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Thedi agnosisand treat mentof bi polardisorder (BD) has been inconsistentandfrequent ly
misunder stoodinrecent years. Toidentify thecausesof thisproblemand sug gest possi ble so-
lutions, weunder took acriti cal review of sudiescon cerningtheno sology of BD and the &f -
fectsof anti depressant agents.

Boththeunder di agnosisof BD anditsfrequent misdi agnosisasuni polarmajor depresive dis
or der (MDD) ap pear tobeproblemsin patientswithBD. Under di agnosisresultsfrom dlini-
cians inadequateunder standing of manic symptoms, frompatients impairedinsightinto
mania, andespecialy fromfail uretoinvolvefamily membersor third par tiesinthedi agnostic
process.

Some, but by nomeansall, of theunder di agnosisproblemmay al soresult fromlack of agree-
ment about thebreadth of thebi polar spectrum, beyondclassictypel manic- depressiveill ness
(what Ketter hastermed” Cade’ sDisease”). Toal levi ateconfusionabout thelessclassicvarie
tiesof bi polarill ness, weproposeaheuristicdefi ni tion, “ bi polar spectrumdisorder.” This di-
agnosis would give greater weight to family history and antidepressant-induced manic
symptomsandwould ap ply tonon-typel or |1 bi polarill ness,inwhich depressivesymptom,
course, andtreat mentresponsechar acteristicsaremoretypi cal of bi polarthanuni polar illness.

Theroleof anti depressantsisalso controver sial. Our review of theevi denceleadsustocon-
cludethat there should belessem phasison using anti de pres santsto treat per sonswiththis

illness.

(CanJPsy chiatry 2002;47:125-134)
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isdiagnosi sand consequent mistreat ment of bi polardis-
M order (BD) are potentially life-threatening issues for
patients, yetincontem porary practicethereexist sev eral po-
tential inadequaciesinthedi agnosisof BD. A synergy of cul -
tural andclini cal factorsresultsinitscommon misdiagnosis.
Baldessarini has noted that the culture of modern medical
practiceap pearsto be guided by a“pharmacocentric view of
theworld” (1). Thisisto say that therate of di agnosisof anill -
ness, aswell assci entificinterestinaparticular disease, isof -
tenincreasedfol lowingtheintroductionof new medi cations
forit(2). Thus, thesheer number of anti depressantsavail able
may influencethedi agnosisof uni polar major depression, of -
tentothedet ri mentof BD di agnosis. Thismay beex acer bated
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by thefactthat virtually all patientswith BD ex peri encelong
peri odsof depression (3), whichusually causesmoresubjec.
tivedistressthandoesmania. Assuch, patientsaremorelikely
to seek help for de pression than for mania. Givenagrow ing
awareness of the need to diagnose and treat depression,in
creasesindepressionresearch,andariseinpublicinter est, the
underdiagnosis of BD is an understandable result. Further,
limi tationsof theDSM-1V nosology may im pedethedi agno-
sisof BD, be causethe DSM-IV hasrather broad cri teriafor
MDD and nar row cri teriafor BD. Pharmacocentriclogic may
have helped to per pet u atethe underdiagnosisprob lem, but it
could also steer themental health com mu nity inanew di rec-
tion, with the emergence of a new generation of
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mood-stabilizing agents de rived from novel anticonvul sants
and atypi cal neurolepticagents.

Underdiagnosis and Misdiagnosis of Classic
Typel BD (“Cade sDisease”)

Empirical Evidence

Even standard mania, bipolar | disorder, is prone to
underdiagnosis, asreviewed below. K etter has sug gested us-
ingtheterm* Cade’ sdisease” in hon our of John Cade, thedis-
cov erer of lithium, torefertoclassic, lithium-responsive, type
| manic-depressive illness (Terence Ketter, 2002, personal
communi cation). TheEpidemiologicCatchment Area(ECA)
study, upon which much of thecon ventional wisdomregard-
ing the prevalence of BD is based, reported that maniaand
hypomaniaoccurin1.2%of thegenera populationover alife-
time(4). Thisprev alenceisabout one-fourth that of major de-

pression and somewhat higher than the prevalence of
schizophrenia.

The 4 to 1 ratio of uni polar to bi po lar disor der has been
doubted by researchersspecial izinginBD. Inacom prehen-
sivereview of theepi demi ologi cdl liter ature, Goodwin and
Jamison (3) esti mateda2to 1 ratioof uni polartobi polar dis-
or der; in an epidemiologic study among the Amish, the ob -
servedratiowas1to 1 (5).

Fol low-upstudiesonthedi agnosticvalidity of theECA study

cast fur ther doubt uponitsfindings. Anthony and asso ci ates
found quitepoor interrater agree ment (kappaval ues) for Axis
| psy chi atricdi agnosesin1of 5citiesinthe ECA study (the
Bal ti moresite). They used agold stan dard of clini cal reap-
praisal basedonDSM-I11 cri teriatoreassessdi agnosesmade
by thelay researchersusingtheDi agnosticInter view Sched-
ule(DIS; aresearchdi agnosticinter view designedfor usein
the ECA [4,6]). In the ECA study, no kappa value ex ceeded
0.35,a thoughconventionally acceptablekappasfor epi demi-
ologi cal studiesaregener aly above0.70. Fur ther, thekappa
for maniawasan abysmal 0.05. Assuch, inonly 5% of casesin
thissam plewerethedataused inthe ECA study con firmed by

clini ciansex peri encedin di agnosingmania. Hel zer and col -
leaguesreportedsimi lar findingsat the St LouisECA site(7).

These prob lemswith the ECA datawere fur ther high lighted
by Dohrenwend (8). Robins, thedevel oper of theDI S, also ex-
pressed con cern about thosefind ings (9). Itisquite possi ble
that the ECA datahave contrib uted to the ne glect of re search
on BD.

Thelowa500 pro ject (10) re ported that con sult ing hospi tal
chartsresultedinincreaseddi agnosisof maniainrel ativesof
psy chi atricprobands. Sur prisingly, eventhemostrigor ousre-
search-basedclini cal inter view (meanduration, 102minutes)
under esti matedtheinci denceof maniain re ativesby al most
one-third (mor bidity risk 1.9 [SD 1.07] excluding hospital
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charts, compared with 5.3 [SD 1.73] including hospital
charts). Itisclear that many patientsfor get or deny past hospi-
tal izationfor maniainthecourseof clini cal inter views. Inthe
ab senceof ex ter nal sourcesof infor mation (aswasthecasein
the ECA study), the diagnosis of BD is probablyunder esti-
mated. The fre quency of BD misdiagnosis has been as sessed
in a few recent empiricalstudies. In 1 survey,48% of the
mem bersof theNational Depressiveand Manic Depressive
Association(NDMDA) reported that they had seen 3 or more
mental health professionalsbefore receiving a diagnosis of
BD (11); 57% of themem bersre ceived an other major psy chi-
atricdi agnosisduringthat timemost commonly uni polar ma
jor depressive disorder (MDD) (44%), followed by
schizophrenia(34%). Onav er age, ittook 8 yearsof clini cal
treatment before the diagnosis of BD was correctly made.
How ever, theresultsshouldbeinter pretedwithsomecaution,
becauseitispossi blethat peo plewith poor treat ment ex peri-
encesaremorelikely tograv i tatetowardthe NDMDA. Also,
becausethedataarebased on aself-report sur vey rather thana
clini cal inter view, they may not begeneralizable.

A second study ex aminedthechartsof al inpatientspro spec

tively di agnosedwithbi polar (n = 44) or schizoaffective dis

order (n = 4) by a psychiatrist with expertise in affective
disor ders(12). Thesepatientsweredi agnosed over lyear, us

ing DSM-IV criteria Patient interviewsand chart reviews
wereusedtoobtainreferral di agnosesbeforehospi tal ization.

Patientswhohadnot previ ously sought psy chi at rictreat ment,

orwerecur rently ex peri encingtheir first manicepi sode, were
ex cluded. Nineteen (40%) wereidenti fiedashaving BD pre-

vi ously misdiagnosed asuni polar depression. Timetobi polar

diagnosisaf terapatient’sfirst contact with a mental heath
professional was7.5years(SD 9.8) inthetotal sample(vs0.9

years[SD 2.2] in 25 patientswho had al ready been di ag nosed
with BD). Mood stabi lizerswereunderused and anti de pres.

santsover usedinthispatient pop ulation; onad mission, only
38%of thetotal sam pleweretakingmoodstabi lizers, and, no-

tably, a similar number (33%) weretakinganti depressants.

Thus, systematic gopli cationof DSM-IV criteriaidentified

previ ously undiagnosed BD in40% of areferred populationof
patientswithmooddisor ders; all thesepatientshad previ ously
been misdiagnosed with uni polar MDD. Becausethesample
consisted only of BD |, the underdiagnosisof BD could not be
attributedtodif fi culty di agnosinghypomania.

A confir mationstudy wasconducted, withamoredetailed as
sessment of nat ural history andtheef fectsof anti depressants
onill nesscourse(13). Thisout patient study included patients
with BD | aswell as BD Il and BD not otherwisespecified
(NOS) (accordingto Akiskal’ scri teriaof ei ther hypomaniaor
maniaoccur ringonlywithanti depressant useor adi agnosisof
unipolar disor der and afirst-degreerel ativewith BD | [14]).
Thestudy assessed 54 patientswithBD (BD 1,n=27;BD Il,n
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=11; BD NOS, n = 16) and found that about 7 years elapsed
betweenthefirst visittoamental health professional andthe
di agnosisof BD |. For BD Il or BD NOS patients, about 12
years elapsed between first visit and diagnosis. In the total
sample, major depressiveepi sodes(MDES) occurredabout 5
yearsear lierthanmanicepi sodesandweremorefrequent than
manic ep i sodes. Patients spent about 50% of their liveswith
depression, com pared with 11% of their livesex peri encing
mani ¢ or hypomanic symptoms. Of thesam ple, 57% had been
di agnosedwithuni polar MDD beforebeingdi agnosedwith
BD. When the authors controlled for patientswho had re-
ceiveduni polardi agnoses due to MDEs occuring be fore the
firstmanicepi sodes, 37% of patientswerestill misdiagnosed
with unipolar MDD after the onset of their first manic or
hypomanic episode. This appears to be the first true
misdiagnosisrate estab lished in astudy of BD that took into
accountas mul taneousassessmentof natural historyfactors.

Clini cianFail uretoRecognizeBD

Assuggestedby theseprevi ousstudies, disparitiesincli ni cian
awarenessof maniavsdepressioncontributetomisdiagnoss.

Sprock conducted a study of 20 cli ni cians(mostly psy chi a-
trists) atanacademicinsti tution (15). Toassesstheir di agnos-
ticskill indistinguishing schizoaffectivedisor der fromother
mood disor ders, sheasked thecli ni cianstowriteall thesymp-
toms of maniaand de pression that they could recall inthe 3
minutesal lottedfor each. Thecli ni ciansdisplayedrel atively
greater knowl edge of symptomsthat are DSM cri teriafor ma-
jor depression: 18cli ni ciansdescribed deep distur bance, 17
decreased ap petite, 15sui cidal ideation, 11 anhedonia, and 10
de creased weight and li bido. Con versely, for manic symp-
toms only 7 clinicians reported euphoria and grandiosity,

symptomsthat can bestraight for wardly inferred asDSM cri -
teria; 13 described dleepdistur banceand 12, decreased sleep,

nei ther of whichreflectstheex act cri terion of decreased need
for dleep. Twelvede scribed de pressed mood (whichisnot re-
quiredfor mania),and8eachdescribed” energy distur bance,”

cy cling, and spending sprees. Energy isnot al waysel evatedin
mania, ¢y clingisacoursecri terion, and spending spreesarea
subtypeof 1cri terion. Thus, fewer than one-half of thecli ni-
ciansdescribed only 2 of the 7 car di nal DSM-IV maniccri te-
ria (eu pho riaand grandiosity), com pared with the fact that
most cli ni ciansrecalled most of themajor depressivecri teria.

Theseresultssug gest that cli ni cians' inef fectual assessment
of manic symptomsresultsin misdiagnosisof patients.

Lack of Insight Into Manic Symp toms Among Pa tients

Apartfromtheshort comingsof cli ni cians' di agnosticskills,
patients’ lack of insght into mania also contributes to
underdiagnosis of BD. Empirical studies published specifi-
cally oninsightinBD wererarebefore 1994. Sincethen, how-
ever, 2 groups have noted that lack of insightisal most as
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promi nentinmaniaasinschizophrenia, anditislessimpaired

indepression(16,17). Using dif fer ent meth ods, the DSM-1V

field tri alsalso dem on strated that lack of insightisamajor

clinica findinginBD, onethatissimilarinseverity tothatin

patientswith schizo phrenia, and moreseverethanin patients
with psy chotic depression (18). Becausein sightismoreim-

paired in mania than in depression, rdiance on patient

self-report prob ably con trib utesto underdiagnosis of mania
(aswasal luded tointhediscussion of the lowa500 pro ject)

andrel ativeoverdiagnosisof uni polar depression. Involving

patients familiesand caregiversinthedi agnosisprocessand

extending the collection of data beyond the patient to third

partiesisapossi blesolutiontothisdi lemma. Forexample,ina
study of prodromal symptomsof maniaanddepression, fami-

liesreportedbehavioura symptomsof maniamorethantwice
asfrequently aspatients(47% vs 22%) (19). Thisfinding did
not holdfor depression, wherefami liesand patientsreported
simi lar symptomrates. Hence, theob fuscat ing ef fectsof pa:

tients' impairedinsight canbecounter actedby obtainingfam

ily or third-party data (for ex am ple, from ther apists, nurses,

social work ers, andresi dentia staff). Inour ex peri ence, most
patientscanidentify at least 1 closefamily mem ber or friend

towhomthey arewill ingtoal low ac cessfor vi tal history tak-

ing. Lackingthis, eventhebest psy chi atriceval uationscanbe
confounded by apatient’sim pairedin sight. Con cernsabout
confidenti al ity may beraised, butitisim por tant to set upan
ex pectationfromthevery beginningthat thepatientisenter-

ingamedi cal relationship, inwhichaccesstothird par tiesfor

infor mationisvi tal to proper treat ment. Thiscontrastswitha
purely psy chother apy relationship,inwhichoutsidecontactis
commonly avoided.

IsThereaBipolar Spectrum Beyond Type
[lIness?

Wehavejust reviewed ev i denceregarding underdiagnosisor
misdiagnosis, mostly of BD |. Wewish to em phasizethat the
problem of the misdiagnosis of BD occursevenwithclassic
manic-depressiveill ness, what K etter hastermed“ Cade’ sdis.
ease.” Inaddi tion, how ever, therearepossi bly many lessclas
sic forms of bipolarill ness,in which spontaneousmaniaor
hypomaniado not oc cur.

For over 2decades, “ soft signs” of bi polar ity have been stud-
ied and dis cussed by Akiskal and oth ers(14,20,21). A recent
review of 6 studiesdonesince 1978 sug geststhat broad ening
theBD di agnosticcri teriatoincludeother aspectsof thebi pa
lar spectrum (hypomania and cyclothymia) yields a higher
prev alencerange (3.0% to 8.8%) thaniscom monly believed
(22). On the other hand, Baldessarini has pointed out the po-
tential researchpitfallsof suchabroadeningof thedi agnostic
spectrum (23). Baldessarini sug geststhat abroad ening of bi-
polardi agnosisbeyondconventional BD | diseasemay retard
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Fig ure 1. The affective spectrum. Adapted from FK Goodwin, SN Ghaemi. New Oxford Textbook of Psychiatry, 2000(56).

Cade’s dis ease = classic manic-depressive illness, characterized by pure manic episodes and pure m ajor depressive
episodes, with extensive euthymic intervals and an excellent response to lithium (personal communication, Terence

Ketter, MD, 2002)

Unipolar $rectrum

Chronic
MDD

Dyshymia

Psychatic

Recurrent
MDD

Single
MDE

Atypica
MDD

MDD=Major depressivedisorder, MDE=Major depressive gpisode

MDD -—

BPI

BPI|
Cad€e s

our understanding of the ill nessandthat bi ologi cal and ge-
neticstudiesmay best proceedwithinmorenar row di agnostic
parameters. A consensushasyettobereached ontheapproach

to(anddefi ni tionof) thebi polar spectrum.

Examining the underdiagnosisof BD nat urally leadsto adis-
cussionof how broadthespectrumof bi polar di agnosisshould
be. Clini cal and ge netic data sug gest that nonclassic parts of
thebipolar spec trum (that is, BD Il, NOS, and cyclothymia)
may be morecom monthan classictypel manic-depressiveill -
ness(21). Infact, as Grof hassug gested, classictypel manic
depressiveill nessmay dif ferinmany respectsfromlesstypi-
cal forms of bipolar illness, especialy in being morelith-
ium-responsive. It is this classic syndrome that Ketter has
called" Cade' sdisease.” Figurelsuggestsapossi bleconcep-
tual ization of thesecondi tionsontheaf fectivespectrum. Bi-
polarspectrumconditions exhibit lesssevere mania, but they
are not less severeintermsof de pressive symptoms. Apart
from the major morbidity and substantial suicide risk that
thesedepressivesymptomspresent (3), vari eties of BD pro -
duce unstable lives, failed careers, high divorce rates, and
stormy bi ographies. Hence, webelievethat theentirebi polar
spectrumneedstobeag gressively di ag nosed andtreated.

Theproblem of BD underdiagnosisispartly (al though not en-
tirely) relatedtofail uretorecognizebi polar spectrum states
such as hypomania, assuming a version of the spectrum
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beyondfull maniaisaccepted. Becausehypomaniaistheonly
major DSM-IV di agnosisinwhichtheessential cri terion of
social and occupational dysfunction is not required (and in
fact, onemust ruleout signif i cant social and oc cu pationdys
function), many di ni ciansfind hypomaniato beadif fi cult
condition to diagnose. Thus, hypomania is mainly distin
guished frommaniabased onfunction, rather than symptoms.
Becausetheterm*“significant” isdeliber ately vague, psy chi a
tristidenti fi cation of hypomaniaisnotreli able(24). Given
thissituation, hypomaniamay beunderdiagnosed as” nor mal-
ity,” and maniamay be underdiagnosed as hypomania.

Also, thecom pletefocusonpolar ity foundinthedi agnostic
schemaof DSM-111/1V obscurestherelationbetweenbi polar
andhighly recur rentformsof uni polar depression.BDisdi ag

nosed when mood el evationispresent, anditsplaceinthedi-

agnostic schema impliesatotally separateill ness. How ever,

phenomenol ogicstudiesdat ingback toK ragpelinput pri mary

emphasisonill nesscourseandconsideredcy clingtobeasim:

portantaspolarity. Casesof recur rentdepressionmay bemore
likelytohavegeneticchar acteristicsandtreat mentresponses
similar to those encounteredinBD (3). Patientspresenting

withmainly depressive symptomsmay ex hibit other cluesto
possi blebi polarity,and theseareout linedin Table 1.

Giventhedebateand confusionsur roundingthebi polar spec
trum, we pro pose hereaheuristic def i ni tion based onthese
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Table 1. Bipolarity: clues in the history

[EEY

. Recurrentmajorde pressive episodes (> 3)

. Early age of on set of ma jor de pres sive epi sode (< age 25)

. Family history of bi polar dis or derinfirst-de greerelative

. Hyperthymic personality (atbase line, nondepressed state)
. Atypicalde pressive symptoms (DSM- IV criteria)

. Briefma jor de pres sive epi sodes (on av er age, <3 months)

. Psychoticmajorde pressive episodes
. Postpartumdepression
. Antidepressant-induced maniaorhy po mania

© 00 N O O WN

=
o

. Antide pres sant“wear- off” (acute butnot pro phylacticre sponse)
11. Lack of re sponse to 3 3ade quateantide pressanttreatmenttrials

Re printed with per mis sion. SN Ghaemi, JY Ko, FK Good win (57)

Table 2. A proposed definition of bipolar spectrum disorder

A Atleastone majorde pres sive epi sode
B Nospontane ous hy po manic or manic epi sodes

C. Either of the fol low ing, plus at least 2 items from cri te rion D, or both of the fol low ing plus 1 item from cri te rion D:

1. Afamily his tory of bi po lar dis or derin afirst-degree relative
2. Antidepressant-induced maniaorhy pomania
D. Ifnoitems from crite rion C are pres ent, 6 of the fol low ing 9 cri te ria are needed:
1. Hyperthymicpersonality (atbaseline,nonde pressed state)
2. Re currentmajorde pres sive episodes (> 3)
3. Brief ma jor de pres sive epi sodes (on av er age, <3 months)
4. Atypicaldepressive symptoms (DSM- IV criteria)
5. Psy choticmajorde pressive episodes
6. Early age of on set of ma jor de pres sive epi sode (< age 25)
7. Postpartumdepression
8. Antide pres sant“wear- off” (acute butnot pro phy lactic re sponse)

9. Lack of re sponse to 3 3antide pressanttreatmenttrials

Re printed with per mis sion. SN Ghaemi, JY Ko, FK Good win (57)

clues(Tables1and2). Weproposeplacingall ver sionsof bi -
polarill nessapartfromBD 1 orllinasinglecategory,labelled
“bi polar spectrumdisor der (BSD).” Thisisincontrastto oth-
erswho have sug gested types of bi po lar ill ness (111-VI) be-
yondBD | andll (21,25). Weenvi sionthat thisBSD di agnosis
might re placethecur rent non specific DSM-IV di ag no sisof
BD NOS. Weheuristi cally defineBSD asadi ag nosticcat e-
gory that possessessev eral of thepotential signsof bi polarity
listedin Table 1, with greater weight givento family history
and antidepressant-induced manic symptoms (26). Even in
patientsthat havenot spontaneoudy ex peri enced amanicor
hypomanicepi sode, we sug gest that BSD can bedi ag nosed if
they have MDEswith sev eral signsof bi polarity (Table?2).

Therelationof thesecluestobi polarityiswell documentedin
theliterature(2628). Sev eral studieshaveadvocatedinclud-

ing patientswithanti depressant-inducedmaniaor hypomania
inthebi po lar spec trum (29 31). Akiskal has also noted that,
when followed prospectively, many adult patients with
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anti depressant-associated hypomaniaarefoundtoprogressto
bi polar stateswith spontaneousmaniaor hypomaniamonths
or years later (26). In that study, in fact, treatment-induced
hypomania was 100% specific for the eventual end point of

BD, closely fol lowed by afamily history of BD, which was
98%specific. Consequently, wegivegreater weighttothese2

factorsaspredictiveof abi polarill ness.

Overaprospectiveobservationperiodof 11years, 48/559 pa
tientsina1995 National Insti tutesof Mental Health (NIMH)
collaborativedepression study con verted to BD 1l (32). At
study entry, both early on set-age(thatis, < age25years) of the
first MDE, aswell asrecur rent depression, seemedtochar ac.
ter izethosewho switch fromuni polartoBD Il depression. A
French multicentre study (33) also showed that early on-
set-agesignif i cantly dif fer enti ated BD 11 from uni polar pa-
tients. Atypical depressive symptoms also predicted
bi polarityintheNIMH sample,afindingcorroboratedby are
cent study showingthat patientswithatypi cal depressionhave
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higher ratesof BD |1 than do patientswith out atypi cal depres-
sion(34). A recentbi polar depressionstudy conductedinNew
Zealand compared 39 BD | patients who were age- and

sex-matchedwith 39 uni polar patients. Thepatientswerealso

matched by DSM-1V mel an cholic sub type, and it wasfound

that patientswith BD weremorelikely todemonstrateatypi -
cal de pression and were also morelikely to have ahistory of

psy choticdepression(35). Other studies also sup port anin-
creasedassoci ationbetweenpsy choticdepressionandBD, as
opposedtouni polarill ness(27). Family history of BD alsoap-
pearsel evatedin per sonswith hyperthymicper sonal ity (36),

al though not all stud ies agree on thispoint (37).

Accordingtonatural history studies, untreatedbi polar depres-
siveepi sodesaremorebrief (mean, 3to 6 months) thanuni po-
lar depressiveepi sodes(mean, 6 to 12 months) (3). Recent
dataalsolink ahigher likeli hood of lithium responsefor de-
pression to very brief, recentdepressive episodes(38). The
experience of acute but not prophylactic responsetoanti de-
pressants(aphenomenonwerefer toas*wear off”) hasbeen
linked to BD (39), as have postpartum de pressive ep i sodes,
whicharemorefrequentinbi polarthaninuni polarindividu-
als(3). Lastly, lack of responseto 3 or moread equateanti de-
pressant treat menttri alshaslongbeenconsideredareasonto
reassessfortheuni polar di agnosis(3). Werecently confirmed
theseassoci ationsinaclini cal study thatiscur rently inprog-
ress(to bepresented at the An nual Meet ing of the Amer i can

Psychiatric Associ ation,May 2002, inPhil adel phia).

The Antidepressant Controver sy

One major reason to carefully distinguish between BD
(whether BD |, BD I, or BSD) and uni polar depression hasto
dowiththedif fer ent profileof anti depressant ef fectsin BD.
Whileof tenal ludedto, thisprofileisnot sim ply aquestion of
risk of acutemaniaor hypomania. Moreim por tantly, thereis
noevidenceof ef fi cacy withanti depressantsinthelong-term
maintenancetreat mentof BD. Conversely, thereissignifi cant
evidenceofiatrogenicworseningof thebi polarill nesscourse
with antidepressant treatment. We review this evidence
below.

Lackof Prophylaxis

Antidepressants have not been proven to preventdepression
in the treat ment of BD. In other words, while they may have
acute ef fi cacy intreatingcur rentdepression, they have not
beenef fectiveinprophy laxisof depressiveepi sodesinbi polar
disease, insharp contrast touni polar depression. We identi-
fiedall 7published controlledlong-termdouble-blindstudies
of anti depressant usein BD (mostly BD 1) 5withtricyclican
ti depressants(TCAs), 1withbupropion, and 1withfluoxetine
(seeTable3).

Inthestudieswithlithium com par i sonarms(all of whichin-

volved TCASs) noanti depressant provedtobemoreef fective
than, or in some cases even as effective as, lithium aone
(40-44).In1 study, in creased manic epi sodesover timeindi-

cated that antidepressants (alone or even combined with

Table 3. Blind controlled trials of long-term antidepressant treatment in bipolar disorders
Study  Diagnoses (n) Treatment Duration Outcome Results
(months)
(40) BP-1 (44) Li vs IMI vs PBO up to 24 Hospitalized or new Efficacy: Li > IMI = PBO in BP
treatment
(41) BP-1 (5) Livs Li + DMI 27 (mean) Nurse ratings Efficacy: Li + DMI > Li
Switch and cycling rate: Li +
DMI > Li
(42) BP-I (75) Livs Li + IMI 19(mean) RDC episodes Efficacy: Li = IMI
Mania: IMI > Li (women)
(43) BP-II (27), UP (22) Livs IMIvs Li+IMI  11(mean) RDC episodes Efficacy: Li > PBO; IMI = PBO
vs PBO
(44) BP-1(117), UP (150) LivsLi+IMlvsIMI upto?24 RDC episodes Efficacy: Li = Li + IMI; IMI
more mania
(45) BP-Il (80), matched  FLX vs PBO upto 14 DSM-III-R episodes Efficacy: FLX similar in BPII
UP (79), unmatched and UP; switch rate: BP > UP
UP control subjects
(661)
(46) BP-I (15) BUP vs DMI up to 12 DSM-III-R episodes Efficacy: Li+ BUP = Li + DMI;
(19 treatment trials) Mania: DMI > BUP.
BP =hi po lar dis or derétépe | or I); BUP = bupropion; DMI = desipramine- HC1; FLX = fluoxet ine; IMI = imiEra_mine— HC1; Li = lith ium car borr
ate; PBO =placebo; R =ResearchDiagnosticCriteria (58); UP =unipolarmajor de pres sive dis or der. Efficacy re sultsre lated to bi polar
de pressive symptomsunlessstated otherwise.
Adapted from SN Ghaemi, MS Le nox, RJ Bald es sarini (59).
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lithium) seemed to ac tu ally worsen long-term out come (42).
Amster damandassoci atesreported onapost hocanal y sisof
uni polar clini cal tri alsand noted that the acute maniaswitch
rate with fluoxetine was higher in BD Il (about 5%) than in
uni polar depression(about 0.5%, P < 0.05) (45). At 1-year fol-
low-up, how ever, no dif fer encein switch rateswasfound be-
tween the group with BD Il and the group with unipolar
depression. Theauthorsinter pretedthisasevi denceof therel -
ative safety of the selective serotonin reuptake inhibitor
(SSRI). Thisresultisinconclusive, how ever, sincethisstudy
did not pos sess a mood-stabilizer con trol arm, nor did it sys-
tematically assess manic symptomswithrating scales. Fur -
ther, because of the planned discontinuation at earliertime
pointsof thevari ousstudiesunder ly ingthispooledanal y sis,
theini tial sampleof 80 subjectswasreducedto 10subjectsat
1-year fol low-up. Thus, thehighrisk of BD |1 statisti cal error
makesthisfinding of nodif fer encein 10 patientsat 1 year es-
sentialy uninterpretable. The clearest find ing of this study
was that the acute manic switch rate was higher with
fluoxetineinBD Il thaninuni polar depression. Inthestudy of
bupropion by Sachsand col leagues, only 5 patientswerefol -
lowedupto lyear, a lowingevenlessroomforinter pretation
(46).

Risk of lat ro genic Wor sening of the Long-Term Cour se of
Bipolarlliness

Anti de pressantshavenot been provento ef fectively prevent
depression in BD over thelong term, and it ispos si ble that
they may ac tu ally cause moreand moremood ep i sodesover
time.

This possibility is supported by 3 randomizedstudies. The
firststudy (42) reportedal most 2.5timesmorefrequent manic
episodes with double-blind treatment using lithium plus
imipramine(24%), com pared with lithium alone (10%), over
ameanof 1.6-year fol low-upin 75 patientswithBD | (statisti-
calysignificantinthefemalesubgroup). Depressiverelapse
rateswere no worsefor lithium alone (10%), com pared with
lith ium plusimipramine (8%). The sec ond study (41) wasa
small (n=5) dou ble-blind placebo-controlled on-off-on study
that demonstratedrepeatedincreasedcy clingwithTCAs. The
third study (47) found that dou ble-blind ran domized re place-
ment of TCAswith placeboledtoremission of rapidcy cling

in17/51 (33%) patientswith BD. Inthat study, 10 patients(a
sub set of theto tal sam ple of 51) also re ceived dou ble-blind

on-off-oncomparisonsof TCA and placebo use, again sup-
portinganassoci ationbetween TCA useandrapidcy cling.In

1case, rapidcy clingbecameirreversibleaf ter 2separate TCA

tri al's, despitelater discontinuation. Therearenorandomized
datarefutingtheseobser vations.

Thereisalsoanaturalisticliter aturesuggestingarelationbe-
tweenanti depressant useand worsened long-term out come.
Inthefirstlargenatural isticreport, Kukopul osandassoci ates
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reported that antidepressant use was associated with rapid
continuous cycling without intervals of norma mood in
59/115 (51%) sub jects(48). Thisearly re port contin uestobe
confirmed in this group’s ex peri ence 20 yearslater (49), in
whichpracti cally all casesof observedrapidcy cling(n= 120)
wereassoci atedwithanti depressantuse. Thelong-termex pe
ri ence of this highly re spected group raises the ques tion of

whether rapid cy clingmay not beal mostentirelyiatrogenic,

second ary to anti de pres sant use. It isworth not ing that the
psychiatricliterature before 1960 rarely observes the exis
tenceof rapidcy cling, despitethecareful descriptivework of

Kraepelin, Bleuler, and others. Y et, sincetheintro duction of

antidepressants, rapid cy cling hasbeen con sistently reported
to oc cur inabout 20% of patientswith BD. Kukopulos' group
identified a few apparently spontaneous rapid cyclers
(32/118, 27%); comparedwithanti depressant-inducedrapid
cyclers(86/118, 73%), themajor clini cal dif fer encenoted be
tween the groups involvedtem per ament (cyclothymictem:
perament was more prevalent in the spontaneous
rapid-cycling group, and hyperthymictem per amentwasmore
prev alentintheanti depressant-induced rapid-cyclinggroup)

(50). The recentexperience of Kukopulos group provides
somerel ative good news: 79% of therapid-cycling casesfol-
lowed for 10 years (n = 50) resolved after antidepressants
were discontinuedand mood stabilizer trest ment wasin sti-
tuted. Conversely, however, antidepressant-related
rapid-cycling may be per manent in about 20% of per sons,

evenaf terthey discontinueanti depressants(49).

Theex peri ence of thisltal ian group waslater con firmed by
Post’'s NIMH group (29), with antidepressant-associated
rapidcy clingidenti fiedin26% of 51 patients. How ever, all of
thesereportsin volved pri mar ily TCAs. The hope hasgrown
that new-generationanti depressantswill not havetheserisks.
Wehaveex aminedthistopicin 2 studies, thefirst pub lished
and the sec ond soon to befully pre sented pub licly.

Inthefirst study (13), based on dataob tainedin 1997 from pa

tientswho had mostly re ceived new anti de pres santssuch as
SSRIs,wereconfirmedthenat ural isticassoci ationbetween
antidepressant use and rapid cy cling in 24% of 54 patients
with BD. Thisrateissimi lar to thosere ported by the Ital ian

and NIMH studies involving TCAs. In our most recent
dataset, col lectedin2001, weagainconfirmedasimi lar rateof
anti depressant-inducedrapidcy cling (35%of 40 patientswith
BD), andwedemonstrated that it did not oc cur at all inasanr

pleof 38 patientswith uni polar depression (to bepresented at
theAnnual M eetingof theAmeri canPsy chi atricAssoci ation,

May, 2002, inPhil adel phia). Again, most of thesepatientsre

ceived new-generationanti depressants, rather than TCAs.

Not all studies agree with these findings. In the NIMH
psychobiology of depression study, for example,
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anti depressant usewasassoci atedwithpoor out comesecond-
arilyduetoanunderlyingassoci ationbetweendepressionand
rapid cy cling (52). When the re search ers con trolled for de-
pression(whichisit self apoor prog nosticfactor), anti depres-
sant use did not appear to be a sufficient mechanism to
producerapid cy cling or apoor out come. How ever, thisfind-
ingisbasedonastatisti cal manipulationof natural istictreat-
ment and is there fore not asrig or ous as afind ing based on
randomized data. Further, the subjectswerefol lowed for a
limited part of their ill nessdur ing thestudy (10years), andthe
sam plecom prisedrather ill patientswith many previ ousepi-
sodes of illness. Since some patients might have reached a
maximal state of rapid cy clingrelatedtoanti depressant use
before study enrollment, even more worsening could have
beendif fi culttodetect.

Ifanti depressants are associated with rapid cycling and a
long-termworsening of BD, it would seemlogi cal to avoid

these agentsinlong-term main te nance treat ment. Hence, re-
cent ex pert recom mendationshavesug gestedthat, if anti de-
pres sants are used for acute MDEs in BD, they should be
taperedoff af ter euthymicrecov ery, inthemaintenancephase
(2to6 monthslater) (52). Thisrec om men dation, withwhich
weagree, hasbeencriti cized by someinvesti gatorswho,ina
recent study of 41 patientswithBD, report astatisti cal associ-
ationbetween stop ping anti depressantsand relapseinto de-
pression (53). Evenif ac cepted at face value, that study does
not resultinclear evidencefor util ity of anti depressantsin
most patientswith BD. In another dataset from the Stanley

group, anti depressantswerestill associ atedwithacutemania
or treat ment nonresponsein about 75% of patients(54). These

reports, how ever, alsohaveamajor methodol ogi cal problem:
they arenonrandomized nat ural isticstudies, andthereisapo-
tentiallyimportant bias in the com posi tion of the2 groupsin
each study. Inthepub lished study, anti de pressantsweredis-
continuedinonegroup( n=25) and continuedintheother (n=
19). Based on cur rent guidelinesand thelit er aturede scribed
above, wesuspect that cli ni cianswould havebeenmorelikely
todiscontinueanti depressantsin patientswithrapid-cycling
vs non-rapid-cycling BD. However, the very definition of
rapid-cycling BD isthat epi sodesoc cur morefrequently than
innon-rapid-cycling BD. Hence, onewould ex pect tofind, by
nat ural history, that relapseintoamood epi sodewouldoc cur
ear lierintherapid-cycling group. Inanonrandomized assign-
ment of antidepressant continuation to patients with
non-rapid-cyclingBD anddiscontinuationof anti depressants
inrapid-cycling BD, such afinding would have nothing to do
withtheanti depressantsthemselves. Only arandomized study
can answer thisquestion, andindeed such astudy ex ists(44).
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In that study, 150 patientswith BD | re ceived lith ium plus
imipramine openly for 2 months. They were then dou -
ble-blind randomized to continuation of lithium plus
imipramine, ortodiscontinuationof imipramine(lithiumplus
placebo), or to imipramine aone (plus placebo). In up to
2-yearfol low-up, therewasnoincreasedrateof depressivere
lapse upon dis con tinu ation of imipramine (29% in thelith-
ium-alone group, vs 22% in the lithium-plus-imipramine
group, vs 28% in the imipramine-alone group). At the very
least, onecan say that thisrandomized study failedtofind ev i-
denceof increased relapseinto depression af ter withdrawl of
anti depressanttreatmentinBD.

Werecently conductedanat ura isticstudy, inwhichwecom:
pared patientswithbi polar anduni polar depression. Wefound
thatrelapseinto depressionafteranti depressantdiscontinua
tion was infrequentin 40 patientswith BD (about 20%) and
much lesscom monthanin 38 patientswith uni polar depres
sion (over 50%) (un pub lished datato be pre sented at the Arr
nual Meetingof theAmeri canPsy chi atricAssoci ation, May
2002, in Philadelphia). This finding agrees with our previ-
ously publishedex peri ence,inwhichweusedanti depressants
inonly 19% of 38 patientswith BD treated for 1.7 years, with
ex cel lent resultsfor treat ment of depressivesymp tomswith
mood stabi lizers(55). If theproblem of depressionaf ter anti-
depressant discontinuation occurs in BD, it appears to be
infrequent.

Insummary, randomizedandnat ural isticdata support anas
soci ationbetweenanti depressant useandrapidcy cling. Such
anassoci ationar guesfor cautioninusinganti depressantsto
treat BD, limitingthemto severeacutedepressionand gener-
aly stop pingtheminlong-termmaintenancetreat ment. With-
drawal relapse into depression may occur but appears
infrequent. Inour ex peri ence, anti depressantsareneededonly
in about 20% of patients with BD, whether for acute or for
maintenancetreatment. Most patientswith BD ap pear to do
best with mood-stabilizing treat ments, intheab sence of anti-

depressantuse.

Conclusions

Theunderdiagnosisof BD partly indi catesalack of agreement

onadef i nitionof thebi polar spectrum. Weproposeaheuristic
def i ni tionof bi polar spectrumdisor der. Y etevenmaniaand

BD | (classic“Cade’ sdisease”) are proneto underdiagnosis.
This may be due to clinicians failure to recognize manic
symptomsand patients’ lack of insight. Sinceanti depressant
usecanbeproblematicinmany patientswithBD, theaccurate
differential diagnosis of bipolar vs unipolar depression is

W Can J Psy chia try, Vol 47, No 2, March 2002



“Cade’s Disease” and Beyond: Misdiagnosis, Antidepressant Use, and a Proposed Definition for Bipolar Spectrum Disorder

essential. If diagnostic practice improves, new
mood-stabilizing treat mentsmay pro vide new hopefor cli ni -
ciansand patients.
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Résumé: La « maladie de Cade » et au-dela : erreur de diagnostic, utilisation
des antidépresseurs et proposition d’ une définition du trouble du spectre

bipolaire
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L edi agnosticet letraitement dutroublebi polaire(TB) ont étéin cohérentset souvent mal comprisces
der niéresannées. Pour trou ver les causes de ce pro bléme et suggérer desso lutionspossi bles, nous
avonsentreprisuneanalysecri tiquedesétudescon cer nantlanosologiedu TB et lesef fets des agents
antidépresseurs.

Le sous- diagnostic du TB et I’ er reur fréguente qui con siste ale di ag nos tiquer comme un trouble

dépressif majeur (TDM) uni polairesemblent faire pro bléme chez les patients souf frant de TB. Le

sous- diagnosticprovi ent delaconnai ssanceinsuffi santedescli ni ¢i ensdessymptomesmani aques, des
faussesnotionsqu’ ontlespatientsdelamanieet sur tout dudéfaut d' inclurelesmembresdelafamille

oulestiersdanslepro cessusdi ag hostique.

Une par tie, maiscer taine ment paslatotal ité du pro bléme du sous- diagnostic peut aussi pravenir de

|" absenced’ unconsensusquantal’ ampleur duspectrebi polaire. Pour élimi nerlaconfusion apro pos
desvariétésmoinstypiquesdelamaladiebi polaire, nous pro posonsune défi ni tion heuridique, le

«troubleduspectrebi polaire». Cedi agnosticdonnerait plusdepoidsaux antécédentsfamili aux et aux
symptémesmaniaquesinduitspar lesantidépresseurs, et s’ appliqueraitalamaladiebi polaire qui n’ est
pas detypel ou ll.

Ler6le des antidépresseurs est aussi controversé. Notre examen des données probantes nous porte a
conclure qu’ on devrait moins insister sur I’ utilisation d’ antidépresseurs pour traiter les personnes
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