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Othe r advatrtagc:s in gror,rpir lg rne ntal disorclcrs irrto rhcsc
c:lustcrs inclucle ( I  )  becausc l tsvchiat lrsts i l l reaclr '  l rsc thcsc
turodcs  o l  cxp lanat i r>n .  rendcr ing  thenr  more  ex ; t l i c i t  r l i s -
pcls rnvsten, { iorn this l leld; (2) e; lr :h cl lrster cncourages re-
searc:h dirccteri  at un<:overing the hypothesizecl causal cle-
r " r l .n ts  i11  rhe  exar r r r ; r l cs  ( lo l  c l i s t :ases :  pa thogent :s is :  fo r
dinrcnsions: psvt:houti : tr ic v;r l idet ion; for l tehavit-rrs: mt:r:ha-
nisms pror,t>king and shaping hal l i r ;  l i rr  cncounte rs: l i fc his-
ro r ics  anc l  rhe  i r  con tcxrs ) :  and ( ,1 )  d is r i l l c l jons  idenr i l iec l  bv
thcst: sinrl t lc clust€lrs rcndcr psychiatrrc practl t :  e lnol 'c l l t -
tcl l is i [ ] le to al l  obscn ers br-rt  part icul irr l ] '  to meclical co[-
l  cagucs. l  h is strcr lgt ircnccl er-rpl : tnator\:  structr lrc int l icates
$'hy rt :cognizing svmlltorns. such as del lression or anxietr. .
t lespit t :  their rel iable del lr-r i t ions r)r evel l  syl l tptornaric rcur-
t:dies. is irrsulf icicnt {or ful l  unclersranding of ir  pal ient.s ()ne

mnst str i ' " 'c to { incl the gene lal ivc s()urces o[ the synrptorns.
( i  i  vr 'n that rr l l  er. iat i  n g cl iseases. in t  c:rrupt in g cl isorclt :ret l  l tc,
hav i r> rs .  gu  id ing  pa t icn  rs  i l , i  th  c l i s l . : r rs t t ionzr l  vu  lnc rah i l j -
t ics. ancl lcscript ing the mcaning-f i l led assumptlons ot thosc
pat irnts troublecl h1' l i  fe-encoult tcrs are cl ist i  nct t  hcr ' .r1.rc u-
t ic cxe lciscs. these clusters af i i rm and idcnti fv thc ski l ls usccl
by' psr chiatr ic special ists.

[ .cahy" ( l l lotes a Chinese aclagt:.  "Thc beginning oI u' is-
donr  i s  ca l l ing  th ings  b l , thc i r  r ip l r t  na t l le  , "  an  adage id rn-
t i l -ving t ire histtrr i t ' r . ,aluc ol 'rhc D5I' l -111. To l :e cclhcrcnt, ps\,-

chiatrists rrmst cxplaiu to thcir patierlrs, thcntscl.u'cs. lrnd lhe ir
nredical associatcs r'" 'hat the,v have nanerl. Pst.chiarrists could
advance torvard this soal i l ' .  as tlrc f i l l lr cclit ion ol'D-5tr{ is
plannecl. they considcr organrziug the ti isorclers already' r:cr-
l iablv desc:r' ibecl into e tiopathjc c:lrrsters, sr-rc:h as rhose suil,
gcstecl ircre.
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The Increasing Medical Burden
in Bipolar Disorder
| )ar ir l .1. hulrlcr', 1\' l l)
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disahling eonrlir ions. taking Awav vears of hrzrlrhy'
{unct ioning f rorn inc l iv ich:a ls  lvhcr  havc thc i l l -
ncss.r \\ ' i t1"r no precli lccti()n Lor naliL)n, race. or so-

cir-rrconomic s[alus, classic nrarric-clcpre:ssii,c i l lness ]ras a
pfrr\ale nrt' o{ apirroxirnatt]}\, I'1o'rcros'. all poptrlat).rrns.r Hr)u'-
cvcr. thc personal ancl roc:irtal costs ol 'bipolar disorde rs urc
rut r t  lur r i t t t i  to  t l le  n lorr  t rat l i r ior ra l  b ipolar  I  s i rbtypc,  r i , l r i r :h
iucluclcs episotles o{'full-blorvn nritnia ancl ma.jor dcpres-
sr t rn. ;Bipolar  I I  d isorc lcr ,  invohinq epis<t t1cs oI less scvere
hvprtruratria anri nrtrjol clepression, aniJ biltolal sl'rec:trunr sr.rh-
t1'pcs. rvl-rich probably lrring thc ltrevale nce erf all bipolar dis-
()rdrrs to rnorc than l9i, ol t- lS indiviclr-rals, czrn also be clev-
astat inu c(rndi l i ( )ns.  Al l  b ipol r l  d isorders arc cht 'onical lv
te curlir.rg iJlncsscs associatcrl u ith substantial morbiclitv antl
t t t o l t a l i l r ' . '  ' t

.1. 
hc mo rbiclit) ' , n1() rt alit\ ' . ancl irersuuai su 11c rirrg irss<rc:i-

r r tcc l  u i th  l lpo iar  d isor t lcr , l fc  n() t  s iurp ly  a resul t  t t i  ; tsr ' -
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chiatr ic s\.nrptours and thc zrttc:trcl i lnt dVslurrc:t iort.  i \  r .r . ' idt:
taugc ol mccl ical proir le:r-ns har. 'c hccn citecl i rr  t i rc lcn' : tucl-
rcs  [oc :usec l  on  nrec l i c i r l  r l l ness  in  t ] r i s  popu la t ion :  lhc  n los t
con'rmo11 being cardior,ascular cl iscasc, diabctcs nrel l i t r- ts, ohc-
sit ,v. and t lryroicl  t l iscase.T The ai:cunrulat irxr oI kc:1' nrcdi-
caI r isl< [ac:tors re lat.ed l t l  rxccssir. 'e nir:rr l inc use - usc ol al-

c:ohol ancl other clrugs, anci r:o-or:curr ing al lxi t t , \ '  disoldcrs
and ezrt ir-rg disordcrs nrat, le:rd to the eal 'h'onsct of ntecl ical

cl iseases u, i th pr>or long-telm outcotncs.n l tnt-thcruror-t.  l ;c-

cause paticnts rvith Ll ipolar disorde:r sprrtd tnrrst ol t  l tcir  t i rnc
in the r le:prt:ssivc phasr oI thc i l lness. i ]re rt ' is,.r I tcrr a Ioss oI
the cl iscipl inc and rnotivation rcry,r ircd to rcdrice such nredi-

c:al r isl< {r ictors. Karon" }ras estarl l l ishctl  rr rclat i trnship }rc-

tween t lepression ancl : l  hosl oI r lcgative hcrr l th irchavit lrs,

incltrding snroking. poi:r i l ict. ,  ovrreatinu, arrcl :r  scclcntarv
I i festr l i : .  Furtherrnorc. he has shrr i .r ,n that cl t :prcssion has
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clircct aclvcrse phvsiological ellects, including clecrcasr:ci hcart
rate variabi l i tv an(l  increasecl aclhesivcness of l t latclets. and
neeative e{lects on adlrerence to rnedical legirnens. '}

Bipolar disrrrclrr is irhnost ahvay's treatcd in rne ntal hcahh
sett ings, r.vi th paticntsvir:r ,r , inB their psyr:hialr ic r:arc as theif
nrost inrporlant Tir lrn tr l  medical care. T[r is n()t ion has le<]
1o a lclal ive nntle lrccognit ion of and i trattcnti t>n 1.r l  thc nrart,
ph1,5is.1 cl iseascs thcse patients expcrience. Furthcrm()rc,
i t  rvoulcl appcar that bipolar disorclcr i tsclf  is gcncr lr l l r  r .rn,
t iclre cognizecl in primary care se tt ings.r(t  Onll '  rece nth' has
a grcate r a\\'arc:ne ss o{ rnc:dical burderr ancl ruedical risk lac-
to rs .  s t i lnL l la tcd  hV rh t :  in t roc iuc t ion  o{ 'a typ ica l  an t i l r s \ -
cho t ic  u rec l i ca t ion  lo r  b ipo la r  d isorc ]c r  w i th  i t s  a t rcndant
rncdrcal i ;roblcrns, iccl t : l iuicians and invcstigutors to l()cus
on thcse lssues. Htrwever. thel i :  is st i l l  l i t t lc recouni( ion that
aclvanccs jn lhe trcatnreni. ,r f  bipolar c. l isorclcr rnust go ro-
qelhcf u' i1h rnclcasecl rnecl ical r isk Llclor assessnlent. on-
g< l ing  l t ibora tory  sun e i l lance,  and t rea t lnent  tha t  in te  -

gratcs mcdical ani l  psy'chiat l ic care. (-arcl iovascr-r lrrr cl ise asc
and obcsit l 'provicle ) cxrrrnples oI thc mecliczr] necds o{ this
patir :nt populzrt ion.

I hc higlr prcvalcncc oi carclitx'asculirr c[iseasc zunol]g those
indivit l r .rals u, i th bipolar d: isorclt--r rnav be related to an in-
t:rci ist ' .ci  prcvalcucc o{ ' tracl i t ional rrarcl iovirsct.t lar r isl i  [ac:tors,

such as srnoking, obesit), .  and diabctes rncl l i t r .rs. , \ l terna-
t ive lr , .  i t  r lar '  be rclalcd io unrccogrrizcd increased preva-
icnct:s of emcrging r isl i  f :rctors. such i . ls inl larnnral ion. hieh-
r isk l ipoprot ein part icl t :  subl 'ract ions, abnorrnal mcl abol isl .n
(insul in resislancc. thc nrctzrbol ic syndrome). zrncl nri ld re-
nal insufik: iency,.1I F1r1 exatnple, insul in rcsistance t:ouplcd
rvith visccral adipositr- ancl i issociatccl hypercortrsole Inia car]
act svnergist ical ly '  , ,vi th a cl iathesis ior bipolar t l isorclcr to
worscrn carcliovascular oulcornc ancl augrnent risk {br clcvel-
op i l l c l r l  o l  l r .pc  2  c l iabe tcs  n rc l j i tus , rnd  thc  scr t r i t y -  o l ' l r , vper -
glyccrnia.rr In adcl i t ion to di l l 'e r:cnccs in carcl iovascular r l is-
easc r isk {actor prol i les. the pathophl 'siologv and prescnt;rt iorr
oI at l te roscle rosis associated .,vi th bipolar cl isorclers ma1' cl i f-
fcr lrorn t]rat in thi:  general poplr lal ion through a conlrnon
rncchiurism that rna,v plar; 'a role in both di:casc statcs. Unti ]
m(-)rrl rs ktttlrn,n trbrxrt thc sourcc ol thc inclrersecl ris[< of crrr-
cl iovasculr i l  drsease in patieuts lvho have bipolar disorder, i t
is incurrrbent upol l  phisicians to Jrroviclc carclul sLlrvci l-
lance [or both tracl i t ior-ral ancl norrtracl i t ionai r ish {actors for
c:arcl iovascultrr discase in this populat ioi l .  i t  rs also irnl.ror-
tarl t  to trv to reducc tLrese nrodi l lable r isl i  Iactors.

F()r i l ls lance. obesirf  is both a rnedical ci isease ancl a r isl i .
lactor '  f trr  cardiovascular <] isease anc] ol ircr t l iscasr:s. int: lur1-
ing  d iabc te  s  rnc l l i tus . l  J  I  i  Obcs i ty .  and be ing  ovenve igh t  a lc
hiqir l l '  pm'aicnl in patients r, l ' i th bipolar cl isrrrder antl  re-
latecl to both at lvcrse psvchiatnc and adr.erse meclical oul-
conrcs . i " i j  A  rccent  rcv ie r \ ' l ' conc l r . rded tha t  pa t ie r t r ts  tv i th
hipolar disorclcr nrav hirvc jncreasccl r'atr'.s o['abdomina] obe-
sity,.  l t  is not vet clcar u,hcthcr obcsit ,v is a {caturer of bipo-
iar disorder i tsciI  or of thc tre anncrnts usccl Lo marrage i t .  Nor
is i t  clcar rvhctl-rer rrbcsity rr 'prescnts a urodi l iable r isl< lhc-
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tor l i rr  poclr psvchiatr ic olrtconlcs. What is cle:ar is t l rat manv
o l '  the treat nlcnts userl lbr bipo lar ci  isordt:r '  sr-rbstan t ial  l l ,  rn -

crease the r isl< oIoverr.r 'eig]rt  ancl obesit,v. '1-]rr- phlsie ian Lrcat-
ir lg bipolar t l isor:cler is cal lccl uporl to rnake a conrple x r isk-
bene f i t  assessnlcnl.  r ,r ,hcn srle<:t ing a 1rci1lmc11t [or thcsc
patieuts and thcrr rnonitorinl l  lhe ir  c: irangc in rverghl r:arc-
fuI l1' .  r t :assessing the r isk-l-rencfi t  rat i(r  \ \ 'hen substantiaI
wcight gain occu|s.

Dcsl l i tc thc incrcasing lcal izari()n l i rat t l rc inlcrplal 'anrunl l
phvsiological processcs resporrsible Iirr nrcdical discascs ar.rd
recurrel l t  psychiatr ic ci iscase: nrar. '  bc sinri lar and intcrac-

t ir .e. medicalcare svstelns e otttrnuc t() r)prr i l te uc ross zr cl tasnt
rv i th  l i t t le  d i rec t  iu te rac t ion  among sprec ia l i s ts .  F l t ln r  : t  pub-
l i c  hea l th  pcrspec t ive  .  the  cos t  o I  b ipo la r  c ] i sorde l  invo lves

not only health crrsts fol th<: psvchiatr ic r:onci i t ion but ettor '-
n-rolrs medic:al care cosls.re ln a sarlplc oi health rnzrir-1l.c-

n:rnce organi:at ion enrol lccs, Sl-notr and l . lnutzcrr( '  fuuncl

that patients rvit l r  bipolar disorcle r hzrd total l rralth sen' iccs
costs approxinratclir 2fl timcs hight'r thzrn cosls fol agc- anci

scx-matchecl gencraI medicaI oulpaticnts. Gcneral mccl ical

ci-:sts oI patients u, i t i r  bipolal cl iseasc wc:re approxitnatclv

40')o higher. rvi th specialt l '  rncntal health carc cLlsts account-
ing  lb r  the  re rna in ing ,  percentage.  What  i s  r to t  knorvn  is

lvhethcr thcse ctrsts coulcl be dccrei lsccl through a tuoLt: r t t-

tegfatecl approach f or the c: i l rc ol ' incl i i , ic luals r,vi th bipolar
r.lisoril els.

The cl iscove rr. 'oI the inluraction bctr.vccn rnoclt l  disott lcrs

and medii :al cl isease is mal<ing i t  clear thal mania and. in par-

t icr"r lar, dcpression rnust l lc aclcquatcly'  trci l te cl t t> r 'cclucc t l t t

r isks of other advcrsr meclical ()utc()mcs. In a simiLirr fash-

ion. tLre rncclical burtlcn associ;rtccl rvith bipo[ar clisolr,le r ne:cds

!o bc trcated mort aggrcssir,ti;- b;'ps;'cl'r'iatrists workiug rvith

other cl inicians in the long-tcrrn treatr lrcnt o[ t ]r is i l lness. Both
thc urerl ical rnorbicl iLy and l"realtJr econornic clata srrppolt a

lundanrcntal reerarniurrt ion r i I  hcxv io trcirt  bipolar disorck:r

over lhc ]ong terrn. T]re presetrce oI serious tnedrc:al cortcl i-

t ions ancl accuurulat ion of r lcdical t  tsl i  factors. lcading to in-

r:r'easecl trclverse psy'chiatric ;rncl nri:ciit:al olltcolnes, c;rlls for

zrn integratecl carc nrodcl. Such a rnocitl shoulci ploviclc pa-

t icnts u' i th botl .r  psvchi:rtr ic artd r ledical carc rvithoti t  cottr-

perinl4 goals ancl with clear recogtrition of t hc cxtetll t() u'hiclt

a rnr)L)d clisorder r11a). cr)lrplicatrr thc trcatrncnt o{ tncciical dis-

clrsc iurcl r isl i .  I" ictors L)r l icc \ ' ( ' rsi t .
( .us t t rmizcd  t rea tmcnt  In i , l s t  bc  i r .up le rnc t r tec l  Io r  pa-

t icr l ts $ith bipolar cl isrrrdcr in r i ' t r ich bipolar disort- lcr artcl

nredicral risk lactor assesslne nt ancl uilt.iertt outcrorlles errt: con-

sir icrecl.  Trcalmcnt factr)rs sur:h as tr:rxic: i tv f t 'otn nrr: t l ic ir-

t ions (eg, the inrp;rct of nrerdications on l todr. tnass i tr t lex

anri diabr:tes rrelI i tusJ, as u'e l las health c:arc [ai: tots (cg, ai:-

cess, lack of cl inician traitr ing. zl l t( l  laci i  o1'foi lou.-up u' i t i r

respect to nrecl ical concl i t ions), that currcntl l '  lcacl to poor

outcon lcs  in  thcsc  pa t ic l r ts  rn r . l s l  ] )c  acknot lcc lgc i l .  l ) r . i -

rnarv prcvcntiorr (eg, psychoccluczlt ion, incrci lscd pht.sicaI

acrt jvi t .y ' ,  i rnprovcrnents in diet) shorrlcl  bc ainted i l t  rcr iuc-

ing  rncd ica l  r i sk  [a r : to rs .  An in t t :g raLcd l r t :a t t t rcn t  i r t t cn t - t t -
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tron should adciress such issucs at the polr l t  o{ sccondan'
in te  rv t :n t io r r  bv  cc luca t ing  c l in ic ians  anc l  p r ro i ' i d ing  chron ic r
diseasr'  managernent.

Final ly,.  there is rr clear rolc for hasic rcscartth in this area.
N{oocl rl isorders arc in c:reas i n glv rect-rgni:ecl as rn n l t isvsl.crtr
diso rclt :rs t  hat tr f [e<:t inrrnunolctqic. cncloc r ine. vast:ular. and
ncural lrurc:tions.'r E]ucidating ther lirilis lleln'een sltecillc rnecli-
cal i i lncsscs anci bipolar cl is,;r 'dcr may clari{r,rhc pathophvsi-
ologv of bipolar disorde r and suggcst rlc\\/ appr()aches {irr sec-
onclar-v prcvclrt i ()n arrd lons-tcr-r l l  troatmcll ts. Althrlr"tgh
recognit ion ol thc corrvcrgencc of rnccl ical and psirchinl l ic
rucrcls czrn lcad to a scrics oI intcgratecl intcn entions that i l , r l l
need to be tcsted {br thcrr cl l lcacr ancl cl let:r i i ,eness, ?l sec-
ortcl ccluallv inrportant chall1cnge is lror.r'best to condi-lct trans-
l ;r t ional lesearch on biptt lar disorcler that cor.r lcl  lead to a bet-
tcr unc.lcrstarncl ing oI t  he patlrop]l 's iolog)r o[ thc djstrrcle l  anc]
possiblv to the devclol)1nenl ( ' ) f  mole spe c: i f ic,tarl ;elcd inter-
\rcntiol ls, lvi th recluccd })ropcnsit\  t()  inurci lsc meclical r isks.
Such zr \rentl trc u-i l l  recluirc the appliczrt ion of cl inictr l  ncu-
nrsciencc biomarke rs to identiti' appropriate subtlpes of bi-
ptrlar disorcle r. For exaurple, givern currcnt clinical and basic:
clata ol clrcadi;rn ancl social rhl,thrn rlisrtrption in bipolar clis-
order.2r rr i t  rnar, l l t '  rerlsonablc to icl t :nt i Ir 'a subgror.rp that has
circ:adiau {ragi l i tv or vulnerabi l i ty. Such sultgroups coulci be
s; ccilicaiii tlt:atecl rvith targeterl intt:rventions to incrc:rse rcgu-
lari t l ,oI sot: ial  anr. l  c: ircadian rhr,1hnr., .  ln a sinrr lar u,a). r t  rrrzr)
be possiblc to ir lenti [1,a subgror-rp o[patir :nts lvi th t lpolar cl is-
ordcr who are rnost pronc 1o cie:velop tr high levcl ol.mecl ical
lisk tirctors for thc nret'.rbolic s).ndron]c or tbr specific e hn>nic
lrlediual discasts. "l'hc availabilit), of rnarkcrs of progriosis and
tre zrtnlcnt ol l tc()mc woll ld trcrntndously enhance lhe calur-
bi l i ty to condtrct highh, targcted cl inical tr ials ainrcd at irn-
proving long-tcnrr ()r1tc()nles in ternrs o{ }roLh psvchiatric ar-rcl
rnerl ical cor.norbi i l i t r- .  The opportuni l ies lo use the nerv b:r-
si t :  scicuce ttrols clevelopr:t l  {br scrious rncdical discase r:arr
[ ' ind an irnportant piace in clrrreut c[ lorts to trni]erstand the
increasing nrcdical br-rrdrn o[ bipol irr r i isorclcrs.

Financial Disclosures: Dr Kupfer is on the advisory l :oards of Pfizer L. l i  l . . i l ly,
Fr-.rc:si PharmaceLrticals, and F. Hoffffrann-La Roche, and a consultanl for Servier
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