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Bcckgrcund: This is the l irst prospecrive longitutl inal
slud)'. to t>ur l inorvledge, of the natural history, of the
u 'eek l ) '  s y r l p ton ra t i c  s ta tus  o f  b i po la r  l l  c l i so rde r
(t-]f,, i l).

Melhods: Weekl,r ' alleciir e svrnptorn sratus lating,s {or
86 patients rvith l lP-l l w'ere based ou intervieu,s crou-
<lucteri at 6- or l2-rlonth intervals cluring a rnean of 13.4
\.cars tlf prospeclivc bllorv-up. Percentalle of rveeks at
eacir svmptorn scvrritv leve I ancl the numbcr <lf shifts in
svmptolr status ancl polaritv were examined. Predictilrs
ol clrronicitr. '  lor BP-ll were evaluated using nelv chro-
nicin' measures. ("hronicit l '  was also anal1.'zed in rela-
tion lo the prercentage ol' lbllou'-r-rp rvee l<s lvith dil ' l 'erent
t \ ,ues ( ) [  sonrat ic  t featn lent .

Resultr: P;rtients w'ith IIP-ll \rrere svmlrtonratic 53.9%
of all {oilor.v-up wecks: depressive svmptoms (50.3% ol
q,ee ks) dorninatccl the corirsc over hypomanic (l.]no of
u'eeks) and cyclindrnixed (2.3% o[ weeks) symptorns.
Subsr.ndronral, rninor depressive, and hypomanic sy'mp-

toms combined rvere J tirnes rnore comrnon than rntrjor
clepress.ive s.y-mptolrs. I-onger ir.rtake episocles, a lanrilv
histtrry of aftbcrive disorders. and poor previous sociirl
lirnctioning prerdicted greater chronicit,v. [trescribed so-
rnatic treatment dicl not con'elate significantlv u'ith s1'-mp-
torn chronicit.y. Patients vvith BP-lI oi briel '(2-6 days) vs
longer (=7 days) hypomanias were not signif icantl l,di{ '
rerent on any tneasure.

Goncluslons: The lorrgituclinal sprrptomatic course of
BP-II is chronic ar.rd is dominated by clepressive rather
than hypomanic o r cyc ling/mixecl synrptorlls. S)'mp tu t't t
severity lluctuates liecluently rvithin the same paticnt rrve r
tirne. involving primarily' syrl lptoms ol'rninor and sub-
syndromal severity. L..ongitrrdinarlly, BP-ll is exprcssccl as
a dirnensional i l lness invr>lving the full severit,v range crI
de;rressive and hypoman ic svmpt.orns. I{lpourani a r:r I l ong
or short duration in BI']- l l  seems to be part of the same
diserase procc:ss.
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wAr,t) HI,,cKI,:n (1898)r lvas
one cl l  the f irst t tr  describe
rryhat is norv diagnoscd as bj-
po la r  I l  d isorc le r  (BP- l l ) , r

r : r n p h a s i : i n g  i t s  c h r o n i c ,
11 u ct uati n g, ambulat c.rrt' coLl rse character-
izecl b,v depresslons with occasional hy-
porrranic  pcr iods.  Latcr ,  Kracpcl in '  de-
scrlbecl hlpomanic episodes in the course:
ol manic-depressive illness, and Dunner
ct al ' dt'scribeti a spccific coursc patti]n1
in which hlpornanic episodes u,ere inter-
spersecl rl,'ith major depressive episodes
(MDEs). Otheru'ise, clescriptions of h,v-
pomania are sp:rlse in the l itelature . They
are largely based on cross-sectiorlal stud-
ies and locus on dnration,5 seasona] oc-
currence.(' clepressive ad rnixtures,T'8 or po-
larity shi{rs jn relation to antidepressant
drug ther:apy.') A r,ariet,v ol 'descriptions
cl.raracterizing BP-ll have reporled both
conrrnonalties and cii[[erences among RP-
ll, BP-I, and unipolar major cieplessive dis-

ordcrs (MDDs).rttrt' Previous studies on the
course oIBP-ll have concentrated prinrar-
i ly on the prevalence and nature of svn-
drornal MDEs and hy'prornanic episodcs
Werr  r ' t  a l readl . '  demonstrated that  dt '
tailed analysis of the full range oi allec-
tive syrnptorn severity and polarity pre-
sents a more:  complete p ic ture o[  t l re
krng-terrn sy'mptomadc structure of mooci
disorders. We2r'25 fcrunci that unipolar dis-
olders and bipolar disorders (BP-l) are
both expressed,  over  t ime,  as d imcn-
sional i l lnesses featttrit.tg the fnll rangc
(sllectrr"rnr ) oIirffcctir,c s) nlpt(]l l l  s\ 'v('r it\
ancl polarity and that subsyndromal atrcl
syndromal affe.ctive s)'rnptonrs fh.lctu?rtc
[ r 'equcrr r ly '  wi th i r r  thc samc l )at icn l .

\\re report lrerein the rveeklv svnrp-
torrratic analysis etl a cohort o[patients rvit]r
BP-Il {bll orved prospectively, natr-rralist i -

callr', and s)'stematicall,v for up to 20;,ears
in the Nat ional  Inst i tu te o lMenta l  Heal th
Collaborati.v e l)e pressi on S tucl,v ( C DS) . r'' :i
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Tahle 1. Demographic and Clinical Gharacterisliss
of 86 CDS Patienls With Bipolar ll Disorder ai Inlake*

Age. mean t SD (range), y
Fenrale. No. (%)
Education, No. (%)

High school or less
College or more

Marilal status. No (%)
Marriediliving together
SeparatedidivorcedAvidowed
Never married

Total No. 0f liletime afieclive epis0des
(including intake episode), No. (0/o)

1 ( lnrake episode)
? - ?

4-  10
:, '1 0

Age at onset 0i tirst litetims afie0tive
eprsode. mean r SD irange), y

Early onset 0f f|lst litetime aftective
episode (age *20 y), No. (%)

Severity ol intake epi$ode (worst week
pri0r t0 intake, Gl0bal Assessment 0l
Severity score), mean r S0 (range)

inpatieflt status (intake), N0. (%)
P0larity 0t affective episode belore

innke.  No.  (%)
uepressrve ux 0nry
Hypomanra Dx only
Cycling/mixed Dxt

P0larity 0f entire inlake episode, No. (%)
Depressivs Dx
Manic Dx only
Cyclingimixed Dxt

All tollow-up vveeks, mean t SD
(range)+

Weeks {median = 884)
Years (median = 17.0)

Folloyj-up weeks rvith Psychiatric Status
Rating scale scores 01 "laif' 0r better
accuracy, mean t SD {range)N

Weeks {rnedian = 832)
Years tmedian = 16.0)

Follol-up with Psychiatric Slalus Roting
scale scores of "lair' or better
accuracy. No. (%)t

1 5-20. y
10-<  15 ,  y
5,--. 10, y
2- .<5 ,y

54 (62.8)

48 {55.8)
0

38 {44.2)

34 (3e.5)
0

52 {60.5)

745.8 * 318.8 {104-1040)
14.3 t 6.1 {2-20)

694.2 + 308.9 (104-1040)
13.4 t 5.9 (2-20)

53 (6r.6)
12  {14 .0}
5 (5.8)

16  {18 .6}

36.2 * 13.4 (18-76)
54 {62.8)

40 (46.5)
46 (53.5)

40 (46.5)
22 {25-S}
24127"9t

4 {4.7)
17  {19 .8)
31 (36.0)
34 (39.5)

20,9 t 9.6 (1-64)

c  I  t cY.J l

36.6 * 9.8 {5-61}

Abbreviat ions: CDS. Collab0rative Depression Study; Dx. diagnosis.
i'Patient$ in the Nati0nal Institute 0l l\4ental Health CDS vuere inciuded in

the ana,Vses i{1hey had a history 0l Research Diagnostic Criteria (RDC)
hypomania and def'ressi0n (HDC major, minor. intermittent, or ciysthyrnic
depressive disorder; as of intake: no hist0ry of RDC mania, schizophrenia, or
schizoal{ect ive diso[der as 0{ Intake or during lol low-up; and at least 104
weeks (2 y€ars) ol v,/eekly Psychiatric Status Rating scale scores with "very
ttood. " good, '  or "fair" accuracy.

fCvcl ing/rnrxed diagnosis is based 0n the occurrence o{ hypomania plus
depressi0n (maj0r. min0r. 0r intermlt ient depression 0r dysthymia) in either
cycl ing or mixed alfect ive patterns during the intake episode.

lAnalyses are hrased on Longitudinal lntervielr Follow-up Evaluation (LIFE)
and LIFE-l l  intervie\/s c0nducted at 6-month intervals during the f irst 5 y€ars
0f 10l low-up pius Slreamlined Longitudinal lnterval C0ntinuation Evaluati0n
inl0rvre\ir c0vering 1 -year intervals during years 6 10 20 of lollow-up. Weekly
alleclrve synrptoms stalus based 0n Catch-Up Form intervievJ covering
gieater than f- i iear gaps in patienl c0ntact during fol lo|-up years 3 to 5 was
excluded {r0rn the analyses and ls part 0{ the 6.1 96 of lveeks with missing
datd. G,lps in patlent contact requifing Catch-Up Form interviews occurred
dunnq th0 period betore the CDS protocOl was extended past 2 years 0f
fol lotv-un.
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Tu,o nerv lneasures ol'clrronicity previousil. clescribed in
BP-[]5 rvere evaluatecl for BP-tl: ( i) t]re rotal percenrage
o[ krl lon,-up weel<s during whic:h patients exJrerienc:eci
the ftill s;'r'rdromal level of major depression and (2) the
tcltal percentage c]f fclllow-up weeks cluring rvhich pa-
iients experiencecl any aili'ctive symprorns, regardlcss L)l'
severit,v lcvel.

Controversy ex is ts  abour the durat ion o[ ' ] r1 ,pc-r -
manic episodes necessary for the diagnosis of BP,tl. Fclr
exarnple. lhe Researc]r Diagnt>sric Criteria (RDC))ts di-
vicles BP-tl into cir:finite vs probable categories basecl on
the duratit>n of l.rvpornarric episocles (=7 days is defi-
nite ancl 2-6 cla,vs is probable). "Ihe RDC ancl DSM-IV':
duration criteria were not established empiricallv br-rt
rather by consensus. To clcvelop data on this issue. the
BP-ll cohort rvas subdivided into patielrts wirh short (2-(r
days) vs longer (>7 days) hypornania, and these groups
lvere cornl)ared on all variables.

The anah-sis srunple of 86 patients u'ith BP-ll entert-d the C.DS
frorn I978 through I9Ul, at l  o[5 academic health ccntrrs ( |  t  ]
Ivlassacl-rusctts (jcneral Hospital ancl Hanarcl N4eclie al School.
Boston; [2] Rush-I'resbvterian-5t Luke's Ivledical Cente r, Chl-
cago, lll; [3] L)niversity o[lorva College ol lv{edicine. lorua Cit1.;
J4l Nevv York State Psychiatr ic lnst i tute and Colurnbia Uni,
versit l ' ,  Ncw Yorl<; and [5] Washington l- ]nivcrsit ] '  School ol '
lv lcdicine. St Louis, Mo) dyslng an ef lcct ive cpisocle.r")t  l ta-
tie nts hird e xperiencecl N,tDL:s and hyponanic episodes as of in-
take withont any evidence, at intilke or during follorv-up. o[
nania. schizophrenia, or schizoaft'ective disorder. The diagnt:-
sis of BP-ll was based on the Sclrcdulc for Allectivc Dixtrrlcrs Ln,i
Schi:oplverticfe using the RDC.rs Of 86 patients, 69 u,cre lti)i
BP-l l .  dcf inite (hypornania for =7 days), and I7 werc l{DC Dl-
ll, probable (h1pt-rmania for 2-6 da,vs) disorder. Patients u',rrc
rvirite (t'his',vas a crite rion bccausc ger-retic hvpothcses u'cre bcing
tested), spokc English, l'rad an l() score of at least 70. and hecl
no evidence of an organic mental disorder or Le rminal me'dical
illness. All. patienls gave informed consent at the 5 rrcaclenric
sites at n'hich the lbllorv-up data *'ere gathered. Denrographic
ancl clinical charactcristics of thc analysis sample arc 5ulnma-
rizecl in Toble l.

FOLLOW-L]P PROC EDLIITES

Trained raters intervie rvecl Daticlrts evcrv b months for the lirst
5 y,cars o[folkrrv-up, anci yezirl;, thrrcafter (ongoing). nsrngvana-
tions of the l'ongitudinaI luten'al l"ollon-up Evaluatirx. (1.-[IrLr). ]')

P;rtient inttlvicws were the prirnan. infbrlnation sourcc for I-IFE
d;rta, q,ith chronological nrcmor)' prompts used to obrain in-
{urmation or-r changcs in rvcrkly syrnptorn sevcrity ft>r all nrood
rrnd olher rncntal disorclers. lnten'icws were supple mented b1,
cletai led revie."r '  of avai l .able rncdica[. researc]r.  or other rt ' i -
ords. and all intbrmation was ilrteglated intn a rvceklv svrnp
torn scve ritt, raling fbr cach affcctive ancl nonafl-ectivc psychi
atric disordr.r. \\icekly svlnptom rntings we re rnade uslng Li{'il:
Psychiatric Status Rating (PSR) scales. rvhich are anchorcd to
cliagnostic thresholds for RDC mood clisordcrs. The C.DS rat-
ers reguiarly undtrlgo rigorons trarning and nronitoring, resull-
ing in high intraclass correlation cocfficients (lCCs) fbr rating
chirnges in syrnptt-rms ( lCC=0.92). recrovcry lrom cpisocles
( lCC=(r .95) ,  i rnd  subsequent  reappear i rnce  o f  synrp toms
( ICC=O,BB)  ' J

PATIENTS
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-I'i-re 
trilined inten,icrvers syste matically ratcd the aeci.r-

r:rtv o[ the PSIi data oblainccl from each inten'ir:w by' usrng a
5-point l-rke rt scale. 

'f 
hr or.e r:ll1 ritinll rvas brtscd on the qual-

i1\ '  ol  thc patient 's rccal l .  t l tc rntcrnal c() l ls istcrrc), o[ inforrna-
t ion provit lccl.  anci an1'cvidence of clcnial or cl isrortkrn due to
illtrt:ss status. I[:r patient is se'rrerely dcprcssed or ps1,cl-rotic ilr
tht scheclulccl tirne o[ follorv-up. the inreniew is gcnerzrlll, re-
schrrlulrcl O[ tirc 1503 rating fornrs available for rhe anah'sis
sanrpic- l l .7') ir  n,erc ra(ed "cxcel lent," 58.8.) i)  "good," 17.594
' ' iarr. '  i \ .7' l i r  " l)oor." and 0.3'7i,  -vcr\/  poor'  in tel ms o[ i iccurac] '
ol the ucekly IISR inforrnation. There ]vas no signifir:ant di[-
[cre nct he l\\;een accuracv raiir]gs for intcn,ic,uvs iondirctecl at
6-nronth intrrr. ' r ls (+6.491, o[ forn-rs) vs l-year inte rvals (54.6%
ol irrrnrs. l  ( \ \ ' i lcoxon ranh snm lest Z-=0. l0; P=.77). Spccif ic
iol lo*-up rrccks rvcrc cxcluded lrom thc analyscs because oI
po(lr ()r Vcr), poor irccur?lc), rat ings ( ]  L)ot, of we cks) or lnissing
data (6. l( i i  o[ rvecks). Orving to frerluent changes in symptorn
status, i l  rvas consiclercd inappropriate to inrpute i l lness slatus
c|"rring pcriocls o[ inaccur;rtc or nissing data.'l'ho 

prrtcnrial anal1,sis sarnplc consisted of 89 patients .'r,ith

lil'-lI rl'ho rrcrc follorvccl [c,r up to 20 ),cars. Beclruse thc present
stui l1 l i rcust ' t1 on krng-tcrnr course. I  paticnt ( l . lo/o) u, i th lcss
I ha n 2 r'ca rs uf rvce kli, I'SII d ata rvith fair o r l)c tter itccuraey \\,e$
rliminatcd lrtxn thc analvscs. In addition. to make [hc sirrnplc
consislcnt r.r,ith thc D.SI4-IVdelinition of LIP-ll.'/ 2 pntienrs (2.2oi;)
n'ito had no,er cxpericnced a full \{l)E rvcre also ornittcd, leav-
ing tltr paticnts with IIP-ll in thc linal anali'sis sanple.

CI...1SS I F IC ATION OIT WETIITI,Y SY]\,l PTOM STAT'US
(SEVERITY AND POT.ARITY)

i\{r'Lhods'r rcporir'ri previor,r:l,v rve rc usecl t.l assign each lr,ecklv
rrlfectir,.c sr urptom scvcritr'lcvcl. Levels'"r,erc basedon the 6-point
l 'Sl i  sr:r i l t '  for rniqor depr.-ssron plus the 3-point l tSl l  scalc {br
ratLng nrinor clt'1;ression/dy'sth,vrnia. hlpomania, DStrI-iIl rtvpi-
cai r1e prcrsion. D.tN{-IJI adjustme nt disorcler lvi th depr-essccl
mootl, rurci ItDC cyclothvntic personality. l\ffective symplom
scvcrin'  lcr. ' ls arc anchc'rrccl to the diagnostic thresholds [or al l
; r { fec t iVc  < :onr l i t ions .  inc l r . rd ing  \ { i ) l : .  n r rnor  d r 'p ress ive /
dysthlrrrir: disorder, iaild h)'ponrnnia, but weekl.v levels rverc as-
signed rcglrcl less o{ n,hcthcr the paticnt rvas in an RDC-
dclined eprsodc. :\ilectivc svnrptons bclorv the thresi-rolds o[
thcsc llDC disorcle rs il'ere classifiecl irs suitsyndromal cle pres-
sion rlr:ubstndronral h\-porrrrlnia. Wet:ks wit.h no allectii'c sl'rnn-
lrlnr5 $'crc classi{lcd as as}'rnptomatic. Wcelis rvith alfectivc
srvrl lpt()ms wtrc thrn catfgorized into lcvcls of purc clcpres-
sion (no hvpomania ) or l)ure hypornania (no depression) or a
corn bi nati rrn o[ hvponr anic antl cle pressive symptorrrs (c,v*clrng/
rnixcd affcctivr sympt.onrs). Weelis rvith prominent psvchotic
s\-nlpt()llls \.r,crc coLrntecl bascd on a PSRscor-e of 6 on thc 6-point
IrSIt si.ale for N1DE.

CI-ASSIFICATION OF WEEKLY
SON'IATIC TREA'I'I\,'ENT

-l 
ht CD5 is tleslgncd as a naturalistic follow,up studl'; sonratit:

trc:: l r  Incn ts *,c'r .c presc r ibed natur:r l istrcal ly rt  t 'ach o[ t  hc 5 :rca-
t lemic d;rt .r  <:ol lect ion sites. The CDS is not an experirnentrt l ly
control lci l  l realment stucl l ' ,  al thougll  u'eckly trcatments rc-
criv<i rvcrc recorded svstenraticallv by the inten,ieners. Itror
irnalvsjs. * 'eckly trcr;rt lnel l ts received \>eerc assigned to 3 cat-
cgorics: an tl(icpressants (eg, inri.prarnine lrvdrocirloricle, nrrlnc>
atn ttt c or itlrtst' i nhi bito rs. fl uo-xetine hvd roc h loride, sertra li nc
h1 d rochloricie. bu1:lrt ' rpion hydrochloLiclc. and elect roconvul-
sivr: thrrapr' .1. rnoocl stabi lrzers (rg, l i thium rarbonatc, carba-
mazcpir.re. De1:akcrte lAbbott l . .aboralorics lnc, Abbott I 'ar k, l l l ] ,
and electroconr'rrlsive therapy)" and antipsychotics (tqrical and
atr. 'pic;r l) .
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STA'IISTIC:\L ANALYSES

Ft.rlltrlv-up wetrks spent :rt the differen( svn]ptorn stat.us .at,
cgories '"vere ctlmputed tor each patient rs percentirges of the
total number of lbllorv-up rveeks rvith PSR rarings o{ Iair or
better accuracv. fotal and average yearlv numllr:rs of changes
in symplom status criltegories and shift-s in symptom polarit)
\ ' ! 'ere also computed pel patient. C<.rurse chronir: i t l '  u 'as
dcfint'd in 2 v"als: ( I ) thc total percelltage of lblkx.r-up lvccks
spcnt with s\/nptonb at the full syndromal N1DE levcl and (2)
the tot:rl percentase o[ follo*-up rvceks spent with anl, alfec-
tive s)'lnptoms (ani' levt:l other than the asynrptornatic status.).
In additiorLr. the perccntages of follorv-up n'eeks u'ith symp-
tons in the clepressivc specl-rum only. rhe manic spcctrun
only, or both thc cicprcssive and thc manic spectruln \r,crc
conrl:uted. These pe rccnt2ri les were also correlatc'd rvith per-
centagcs c.rf lbllorv-up rveeks during rvhicir parients \l'cn pre-
scribed dn.y somatic treurtrnent (anl iclcprcssant. nroocl stabi-
l i z e  r ,  o r  n n t i p s v c l r o t i c  a g e n t s ) ,  a  c o m b i n a t i o n  o f  s o m c
irntidepressant and sornc rnoocl stabilizer, solne anlidrprcssant
rvithout anv rnood stabilizer, or some rnoocl stilbilizer rvithout
an\'' antidcpressant.

Thc analy,sis sanrple was sr.rbdividcd into patient-s with BP-ll
ancl hl pomania o[ short (2-6 cla,vs) vs longer (>7 days) dura-
tion lvho \.vere compared on all rncasures evaluatecl ln this in-
vestigxtion. Subgroups of patients rvith BP-II were als.'r ana-
lyzecl basecl on potential predlctors of chronicity previt-ruslv
idcnti l iccl in the BP-I and BP-l i  l i teraturc: age,I agc at onset of
the first lifetirnr allc'crive episodc.ir number of li{ct.imc a{Iec-
tive cpisocles,sr poor social lunctioning in the 5 yr:ars beforc
intake.:rr famil,v histor,v of alTective clisorde r,i2 alcoholisrn,rr and
f.he duration,ra polarit,v,Jl'r5 and presenc€ of psvchotic fuaturcs
in the int:rke episocle.3o Although not prcviousiy idenrilied as
robust predictors of chronicit l ,  in BP-l l ,  wc also exarnincd sex.
severity'of the intirke episode. coxrorbicl drug use disorders, antl
conror'bid anxiety disorders. Group comp.rarisons vverc tnadt-,
as appropriate, using analvsis of var'lance, Xr tesls, Fisher ex-
act tests. or Wilcoxon rzrnk surn lests. r\ 2-lailcd 61 |L'vsl 1r[ p = .05
rvas usr:d to define statistical signilicancc. Where apprrtpri.rtr.
daia are qiven as mtrantSl).

SYIUPTON{ STATUS DT]RING
T}lE COURSE Of ILLNESS

Patients were sylnptomatically iil during more than half
of the lollow-up \! 'eeks (53.9% t 32.996; median, 56.0ori ')
a n d  a s y m p t o m a t i c  t h e  r e m a i n d e r  o f  f o i l o i . r .  - n 1 .
(16.lotot32.t)%; rneciian, 44.Ooio). Weeks when l),t l ie nI-
were symptor.ratic in clucled I i.7 % t I 6. Soro (rledi an. 9. ()(io )
o[ weeks with subsyndromaI affective syrrptoms be-
neath the thresholcl of hypourar-ria or minor depressiott,
25.2% r 2 2.4% (mecli an, 20.5%) o[ lveeks with minor clc-
pfession/dysthymia or  h,vpornanic s l ,mptorns.  a l ld
ll.0%t l6.4o16 (rnedian, 7.5ort') oI u'eeks at the svndro-
rrral rhreshr:ld oIN{DE. The 5 CDS acadenlic health cen-
ters clid not differ significzrntly in the meatr ltercentage
of ."veeks patients with BP-ll sperlt wjth a{tLctive svmp-
torns or  in  the asymptomat ic  s tate (F+.sr=2.21;  P=.0{3) .
although patients in Nerv York, NY. and St Louis. N4o.
tended [o be symptomatic cluring [cwer lbl]ow-up \veeks
G8.7otu*26.4% and 39.8% *29.1oi6, respectivel.v) than pa-
tients in Boslon. N1ass (60.0% t32.6oh),lowa C.it;-, Ioiva
(57.1%t38.7o16),  or  Chiczrgo,  l l l  (64.4% *Z9.3oro) .
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Taile 2. Follow-up Weeks $penl at $Becific Atfective
Symplom Severig Levels 0ivided [y Potarity Ouring
Long-lerm Follow-up ol86 GDS Patiens With Bipolar ll
Disorderk

Follow-up Weeks, Yof

Sevefily Leysl Mean t S0 median Fange

Asympt0matic {n0 depressi0n 46.1 r 32,9 44.0 0-100
or hypomania)

Pure depression (no hypomania) 50.3 t 32.3 51 .0 0-t 00
Pure subsyndromal depression 13.9 r 15.5 8.0 0-77
Pur€ minor depression/ 23.5 t22.4 19 0 0-94

dysthymia threshold
Pure major depre$sion threshold 12.9 t 16.4 7.5 0-85

Pure hypomania (no depressi0n) 1.3 r 4.3 0 0-29
Puresubsyndr0malhyp0mania  0 .4 t14  0  0 -g
Pure nypomania threshold 0.9 r 3.1 0 0-20

Cyclinglmixed aifective symptomsf 2.3 t 7.4 0 0-62

Taile 3. Gharacterislics of Aflerliye Symptom thtus
and Polarity During Long-term F0llow-up
0t 86 CDS Patients With Eipolar ll Disorder*

Charadsristlr Ualue
Per patient No. of changes

in symplom status,
nrean r SD (median) frange]f

During all ol tollou,-up
Pef year

Per patient No. 0f changss in polarity,
mean r SD (median) [range]*

During all of follow-up
Per year

No (%) of patients with
=1 wk asymptomatic
;-1 wk in depression speftrum

{maiot minor, or subsyndromal)
> 1 wk at all 3 depressive

symptom levels
>1 rvk in manic spectrum

(Epomania or subsyndromal
hypomania)

-1 wk at both hypomanic
symptom levels

'-l wk of cyclindmixed polarity

42.5 t 41.0 {34,5} [1-266]
3.8 * 4.6 (2-6) [0.2-36.51

13.1 * 28.6 (2.0) [0-1 971
1.3 t 3.9 (0.2) [e32]

76 {88.4)
e5 {s8.8)

6e (80.2)

39 (45.3)

1e (22.1 )

27 (31.4\

Abbreviat ion: CDS, Collaborative Depressi0n Study.
'lPatienls rn the Natirinal Institute 0l Mental Health CDS were included in

lhe analyses iflhev had a history of Research Diagn0slic Criteria (RDC)
hypomania and depressi0n (RDC maior, minor, intermittent, 0r dysthymic
depressive disorder) as of intake: no history 0t RDC mania. schizophrenia, or
s0hizoaf{ectivB dis0rder as 0{ intake or during follow-up; and at least 104
weeks (2 years) of weekly Psychiatrrc Status Rating scale scores with "very
0001j, "000d,'  or " lair" accurac,.

tAnalyscs are based 0n L0ngiludinal Intervielv Follour-up Evaluatr0n and
LiFE'l l  intervre,rs c0nducted at 6-m0nth intervals during the f irst 5 years 0{
iol lov.r-up plus Streanl l ined Longitudinal Interval c0ntrnuati0n Evaluati0n
rntervielrrs covering 1-year intervals during years 6 to 20 of fol lour-up.
\t{eekly aflective symptom status based on Catch-Up Form interviews
c0veing greater than 1-year gaps in fratient contact during follolv-up years 3
L0 5 u/a$ BXclude(j lrOm the analyses and is pafi 0l the 6.1% ol weeks with
mrssing data. Gaps in palient contact requiring Catch-Up Form interviev'rs
occurred during the period bef0re thB CDS protocol was extended past 2
years of lolloi,v-up.

iweeks \ilith cycling/missed affect reached levels 0f major depressive
di$order an average ol 0.1 % of follour-up weeks: minor depressive disorder,
dyslhyrnia, or hypomania an average 0{ 0.8% of loll0',v-up weeks: and
subsyndromal levels of depression or hypomania an average 0f 1.4% 0f
lol low-up 'reeks.

Patier.rts experienced approximately 39 times more
depressive svmplorns (50.3% of al l  { i r lk:rw-up weeks)
t i r r rn  l rvpo tnan ic  sv rnp tonrs  (1 .3% o f  a l l  fo l l c l rv -up
u'<,:cl<s). and depr:essive sylnptoms',r'ere 22 tinles more
f ret lucnt rhan cvcl ing/mixed symptorns (2.3olo of al l
Io l lo ' " r ' -upr  rveeks)  (Tsb le  2 ) .  Subsyndror ra l ,  m inor
ricpressi ve/ciysthyrnic, and hvpomanic syntptoms (com-
i r incd)  r . r 'e  re  J  t i r res  n lo re  p reva len t  (40 .9ur t ,  o f  a l l
lo l lo rv -up  rveeks)  than [ r " r l l  MDE- ]eve l  sy r .np to lns
i I  i .09 ;  o f  a l l  fo l lo rv -uu  wec l<s) .  Pat ien ts  w- i t l i  BP- l l
spent ortll' 0.go/t cll ali iillkru.-up wcelts u,irh psychoric:
s \  ln l ) r ( ) rns  e lu r rng  N. lDFs.

CTIANGES IN SYI\{PTOT,I STATUS

,\ changc in syrnpt.orn slatus'!vas defined as any week-
to-.,veck change in svmptom severity level or polarit l ' .
I ra t ients exper ienced . f  2 .5r41.0 changes in synrptom
status cluring l i l l lor.v-up, or 3.8*,1.6 changes per ), 'ear
(lelble 3). Only 19.896 of paticnts avcraged I or i.er,r'er
changes in af{ective s)rmptom status per year. N,lost ol '
the sample (62.8ori ') changed status more than 2 times
I l t r  vcar ;  21 .4ol '  changed s lat l ls  more than 5 t . i r les
i lcr 1,'car"

(REIRI\] ' ID) ARCT1 GEN PSY',IIIAfRY/\IOL 60, N,IAR 2OLI]
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Abbreviation: CDS. Collab0rative Depression Study.
+Patients in the National Institute of Mental Healih CDS lvere included in the

analyses ifthey had a hist0ry ol Research Diagn0stic Criteria (RDC) hypomania
and depressi0n (RDC major, minor, intermittent. 0r dysthymic depressive
disorder) as o{ intake; n0 history 0f RDC mania. schizophrenia, or
schrzoatfective disorder as of inlake or during {ollov/-up; and at least'1 04 vveeks (2 years) of ureekly Psychialric Status Ratings rvith "very g0od."
"good,'' or "lail' accuracy.

lAny \,veek-to-lveek change in the level o{ depressive or hypomanic
symptoms or change from or to the asymptomatic status counts as +1. Weeks
lvith synrptoms ot b0th depression and hyp0mania add +1 to count.

tChange in p0larity is defined as a chanqe tron'i some level 0f depression to
some level o{ hypomania or vice versa with or without intervening vli eeks at the
asympt0matic status. Weeks vdith symptonrs 0f both depression and
hypomania add +1 to count.

SHIFTS IN AFFECTIVE SYMPTOM POLARITY

Some of the syrrrptom status changes involvecl shifts in
symptom polar i ty ,  that  is ,  between some level  of
depression and some levei clf hypomania. 

'I'his 
occurrecl

13.1 r 28.6 times during extenclecl follow-up, or 1.3 t 3.9
t imes per  ; ,ear .  Three lour ths o[ 'a l ]  pat ients (74.4%;
n=64) shilted polarity an average of once a year or less.
,{ relatively snrall percentage of patierlts (5.8oo: n=5)
averagecl more than 5 polarity changes per year rlurirtg
follolv-up.

PATIENT COMBTNATIONS OF AFFEC'TIVE
SYlvIPTOI{ STA.IUS CATEGORIES

Eight;,-live patients (98.8?ir) spent I or more rveeks r,r'ith
depressive s,"-mptfins, and 39 (45.3ok) had some lr,eeks
witlr rnanic spectrLlln symptoms during folkru-up (Table
3). Less than one thirc'l of the patients (il .4'ln; n = 27) trad
I rveek rvith cycling/mixed affective symptorns. ln acldi-
tion, 69 patients (80.2%) spent weeks during lillkxv-up
in.l or rnore o[ the 6 separate symptom status catcgories
(ie, 3 levels of depressivc symptLrx severity. 2 levels of
hypon.ranic severity, ancl the as)'mptomatic stl l tus).
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Iaile 4. Follaw-up Weeks Spenl Utlith Symplnms at the Thresfiold lor MD0 0r finy [evel ol Affeclive Symptoms
During the Long-term Follow-up ol 86 ODS Falients With Bipolar ll Disotder by Various Ptedictots ol Chronicity*

Follow-up Wse*e With Symptoms
al l{DD ThrBshold

Follow-uF wssks with Ary lsval
ol Atteclie8 Symploms

Predictor of Ghronicily
ParcEnla0s,
Mean t ED

P
, il Ualuo

P
, dl Value

PBrcanlage,
Maan t E0

Sex
M (n -- 32)
F ( n = 5 4 )

Age at intake, y
" 40 (q -- 58)

40 (rr = 28)
AEe at onset 0t lirst liletime affeetive epis0de, y

1  20  {n  . .  51}
2 1 - 4 0  ( n  =  3 2 1
-:'40 (n = 3)

Liletine atfeclive episodes (including intake epi$ode), total N0.
1-3  {n  =  21)
4 - 1 0 ( n = 3 1 )
-10  (n  =  34)

Best levei ol socral funcloning ln the 5 y belors ifiake
Faif or fletter (n = 76)
Poor,rvery po0rigrossly inadequat€ (n = 1 0)

Any afleclive disorder Dx in first-degree relatives{
Yes (n =.16)
No (n  -  12)

Total duration of intake episode
. : 6  m o  ( n  =  1 ' 1 )
6 n r o t o < 2 y ( n . 3 0 )
; : 2 y ( n . 4 5 )

Polaflty of entire intake episode
Depressive Dx only (n = 34)
Cycl inglmrxed (n = 52)

Severity 0f inlake episode (!'r0rst w€ek Global Assessment of
Sevgnty score before intake)

1  1-30  (n  - -  12)
31-40 {n  =  50}
41-67 (n  =  24)

Psychotic leahlres intake episode (based 0n intake SADS)
Ye$ (n = 20)
No in  =  66)

Comorbid substance use disorders
Ever met RDC alcoholism DxS

Ycs {n . 33}
No (n = 53)

fver met RDC drug use disorder Dxtl
Yes (n = 15)
N o ( n = 7 1 )

1 3 . 3 t 1 6 . 4  I  n r r
12.9 t 16.5 - l

1 3 9 r 1 7 . 0  I  ' ' 7 l
1 1 . 2 x 1 5 . 2  J  " " '

13.8 t 16.8 I
1 1.9 t 16.3 |  0.151
1 1 . 3 t 1 1 . 5  - l

'10.8 t 15.0 I
11 .9 t13 .0  I  0 .651
15.5  *  19 .7  I

1 1 . 0 t 1 5 . 6 1  ̂ ^ ^
2 3 . 6 r 1 9 . 0 J  

L ' z

14 .0  t  15 .1  - l

0 .6 t6 .1  J  
z 'o /

s.4 * 6.1 I
e.0t9.5 |  4.18t

17.6 * 20.1 -J

1 2 . 6 t 1 5 . 9  I  A . 1
1 3 . 3 t 1 6 . 8  I  

u ,

57.0 t 34.1 I
54.5 t 32.4 J

53.1 r 33.2 I
55.5 r 33.0 J

3V.r  i  JZ.o I
4 a . 8 t 3 2 6  |
52.3 t 30.0 I

49.0 t 29.4 I
50.0 * 32.0 |
60.6 t 35.5 J

52.7 * 31.9 I
63.0 t 40,5 -l

58.1 t 30.5 I
34.4 t 28.1 J

41.8 t 34.2 I
41^5 t303  |
65.1 t 30.9 I

51.1 t 35.4 I
55.8 t 31.4 I

u.oo

0.32 84

2.041 e,83 "14

1 17f 2,83 .32

6.131 2,83 .003$

0.291 2,83 .75

0.32

84

, A E

2,83

84

45.8S

2, 83

84

2,83

84

83,1t1

41.311

.75

.02s56

84

0^s3

2.43

a-72

.B$

.52

03$

01$

.02$

54-0 t 33"4 I
.91 55.9 t 33.2 |

49.7 t 13.2 J

14.9 t 23,2 I
12 .7r15 .1  I  0 .091
12.7 t 15.7 J

15.2 (1 7.6) I  n Ao
12.3  (16 .0)  I

1 0 . 1 t 1 2 . 6 1  7 ^ a
1 4 . 8 t 1 8 . 2 J  

' a d

9.9 t 8.8 
-1 

1 21
13 .7  t  17 .5  J

.49

.  t o

56.4 (38 3) -l n ro
53.1  (31 .4)  J

7084

840.9849.5 * 29.8 I
56.6 t 34.7 I

5 6 4 r 2 5 - 3 I
53.4 t 34.4 I

Abbreviations CDS, Collab0rative Oepression Study; Dx, diagn0sis; M0D, major depressive disorder; ROC. Research 0iagnostic Criteria; SA0S, Schedule o1

Aff ect ive Dis0rders and Schizophrenia.
'patients in lhe Natlonal Instrtute 0J Mental Health cDS vrere includetl in the analyses it they had a hislory ot RDC hypomania and depressi0n (HDC maior'

min0r. intermittent, or clysthymic depressive disorder) as 0t intake; n0 hlstory ot RdC mania. schizophrenia, 0r schizoaftective.disorder as of intake 0r during

follotv-u0; and a1 least 104 weeks {2 years) 0l v,reekly Psychiatric Status Rating scale scores with "very good," "good," 0r "lair" accuracy.

tF lest.
tData n0t avai lable for 28 patients.
$Statist icai lV signi{ icant value
Adlusled 10r unequal gtoup v/af lances.

liEver met diagnosis, at probabie 0r deflnite level, as o{ intake 0r during lollow-up.

PREDICTORS OF CIIRONICITY ously reportecl for BP-l l ,  onlv 3 were signif icantly asso-

DI-IRING [.OLLO\\I-UP ciareci wirh increased chronicit,v basecl on one or both of

the new measures: l t lnger clt l rat ion of the intake cpi-

(,lr1rlrcitv was defileci by the 2 nelv rnc:asrlres: the toral sodes, a history' o[ aflbctive disorclelr in iirst-degrec re Ia-

I l r rcenrag;  o l  lo l lo r .v -upwcekswi ths l r rnp to lnsa t the  Iu l l  t i ves .  and poor  o r_ver ] 'poorsoc ia l  Iunc t ion ing  in  thc  5

,u, ' , l ro,r ial  l \{DE levcl ancl t l ie total peicentage oI lbl- .years be[ore intal<e. Variables 11crl  predict ing signi l i -

l i ,* ' -r-r l-r  n,ccks rvith any levcl r: I  affect ivc symploms cantlv greater chronicity by either measure were sex. t1!]e'

( tob le  4 ) . r i  O{  the  l2  p rec l i c to rs  o f  chron ic j ty  p rcv i -  ageatonseto f  f i r s t l i fe t i rne  a f fec t i ve  ep isoc le , to lz r l  tmrn-

{RllRl\l EI)) ARCIi CLN PS\'(-I11.\1R!,/VOL 60' NL\R 20di
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Talle 5. f ollow-up ft esks Wilh 0itletent Types ot Prascribed Somatir Trealmenl Receiyed Corrrlated With Follow-up Weels
With Differenl Types ol Affeclive Symptoms During Long-term Follnu-up ol86 80S Palients Wilh Eipolar ll Bi*orderi

% of Follow-up llleeks With

Iype ol Somalir Trealmenl Reueiysdt

Follou-up Weeks Any Aflestive
Wilh Each Type of Symptoms

$omalic Trealmenl
M e a n t $ O  P '
(Median),% Pearson/ Value

oBpr$$ivo
Synpt0ms

{ilaior, lt!inor,
or $ubsyndnmal)

Wilh t{o }lypomania

P
Pgrson r Ualue

Hypumanic
Sylnploms

{Hy0omania
or $yndromal
Hypomania)

$lilh No Depression

P
Pearson r Ualue

Cyelinglmixed
$ymplomc

{Symploms in
Depresire and

manis Speolrum)

F
Pearcon r llahe

Any somatic tfeatmBnt
Ailtrdepressant plu$ mood stabilizBr
Antidspressant with0ut m00d stabilizer
Mood stabilizer with0ut antide0ressant

48,5 t 39.7 (35.3)
21.6*322(2-8)
26.0 t 30.9 {13.0}

0.9 t 3.3 (0.0)

.18 0.048
"99 0,170
.09 -0.11 1
.66 -0.033

0.178
0.028
0,200
0.034

.10

.80

.07

. / o

0.147
0.002
0.182
0.049

.06

.31

.76

0.121 "27
0.015 89
0.145 ,18

-0,041 .71

Abbfeviati0ni CDS, Collab0rative De0ression Studv.
'i'Patie0ts in the Natio0al Institute 0f Mental Health CDS were rncluded in the analyses if they had a history 0f Hesearch Diagnostic Criteria (RDC) hypomania and

depression (RDC ntalor. minor, intermittenl. 0r dysthymic depressive disorder) as of intake, no history 0l BDC mania, schizophrenia, or schizoaffective disorder as 0f
intake 0r during follour-up. and at least 104 rleeks (2 years) of weekly Psychiatric Status Rating scale scores u/ith "ver good," "good," 0r "lair"

iF0r more information. see the "Classification 0{ WeeklV S0matic Treatment" subsecti0n in the text.

ber ol ' l i letirne a[[cc:tive episodes, severiiy and polarit l '  ol '
the intal<e episode . psvchot c' featrlres in the intake epi-
soclc, cotlorl 'r id alcoholisur, sullstancr r.rse disorilers, and
c:onr t.rrbi cl anxictl disorclers.

Rrlt.A'I IONSHTP OF SOI1ATIC'I 'REATMENT
TO CHRONIC.ITY OF AFFECTIVE SYIVTPTO}IS

These pat ie.n ls  wi th BP- l l  received sotne form of  so-
r.n;1tic treatl lrent (antidepressanrs, moocl stabiIizers, or an-
tipsl 'chotic medicatior.rs) cluring slightl l ' lcss than half of
their iong-renn ftrl l<>rv-up (41J.5?L*39.7%) (Toble 5).'l'lt<'r- 

rr:cc'iverj trcatment 5-].5%' t .18.396 o[ ail we eks rv]ren
tlrcl '  1vgt. svlnptornatic and 42.4oio:.42.5ori ' o[ all wecks
rvhen ttrc\' \\rere as)'tnptornatic. Follow-trp rveel<s rvhen
an t idcpf cssan ts wc re prescribecl r ' i  thoul mood stabil iz-
ers (2t r .0? '*30.9 ' ) t r  o f  fo l lorv-up weel<s)  s l ight ly  er-
ce cdeci u,eeks rvhen antidepressants together witlr rnclocl
s tabi l izcrs were reccived (21 .6%t32.2 ' lo  of  fo l lorv-up
rveeks). lt1ood stabil i:rrs without antideDressants were
onlv rcr:cived cluring 0.99o t.]. J?o o[ ftrl low-up rveeks fur
this IJP-11 sample. There r,i 'ere lolv. nonsignil lcarrt cor-
relalions bctwe cn thc pe rcentage ol'f ollorv-up weeks rhat
s(jnrrl i( trcatnlcnls rvcre received anci the percetrlage of
l'rrilorv-rrp wecl<s lvrth anv affective symptorns or rvith de -
prt:ssivc svrllptoms only, h;pornanic s1,6p1e1ns only.-, or
svmptolrls of cycling/mixccl polaritv ( 'Iablc 5).

C OI'T PA RI SOIi Of PAT IEN-I'S W ITH HY PO I\,IAN I C
EPISODES OF SHORT VS LONG DURATION

Ptr t ients rv i rh BP- l l  and shor t  (n= l7)  vs longer (n=69)
hy'l.ronranic episodcs werc comparcd on the 33 rnea-
sures cvalnatecl in this stucly (the rleasures are givcn in
fablcs l-4). Of these, only I measure u'as significantly'
cl i l icrerrt. l{vpornania of longer cluration (=7 cla.vs) n'as
associatcrl rvith nrorc weeks lvith minor clcpressive s1'mp-
t cxns (2 >.c)ozo * 21.8%) cornparecl rvith hypornania of short
c l r - r r a l i on  (2 -b  days )  (16 .6 ' h t  13 . ( r%)  ( l * r . o=2 .14 .  ad -

(RI:l ' l t iNIhD) ,,\RCll (;EN PSY(-tl l .\ i  RY/VOL 60, NIAR 200.1
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justed lbr unequai group variances; P=.04). a clif l 'erence
that coulcl be attribritable to chance altxe given lhe num-
ber o[ variables on rvl.rich the 2 groups were comj)ared.
There were n() other significant differences on nleasltres
involving demographic characteristics, age at onset, clini-
cal presentati<tn or severit) 'of the intake episocle, previ-
ous clinical histor,v. conroll 'r idity rvith anxietv or sub-
stance use disorders, l i lnri ly ]ristorv ol 'alfecdr,'e clisorcler,
polalit,v shifts, or other llal.terns o[affective svmptonr sc-
verity during long-ternr follou,-up.

-fo 
our knorvlcdge. this is ther {irst prospective stud,v de-

scribing the Iong-tenr natural history o['the s,vmptom-
atic course ol BP-II in te rms oi the lull range o[ severitr,
of affectir.e symptorlrs. Evaluurtion of the rveekly s,ymp-
tom statns complement .s  past  approaches of  epoch-
based analvses f<rcusing prinrarily on svndronral M DE and
hypomanic episodes.rT'1'r 'I 'he present analyses give thc
most detailecl pictur€r to clate of the entire longitr.rdirrzrl
syrl lptomatic structLlre of BP-II based on surnmary (ag-
gregate) measures ol u,ee kly synlptorn status when pra-
rients are in and rlut oI RDC. a[[ective episodes,

During rnean krl lorv-up of 13.' l years, the s1.'mp-
romatic course of BP-ll f lnctuates relatively frcquentll '
r.vithin the same patient. Thus, BI'-l l , l ikc Bl'- lr5 ar.rd
unipolarrI clisolders. presents longitudinally' :rs a clirnett-
sional i l lness. The moclal s)'mptomatic expression is
dominated bv depressive rathef  than hypornanic or
c,vcling/mixecl s,vmptorns. Symptom severity is princi-
pally in the minor alrd subsyndromal range rather th'.rn
at the full slerclromal levcl oi r.najtrr clepression. Without
the u-eekly symptolnatic analysis, it rvcluld l iot have
been possib le t . r  character ize BP- l l  as pr i rnar i l l '  a
depressive disorder o[ subsyrrdromal to moclerate sever-
it.v whose coLlrse is punctuated by occasional MDEs and
relativel,v inliequent weel<s o[ hypomanic or cycling/
mixecl svrnntorns.
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Lising the total percentaue oIweel<s syrrptomatic dur-
i r ru the cnt i rc  crourse as a measure oI  chronic i t l ,  de-
pictt:cl i l  <:hrernic picture ol'RP-ll. This BP-lI cohort, u' irh
a toral ol549,1, ol iirllorv-up wereks symptomalric, l'alls be-
r\\,eerl thosc u,ith BP-[ ancl those with unipolar MDD (47%
and 609'i. respectivcIy),2r. 'r5 rvhich sugg€rsts a contil luLln-r
ol chrrrnicitv zlmong the a{Icctive clisorclers. Previous stucl-
icsir ior{r of couLse chronicitv of ;rffective disorder have
gencralll' Ibcused on reclrrlence , nlimber, severity, and
characteristics <;f st 'ndnrrlal episodes, bnt, as shou'n in
this zrnd a previous stud;',ri the ex<:lusive focus on st-n-
drorn:rl cpisodcs, althouglr essentia[, cloes not de]itreatc:
thc iuil picture of bipolirr course and chronicitv. For ex-
anrplc:. Coryell er alr" reporred a high level o[chronicit l
ol rnajor clepressive ancl hvpomanic: episodes in BPs; to
tlrese obsen,atiorrs rve add high overall s.yntptomatic. chro-
nrc:itr, [or RP-1r5 and BP-ll (the 1:resent stud1,) ciuring long-
li:rur [ollow-r.rp. Intal<e episodes o[ 2 years' durttrion clr
longt'r, f anrily historv itf affecrive disorder, and poor pre-
vroi-rs srrcial linctio:ring predictcd signi{icantly i4rcarer
chr-onicit,v in BP-tl bascd on rhe total percentage uIu,ceks
u'ifh any affcctir,e symptorns or svrn]l[(]ms at the MDE
tir rcsl rt-rlcl. Comorlrid an riet y disorders, cornorbid alco-
holisnr arrcl substanc:c use clisorders, and tl 're other pre-
viouslv iclr:ntif iecl predictors were l lor significandy asso-
ci:rtt:r'i u,ith increasr:cl chronicity using the new mr.asllrcs.
"l'he lirilure to rcplicate earlier prcclictors of chronicity
tnal' be ciue to using a nen' and complernentary ap,
proach [o defining ctrronicit,v. 

'I'he 
CDS is the onll' pro-

spcclive. long-ternr study o[ the coursc cr[ 'affrctivc dis-
orclers that is:rv:ri lable today; it has Lreen our expcriencc
that data from the C.DS may not alu'ays re;l l icate finci-
ings lrorn str-rr]ics basecl on retrospective clir.rical obser-
vz"rl jorts, cross-sectioltai analyses, or short-tentl prospec-
livc tlbsen'alions. In arl()ther CI)S str,rdt,,ar rnore l ife tirnc
substance abusc and anxietl, disorck:r lvas {ouucl in pa,
trcnts rvith BP-ll tharr in rhose with BP-1. Whert we re-
l lofl ]re rcin is thar rhese cornorbiclit ies did not predict the
tcncit:nc1'rou'ard clrrotricity in BP-ll, suggesring rhat the
chronicity' identif iecl in {.hese analvses is largely due ttt
thc RP-ll cl isease process itsellt ratl.rt:r than the associ-
lulrri conrorbid conclit ions.

Paticnts,.vlth P,P-ll herd substantially I'ewer changes
in rvce kl;.'symptclm status ( mean, 3.8 times per year) thar"r
was reprorted Ibr: patients r.l ' i th BP-l (rnean, 5.9 tirnes per
)'ear)rj but more changes than r. '",ere lbund for patienrs
u'i l  lr unil:olzrr lv{DD (mt:an, 1.8 tinres per year).21 The
svnrPtonratic coursc oI BP-ll f luctuales freqle.ntl,v over
tir lc u,ithin t.he sanrc patient. Thjs nreans that longitu-
clinally IIP-Il is exprcssed svnlptolnatically zrs a dir.nen-
sional ilhress invtth'ing the lirll range of sy'mptoln seve r-
it,v o{ clcpression and hvponrania. 

'f 
hese findings indicate

that if :rnt' ler, 'el ol BP-ll syr-nptorns is prcsent, ttre dis-
Ci ls r :  l ) ro (  C51 C( ) l l l i t l t l cs  to  hC ac t i r  C .

' fr> 
our l<nrln4ecige, there are no other recent pro-

sl)uct i \ :e stt tcl ies ol tsP-11 based On s),ntpt0nt status. l{ow-
crlcr. irr a cross-sectional studv-. Benazzi and Akiskal12 re-
1) t r r  l t ' c l  L i r . l t  hy  p t rn ran ie  adrn i \ tu rcs  oce  ur lec l  d l r r ing  r ry l
ttr 46..i'li. o{'l\,lDEs. l.his is someu'hat higher bur still r,r,ithin
l irr , :  s"rrrrt :  range as the l inding rcported herein that 3l .4o,0
ir l  p; i t icnts w' i th RP-l l  e xpcrienced I or rrore weelis tvi th
i:1'c1irr g/rn ixcd affr:ct ive srates cl uring long-term fcrl lorv-
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up. Baldessarini et al{} reported a rare o['30.3% fbr {Ltl l-
blorvn rapid cycl.ing in BP-ll, bur rve have nor direcrlv
addressed this in the present anal,vses. Benazzi'r{ lourrd
that residual depressive symproms occurred in 43.3% of
palients with BP-ll; in support oi tl-ris linding, rve for-rnd
that thc most lrequenr sy'mptom status i i)r parients wirh
B['-ll rvas sulrs,vnclromal and rninor alfective symptoms.
accountirlU for 40.c)96 of all fbllou'-up weeks. A[[ thcsc
stuclies. inch"rding the present stud1,. converge in ider.r-
rifying a strong tendeno' Ibr BP-ll to havc a fluctuaring
and very.' chronic course.+' '+t 46 Cvclothymic t.emper21-
rncnt rna\r underlie such a colrrse.r0 including rapicl cr--
cling tendencies.+r

l 'here has been unc:ertainty about the duration ol
h,vporrrirnic episodes rlecessary lbr a d:iagnosis of BP-il,
especially the clinical signi{icance o{ short (2- to 3-<iar.)
lr,vpornania. The RDC requires at least a7-day duration
o[ hvpomania for the diagnosis of BP-ll, definite, ancl a
2- to 6-drry cluration for BP-ll, prttbable, whicl.r overlaps
the DSNl-l! 'requirement of 4 or more days of h,rporna-
nia. The durati<ln crit-eria for l-rypomania in the RDC and
DS,!{-lVu'ere deriveci b,v cc}nsensus, not by ernpiric;rl daur.
Only I of the 33 measures compared lbr patients w'ith
BP-ll divicled b)'short vs longer ftyporlania reached sig-
ni[icance. nhich cor.rld be due to chance alone. This [incl-
ing supports the proposit. ion that hy,pomania o[ 2 to 0
clays' duratirln, frecluently r>bsen'eci in pati.ents r,l'ith BP-
ll. seetns to be part oi the same clisease process as lr,ypo-
mania of longe r cluration. I'hese clata are consistent witlr
thc idca that more l iberal diagnoses o{'BP-ll. to include
h1'plonrania with durations as short as 2 davs, Llre appro-
priate." ** This has ma.jor implications for revision oI the
D5e1-lV'.

The CDS is a natural history sttrdv of the longitu-
dinal cr.rurse of BP-lt and other affective disorclers. l'hc
CDS is nr)[ an experrimentally controlled treatmcDt in-
vestigation. Treatments received at each o[ the 5 aca-
demic sites lvere prescribed naturalisticali,v and were re-
corded syslematicallv. This perspective should be kept
in rrrind in interpretirrg the somatir: treatmen{ data re-
portecl in this study. We generally found low, nonsig-
n i f iczrnt  corre lat ions betu 'een the perccntage o l  fo l -
lclw-up weeks rvhen paticnts u,ith tiP-ll lvere receiving
solnatic treatments and the percentage of follow-up u'ee ks
lvhen they had altfective symptolns. The {act that syrnpr-
tomatic chronicit l '  occurred eveu in the context ol 'rela-
tively, nrore (rather thzrn less) medication tl.rerapv leacls
us lo conclude that r,ve are clescribing lhe true natural-
istic erxpressi<.rn clf BP-ll as it unfcrlds across the life o.'cle.

Ihe CDS patients rvere enrollecl at academic health
cent€:rs; thereiore, generalizatioll to other sarnples of IiP-ll
may be lirniterd. Nonetheless, the demograpiric ancl clini-
cal characteristics ol 'this cohort closcly resemble those
ol'cohorts in other studies involving patiens w,ith RP-
tl. Although int.errater agreement lor Ievels of affective
s,vmptom severity was excellent, it is pclssible that in a
naturalistic follolr-up stucly of up to 20 years' duration
there rnay be some clegree o{ error in ;rssigning wcelill'
syrnptoln severity levels. lt is u'ell- l<norvn thr\t patierlts
r.vith BP-ll, especiall l , rvhen inten,iewed drrring a deprcs-
sive state , tend rlot to recall periods oI hypourania.aT Re -
peated prospeclive evalu:rtion at lrequcrlt interv;rls. such
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as th2tt usecl by rhe CDS, is thc besr-zrlthough nor a fool-
proof-nrcthod lbr identifi'ing hlpomanic ptiocis. Civen
the narurc of this illness. ho",evei, ir is likei,v rhar rhe per_
ccntagc t.rl r ime L)arienrsvith Bp-il ,p.rr. l *ith hvpu,
rnanic and subs,vndromal l-rl,pornanic syrnptorns was un_
derestirnared. If a paticnt w:t,s seve relt clepressecl at the
tirne of a schecluled inrcrr,icw, it rvas gencrallv rescheci-
ule cl for a tinre whcn the patient's.s;,trlpiirrnadc,-riate u,oulci
be less disrorting and clistracliltg. tI'hirs, 

a systern?1uc pro_
c('durc \\,as rlserl ttt recluce theiporential i*pu.t of t l is_
tortcd rccall dr.rrlng depressive phases. lt is reassuring tirat
the overall ICC lor changes in a{fective symptolr]s vvas
0.92. ior: iclentif 'ving episode recoverv was 0.05, irnil fbr
slr tlsc(lucn t sy lt'rpt.oln onset. lvas 0. gg. ]i, Weeks,rv i t h sub-
s;'trt lr<.rrnal affective st/mptolls rnay also haye been u1-
clcrestirlated and the time asplptrimatic overcstim?1fed
hct'ause P.SI{ cocling rulcs clo n<>t zrllon, for suitsynclro-
mal sy'rnptonrs to be co(ied aficr fully asymptornaiic epi-
srr(le. rccor,r'r), 1lnlil such tirne: ar sy,nrptor.r, again rcach
sv nd ro lnal I ev el s. Sul:synd r:o nr al alli:it ive sy,,rir ptoms in
p;rtie nts lvith rnoocl disorder arc colltm(-)11; as a rcsull, r,r,e
ilrop()seci thar w,hen any aflective synptonls are presenI
in pat ie  nts u, i th  nrr tod c l isorder .  lhe d isorder  cont inues
to be activc. ln -support o[ this propositioll, \r,e reportecl
s igni l icant  r is l i  o f  ear l l '  cp isbde re lapse22,r ;  ancl  in_
c rerascd psvchosociirl int pairmentr't assclc iatecl,-vitir sub_
syndrornal clepressive s,vmptolls in patients lvith unipo_
lar \.f DD. Our 1:icture .r1' the longlrerl. l l  sylnpronratrc
s(nlctLrrc ol IIP-tl neeLis to l le cr.lnsiclered in l ight oI rhe
p()ssibil i l), t l tat pilr icnts ivi lh the nrost scvere Iy cleltres-
\i\ c e( )rr ric rr t 'rc cl ispltrp()rl i()l latcl) retairrcd in ihc si Lrdv.
()n tht othrr hancl. it is also possible that missing claia
(o.l9i, c'{ all foilon'-up \.veeks) is heavily rveightecl to-
u'ard tirncs rvhen patients \v(:re firore severelv ill. fh*re
2 lactors mav counterbalance each other in teirns ol pro-
tlucing a11 acrcl, lfate estirnate oI the percentage of t irne pa_
riclrrs wirtt [3P-ll spend rvith symprolns at the tull MbE
i c \ " t 1 .

- ln conclusion. lcurgirudinall,v. Bp-ll is a chmnic:rf-
ftctivc clisorder expresseci withiri each patient as a l}"rc-
tr(atl l lg dinlensirl lal s\,rnptornatic c()nti iruull l, q,hich in_
clucies rl.re lirll severitl' range oIdepressive ancl hyponranrc
-s)'r]]ptolns, l:ut t lorninatcd prirnarilv b1, rt.,t,.,o. ancl sub_
s1,ncllonral deprr:ssion. Thlrs, rhe long-terrn svmprom_

aric srrucrure oI Bp-ll, l ike t]rar ol 'Bp_I;5 ancl unipolar
MDI),2r is expressecl as :r dinrensionai i l lness. To re _
phrase it rvithin the frarnework oI Kraepelin,i this stuclr-
of BP-ll prospectivel) ' dt>cnmenrs thc existeirce of long
periods of subthreshold or,,cyclothymic', f lucruations of
syrllptoms betwcen relatively shorr syndromal aile,ctive
episodes. To paraphrase Iiraepelin,r tlie nature oI tiris clc_
ceptivel,y "rnilder" l irrm o{'rnanic-depressive i] lness is sr.r
chronic as to seenl ro fi l l  the entire i i[e.

Subnritted Jot' publication.lonu(tly t | , 2002; f inal rr:r, ision
re ccived Augusr 8,2002; a(-(:eptcd Septcmbci 10,2002.

Dr Kcllcr has rt:ceivcd honorariwn or has bee n <tr s ct
cons.riltant f or the.f ollor ing co n.tp anks: I}istol,tr:lyer: S quibb.
\\t a llin gJ <t rcl, C on n ; C o Il c gi un I lrl rc ut n a c e u t i r ai t n c, Hi n g_
ham, Mass; Cybcronics, Inc. I l ouston, Tcx; Cl,pressBiosci_
e.nc,e Lnc, San Diego. Calif: F.ti Lilh, antl Co, intlianapolis,
Incl; F<tresl l"ahorotorie.s. St l-ouis, Nlo;.fanssen pharma_
ctutica, Titu.sli l le. \r/: Llerck & Co, Inc. Whitehousc Sra_
riorr, iV; Organon, Wtst. Orange, N-l; Orsuhoi pharnwce.u_
ticcis, 

-I 'ohushinn, 
Jopan: pji<cr Inc, Ne rv y-orla, N),;

Il.l, r:,.ryri! C o tltoration, peapach. g: pf rnrrnasr ar, Sprin g_
Jieltl, Pa; Seprucor Inc, Nlarlborough. Mass; vda pharnti-
ccuticdls Inc, Prince totr, NJ; and t*1,-eth, Matlisort, NJ. Dr
Kcllcr has rc(.ei,-(d srents ot tonducted reseurch t'or rie Jol-
Iot^t irrg,r..ttmpanies: B rist,ol- My e rs Squ.ibb : F o rest l-oboriio _
rics; GlacoSnithKline, London, England; \4erck.6 Co. Inr;;
Organon: PJizcr lnc; Plnrntacia Cirpora.tiot; \\,\,e71r, o,.,r,
AstraZcnc(uPhatmaceuticals Lp, \Vilmirrg ton. Dcl. Dr hiellcr
hus bcen or is on tht oclvisrtr.y, board of ihe ftLllorvirrg conr-
panie s: Bristol-\4ycrs Squibb; Ce plwlon Ini. i\/cst C-[rcsrrr-,
Prt; Cybe ronics, Inc; C,vprcss Bioscicncr:, Inc; F.li LiIIt, anJ
C o ; F o r e st Lab o r ato ri e s ; Gl axoS rnithKlnrc ; J anss c n'phar -
maceulit:e; N(crcla 6 Co, [nc: A,{itsubi.shi phannqCornoro_
tion. Tohyo,.lapan; Organon; pfi ier lnc; phannat)tt Cor_
poration; Sanofi-Synthelcrbo Inc. paris, France; .SC/REI ,
Horshanr, Pa: Sepracor Inc: Soncrse t Phtrniiaccutica[s" lrrt.
I' antp a, F I a: Y c la P h an na c a ui t: u I s Inr: : cn cl W y eth.

- This sairJ-y rurls supporLeJ in ltutt b-,r,t/re Ro,.hr-Frlr, i
rt l  thc UnActsiry if (:ali.fo,nia. Sor Dirgtr.

We thtrnh IIiIlatl, \Yaltcr Sladt:, BA, Jor her int,ulu^
able he,1p m tlrc prtparation of tha nrourrrriipt.

l'his manuscript has bee n rcv it w ed b r- the p trblicLt-
tions Cornnittce of the Collqboratit r: DcpressitntStu,i1,, rilr,J
hus its cnLlirscm(nl.

Correspon <ling; crtLhor and r cprints: Lctuis l_. Juclt), NII').
Dcpurtment of Psychiatry, Il.trit;ersity o.l' CaliJ'ornia. S,tn
Diego, 9500 Gilman Dr, La Jolla. CA 92093-060.J.

1. K0uk0p0ulos A. Ev/ald Hecker's description 0f cyclothymia as a cyclical m00d
dis0rder: its relevance t0 lhe m0dern concept 0t bipolar ll. J Af.fect Disord.200l.,
73.1 99-206.

2. American Psychiatric Associati0n. Diagnastic and Statistical Manual 0f Mental
Disonlers, F0utth Editi0n. Beylsed. Washington. DC. American psychiatric As-
sociation Pressi 1994.

3. Kraepelin E. Manic-Depressitre tnsanity and paranor.r. Edinburgh, Scofland: E &
S Livingstone; 1921.

4 .  Dunne r IL ,Ge rshonEs ,Goodw inFK .He r i t ab l e fac to r s i n theseve r i t y0 fa t f ec -
tive illnBss. B ial Psych iat ry. 1 976.j j :31 -42.

5.  Eenazzi  F.  ls  4 days lhe minimum durat ion of  hyp0mania in b ipolar  l l  d isorder?
Eur Arch Psychiatry Ctin Neurosci. 2001:251.32-14.

(R|PRiNIID) ARa.l t (;EN tsyc.t. i l .\IRY/V()L 60, \, lAR 20r)j
268

\\:ww.Al{(. I.tGI\pSy(_ I uA IR\'.(.oN,t



6. VJehr TA, Sack DA. Rosenthal NE. Seasonal affective disorder yrith summer
depression and,,vinter hypomania. Am J Psychiatry. 1987;144:1602-1603.

7.  M0raar l  11G. The incidence 0f  depressive symptoms durrng recovery {rom
hypcmania. tu J Ps|/chiatry. 1 972;120:537-539.

E .  Baue r l J lS .Whyb rowPC,Gyu la i L ,Gonne l J .HehHS.Tes t i ngde f i n i t i onso fdys -
ph0r ic nania and hyp0mania:  prevalence.  c l in ical  character is t ics and inter-
episode stahility. J Affect Dis'td. 1 994;32;201 -21 1 ,

9. fuli:Gralh PJ, StevyafiJW, Tricamo E. Nunes EN, Quitkin FM. Paradoxical mood
shrfis i0 euthymia or hypomania upon withdrav/al 0t antidepressant agenls.
J Clin Psychophannacll. 1993:13:224-225.

10. Akiskal HS. Khani MK. Scotl-Slrauss A. Cyclothymic ter)tperanental disorders.
Psychiatr Clin Nofth Am. 1979i2:527-554.

I  1.  Dunner DL. Unipolar  and bipolar  depression:  recent  f indings f rorn c l in ical  and
biological sludies. In; Mendels J, Arnsterdam JD. eds. Psyrhoblology ot Aftec-
tive Disarders. Basel, Svritzerland: S Karger AG: 1980.

l2 Akiskal HS. Subafjective disorders; dysthymic, cyclolhymic and bip0lar-ll dis-
0rders in the "borderline' realm. Psychiatr Clin Nath Aftt. 1 981 :4:25-46.

i 3 .  [ : nd i co t t J ,NeeJ .And reasenN .C lay , l onP ,Ke i l e rM ,Co rye l i  W .B ipo la r l l : com-
brne or keep separate? J Affect Disord.1985:8'17-28.

14 .  Co rye l lW  E r rd i co t t J ,Re i chT ,And reasenN .Ke l l e rM .E ipo la r l . b i po la r l l , and
n0nbip0lar mal0r depressi0n am0ng the relatives 0f affectively ill pr0bands. A/n
J Ps'tchiatry. 1 985;1 42:81 7-82 1.

15. Kupfer DJ, Carpenter LL, Frank E. ls bipolar li a unique disorder? Campr Psy-
ch i atty. 1 988,29.228-236.

16. Cassano GB, Akiskal HS, Savino l\,{. Musetli L. Perugi G, S0riani A. Proposed
si lbtypes of  b ipolar  l l  and re lated dis0rders:  wi th hypomanic episodes (0r
cvclothynria) aild \,^rith hyperthyrnic temperament. J Aflect Disard.1992,26.
t  27 -140

1/ ' .  C0ryel lW Endicot tJ, l "4aserJD.Kel lerMB,LeonAC,AkiskalHS.Long-termsta-
bllrty 0f p0larity distinctions in the affective disorders. An J Psychiatry.1995,
1 52:385-390.

18.  Akiskal  HS,MaserJD.Zel lerP,Endicot tJ.Corvel l \ rV,Kel lerM.WarshawM,Clay-
t0n P.  G00dwin FK. Svr i tchingfrom "unipola l ' t0 b ip0lar  l l :  an 1 1-year prospec-
tive study o{ clinrcal and temperamental predictors in 559 patients. lrch 6en Psr.
chiat,y. 1995,52. 1 1 4 - 123.

I 9. Benazzi F. Prevalence 0{ bipolar I I disorder in 0utpatienl depfessi0n: a 203-case
studv in privale p.a}lirc. J Affect Drsord. 1997;43:163-166.

20. llantouche [G, Akiskal flS, Lancrenon S, AllilaireJF, Sechter D, Azorin JM, Bour-
geois ltrl. Fraud JP. Chdtenet-Duch€ne L. Systematic clinical method0logy f0r vali-
dating bip0lar-ll dis0rdef: data in mid-stream trom a French national multisite
study (EPIDEP) J At fect  Disard.  1998;50:163-173.

?1 .  J t i dd l - L ,Ak i ska lH$ ,Mase rJD ,Ze l l e rPJ .End i co t t J ,C0 rye l lW ,Pau lusMP,Ku -
novac JL. [.eon A0, Mueller Tl, Rice JA, Keller MB. A prospective 1 2-year study
0i subsyndromal and syndromal depressive symptoms in unipolar major de-
pressive dis0rders. Arch Gen Psychiatry. 1 998:55:694-700.

22.  Judd t - l ,  Akiskal  HS, MaserJD, Zel ler  P,J,  Endicot tJ.  Coryel l  W, Paulus MP, Ku'
n0vac JL, Leon AC. Mueller Tl. Rice JA, Keller MB. Maior depressive disorder: a
pr0spective study 0l residual subthreshold depressive svmptoms as predictor
0i ra0id relaDse. J Allect Dislrd. 1 998:50:97-1 08.

23 .iudd LL, Paulus MP. Schettler PJ, Akiskal HS, Endicott J, Leon AC, Maser JD,
MuellerT. Solomon DA, Keller MB. Does incomplete recoveryfrom lirst lifetime
ftaiof depressir/e episode herald a chronic course 0t illness?.4m J Psyciliaf,y.
2000: I  5 / :1 50 1 -1 504.

24.  JuLld LL,  Akiskal  HS, Zel ler  PH, Paulus M. Leon AC, Maser JD, Endicot t  J ,
Coryel l  W, Kunovac JL.  Muel ler  Tl .  Rice JP. Kel ler  MB. Psychosocia l  d isabi l i ty
during ihe l0ng-terrn course 0f unipolar maj0r depressirre disorder. /rch 6en
P sych t at ry. 2i100:57:375-380.

25 . , JuddLL ,Ak i ska lHS ,Sche t l l e rPJ ,End i co t t J , l v l ase rJ .So iomonDA.LeonAC,
Rice JA, Keller MB. The l0ng-term natural history 0f the weekly symptomatic sta-
tus 01 bipolar I disoder. Arch Gen Psychiatry.2002;59:530-537.

?6.  Katz lJ l lv l .KlermanG.lntr0duct i0n:0verv ievr0{ theCl in icalStudiesProgram.lnT
J Psychiatry. 1 979, 1 36:49-5 1 .

2/. Katr Mttil.SecundaSK. Hirschteld RMA, Koslov,,SH. NlMHClinical Research Branch

(REPRIYIED) AR(,I{ GEN PSYLIIIAIRY/\IOL 60, N,IAR zOOJ
2ttg

C0llab0rativ€ Program on the Psych0bi0l0gy 0f Depressi0n. lrch Gen Psychia-
try. 1979;36:765-772.

28. Spitzer RL, Endicott J, R0bins E. Rrsearch Diagnostic Criteria f0r a Selected Gr1up
0f Functi1nal Disorders. 3rd ed. Ne',v York: Biometrics Research Division. Nevr
York State Psychiatric lnstitute: 1977.

29. SpitzerRL.Endicof,J-ScheduleforAffectiveDis1rdersandSchiz1phrenia(SADS).
3rd ed. Nev/Y0rk: Bi0metrics Research Division. New Y0rk State Psychiatric In-
stitute: 1 979.

30.  Kel lerMB,Lavor iPW.Freidmaf iB,NielsenE,Endicot tJ.McDonald-Scot tP,An-
dreasen NC. The Longitudinal Interval Follow-up Evaluation: a comprehensive
meth0d f0r assessing 0utc0me in prosp€ctive l0ngitudinal studies. Arch Gert Psy-
chiatry. 1987,44:544-548.

31. Goodurin FK. Jamison KR. The natural course 0f manic-depressive illness. ln:
Post RM, Ballenger JC,eds. Neurobiollgy of Mood Disorders: Frontiers of Clini-
cal Neuroscience, Volune 1 . Baltim0re. Md: Williams & Wilkins; 1984:20-37.

32. Winokur G, Coryell W, Keller M, Endicott J, Akiskal H. A prospective f0ll0w-rjp
0t patients vrith bipolar and primary unipolar affective disorder. Arch Gen Psy-
chlatry. l 993; 50:457-465.

33. Coryell W, Turvey C, Endicott J, Leon AC, Mueller T, Solomon D. Keller M. tsi-
p0lar I affective disorder: predictors 0t 0utc0me alter 15yea$. J Aflect Dis)t{J.
1 998;50: 1 09-1 1 6.

34. Turvey CL, Coryell WH. Solomon DA, Leon AC, Fndicott J, Keller M, Akiskal H. Long-
lerm prognosis 0f bipolar I disorder. Acta Psychiatr Scan d 1 999;99:1 1 0- 1 1 9.

35. Turvey CL, Coryell WH. Arndt S, Solomon DA, Leon AC, Endicott J, Mueller T,
Keller M, Akiskal H. Polarity sequence, depressi0n and chr0nicity 0{ bip0lar I dis-
order.  J  NeN Ment Dls.  1999:1 87:  181-187.

36. Coryell W, Keller M. Endicott J, Andreasen N, Clayton P. Hirschfeld R. Bipolar ll
il lness: course and 0uicome over a five-year period. Psych0l /l4ed, 1989;19:
1 29-1 41 .

37.  Winokr i r  G, Coryel l  HS, Akiskal  HS. Endicot t  J ,  Kel ler  M, lVluel ler  T.  l "4anic-
depressive (bipolar) disordsr: the course in light 0f a prospective ten-year f0l-
low-up 0f'131 patients. Acta Psychiat Scand 199.1;89:102-1 10.

3B. Post RE. Ballan ger W P. The N eu rcbiology of M oo d D i sorder. New York, NY: Ple-
num Publ ishing Corp:  1990.

39, Kessing LV, Andersen PK. Mortensen PB. Boh(jg TG. Clinical consequences 0t
sensitisation in aflective dis0rder. a case register study. J Affect Disord.1998,
47 .41-47.

40. Keller MB, Lavori PW. Corvell W, Andreasen NC, Endicott J, Clayton PJ, Klerman
GL. Hirschfeld RMA. Differential outcome 0i pure manic, mixedicycling, and pure
depressive epis0des in patients vrith bip0lar illness. JAMA. 1 986;255:3 1 38-31 42.

41 . Judd LL, Akiskal HS. C0ryell W. Schettler P, l,Iaser J, Rice J, S0l0m0n D, Keller
M. The c0mparative clinical phenotype and l0ng term longitudinal episode coursir
0J biDolar I and I li a clinical spectrum or distinct disorders? J Affect Dis1rd.2AB2.
73:1 9-32.

42. Benazzi F. Akiskal HS. Delineating bipolar ll mixed stales in the Ravenna-San
Diego Collaborative Studyr the relative prevalence and diagn0stic significance 0{
hypomanic features during maior depressive episodes. J Affect Disord.2001;
67:  1 55-1 62.

43. Baldessarini RJ, Tondo L. Floris G, Hennen J. Effects of rapid cycling 0n re-
sponse t0 lithium maintenance treatment in 360 bipoiar I and ll disorder pa'

tienls. J Allect ,rso rd.2000:61 .13-22.
44. Benazzi F. Prevalence and clinical correlates of residual depressive si,mpt0ms

in bip0lar ll disorder. Psychother Psychosln. 2001;70:232-238.
45 .  Ak i ska lHS ,P in to0 .Theevo l v i ngb ipo la r spec t rum;p r0 to t ypes l , l l , l l l . and lV .

Psychiatr Clin North Ant. l 999122:51 7-534.
46. Vieta E, Gasto C,0ter0 A, Nieto E, Vallejo J. Differential leatures between bip0lar

I and bipolar ll drsorder. Clmpr Psychiatry. 1 997:38:98-1 01 .
17.  Akiskal  HS, Bourgeois ML Angst  J,  Post  R,  Mol ler  HJ,  Hirsch{eld RMA" Re-

evaluating the prevalence 0{ and diagn0stic c0mp0siti0n vrithin the br0ad clini-
cal spectrum of blpolar dis0rders, J Affect Dis1rd.2000;59(suppl 1):5S-30S.

48.  AngstJ.Theemerginqepidemi0l0gy0fhyp0maniaandbipolar l ld is0rder.J l#ecl
0 isord.  1 99Bt50:143-1 51.

\\A\,14/, ARCI IG E,NP5Y (-I.IIA I R\'.COIT{


