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Objective: To assess the r!s[, .  for subse,
quent developrr,ent of manra cr hyponra-
nia, the authors conducted a 15-' , ,ear pro-
spective fol low,-up stuciy of a large, young
c,rhort of patients original lv hcspital ized
for  un ipo ia r  ma jor  depressron .

Method: Patients who were hosoital ized
f o r  u n i p o l a r  m a j o r  d e p r e s s i o n  ( N = 7 4 ;
mean age-23.0  years ,  SD=3.8)  were  as-
sessed prcspec t ive ly  as  inoat ie , l t s  and
then fol lowed up f ive t irnes .rver ' i5 years,
at approximatelv 2, 5, 8, 1 l .  and 15 years
after discharge. Manic or hi 'ponranic epi-
sodes, medlcations, and rehospital izat ions
were determined by stanc.lardizeC assess-
ments at ear,h foi lor,r.up. l lolari ty conver-
sions were evaluated by survival analyses.

Resufts: By the 15-year tol low-up,27ol, of
thc  s tudy  grcup h :d  deve ioped one or
n r o r e  d i s t i n c t  p e r i o d . - :  c f  h y p o m a n i a ,
wl 'r i le another- -197; had ai ;east one epi-
sode of ful l  brpolar I  marria. Depressed pa-

t ients with psvchosis at the inder . i .  .

sive episode were signif icantlv mr.rr:  l r  ,  i
than  nonpsychot ic  pa t ien ts  tc  d t . i , ,L r ' '
strate subsequent mania or hvpornafira at-
fol iolv-up. Those with family histories of bi '
po la r  i l l ness  showed a  nons ign i f i can t ly
higher rate of switching to mania or hypo-
mania. Spontaneous and antidepressani-
assoc ia ted  man ias  d id  no t  d i f fe r  in  f  re
quency .  Fewer  than one-ha l f  o f  the  pa-

t ien ts  who showed an eventua i  i i i pc ia r
cor r rse  nad rece iv t 'd  p rescr ip t io r ts  fo r
mood stabi l izers in any fol lorv-up yerr.

C o n c l u s i o n s :  " / o u n g  d e p r e s s e d  i n p a -
t ienrs wrth psychotic features may bg 21
espec ia l l y  h igh  r i sk  fo r  eventua l l y  deve l -
op ing  man ia .  The probab i l i t y  fo r  deve lop-
ing a bipolar spectrum disorder incr.-a:t 's
in l inear fashion for patients at r is< i ,  '  ,

la r i t y  convers ion  dur ing  the  f i rs t  .  ' )  r  :
years after an index depressive episode.
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D..l ie incidence of bipolar i lhress in patients init ially

rdenti{ied as traving unipolar depression remains an un-
tlerstuti ied area ol'outcome in mood disordr,rs research. in
i he  c i ass i ca l  i i t e ra tu ie ,  K raepe l i n  ( l )  b road l v  de f i ned
manic-<.lepressive' i i iness as including "tlre grearer part of
tht: nrorbid states termed nelancholia" (p. i). i ;r niodern
limes, large-scale estimates of the rate of conversion from
unipolar  depressiorr  1o eventual  mania seldom exceed
59'o- 10;o/o in patient-s clriginally identified as har4ng unipo-
lar dr:pression (2, 3), although there have been reports (4,
l-r) of miinia arising in as many as 70olo-839'o of initially de-
grressed patients. ' fhere 

have been few loirg-term ibllow-
irp studies from which to reliablt 'estimate the cumulative
propartion of dcpressed individuals who progress from
unipilliil'ity to bipolarirv. Moreover, there is little contem-
porarv information on estinrating the risk for developing
evelrtual mania after a de;tressive episode. The current
studr v"as designed to provide data orr rhe longitudinal de-
vc ioprnent  of  mania or  hypornania in  a large cohort  of
,ir,ring adult parients originaily hospitalized for unipolar
dcpressir:n, r'vho rrrele then stu.died prospecti!-ely at five
cr-rtt$ecLttive follow-up, over 15 years.

' l  
|re rate of urripolar-to-bipolar conversion has been

strown to vary across tlepressive suopopulations. Arnong
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depressed outpatients, new-onset bipolar illness has been
found in up to :l0o//o of individuals followed for at ieast 6
years {{: i). In depressed adolescents, follow-up studie:1ia., 'e
shalic, 'n sornei^,rhat higher conversion rates, rangirrS: lr i) l l
l ! )% to 3770 7- IA) .  Cross-cul tura l  s tudies have shorvn
sr'',itch rareit as high as. nearly 40olc in follow-ups frorl 3 to
l3 years' duration (l l ,t.

lLecent  s tudies have suggested that  c l in ic ians may
undercliagnose bipolarify in a substantial proportion cf
ciepresserl pafients (12). Thus, prospective, long-ternl t ' ' , ' '
p i r i ra l  data on the stabi l i ty  or  instabi l i t ]  o f  i r t t  .  ,  "  '

phenotypes-particularly in the current phartl lac,::,r i i , ;,

era*-are of considerable iulportance on both clinicai a.iii
theoretical grounds" T'he present study focused on the i''ol-

lo'nri;ig research questions:

i. What is the proportional risk for new.onset mania or
hypomania ol,er 15 years among patients formerly hrispr-
talized for unipolar depression?

il. What clinical features rnay be associated tvit i-- the

e'ientual development of bipolariry among unipolai ' ( le-

press€d patients?

3. To nhat extent is antidepressant use longitudirtall-v

associated \\ ' i th conversion front ltnipolar depression to
brpalar iliness?
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Method

Patients
' l ' i t r :  

s tudv cohort  consist  ed of  74 pat ier l ts  hospi ta l ized for  uni ,
rrol;ir rnaior depression r'vho lvere initially assessed as inpatients
.'rrd lhen reassessed five tirnes over l5 years.'Io facilitate the as-
r:grunerli of inde-x hospi tal research diagnoses, ali patients under-
r\ ent structureci clinical interviews at index admission with the
Schedule lbr Affective Disorders and Schizophrenia (SADSj (13)
arrc l /or  the Schizophrenia State Inventorv ( ta) .  Al l  of  them met
r l ic  Rersearch Diagnost ic  Cr i ter ia (RDC) ( I5)  for  unipolar  depres-
siorr irnd Irad no prior history of rnania or hypomania at the tirne
irl the inclex hospitalization, and they subsequently were rediag-
r'.osetl as having unipolar depression according to DSN{-III crite-
r i r  bv a teanr of  senior  research psychologists and psychiatr is ts.
l he studl'group, which rryas assessed by means of a uniform pro-
iocol ,  comprised pat ients f rorn the Chicago Fol low-Up Study a
:nul t id isc ip l inar l , ,  ongoing fo l low-up program based at  the Uni-
',,ersity of lll inois College of Medicine, rvhich assesses naruralistic
tr-eatment, psychiatric symptoms, and psychosocial outconre in
r,rajor psy<;hopathol:gic disorders (16-19). The subiects at index
hos;;it;rlization rvere drawn from a general adult acute inpatient
,rnit thrt was represenrative of a large urban communiry. Written
,nt , .v11l1Ed consei) t  for  study part ic ipat ion was obtained f rom al l
s iu iv subjects at  index hospi ta l izat ion and at  each fo l low-up.

At  index hospi ta l izat ion,  the pat ients had a mean age of  23.0
'r e;rrs {SI)=3.8) and trn educatjon level of 13.6 years (SD=2.0). Sev-
rniv- tour pcrcent  ( t r . -=55) were whi te,  and 6lo lo (N=45) were fe-
i;rale. F'iftv subjects (68%) haci no psychiatric hospitalizations be-
iore rire index episode, and an additional 13 (18%) had only one
rrre l ' iorrs a ihnission.  

' [ 'en 
pat ients (14%) were psychot ic ( i .e. ,  had

signs of  delusious and/ t r r  hal l r rc inat ions) at  intake.  Fi fq.- f ive per-
.e i l t  (Nj=4 I  )  had a h js torv of  comcrbid substance abuse or  depen .

' . ler tce,  as t leterrn ined by c l in ical  interv iews at  index admission.
f arnily histories of psychiatric illness were assessed at the index
episode and at each follolv-up by using a famill, history interr.icw
,it'r,eloped by Pogue-Geile and Harrow (20).

I'rocedure

Sixty-seven (91%) of the 74 subjects were assessed at each of
tlre five successive follorv-ups, and the remaining seven were as-
sessed at four of the five follow-ups. All patients were assessed
ir'ilh stnrctured interviews (including the SADS) at each follow-
u1l, conducted by a rat ing team of approximately four research
l:sist: lnts rvho rt:r :e ivecl extensive training and experience in
. r r in r in is te r ing  the  fo l low-up pro toco l .  In  add i t ion ,  they  ha t l
rchicved adequate i l r terrater rel iabi l i ty on a related measure of
{), /err l l  functioning (2 1 ) ( intraclass correlat ion coeff icient=0.97)
;uril orr the assessmerlt of negative symptoms (intraclass correla-
iion coefficient=O.93). ]-he five successive foilow-ups occurred at
<r  r l c ;u l  o f  2 .0  years  (SD=1.9 ; ,4 .7  years  (SD=i .5 ) ,7 .8  years  (SD=
l 3), 10.8 years (SD=I.9), and 15.1 years (SD=2.4) after discharge,
. : ' . ,  i l l  approxinratcl l ,2 Vears, 5 years, 8 ] tears, l l  vears, and i5
' \  

t l J  f  5 .

( )utccme data at the J 5-year tbllow-up were available for ap-

;r'oximately 80% of a larger cohort of patients studied at the time
ofthe indexhospitaI episode. The 74 subjects in the current studv
group did not  d i iTer s igni l icant ly  f rom unipolar  depressed sub-

lects who nere evaluated at the index epis<-rde and then assessed
l t t  ( r le or  more of  the f i rs t  three fb l low-ups,  brr t  not  the 10-year or
I S-year follow,-up, tvith l espect to age a1 index hospitalization (t=

{)  u,{ ,  df=t}g,  p=0.10),  sex {12=1.13,  df=1.  p-0.0t1) ,  educat ion level
I  i . - -0.77,  d i .Bg,  p=0.44),  number of  pr ior"  hospi ta l izat ions ( t=0.26,

di..t)!), p..0.ti0), overall outcom.e at the first follorv-up (based on an
l i -noint  g iobal  funct ioning scale developed by Levenstein et  a l .

" l l  l r  ( t=,1.11,  df=82,  p=0 27),  rehospi ta l izat ion at  the f i rs t  fo l low-
,  n (brrsed on a 5-  point  scale developed bv Strauss and Carpenter
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[22])  ( t -1.72,  df=80,  p=0.09),  or  work funct ioning (based gn a 5-
point  standardized scale developed by Strauss and Carperrre i '

l22l )  l t=Q 55,  df=79,  p=0.s9,
lVe inade consensus ratings of manic or hypomanic episoties,

according to rhe RDC, by using SADS data for the year preceding
each follow-up in conjunction with related clinical material ob-
tained from each follow-up. Specifically, a patient lvas rated its
having had a clear hlpomanic episode if he or she had had at least
three manic symptoms as specified in the RDC, lasting for at leasr
4 ciays. The patient was rated as having had a full bipolar I manic
episode at follow-up if he or she met these criteria and also 1) ruas
hospitalizeci for a manic s-vndrome or 2) had marked impairment
in fulctior-ring as a consequence of manic s).rrnptoms. In addition,
all patients underwent a sernistructured interview to determine
whether they had experienced substantial periods of depression
or mania during the interval since the previous follorv-up or had
been c i iagnosed and/or  t reated bv their  psychiatr is ts as having
had either a hypomanic or iull manic syrdrome requiring phar-
macotlierapy with a mood stabilizer.

Statistical Analyses

Dichotomous variables were analyzed by chi-square tests. ilr'.
dei'ed categorical dependent variables were compared across t\\'r;
independent groups by using Wilcoxon-Mann-Whitney tests.
Survival analysis with Kaplan-NIeier estimates was used to exam-
ine the cumulative proportion of subjects who converted from a
unipolar to bipolar diagnosis during the study period. Compari-
sons of the medications taken by the subjects across follow-Lrp as-
sessments vrere made by using a mixed-effect logistic regression
model (23, 24). All statistical tesrs were two-tailed with an alpha
level of 0.05. Because five statistical comparisons are presented in
the results tbr factors associated n' i th development of r lania, a
Bonferroni-corrected alpha level of 0.01 (0.05/5) was caicr.r l i i ted
to adiust for simuitaneous inference.

Results

Development of Mania or Hypomanio

Bythet imeof  the 15-year fo l low-up,  atota lof  30 (41%)

of the 74 patients had experienced either a manic or h-i'
pLrna.nic episode. A full manic episode occurrec :i,.
(15%) of the 74 patienrs, while one or more distirrc, ::
pornanic episodes occurred for an additional 19 patic!11s
(26%). Among patients rvho met the criteria for polarity
conversion, based on data from the year preceding each
follor'r'-up, 20Vo (14 of 70) had one manic or hypomanic ep-
isode, i2% (nine of 75) had two rnanic or hypoman-ic epi-
sodes, 7% (five of 7f ) had three manic or hypomanic epi-
sodes, and 3olo (trvo of 67') had four manic or hypolnanic
episodes by the end of the l5-year follow-up period.

Figure 1 presents the Kaplan-Meier survival esti lnaies
for remaining unrpolar (i.e., no diagnosis of either lrartia
or hypomania) during the l5-year study period. Figure 2
depicts the Kaplan-Meier strrvival estimates for polarity

conversion to mania and hypomania as separate entities.
A crrmulative proportion of 45qo of subjects converted to
either mania or hypomania during the study perioC (Fig'

ure l). Within the study cLrhort, 19% had at least ol-rr' : l

manic episode, and2TTo had one or more hypomanir: r

sodes without ftrll mania (Figure 2).
We further sought to determine whether ftrll mania ano

hypomania occurred as independent phenomena cr \4rere
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f- IGUR[ ' f  .  Survival Analysis Showing Percentage of 74 Pa-
t ien ts  Wi th  Un ipo la r  Depress ion  a t  Index  Hosp i ta l i za t ion
Who Remained Un ipo la r  Over  15  Years
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more likeiy to arise in the same patient at different points
in time. Among the total of 30 patients who developed ei-
ther inania or hypomania, only five (17%) showed evi-
dence for bor.ft clinical entities at two or more separate fol-
lonr-up periods, while the remainder (25 patients, or 834./0)
crxp('rienccd either rnania or hypomarlia orzll across the
li ve fbliorv-up assessutents.

Apirroximately one-half (459/o) of the 1l patients who
had a full manic episode during the l5-,vear study also had
a h-vpornanic period during one or more of the five follow-
r-rp periods (N..5). Amongthe 24 patients who had a hy-
pomanic episode, a lower percentage (2lTo, f ive of 24)
'"vere among the group who also had a full manic episode
il irring th(r l1;-year study. Of the 19 patients who had hvpo-
nrania irlotre, nearly one-half (47a/o, nine of 19) met the
i-llj{ ior hypornania at two or more separate follorv-rrps.

Based on the survival anaiyses, the conditionai proba-
bilities of polaritv conversion to either hypomania or full
nrania during each follow-up interval (i.e., index admis-
sion to the first follow-up, f irst to second foliorv-up, sec-
ond to third follow-up, third to fourth follow-up, or fourth
to l lfth follow-up), given no polarity conversion before
ezrch respect ive in terval ,  were 0.08,  0.12,0.12,0.09,  and
0. i 5. For hvpornania conversions alone, the conditiorlal
probabil it ies for each of the preceding intervals were 0.05,
0.09, 0.0fi, 0.t)7, and 0.04. Iror full mania cronversions alone,
the conditional probabil it ies for each of these intervals
were 0.01J, 0.03, 0.04, 0.01, and 0.09. No substantial differ-
ences in conversion rates were observed atnong individual
t 'ollorv-up periods.

N atu rct I i sti c Ph a r m acothe ra py
'[ 'he 

use of antidepressant medications at one or more
iollow-rrps before any mania or hypomania was noted for
14 if i',\t) of the 30 of the patients who eventually revealed
a bipcrlar course and for | 4 82o/') of the 44 patients \vho re-
nrained unjpolar (X2=1.02, df=1, p=0.31). Antidepressant
use',rdth<.rut a mood stabilizer betbre conversion to bipo-
iirriry was observed in nine (357o) of 26 patients who ulti-
nlarel'., had a bipolar course, as compared to I I (2796) of .11
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FIGURE 2. Survival Analysis Showing Percentage ol 74 Pa-
t ien ts  w i th  Un ipo la r  Depress ion  a t  Index  Hosp i ta l i za t ion
Who Developed Mania or Hypomania Over 15 Years
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patients who never became manic or hypomanic (X2=0.46,

df=1, p=0.50). Manic or hypomanic episodes that were un-
ambigucusl l '  preceded by exposure to ant idepressant
medications i^,€re obserl'ed in four (20%) of the 20 evalr-i-
abie patients who sho'wed polarity conversions,

The patients who eventually met the criteria for mania

or h1'pomania rvere more likely to be taking a mood stab,i-

lizer (lithium, divalproex, andi or carbamazepine) at sclne

time during the follow-up period than were patients v\4io

did not slvitch polarity (X2=8.2+, df=1, p=0.004). Iio-r,'"cr';:r'
fewer than one-half of those who displayed signs of bilr-,-
laritt, received a mood stabil izer (4370, 13 of the 30 con-
verters) at any of the tive follow-up assessments.

We also compared pharrnacotherapy regimens for all

subjects during the year preceding each follow-up. At'tti-

depressant medications were being taken by nine (1 39i)
of the 68 subjects nith compiete ntedication data at t i le 2-
year follcrw-up, eight (11%) of the 72 evaluable subiects al

the S-year follow-up, l1 (15%) of the 74 subjects at the 8-
year follow-up, 18 (25%) of the 71 evaluable subiects at

the i1-year feil lorv-up, and 17 (25"h) of the 6B evaluable

sr-rbjects at the 15-vear follow-up. Neuroleptics were be-

ing taken by 10 (15%) of the 68 evaluable subjects at the 2-
year follow-up, l l  (15%) of the 72 evaluable subjects at

tiie 5-year follow-up, 12 (16%) of the 74 subjects at the B-
year follow-up, 14 (2frYo) of the 71 evaluable subieii '  . '

the l l -year  fo l low-up,  and 10 (15%) of  the 68 ev i r : ' : . '

subjects at the 15-year follow-up. The proportions oi s i.1,-
jects who were iakit lg a mood stabil izer (i.e., I i thium, di-

valproex, or carbamazepine) numerically rose steadilv

but did not differ significantiy, across the five follorv-ups:

five (7%) of the 68 evaiuable subjects at the 2-year fbliow-

up, six (8%) of the 72 evaluable subjects at the S-year fol-

low-up, seven (9%) of the 74 subjects at the B-year foilow-

up, l0 (14%) of the 74 subjects at the I l -year follorv-up,

and 12 (lB%) of the 64 evaluable subjects at the i5-year

follorv-uil.
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Viixcrl-cfTect lr igistic regresslon models indicated thal
:hcre r.;ere no sigrrif icant l inear effe(:ts of assessnrent t irne
rivcr t l- ie corrrse of fcllow-up on the use of each ol the pre-
ceil ing medication classes (fbr antidepressants: z=0.90, p-
0.l l ' i ;  frrr nerrroleptics'. z=-I.31, p=0.19; for mood stabil iz-
i";: i: :t=0. I 5, p=0.88).

F*ctors Associated With Development o! Mania
',4'r exarnined associatittns between several independent

i aritilries (chosen on the basis of tireir hypothesized clini-
r.al siglrif icance) and polarity statl is during the follow-up
period (sustained unipolarity versrrs hypomania versus fi,ril
;r iania). Arnong these variables, polarity conversion was
riignificantly assot:iated with thc presence of psychosis at
rl ' ,e inclcx depressive episode: B0% of the i0 init ially psy-
ilrr:liicaliy depressed patients showed signs of eventual bi-
r:,,..liarity (foul of I tl with hypomania onlv and an atlditional
;,..rr;i of l0 rvith full mania), as contrasted ltith l5 (239b) of
1{-re 64 init iallv nonpsychotic patients who became hy-

I-,oil lanic and ser.en (1196) who became fully manic tWil-
i 'oxon-  l lann-Whi tney t I -482.0,  p=C.003).  I r r  addi t ion,
,:1!Il()i l l i  the i i l  sr-rbjects nith cornplete data on family his-
tr;r ',, oi itifective illnes,s, a family history of bipolar disonier
i 'Lirs irr)DSlgrlif icartt l1, associatecl with eventr-rai inania or
i, ' ,/ l)orr,ania; tu,o (339/o) of the six patients lr, ith a posirrve
iulnilv his1ory became hypon.ranic and one ( i7%) of the sk
'necan.:e 

ltlly rnanic, lvhile anrong the,15 patients r,vithout a
iami ly  h is tory of  b ipolar  j l lness,  10 (227' )  became hy-
pomanic and five (119i') became fully manic (Wilcoxon-

llann- \iJtritne.v Il= I s7.5, p=0.058).

No significant associirt ions rvere <;bserred l>efir;eerr srrs-
ta i r :ed r . rn ipolar i ty  ve isus r :ventual  hvpornania versus
eventriai irrl l  mania arrcl ser, conrorbici substance abuse or
i - i . 'pendrnce,  or  erge at  f i rs i  episode of  rnood t i iscrc ler .
t; ight (2894) of the 29 rnen became hypomanic, tnd fcur
i l4'lo) lrecame t\-rliy manic, contrasted rvith I i (24%) o{ tirc
.{:) vdorren who became hypomanic and seven (16cz6J who
i ; i ir i l  nro fully i 'nanic ( Wilcoxon-Mann-Whitney U=655.5,
r r , , . { } . :18) .  ( innrp lete data on sul ls tance abuse cr  depen-
.-!ri i{rr ai inrlex hospitalization lvere avii i lable for 3B sub-

; . r '1s.  , rnrong t l re  2 i  pat ienls  r^ ' i th  corr ror 'b id sutbstance
lrir irse r-rr rJependence at inciex hospitalization, six (2914,]
irr:r:anre hvpomanic during follow-up and tnree (i49i,) be-

"'rtLiie ftrl ly rnanic, wheleas four (249'o) of the i7 paiients
w i tho t r t  : , ubs tance  abuse  o r  dependence  became l r y -
1:ornanic i lncl two (12'7,n) became fully manic (Wilcoxon-
l.; iarin-\\ ' lr i tnei'{)=-192.0, p=0.64). Complete data on age at
i irs[ ; if i i :cti ' . 'e episode were arrailable for 31 subjects. l- 'or
tl:,e 2l ' ' , ,,,hose lirst episade occurred before the age of 25
'r'c:r!, r;ix (22nii) becaste hypomanic during tbllolv-up arid
t;trr:c (11')6) becanre fr-rl lV manic, while none of fotir pa-
tir:nt:; whose initiai episode occurred at or after age 25 be-
l;atr]s i l?pomanic and two (50o/o) becarne fully manic)
i i,Vii t:o;rcr r ' N'lar rn- Wh itney tJ=39.0, p=0.31'|1.

' i26t+

Discussion

l-he findings in this youirg cohort of patients originally
hospi..alized fbr unipolar depression, followed five times
over l5 years, indicate that a relatively high cumulative pro-
portion (45olo) manifested signs of one or more manic or hy-
pornanic per iods at  sorne point  dur ing these l5 vea.rs.
These data suggest a sorner,r'hat higher incidence thao pre.
viousi r reporteci for the e1/entual clevelopment of mania r.ir'
hvpurnenia among patients who are originallv identified as
ha-,'ing depression. In fact, these findings may underesti-
maie the magnitude of polarit_v switches, since the ratiugs
v;ere based on systematic assessments of affective syn-
dronres for the I ),ear preceding each follow-up assessment,
cornbined with data or course of illness, treatrnents, and
niurative clinical rnaterial obtained over the 15-year period.
In corrirast to findings frc:n earlier studies (2, 7, 25), tlre r isl.
peiioii for developing mania may extend sornervhat lon;ri
than rhe first 5 years after an index episode of depressioir.

A relativeiy ioru switch rate (5.2% for bipolar I, 5.0% fcr bi-
poiar l l) r.r 'as reported arnong 381 init ially unipolai de-
plt:ssed patien'is followed over l0 years in the Nationa.l ln-
stitute of Mental Healtlr (NIMH) Collaborative Study on the
PsychoLrioiogy of Depiession (26). The present cohort dit'-
fered iiorn ihis p,rotip in that the rnajority of the current pa-
tients iB60/0) vuere flrst- or seccrnd-admission patients, malh-
of rvhom were in their early to mid 20s at index hospitaliza-
tion. lJy contrast, a smaller percentage of subjects r,vho e n-
tered the NI1VIH collaborative stud_v lvere under age 30, anci
a number ofdepressed subjects entered that cohort as out-
patients rather rhan inpatien';s. It is possible that depressed
paiirrirs at greater risk for conversior-r to bipolariw nay do
so ireiore a3;e 30 and ma''r be more severely ill (i.e., hospiuit-
ized, -;,;ith psychotic features). Indeed, Akiskal et al. (2?') ob'
serveri rllat an illness anset before age 25 years cairierl a
preJicrive value oi 69uiii lsensltiviqr 717o, specificiw 6Bo.i,) in
identi\, ing depressed ljatients with an eventual bipolar
outcome. ln the present stud.v, rvhile this age distinctiorr did
noi discriminate poiariry converters from nonconvertefs,
the sr:iall number of patients r,r'ith first episodes occurring
iater tiian zge 25 (lAc/c cf ttre cohort) may have prechiderl
cietec.ion of sucir age iifi'erenccs

Because the subjer:ts iii the crrrrent group included those
who were available for follo:l.ut:r assessments d.rroughr;ui
the 15.-year period, the iinclings may be less generalizauie
to young aduir paticnts'r,,r,'ho hecome lost to follow-Llp soiln
after i in init ial hospitalization for nrajor depression. Sil lce
no aFrparent decft:mental trenci was observed i;r pola;ity
conversiori i'ates dilring r-he iS-r/ear follow-up period, it is
possihle: that the iong-term risk for polarity conversion
rvouid diffel in a more lieterogeneous (or initiall'y less se-
vereli' illj group of depressed palients. It is also likely t!s1
even in the earlv 1980s, hospitalization could have be el-l
vieweci as a proxy for severity'in patients with depressioir,
makirrg the current f indings rnost pertinef,It to patir ',.rt-
witfr niore severe initial forms of maior deDression.
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Isipolar II disorder has been hypothesized to differ from
bipolar I disorder as a separate nosologic entity with unique
fanrily gene tics and a iow probabilit.T of progression to bi-
polar i nrania (26).' l 'he current f inding:r support this rrieq
inasnruch as the majority of patients who developed hypo-
inania during the follow-up period did not also demon-
strate full mania. The rate of conversion to hypomania in
the present stucly (27olo at 15 years) is higher than that re-
po rted in an 1 1 -year foilor,r'- up study of initially unipolar
tlelrressed patients 8.6" ) (27) although as noted previ-
olr)lv, the lower rate of conversiorr to either mania or hypo-
rnania in the NIMFI collaborative study cohort may reflect a
l-.igher rnean cohort age at study entry In the current study,
no significant differences between converters to hlpoma-
niir v'ersus rnania were identified in any of the independent
varrablt:s tested fol their association with polarity change.

Although the diagnostic reliabil i ty of bipolar I l disorder
lias historically been a subject of some debate, the l itera-
i i ire has suggesred that high interrater reliabil iry rnay be
achicved for  hypomanic episodes thrcugh the use of
strtrctured interviews by expeiir:nced clinical raters (28,

29). the present findings affirm [hese observations. More-
over. nearly one-half of the patients identified with bipolar
II disorder at follow-up met the RDC for hypomania on
trv(r or more separate occasions, lending further support
to 1hc' presence of a bipolar diathesis. While hypornania
inay pose a diagnostir: challenge and corrid in theory be
both under- and overrated bv sorne clinicians, the use of
slrirctured clinical irtterviews (such as the SADS) by expe-
rierrce d clinical raters in the present study rnay signifi-
cantly help to minimize this potential.

'i'l.re 
current findings are strongly consistent with prior

observations that psychosis in yor:ng depressed patients is
:,rs:ociated rvith the cventual developrnent of mania or hy-
rlornarlia. Prel'ious studies atternptiilg to identify risk fac-
ior : , i  associated wi th t rn ipolar- to-b ipolar  convers ion,  or
tirc stabil ity of polarity distinctions betvveen unipolar and
bipoiar  d isorder ,  have shown that  n)ania is  common
arnong patients with sudden onset (8, 26), early onset (6,

26), psychosis (8, 25), and psychomotor retardation (6, B).
Iramilial mania has been linked with bipolarity in some
stuclies (6, 26, 30) but not nthers (3), tvhiie muiti lr le prior
episodes have been associatec l  rv i th  evcntr ia l  polar i ty
';lyiiches by some investigators (3) but nct others (26).

ln the present cohort, evidence for antidepressant-in-
duced mania was al)parent in 209'0 of the individuals who
becanre manic or hypomanic, and polarity convelsions
wcre ,rot nrore l ikelt, to occur in association with antide-
'Jrt.ssil l tt use (whe{lter or not in coniunction with a mood
st atril izer) than spontaneousl-y. E,lsev.,here, antideplessant
,.rsf has beerl reported to induce mania in approximateiy
on('. third of patients rvith known bitr-."1ur rl lness (3i, 32),
alt lrough less is known about the indr-iction of mania in
deprcssed patients without an existing history of demon-
strated bipolar illness. For exarnpie, Bunney (33) reported
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an approximate 9.5% risk for cycling induced by tricyclir:
antidepressants or rnonoamine oxidase inhibitors among
previously "nonbipolar" depressed patients, although es-
timates based on the use of serotonin reuptake inhibitors
or other ne,,\,er-generation antidepressants have not been
w'ell establisheci. Similarly, lithium has been reported to
confer sorne degree of protection against mania induced
by tricyclic antidepressants (34, 35), but more extensive
data aie needed on the protective value of l i thiurr' '  r::, ;

other i lood stabil izers in depressed patients with lri l :,; , .

for eventual conversion to bipolarity. Few subjects in tir:
current study had taken mood stabilizers before or with
antidepressants, limiting the ability to estimate the effect
of prophylactic mood stabilizers on mania otherwise pre-
ceded by antidepressant use.

Stoll and coileagues (36) found that antidepressant-as-
sociated manic episodes were mi lder  and shor ter  than
sl lontaneous manic episodes among inpat ients rv i th
knolvn bipolar disorder or schizoaffective disorder, l:ipo-
lar qvpe. Ihese authors observed that antidepressarll-as'
sociated m'ania mav be a clinical entity Cistinct from spott-
taneous mania. In this regard, current treatment practice
guirielirres {37) do not uniformly advise the use of mood
stabil izeiis for instances in which mania or hypornania
arises solely in the context of recent antidepressant expo-
sure,  especia l l l '  u /5a.  ant idepressant  d iscont int :  : ,  :  ' '

alcne ameliorates i l lanic or hypomanic symptom:. .
present cohort, the relatively small number of ntat:, , 1
hypomanic episodes clearly preceded by antidepressani
exposure precluded a meaningful comparison of ciinical
characteristics that might differentiate spontaneous from
medication-associated affective cycling. Further studies
are needed to clarify risk factors for antidepressant-asso-
ciated mania.

'fhe current data supuort recent obsen'ations that a siz-
able mirrority of depressed patients are l ikely to demon-
straie arr eventual bipolar course, but clinicians may not
reguiarly init iate rnood stabil izer pharmacotherapy for
them (12). The data strongiy support the view that late-ad-

olescent and yourig adrrlt patients hospitalized for psy-

chotic dspression, potentially with a family history of bi-
polar i l lness, carry a high risk for developing signs r,rf
bipolar disoider rvithin at least the first l5 years after ar"t
index episode of depression, with a remarkabiy higir pr:'

centage r-'f these psychotically depressed individuais cit'1,,-

onstrating signs of mania or hypomania at one or moie

subsequent time periods.
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