axis I antecedents before age 18 of unipolar 
depression, bipolar disorder and schizophrenia. Psychopathology. 
2009;42(5):325–32.

Scott J. Bipolar disorder: from early identification to personalized treatment. 
Early Interv Psychiatry. 2011;5(2):89–90.

Scott J. Case finding strategies to augment the early identification of bipolar 
disorders. In: Proceedings for the international society of affective disor-
ders conference, London. 2012; p. 82.

Scott J, Leboyer M, Hickie I, Berk M, Kapczinski F, Frank E, et al. Clinical staging 
in psychiatry: a cross-cutting model of diagnosis with heuristic and 
practical value. Br J Psychiatry. 2013;202(4):243–5.

Scott J, Marwaha S, Ratheesh A, Macmillan I, Yung AR, Morriss R, Hickie IB, 
Bechdolf A. Bipolar at-risk criteria: an examination of which clinical 
features have optimal utility for identifying youth at risk of early transition 
from depression to bipolar disorders. Schizophr Bull. 2016 Nov 21. pii: 
sbw154. [Epub ahead of print] PubMed PMID: 27872258.

Simon AE, Ferrero FP, Merlo MC. Prodromes of first-episode psychosis: how can 
we challenge nonspecificity? Compr Psychiatry. 2001;42(5):382–92.

Skjelstad DV, Malt UF, Holte A. Symptoms and signs of the initial prodrome of 
bipolar disorder: a systematic review. J Affect Disord. 2010;126(1–2):1–13.

Srihari VH, Shah J, Keshavan MS. Is early intervention for psychosis feasible and 
effective? Psychiatr Clin North Am. 2012;35(3):613–31.

Thompson A, Nelson B, Yung A. Predictive validity of clinical variables in the 
«at risk» for psychosis population: international comparison with results 
from the North American Prodrome Longitudinal Study. Schizophr Res. 
2011;126(1–3):51–7.

Van Meter AR, Burke C, Youngstrom EA, Faedda GL, Correll CU. The bipolar pro-
drome: meta-analysis of symptom prevalence prior to initial or recurrent 
mood episodes. J Am Acad Child Adolesc Psychiatry. 2016;55(7):543–55.

Werner E, Smith R. Overcoming the odds: high risk children from birth to 
adulthood. New York: Cornell University Press; 1992. p. 185.

Yung AR, Yuen HP, McGorry PD, Phillips LJ, Kelly D, Dell’Olio M, et al. Mapping 
the onset of psychosis: the comprehensive assessment of at-risk mental 
states. Aust N Z J Psychiatry. 2005;39(11–12):964–71.


	Prodrome or risk syndrome: what’s in a name?
	Abstract 
	Background: 
	Findings: 
	Conclusion: 

	Background
	Defining the concepts
	Prodromes
	Risk syndromes

	Differentiating prodromes and risk syndromes
	Conclusions
	Authors’ contributions
	References




