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and Athanasios Koukopoulos, MDY

ABSTRACT

Objective: To evaluate the presence of affective signs and symptoms as
precursors of bipolar disorder in prospective studies, including assessment of
their prevalence, duration, and predictive value.

Data Sources: \We followed PRISMA guidelines to search PubMed, CINAHL,
PsycINFO, EMBASE, SCOPUS, and ISI Web of Science databases to May 31,
2013, using the terms bipolar disorder AND (antecedent™® OR predict* OR
prodrom™® OR prospect®) AND (diagnosis OR development). Hand searching of
identified reports led to additional relevant references.

Study Selection: \We included only English-language articles containing

(1) prospective, longitudinal studies with at least 2 structured clinical
assessments (intake and follow-up); (2) no previous DSM-IIl or DSM-IV
diagnoses of bipolar | or bipolar II; and (3) diagnostic outcome of bipolar I or
bipolar II. Studies of subjects at familial risk of bipolar disorder were excluded,
as these have been reviewed elsewhere.

Data Extraction: \We tabulated details of study design, outcomes, precursors,
and predictive value. Only studies reporting a positive predictive association
were included.

Results: In 26 published reports meeting selection criteria, methods varied
widely in terms of design, duration of follow-up, ages, and populations
investigated. Despite such heterogeneity in methods, findings were
notably consistent. Precursors of bipolar disorder include mood lability,
subsyndromal and major depression, subsyndromal hypomanic symptoms
with or without major depression, cyclothymia and bipolar not otherwise
specified, major depression with psychotic features, and other psychotic
disorders. Bipolar disorder was also predicted by juvenile onset of major
depression as well as frequency and loading of hypomanic or depressive
symptoms.

Conclusions: Despite the limitations of published reports, prospectively
identified precursors of bipolar disorder typically arose years prior to
syndromal onset, often with significant early morbidity and disability.
Prospectively identified precursors of bipolar disorder are generally
consistent with findings in retrospective and family-risk studies. Combining
precursors and other risk factors may increase predictive value, support
earlier diagnosis, improve treatment, and limit disability in bipolar disorder.
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Bipolar disorder is a major psychiatric illness, with
lifetime prevalence of approximately 1.0% for bipolar
I, 1.1% for bipolar II, and 2.4% for bipolar not otherwise
specified (NOS).! Bipolar disorder is strongly associated
with family psychiatric history and early onset age (peaking
at ages 15-25 years) and is often comorbid with substance
abuse, anxiety, behavioral, and personality disorders, with
high rates of suicide as well as excess mortality from medical
disorders.> Diagnosis and treatment of bipolar disorder
are typically delayed for 5-15 years from estimated onset,
especially in adult cases involving young onset, particularly
cases with initial depression.?

The transition from normality to illness occurs gradually
in most psychiatric syndromes* with the more or less subtle
or gradual appearance of symptoms of varying degrees of
severity, duration, co-occurrence, and associated disability.
Although episodes of hypomania or mania can onset suddenly
with little preceding psychopathology, many retrospective
and family risk studies have detected attenuated symptoms
before the syndromal onset of bipolar disorder,>*~'? including
mood-shifts, emotional lability, irritability, depressive and
hypomanic symptoms, sleep disturbances, distractibility,
hyperactivity, impulsivity, anxiety, and aggression; such
symptoms have been identified 1.8-7.3 years before a first
major mood episode and sometimes more than a decade
earlier, especially in childhood or adolescence.!*-710-15

Little is known about the prevalence of acute versus
gradual onset of mania, hypomania, mixed states, and
depression. Most studies of bipolar I and first-episode
mania recruited inpatients and reported a sudden onset,
more males, and a younger age at onset of mania compared
to depression.”!¢ Studies of bipolar II and first-episode
depression that recruited inpatients and outpatients
described a sudden onset of depression, usually in females,
with a younger age at onset of depression.!”18

The relative frequency of prodromal manifestations is also
unknown, and few studies report the onset type (ie, acute vs
gradual), and the proportion of bipolar I and bipolar I cases is
not always specified.>>3-10 Nevertheless, bipolar I or bipolar
IT usually onsets with depression, younger age at onset, more
recurrences, and a more disabling course of illness.>¢1012:19
The early psychopathology of bipolar disorder may also alter
normative developmental processes and further complicates
the task of clarifying the development of the disorder in
children, adolescents, and young adults.

The lack of accepted terms to define and study the onset
of bipolar disorder has prompted the International Society
for Bipolar Disorder to convene a task force to improve
timely diagnosis and early intervention. Among those
clinical symptoms or syndromes that precede the syndromal
onset of bipolar disorder, we define precursors, clinical
risk factors, and environmental risk factors (exposures) as
prospectively identified variables that increase the risk of
later bipolar disorder (Figure 1; also Supplementary eFigure
1 [available at Psychiatrist.com]), as suggested by Eaton?;
precursors and clinical and environmental risk factors are
collectively referred to as clinical predictors. Risk factors
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Precursors of Bipolar Disorders

B Precursors of bipolar disorder include mood lability,
subsyndromal hypomanic symptoms, subsyndromal
depression, cyclothymia and bipolar not otherwise specified
(NOS), and major depression, especially with hypomanic or
psychotic symptoms.

= Monotonically increasing rates of progression to bipolar
disorder were found in cohorts and community samples with
isolated hypomanic symptoms, cyclothymic disorder, and
bipolar NOS.

B Young age at onset of depression, hypomanic symptoms,
cyclothymic temperament, psychotic features, suicidal
ideation, and family history of bipolar disorder were
associated with unfavorable clinical outcomes.

® The loading and persistence of hypomanic symptoms and
positive family history increased the rates of bipolar disorder.

can be environmental (prenatal and perinatal exposures,
traumatic events, substances of abuse, effects of medicines)
or personal (ie, clinical risk factors) and will be reviewed
separately.

This review focuses on precursors of bipolar disorder, their
characteristics and timing based on available prospective
studies in which outcomes are bipolar I or bipolar II. Our
emphasis on prospective studies reflects methodological
concern to limit the effects of inaccurate or incomplete
information (recall bias) and selection bias (diagnosed cases)
associated with retrospective analyses.

Research addressed the following questions: (1) Is
there evidence of a prodromal phase of bipolar disorder
in prospective studies? (2) Are there specific premorbid
affective signs and symptoms (precursors) that predict
bipolar disorder? (3) What are the nature, timing, and
duration of precursors? (4) How sensitive and specific are
they in predicting later diagnosable bipolar disorder? and (5)
Does the prodromal phase differ by bipolar subtype?

DATA SOURCES

We carried out a computerized search of PubMed,
CINAHL, PsycINFO, EMBASE, SCOPUS, and ISI Web of
Science databases from inception up to May 31, 2013, using
the following search algorithm: (bipolar disorder AND
[antecedent™ OR predict* OR prodrom™ OR prospect™] AND
[diagnosis OR development]). Hand searching of references
in identified reports led to additional relevant reports.

STUDY SELECTION AND DATA EXTRACTION

Articles selected were published in the English language
and met the following inclusion criteria: (1) prospective,
longitudinal studies with at least 2 structured clinical
assessments (intake and follow-up); (2) diagnoses at
intake that included DSM-III or DSM-IV major depressive
episode (MDE) and major depressive disorder (MDD),
dysthymia, cyclothymia, or bipolar NOS as well as subjects
with subsyndromal affective disorders or symptoms; (3)
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Figure 1. Predictors of Bipolar Disorder?

as bipolar I or bipolar IT during follow-up, and
clinical features predicting later bipolar diagnosis

---< Prodromal Phase——————><—Syndromal Phase —> . - .
y(BD, and BD II) and their statistical power (odds ratio [OR] or
| adjusted odds ratio, hazard ratio, likelihood
PRECURSORS _ BDNOSand ratio, or Bayesian sensitivity, specificity, and
(prospectively identified) bipolar depression . . L.
HOMOTYPIC TRAJECTORY positive or negative predictive value). Only

(prospectively identified)
HETEROTYPIC TRAJECTORY

CLINICAL RISK FACTORS >

13SNO TYWOUANAS

ENVIRONMENTAL RISK FACTORS
(prospectively identified)

TIME

PRODROMES
(retrospectively identified)

Refer to Supplementary eFigure 1 for glossary of terms used in this figure.

studies reporting a positive predictive value were
included in this review.

We excluded family-risk studies (offspring
of parents/siblings of subjects diagnosed with
bipolar disorder), as they have been reviewed
elsewhere.?’ Also, while many affected patients
have a positive family history for bipolar
disorder, this is not true for all patients with
bipolar disorder, because of misdiagnosis,
undiagnosed illness, recurrent depression not
meeting criteria for bipolar disorder, or the
lack of family history. This suggests that there

Figure 2. Study Selection Flowchart

Search terms: [bipolar disorder AND (antecedent* OR
predict* OR prodrom* OR prospect*) AND (diagnosis OR
development)]

Date limits: until May 31, 2013

2,609 Results
]
—)l 341 Review articles excluded |

2,162 Excluded studies

Studies with intake diagnosis of BD I,
BD Il, or postpartum mood disorder

80 Non-English articles excluded |

Studies on clinical risk factors (anxiety
disorders, attention-deficit/hyperactivity
disorder, behavioral and conduct disorders)

Studies on exposures (pre-perinatal injuries,
traumatic events/abuse, substance abuse,
effects of medicines)

Studies on genetic abnormalities

Studies on neuropsychological and
neuroimaging risk factors

Family-risk studies (offspring of
parents/siblings of subjects with BD)

Studies on temperaments and
personality disorders

Pharmacological trials

26 Studies included
in final analysis

diagnostic outcome at follow-up of bipolar I or bipolar II
Exclusion criteria are detailed in Figure 2.

We identified a total of 26 reports meeting inclusion
criteria. We followed PRISMA (Preferred Reporting Items for
Systematic Reviews and Meta-Analyses: http://www.prisma-
statement.org) guidelines, and for each article selected, we
extracted the following information: number of subjects,
initial diagnosis, age at intake, study design and assessment
tool, duration of follow-up, percentage of subjects diagnosed

616 [ PSYCHIATRIST.COM

may be sporadic or nonfamilial forms of illness.
Furthermore, most family risk studies focus on
offspring of adults or siblings of subjects with bipolar 1,2
although there are exceptions.'*!®

RESULTS

Figure 2 shows a flowchart of the number of articles
identified and their disposition; Table 1 summarizes the
findings obtained.

Summary of Methods Used in the Studies

Sample characteristics. Six studies included child and/
or adolescent subjects, 12 studies included adult subjects,
and 8 studies included subjects spanning from childhood to
adulthood. All studies included subjects of both sexes. The
group sample sizes for the studies varied widely, with groups
as small as 32 to as large as 5,501.

Diagnosis. Six studies included subjects with intake
diagnosis of MDD or depression, 6 studies included samples
with MDD with psychotic features, 3 studies included
psychotic (non-MDD) patients, 3 studies included subjects
diagnosed with cyclothymic disorder or bipolar NOS,
5 studies had subjects with subsyndromal depressive or
hypomanic symptoms, and 6 community studies included
subjects at risk (see Table 1). Diagnoses were obtained with
structured interviews using DSM-III, DSM-III-R, or DSM-IV
criteria in all studies selected except for Akiskal et al.>!~2* The
assessment tools also included self-reports of hypomanic or
temperamental features in patients with major and minor
depression (see Table 1), but their validity, reliability, or
predictive value was not always reported and could not be
operationalized. We refer the reader to the original reports
for details about the psychometric properties of instruments
used.

Design. All studies included were longitudinal and
prospective: 11 studies included inpatients, 5 studies followed
outpatients, and 10 studies included a community sample.
The duration of follow-up varied markedly, ranging from 6
months to 31 years.

J Clin Psychiatry 76:5, May 2015


http://www.prisma-statement.org
http://www.prisma-statement.org

Precursors of Bipolar Disorders

(panuyuos)

(&iqeyriar pue uoned

(TT=90) AN 2WnAI| i syuaned woxy) (¢1) ¢¢ ‘ad AI-SIAVANy
)M UOTJRIDOSSE UT Os[e ‘qq pa3otpaid Apueoyrudts (9% =40) (Aymrqesrar 1o uonerd J/(OUVSAN) 4GSLT Kyrrqeynar
UOTJRUIQUIOD UT JO (8'7 =Y O Y10q) 2uofe Aiqejruir 1o uonjerg s syuenjed woiy) (8) 102 ‘A4 ¢ Ayrunwwod 9andadsorg 81 < Io/pue uorye[q €10T ¢ T 32 YsTwoH
(0°¢ =dd) Suoe eruew [ed[urPQns 03 pareduwiod 1AID/(SISTINEN)
(s'6=dd) ad ﬁﬁu%wa w_mosu>wm+ﬁsm5 [eorurppqns surseq (60°0) S ‘ag z Ayrunwwod 9andadsorg (T1¥) ¥9-81 lomkm RERD S| £00T o TB 12 zewkey]
(6%1) LTI ad SdH OH (9°€€) 1€ OH
DH UI SUOISISAUOD ou Qg pa3d1paid SJH U0 3100s Pajead[q (stp)cTad (€1 F1-Tl [Ayunwwod 9anoadsold  +dAH (8°1€) 9¢ ‘“+dAH 000 ¢ Te 32 [idemy
(L€=916'L1=dd) 4AN pPue (}'ST=41 11D/ (SISTNEN)
T'2=dd) ad pa11paid eruewrod£y reworpudsqns swmayry (€°0) ¥1 ‘SON/1 g ¢ Ayrunuwrwoo eandadsord (7' 1¥) $9-81 p8T9F 138 sr 900C ¢ Te 32 BEErEN
swoyduw4s oruewodAy rewrorpudsqng
(%S°TT sA %8¥) (@sqwon) (sz1) 1‘ad Sd14D/(ddd-4IN) 8 ‘asa
sown §'¢ Aq (g Jo st o) aseanur swojdwiks oruewrodLy jusisuely, (SILL +dsd woy) (8%) 71 ‘ad ST syuaryedino “0anoadsorg (6'6) 11-8 ST SINL+dsa 0T0T o¢T® 32 TUIRYPEN
spa(qns AN
u1 (7€' =40) I ad pue (STH=40) ad paiorpaid Apueoyruss (#1) cemmad 1A10-W/(dsad) 600T
19130 £q 2[qeAIasqo Suruoriouny ur 33ueyd/SIOUBQINISIP POOIA (€)soTad (€8)901-¢2 Ayrunwwod 9andadsorg YT-¥1 S01T°T 998 Ys1y ¢ [€ 19 UeWI W7
(€TT=YH) 1 A4 ‘(8T T=¥H) I A9 ‘(¥¢'T=¥H) (zen) L9 madg SAVS/(SAD-HIN) 10T
ad parorpaxd Apueoygrusis swojdwAs STUeBU pauTIquIod AT (s2) 17 1ad (s21) 1€-1 syuanedur anoadsorg L1< 0SS ‘AdIN ¢ T8 39 ZDTMOIOPAL]
A10S/(dad-ToW)
(927 =X) ad pa11paid eruewodAy reworpudsqng (980) F1‘SON/TAd  (6'€) 6-50 syuanedur 9andadsord  (£'9¢) S£-81 6% dAAN TT0T o T8 30 UdYO],
1 a4 01 pasueyd 1oy sisouserp pey syuaned (9'8) 8% ‘11 ad SAVS/(SAD-HWIN)
ad Jo %9¢ ‘ad pa1o1pa1d saniAno. Ul JUSWIA[OAUT D1} ouarad AT (6'¢) Tz 1ad 11-2 syuarjedur ‘oarjoadsorg L1< 6SS ‘AAN G661 ¢ T8 32 [eSD]V
uorssaxdap tofeur ur swojdwfs oruewodAy reworpudsqng
1A1D/(SISTNEN)
(€'€=¥T°0'T=dd) agd paorpaid uorssardop [eworpudsqns swnajry (£°0) 1 ‘SON/I ad € Arunwiwod vandadsord  (T°1%) $9-81 p8T9F 128 STy 9007 g e 32 12339y
(s mad
(Tn¥y1aa
uorssardop [ewoIpudsqng
(L)1 aad L£T¢ ‘uorssaxdap
(0T°$=¥0) (st 1ad 1aID-w/(dsad) [ewoIpu4sqng
I1 Qe 23] YIM UL T q 193e] YItm pajeroosse Apuedyrusts gaN AN (€9) 901-¢'4  Aunwwod 9anoadsold PT-¥1 679 ‘9N 600T ;T8 12 0Ppsadg
Qnomau D ¥11ad S[earurp 001 ‘uorssaxdop
10 2AT)OBAI ‘[RUOTIEN)IS, SB 0) PALIdjaI uolssardap [eworpuisqng ® v 1ad ¢ /suanjedino 9andadsord S9-/1 [ewoIpuksqng 8L6T T8 I [eSV
uorssaxdop [ewoIpudsqng
aros/(ddd-TN)
(s8'%=7X) ag pa1orpaid aeiut 1e sSUIMS POOWT JUILIND/1Se] (980) FI'SON/TAd  (6€) 6-S°0 syuonedur oandadsord  (£°9¢) 5281 6F dAaN T10T o7 T8 32 UaYQ],
¥-06-T0S
(9°07=Y0) I1 ad pue (£F1 =40) wnid2ds (9°2) s¥ ‘SON/I ad /(fpmig 11040D YoLIN7)
ad paorpaid poows jo sumop pue sdn juenbaiy, parrodai-jos (L) 1% 11 agd ST Ayrunurwos 9Andadsorg (S'81) q16S 198 ST €00T 7 Te 32 1sSuy
(%c¥ (9'8) 8% ‘11 a4 SAVs/(SAD-HWIN)
Apanisuas 19598 Koyoads) 11 g paorpaid 1030wy Liiqe-pooy (6¢) T 1ad ¢ syuanedur 9anoadsoig L1< 655 ‘AaN S661 T8 32 [eSD]Y
Apqer poow
+SION] (%) u 9wosnQ £ <(ueaur) [00], JUAWISSISSY £ <(ueaur) N ‘stsouer(q Apmg
uey /(aureu 11040d) udrsaq a8uey 98y
‘dn-moyjoq

1apaosi@ sejodig 133e7 JO ANIPaId ApuediHUBIS Se saIpNnls 9A13Dds0Id Ul PaIIIUdP] S10SINd3id *| d|qel

PSYCHIATRIST.COM [= 617

J Clin Psychiatry 76:5, May 2015



Faedda et al

(panuiuos)
Ad SWHJI] YIIM pIjeIoosse

AMIdS “¥-06-10S

a1om swoydurds reapnu eruarydoziyds (Lyoryads payoef inq /(Apmg 11070D) YPTINZ)
(£§°'T=40V) ag pa11paid Ajareropowr sarnjedy ed4joziyog (£91) 9¢ ‘agd LT Ayrunwwod 9andadsorg (S'81) qSEE 1S STy 110T ;T8 39 191850y
Td-SAVS-A
/(Sda1vD) 10T
(o1) £ ‘agd z syuanjedur oanpadsord  (S°ST) L1-6 q0L ‘SISOUAS o7 T8 19 SA[AIUIO-01ISBD)
Savs-d
(8e)z11ag 8% /syuenedur 9andadsorg  (11) TI-0T 7€ ‘SON SIS0ya4sg L00T ¢ T8 32 £e180D)
dnoi3 (9,701 A1OS/(dTI-TN) 3TTT SIS0YAsq
SA 9/£°07) S1S0U2Asd sa JQIN UT P2[qNOP UOISIIAUOD JO FeJuadIdd (9%1) 62 ‘1 Ad 4 syuanjedur ‘aaroadsorg (£'1€) L2 AAAN 600T T8 19 21018ATRS
JI2PIOSTp d1OYAS
ag papa221d 1o1aeyaq aarsndur (s€'6) 01 ‘SON ad aIns/(dgd-T1oW)
pue ‘swoldwAs sruewrod4Ay snoiasxd <oxejur Je sajels paxIwr Or-qoJ1 (s¢'6) 0T ‘TAd 4 syuanedur 9anpoadsord  (9%¢) 78-01 20T IAaN €107 £ T8 19 d101ATES
a1dS/(dHW-0S)
ag paorpaid swoyduifs aanjedau pue onjoyoAsd ur asearnaq (¢%1) 11 ‘ad 01 syuanedur 9andadsorg 09-S1 08 IAAN 1102 ;T8 32 Jowo1g
dnois (9,01 aros/(ddd-ToN) 51T ‘SIs0ydhsq
SA 9£°07) S1SOyPAsd sa JATIA UT PI[QNOP UOISIZAUOD JO 33BIU0I9] (9%1) 62 ‘1ad 4 syuanjedur 9andadsorg (£'1€) L2 AAaN 6007 (T8 12 107eATRS
Aaros/(dHN-OS
(¥ L11ad ‘ddd-TON ‘SHA-DN)
(6)¥11ad T syuanedur oandadsorg  (g€) §-ST LSTAAAN €007 & T8 1 O[PIRA
(L6'T="4H) 11 ad pue (zen) L9mad SAVS/(SAD-HWIN) 1102
(FS'€="H) 1 ad syo1pa1d xejur ye swoydwids onoydAsd jo 4119495 (o wTag  (SL1)1¢-T syuanedur ‘aandadsord L1< 0SS ‘AdN p¢'T8 32 ZOIMOIOpaL]
LHD
(%019 sa %% £S) ad parpaid ‘Savs-/siuenedur
Apueoyrudis swojdwiks onoypAsd yym juswreradwa) srwkyiopAD (%) s¢ ‘agq (T2 ¥-¢ Qanpadsord  (£T1) L1-L 08 ‘AN SO0T g; T8 10 UeWYI0Y
(dno18 QAN ut 219m sased HAIT “¥4Sd ‘Savs 81 dAAW
Pa312AU0D [[B) (I 0 UOIsI2AU0d pajorpaid swrojduifs o1joydLsg (9'8) s ‘TI/1 ad 4 /syuanjedur andadsord  (€°ST) LT-€1 0F ‘Adin €661 ;T8 32 19qons
uorssaxdap rofeur ur swojdwAs onoydAsq
a5
(F'1=¥0) (T'ep) ¥ 11 ad “T-savs-dxa/(sd1T) LS ‘SON
11 ag paw1paid Lpjesopow Sunaos uny pue Ayanisuas Syg YsiH (s01)91Ad (%) Arunuwrurod 9anoadsorg P81 ag 10 erwkyiop4) TI0T g T8 32 Loy
HAIT ¥Sd
(co) 1€ 11 ad “1d-SAvS-M/(X40D)
(£0'1 =yH) swoydwLs sruewod4y jo sGunjer ayeuy (s ze1ag  (FS) €8-S0 syuanedino 9andadsorg L1-L 0FT ‘SON ag 110T 4 T8 32 UOSpPXy
(o2v) 0¢ ‘1ad 1AID-/(dsad) €9 OMe
(constrmad (£8)901-¢2  Aunwwod aandadsord iqaal 16 O1uewodAy 6007 ;¢ T¢ 13 0psadg
(80) €111 ag s[earurp
(We1ad €T /syudnedino vansadsoig SP=S1 9% “erwdyiop4n LL61 (T8 [&IST]Y
LHD
sydurayje pue ‘uorjeapr ‘SAVS-M/siuanedur
[eproms ‘qg s1o1pa1d Apuesyrusis jusuresaduwa) STwAYIOPAD (¢v) s¢ ‘ad (T v ‘anoadsord  (LT1) LI-L 08 ‘AAN  SO0T g Te 19 uBWYOOY
SON Ie[odiq pue 19pI0sIp JTWAYIOPAD
£SAION. (%) u QwoonQ £ [00], JUWISSISS Y £ <(ueaur) N ‘stsouger(g Apmg
‘(ueawr) aduey  /(sureu 310y0d) udsoq a8uey 98y
‘dn-moyrog

1apiosiq sejodig Ja1e Jo aA1Ipald AjuediubIS se salpNnlg 9A1323ds04d Ul PaiIIuap| S10S1Nd31d *(Panuiuod) | a|qel

5, May 2015

J Clin Psychiatry 76

618 [ PSYCHIATRIST.COM



Precursors of Bipolar Disorders

“Apmy§ uorjezi[eyrdsof] ISt
neuurdur)) Jjo ANIsIeATun) = SHI-D ‘SwoldwAs srueur juatsuer) = ST, ‘ASojorwrapidy 03 saoueqansi(y resrSojoyp4sd jo seouanbasuoy) [eog a3 jo Suney pue marazuy resrdojoyiedoypdsd parmonng = I)IdS
902(o1g yipeal [eIuSA L3unoD) Yopng = JHIAN-DS PSIATY-06-ISIPPAYD woydwAs =Y-06-TDS TASA 10J SMIIAINU] [eITUT]D) PAINONIIS = (DS Bru21ydozIydg pue SISPIOSI(] 2ANIJY I0J A[NPAYIS = VS So[ds
Suney snyeig oueryddsq =ygsd Liiqeqoid sansod = g4 ‘oner sppo =y ‘paywads aSIMIaYI0 10U =SON Apnig uorssarda(] dAIBIOqR[[0D) YI[EIH [BIUSIA JO MINSU] [eUoneN = SAD-HININ Apnis suonipuo))
paje[ay pue [0yoo[y uo Laaing srdojorwapidy euoneN = DY VSIN Apni§ 2ouapu] pue £3AINg YI[edH [BIUA SPUBLIIYISN = SISTINAN Apnis AderayjoydLsd [euoneonpaoypLsd A[rwe-nm = ddd-JIN oposida
aassaxdap rofewr = gA swoydwids onjoyoAsd yym 1apIostp aarssaxdop 1ofew = JAIA TopIosIp da1ssardap tofewr = QAN Apnis s1soydAsq aposidi 1811 UBITIN = - TOIN ‘MIIAIAIU] dT)souer(] [eUOTJRUIIU]
aysodwo)-yprunjy pajsisse-1aindwod = [ID-JA ‘01er pooyIPyI[ = YT ‘uonenyeaq dn-mofo] [earaiu] feurpniSuo] = g7 993[01g s1oprosiq wnnoadg rejodig jo uoneSnsaauy feurpmSuo] =gy UOISIIA
QWIRJIT Pue JUISAIJ-UIP[IYD P8y [007dS 10§ eruarydozIydg pue SIIPIOSI(] FAIDFY 10J ANPAYPS =TJ-SAVS- U1Ip[yD) pa8y [00YdS 10 erua1ydozIiydg pue SIdPIOSI(] 2ANIYJY 10§ A[NPAYIS =SAVYS-
{(SdH yam passasse se) Ayrpeuosiod oruewodAy = +J X H ‘onel prezey = JH [edS ANpeuosiod sruewodAH = SIH S[01u0d AyI[eay = DH ‘AI0JUdAU] JOIARYIY [BISUID) = [gD) JUIWSSISSL JWNAFI] ‘SAVS JO
uors1aA papuedxa = T-§qyS-dxo A3ooyredoyoLsq jo sadeig reyuswrdoas(q A1 = JSQA ‘IopIosip wnaoads aarssardop = s Apmis yanox rejodig jo awodINQ pue 35IN0D) = XJOD ‘MITAINU] d1jsouder
[euoneuajuy Aisodwo) = D areuuonsany) jusuresaduwa], aanIsuasIddAH-OTWAPOPAD = T HD SOWOIPULS JLIIRIYIAS] 0] MITAIIIU] SUIP[IYD) = SITYD ApPmig SISOUYIASJ oposid-1SIL] JUISA[OPY pue
PIIUD = SITAVD IopIostp rejodiq = (g o[eds waisAs yoeorddy [eromaeyaq = Syq ‘A-2[NPaYdS MIIAISIU] SINIIQESI(] PIIBIOSSY PUE IIPIOSI( 3S() [OYOI[Y = A[-SIAVAY ‘01T SPpo pajsnipe =YV :SUOIBIAIQQY
*(g=u) 19pI0sIp 2a18s21dap pue (99 =u) SON I2p10sip o1oydLsd (g =u) 1opI1osip o1oyd4sd Jariq (O¢ = u) IpIosIp WIOJTUAIYdOZIYdS (G = U) IOPIOSIP JAT)IJFLOZIYDS (G = U) eruaiydoziyds sapnpou[y
*(99 =u) SON IFopIostp onjoyd4sd pue (9¢ = u) 19pI0sIp d10Yd4sd Jor1q (6T = U) JpIOSIp ULIOJIUIYdOZIYDS SIPN[OU]g
‘uonyerndod g ay3 Jo aaTIeIUS2IdAI SIMPE PAZI[EUOHINITISUTUOU URIJIALD P3JOI[3s A[wopuer Jo s[duues e Jo pajsIsuod 3as sry,
*$aNUNOD UIPUNOLINS PUE YOITUNJA] UT AJ[EUOTIU UBULIID) YIIM SJUIPISAI [[B JO SILIISIST JUSWUIIA0S F66T WOIJ $309[qns pajoa[as A[wopuel jo odures e Jo pajsisuod 198 sy,
*(dn-mo[[0J pu0d3S 10 JSITJ) MITAIIUT
11D durpeseqisod [ Ise3] Je PeY pey oym S[ENpIAIPUL [[¢ (7) Pue 13p10SIp d130yd4sd 10 aapiostp tejodiq ‘uorssardap 1ofew jo sisouerp Aue pey J9AdU pey SUI[aseq Je OYM S[ENPIAIPUL [[e () JO PIISISUOD 138 ST,
TII-NS UBY) IOYIO0 BLISILID DN)SOUSEIP YIIM S[00) JUSUISSISSY,
"amuadiad
3G8 33 MO[2q $31008 [3Im d[dures wopuer e pue (Y-06-T1OS JO Y31y 1o a[nuad1ad (igg 33 49 paulydp) 191098 Y31y Jo UnSISUOD SPAIYI-0M) [IIM MITAIIUIL 10 PI}II[3S $303(qns Jo A[dues © JO PIISISUOD 338 SN g
(50" > ) 2ourdyrudis Jo ploYsaIy} Y} MO[2q 1M pajrodar saanseaur [ednsne)s [[e 9SImIalo paygoads ssapun,

(I JO NSUI PaseaIour sajer 1dI10-W/(dsad)
20Ua1IMdAI pue ‘YA Jo uonenp ‘swoydwds aarssardap jo Surpeo (rnicad (€8)901-¢£  Anunwwod 9andadsoid  (€°81) F2-¥1 5C06°T 998 ST 010T T8 32 Udssl],
ag pao1paid (¥'91-6's =T ‘05-57 = dd) swordw4s oruewrod4y 1A1D/(SISTINAN)
PUe (3'91-£7=T ‘0S-€ 1 =dd) HAW 2WH3j1 Jo SuIpeo] (£0) ¥1 ‘SON/1 ad € Arunwiwod vandadsord  (T°1%) $9-81 p8T9F 8 sy 900T ¢ T8 19 1998y

swoydwids aanoagye jo Surpeoy pue Aouanbaig
(ymiqeyrur pue uone

i syuaned wow) (¢1) z¢€ ‘Ad Al-SIavany
{(&yiqeriin 1o uone /(DAVSAN) 5§SL°T Anpiqeinaar
M sjuaned woij) (8) 107 ‘ad < Arunwwods 9andadsorg 81 < Io/pue uone[q €10T £¢ T8 32 YstwoH
(s sTad
(TN ¥ 1ad
uorssaxdap [eworpuisqng
(1)1 maga IAID-N LTg ‘uorssaidop
(& L1>) (€<t 1ad /(dsad) [eworpuksqng
uorssaxdap jasuo A[1es ur qg 03 Al WOIJ YSLI UOTSIIAUOY) %6 AAN (£8) 901-€L Arunuwwos 9andadsorg PT-H1 679 “UAN 6007 ,¢‘Te 12 0psaag
(9'9) 87 ‘11 Ad SAVS/(SaD-HWIN)
(6£77=1) 11 ad paw1pard AN/IAN 19su0 ALieg (6'¢) Tz 1ad 11-¢ syuanedut oandadsorq L1< 65S ‘AAN 661 3 T8 32 [eISPIV
(%69 “onrea aanorpaid aantsod 9489 “o1yIoads J[eorurpd
051, K1anisuas) 1 g pa1o1paid qaN/aan (£ 6z >) 19suo Apreq (00) 17 1ad (€)6-1 /syuanedino oandadsorq synpy 90¢ ‘uorssaxdaq €861 ¢ T8 I3 RSPV
uorssaxdap 1ofeur jo jasuo je a8y
£SIION (%) u QwonnQ £ [00], JUWISSISSY £ <(ueaur) N ‘stsouderq Apmig
‘(ueowr) aduey  /(sureu 310y0d) USIsag 8uey 98y
«dn-mofog

1apiosiq Jejodig 133e7 Jo dAIPaId ApUedIHUBIS Se saIpNnls 9A13Dds0.d Ul PaiIIUSp| S10SINd3Id *(Panunuod) | djqel

PSYCHIATRIST.COM [= 619

J Clin Psychiatry 76:5, May 2015



Faedda et al

Summary of Results

Mood lability. We found that mood lability predicted
bipolar II (but not bipolar I) in adult inpatients with MDD,
whereas it predicted bipolar II and bipolar spectrum disorders
(MDD and subsyndromal hypomania) in young adults in a
community risk set.?> Past or current mood lability at intake
predicted a change of diagnosis to bipolar I or bipolar NOS in
adults hospitalized for MDD with psychotic features.?®

Subsyndromal depression. An 18% rate of later diagnoses
of bipolar disorder, especially bipolar II, was reported among
adult outpatients with mild depressive episodes (defined as
situational, reactive, or neurotic)?% lower rates were reported
in community studies of young adults (1.5% bipolar II, 1.2%
bipolar 1)*” and adults (0.3% for bipolar disorder).?®

Subsyndromal hypomanic symptoms. Elevated scores
on the Hypomanic Personality Scale significantly predicted
later bipolar disorder, especially bipolar I,* in a cohort of
college students compared to healthy controls. Also, lifetime
subsyndromal hypomanic symptoms predicted bipolar I,
bipolar NOS, and a major depressive episode in a Dutch
community sample of adults,”® and the combination of
subclinical mania with subclinical psychosis at baseline
predicted 3 times more new diagnoses of bipolar disorder
as compared to those with subclinical mania only.*® In the
Early Developmental Stages of Psychopathology (EDSP)
community study, the majority of youths experiencing
an episode of hypomania or mania experienced isolated
hypomanic and/or depressive symptoms; number and
persistence of symptoms increased monotonically during
prospective follow-up before criteria for bipolar disorder
were met.*! In a community study, symptoms of elation or
irritability, and especially their combination, predicted later
hypomania or mania independent of major depression in 3
years of follow-up.*

Major depression. We recently reviewed studies (both
prospective and retrospective) on rates of conversion
from MDD to bipolar I or bipolar II, differentiating cases
of spontaneous conversion from those emerging with
antidepressant use.*® The rate of spontaneous hypomania or
mania was 3.3% (0.36% per year) and similar in prospective
and retrospective studies but much lower than the 8.2%
(4.1% per year) risk of mania or hypomania associated with
antidepressant treatment; moreover, changes of diagnosis to
bipolar disorder were 4.5 times higher among juveniles than
adults.®

Subsyndromal hypomanic symptoms in major depression.
In adults with current MDD, the presence of the hypomanic
symptom hyperenergetic involvement in activities predicted
diagnostic switch to bipolar disorder, with more cases
involving later hypomanic than manic episodes; however,
more than one-third of those diagnosed with bipolar II
later developed mania, suggesting a progression of intensity
of mood elevation. In the same cohort, but with longer
follow-up,** the sum of ratings of 5 hypomanic symptoms
moderately but significantly predicted bipolar disorder, with a
similar relationship to later mania or hypomania; in bivariate
analyses, decreased need for sleep, unusually high energy, and
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increased goal-directed activity significantly predicted both
hypomania and mania, whereas grandiosity predicted only
mania. The presence of at least 3 hypomanic symptoms was
fairly specific in predicting bipolar disorder.>

The presence of subsyndromal hypomania at baseline in
a cohort of community at-risk adolescents and young adults
with lifetime MDD significantly increased the likelihood of
a later diagnosis of bipolar and bipolar I (compared to those
without); in particular, “mood disturbances or change in
functioning observable by others” (DSM-IV manic episode,
criterion D) was a strong predictor of change of diagnosis
from MDD to bipolar disorder and especially to bipolar 1.3
Similarly, the presence of current subsyndromal hypomanic
symptoms significantly predicted bipolar I and bipolar NOS in
psychotic MDD adults.?® Additionally, among children with
depressive spectrum disorders (MDD and/or dysthymia), the
presence of transient manic symptoms was associated with
almost 4 times increase in bipolar spectrum disorders (bipolar
I, bipolar II, or bipolar NOS) after 18 months of follow-up.>

Cyclothymic disorder and bipolar NOS. Among adolescent
and adult outpatients diagnosed with cyclothymic disorder,
35% developed bipolar disorder within 3 years,?! while in
children and adolescents hospitalized with MDD, high scores
on the Cyclothymic-Hypersensitive Temperament Rating
Scale significantly predicted diagnoses of bipolar disorder.'®

Among youths with hypomania but without a lifetime
history of major depression, 16.5% developed an MDE and
were rediagnosed as bipolar II, while the rest continued to
experience hypomania alone.?” Higher rates of conversion
from bipolar NOS to bipolar disorder were also reported
in the Course and Outcome of Bipolar Youth study®’: over
5 years, 23% were rediagnosed with bipolar I (following
hypomania in 61% of cases) and 22% with bipolar I; elevated
intake ratings of hypomanic symptoms predicted conversion.
Of 119 subjects without a lifetime history of hypomania at
intake, later bipolar disorder occurred in 44% (24% bipolar
I, 20% bipolar II), particularly in those with a family history
of mania or hypomania.’’

A similar pattern of results in adults with bipolar NOS or
cyclothymic disorder were reported by Alloy,*® who found
that more than half developed bipolar disorder over 4.5 years,
especially bipolar IT; higher levels of interpersonal sensitivity
and fun seeking predicted conversion.’®

Psychotic symptoms in major depression. Psychotic
features predicted conversion to bipolar disorder in a
cohort of adolescents hospitalized for MDD (compared to
those without psychotic features),!” a finding replicated by
Kochman!®: depressed youths with psychotic features and
cyclothymic temperament were 9.40 times more likely to be
diagnosed with bipolar disorder compared to those without.

Several prospective studies reported further evidence of
diagnostic instability of psychotic MDD and its conversion to
bipolar disorder, both in adolescents and adults.**3-4?

Psychotic disorders. In children hospitalized and initially
diagnosed with psychosis NOS, 38% met criteria for bipolar I
within 8 years,** while another group reported a lower rate of
conversion but with a shorter follow-up duration.** Finally, in
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a27-year follow-up of a community group of at-risk subjects,
schizotypal features moderately predicted later bipolar
disorder but lacked specificity*®; similarly, schizophrenia
nuclear symptoms (assessed with the Symptom Checklist-
90-Revised) were associated with a lifetime diagnosis of
bipolar disorder but also with phobias.*

Age at onset of major depression. Akiskal et al?* found
that early onset of depression (age <25 years) predicted later
bipolar disorder; several other prospective studies?*?”*2 had
similar findings.

Frequency and loading of affective symptoms. The risk
of bipolar disorder increased with the number of lifetime
depressive episodes and with the number of hypomanic
symptoms.?® Longer episodes of depression, greater
loading of depressive symptoms, and higher recurrence
rates predicted increased risk of later diagnoses of bipolar
disorder.!

DISCUSSION

We found evidence of a prodromal phase of bipolar
disorder, characterized by several precursors. Precursors
of bipolar disorder had significant time depth, anticipating
syndromal onset by years. Manic and depressive symptoms
appeared early and increased in number, duration, and
secondary impairment, following a chronic rather than
episodic course over several years. Hypomanic and
depressive symptoms increased the risk of their own
recurrence and of the occurrence of episodes of opposite
polarity. Monotonically increasing rates of progression to
bipolar disorder were found in cohorts and community
samples with isolated hypomanic symptoms,?’-30-32:34.36
cyclothymic disorder,'®"-3 and bipolar NOS as well as those
prospectively diagnosed with bipolar IT and bipolar 1273738
In spite of the relative frequency of unipolar hypomanic
presentations, there was little or no evidence of a progression
to mania as a necessary outcome, with significant numbers
of those diagnosed with cyclothymic disorder or bipolar
NOS never progressing to mania or those meeting criteria
for bipolar II never experiencing mania.'827-3”-38

Some precursors were selective for bipolar I or bipolar
I1, but data on phenomenological differences by subtype in
the prodromal features observed are insufficient.

While acute onset of mania or depression is often
reported in retrospective studies,>>? the presence of
chronic and gradually worsening symptoms was found in
most cases.

We also found a good deal of consistency between the
present findings and those identified with retrospective
studies.

Affective lability or mood swings before the diagnosis
of bipolar disorder have been described in retrospective
analyses of both youths and adults,>®1%4-48 a]though these
symptoms were observed in only a significant minority of
adults: 30% of bipolar L,>! 33% of bipolar I,* and 17% of
first-episode bipolar I patients with psychotic features.* We
found that mood lability and cyclothymic features preceding
depressive episodes were associated mainly with bipolar
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Precursors of Bipolar Disorders

1118,21,24,25 18,38

and predicted bipolar II in 2 juvenile cohorts,
confirming the presence of a homotypic trajectory of illness’
development.

A depressive onset is common in all subtypes of bipolar
and cyclothymic disorder both in retrospective®>812%0
and prospective studies!”18:2427:3436-38 34 well as family
risk studies.”>?° Minor depression with subsyndromal
hypomania in children predicted bipolar I and bipolar
I1,27%¢ while in bipolar I adults presenting with euphoria
and grandiosity, cross-sectional ORs were elevated for both
dysthymia (OR=13.6) and MDD (OR=18.4).>! Young age
at onset of depression, hypomanic symptoms (such as brief
mood-elevation, irritability, increased energy, restlessness,
or agitation), cyclothymic temperament, psychotic features,
suicidal ideation, and a family history of bipolar disorder
were associated with change in diagnosis to later bipolar
disorder,!8:24:27:30:31.3445 3 finding confirmed in retrospective
studies.>!?2-5* When minor or major depression occurred
in the absence of putative markers of bipolar disorder (ie,
hypomanic features, young onset age, or family history),
the risk of progression to bipolar disorder was not
increased.?”*¢ While the diagnoses of bipolar disorder
are highly stable and reliable,*’ variable proportions of
subjects initially diagnosed with major depression were later
rediagnosed as bipolar. Such outcome has been described
in a substantial proportion of patients, especially in youth
and early adulthood>®®!0:141527 and often in response
to antidepressant treatment.>® It is therefore a priority
to identify those forms that tend to recur or develop
into hypomania or mania, as this knowledge might have
important diagnostic and prognostic value.

High scores in ratings of hypomanic personality traits
and hypomanic symptoms in young depressed patients
as well as early onset hypomania have predicted bipolar
disorder in only a minority of subjects over relatively
short periods of follow-up.?”28:3%36-38 Youths diagnosed
with bipolar NOS at intake have later met criteria for
bipolar I or IT in less than half of cases within 5 years of
follow-up, suggesting a developmental continuum of
manic severity.?”” Nevertheless, some cases of cyclothymic
disorder, bipolar NOS, and bipolar II remain stable and do
not develop into mania.?”-¥”-3:% In the Course and Outcome
of Bipolar Youth study,*” at 2, 4, and 5 years of follow-up,
25%, 38%, and 45% of bipolar-NOS patients met criteria for
bipolar I or II, and 28% followed a progression from bipolar
NOS to bipolar II before experiencing mania, whereas 24%
did not have another mood episode within 5 years. These
findings suggest that the predictive power and diagnostic
specificity of hypomanic symptoms and attenuated
syndromes (cyclothymic disorder and bipolar NOS) for
mania may be limited or that these syndromes themselves
might represent stable outcomes. It is also clear, however,
that in some adolescents, persistence (rather than the sole
presence) of hypomanic or manic symptoms increases the
risk of a progression to diagnosable bipolar disorder.*!

Recurrent unipolar hypomania was found in 42% of
the youths with bipolar disorder in the EDSP study.”’ It
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is possible that such frequent occurrence of hypomanic
symptoms in youth might represent developmental variations
or self-limiting delays in mood regulation. Similarly, in the
Longitudinal Assessment of Manic Symptoms study, Findling
et al®” reported that only 15% of youths with high scores
on the Parent-General Behavior Inventory (scores >12)
developed bipolar disorder; most of those went through
an attenuated bipolar syndrome with most hypomanic
symptoms either remitting with development or failing to
progress to a bipolar syndrome. Consistent with the EDSP
findings,””*® hypomanic or manic symptoms might increase
the risk of bipolar disorder only if recurrent, persistent or
both, and especially when associated with other precursors
(depressive symptoms*"*) and risk factors.?”-*>® Therefore,
while hypomanic or manic symptoms were sensitive, they
were not necessarily specific; they helped identify the
subjects whose symptoms loading or persistence increased
the risk for bipolar disorder.

Early onset of bipolar disorder was associated with greater
familial risk of mood disorders!'7*1-3-% as well as with suicidal
risk, psychotic features, mixed episodes, substance abuse,
panic disorder, attention-deficit/hyperactivity disorder, early
sexual or physical abuse, neuropsychological dysfunction,
poor response to lithium treatment, or unfavorable clinical
outcomes, 202434355457 The presence of additional risk
factors like a family history of bipolar disorder®*-3 or the
co-occurrence (loading) and persistence of hypomanic
symptoms was correlated with increased rates of transition
to bipolar disorder.3!

From a prevention-early identification perspective, the
predictive value of precursors is lower than it is for risk
factors, as the definition of the outcome includes such signs
and symptoms. To increase predictive power and accurately
identify populations with different types and levels of risk, it
is often necessary to combine different, ideally independent
risk markers. Populations with 1 or more of the known
precursors (eg, hypomania, mood swings), risk factors
(socioeconomic, family history of bipolar disorder, an
anxiety disorder), and exposures (cannabis abuse, trauma)
should then be monitored to assess the variable’s predictive
value, 17:18,32,35-38,54,57

In a prevention model, a different threshold besides
the syndromal one can be useful. For instance, different
thresholds could be used based on symptoms progression,
associated disability, and developmental delays: a monitoring
threshold, an intervention’s threshold, and a treatment
threshold might be helpful in establishing monitoring and
treatment guidelines.

Limitations of this review are substantial. Heterogeneity
of studies and samples precluded pooling of data that might
clarify the timing and duration of such precursors. Similarly,
only few studies provided data on sensitivity, specificity,
and predictive value of reported precursors. Notably, the
prevalence, sequence, and timing of psychopathology
predictive of bipolar disorder remain understudied, lacking
sensitivity and specificity. The assessment tools, their validity,
reliability, or predictive value could not be operationalized in
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areview of published reports. While these are objective and
not methodological limitations, a cautious interpretation
of the findings as to their generalizability is necessary.
Specifically, it prevents the use of the data summarized
in efforts to define stages of illness other than the obvious
presyndromal and postsyndromal phases. Family risk
studies were not reviewed here, as they have been reviewed
elsewhere.!*1>20 Finally, this review focused on the putative
presence of a progression of affective psychopathology and
did not address clinical risk factors, exposures (Figure
1), or the interaction of precursors, clinical risk factors,
exposures, and other risk factors like family history of
bipolar disorder or recurrent depression.

Drug names: lithium (Lithobid and others).
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1. According to published reports, prospectively identified precursors of
bipolar disorder typically arise ___ prior to syndromal onset.

a. Hours
b. Days
¢. Months
d. Years

2. All of the following patients have a precursor of bipolar disorder for which
prospective studies showed at least a 14% rate of later bipolar Il diagnosis except:
a. Mr A, who is a young adult outpatient with mood lability

b. Mr B, who is an adult outpatient with a situational mild (subsyndromal)
depressive episode

¢. Mr C, who is a college student with subsyndromal hypomanic symptoms
d. Mr D, who is an adult outpatient with cyclothymic disorder
3 Psychotic symptoms have been found to be a precursor of bipolar disorders
in ___ of patients with major depression.
a. 3%
b. Up to 23%
c. Up to 43%
d. Up to 63%
4. Which types of studies have found that a depressive onset is common in
bipolar disorders?
a. Retrospective
b. Prospective
c. Family risk
d. All of the above
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eFigure 1: Glossary of terms.

Clinical predictors: prospectively identified variables that increase the risk of later
bipolar disorder diagnosis including precursors, clinical risk factors and environmental

risk factors.

Prodromal Phase: the phase of illness preceding the syndromal onset of bipolar
disorder, with prospectively identified signs, symptoms, deficits or a departure from
normative development, and an observable change from a premorbid asymptomatic state
(when present). The prodromal phase includes:

* Precursors: affective psychopathology preceding the full syndrome (i.e. subthreshold

hypomania to mania, sadness before a major depressive episode).

* Clinical Risk Factors: non-affective psychopathology preceding the full syndrome
(i.e. anxiety symptoms or disorder before mania). Clinical risk factors are
phenomenologically distinct from the diagnostic outcome.

* Environmental Risk Factors: exposure to traumatic events, drugs of abuse, iatrogenic

factors.

Syndromal Phase: the phase of illness after the diagnostic criteria for bipolar disorder

(i.e. mania, hypomania, or mixed state) are met*.

Prodromes: retrospectively identified signs, symptoms or subthreshold conditions

occurring before diagnostic criteria for bipolar disorder are met.

Homotypic illness' trajectory: a transition from affective psychopathology (i.e.

syndromal or sub-syndromal depression or mania) to bipolar disorder.

Heterotypic illness' trajectory: a transition from non-affective psychopathology (i.e.

syndromal or sub-syndromal anxiety or conduct disorders) to bipolar disorder.

*The diagnostic status of Major depression occurring before the onset of (hypo)mania
remains controversial, as it is a syndromal onset before the diagnosis of bipolar disorder

can be made according to current diagnostic criteria. Similarly, when diagnostic criteria



for bipolar disorder are not fully satisfied, the term bipolar-NOS is used, indicating an

attenuated syndrome.



