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Other advantages in grouping mental disorders into these
clusters include (1) because psychiatrists already use these
modes of explanation. rendering them more explicit dis-
pels mystery from this field; (2) each cluster encourages re-
search directed at uncovering the hypothesized causal ele-
ments in the examples (for diseases: pathogenesis; for
dimensions: psychometric validation; for behaviors: mecha-
nisms provoking and shaping habit; for encounters: life his-
tories and their contexts); and (3) distinctions identified by
these simple clusters render psychiatric practice more in-
telligible o all observers but particularly to medical col-
leagues. This strengthened explanatory structure indicates
why recognizing symptoms, such as depression or anxiety,
despite their reliable definitions or even symptomalic rem-
edies, is insufficient for full understanding of a patient.® One
must strive 1o find the generative sources of the symptoms.
Given that alleviating diseases, interrupting disordered be-
haviors, guiding patients with dispositional vulnerabili-
ties, and rescripting the meaning-filled assumptions of those
patients troubled by life-encounters are distinet therapeu-
tic exercises, these clusters affirm and identify the skills used
by psvchiatric specialists,

Leahy” quotes a Chinese adage, “The beginning of wis-
dom is calling things by their right name,” an adage iden-
tifving the historic value of the DSM-IHI. Ta be coherent, psy-

chiatrists must explain o their patients, themselves, and their
medical associates what they have named. Psychiatrists could
advance toward this goal il as the fifth edition of DSM is
planned, they consider organizing the disorders already re-
Hably described into etiopathic clusters, such as those sug-
gested here.
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The Increasing Medical Burden

in Bipolar Disorder

[POLAR DISORDER I3 ONE OF THE WORLD'S 10 MOST
disabling conditions, taking away vears of healthy
functioning from individuals who have the ill-
ness.! With no predilection {or nation, race, or so-
cloeconomic status, classic manic-depressive illuess has a
prevalence of approximately 19 across all populations.” How-
ever, the personal and societal costs of bipolar disorders are
notlimited to the more traditional bipolar T subtype, which
includes episodes of full-blown mania and major depres-
sion.” Bipolar Il disorder, involving episodes of less severe
hypomania and major depression, and bipolar spectrum sub-
types, which probably bring the prevalence of all bipolar dis-
orders to more than 3% of US individuals, can also he dev-
astating conditons. All bipolar disorders are chronically
recurring illnesses associated with substantial morbidity and
mortality.”®
The morbidity, mortality, and personal suffering associ-
ated with bipolar disorder are not simply a result of psy-
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chiatric symptoms and the attendam dystunciion. A wide
range of medical problems have heen cited in the lew stud-
ies [ocused on medical illness in this populaton; the most
common being cardiovascular disease, diabetes mellitus, obe-
sity, and thyroid discase.” The accumulation of key medi-
cal risk factors related to excessive nicotine use, use of al-
cohol and other drugs, and co-occurring anxiety disorders
and eating disorders may lead 1o the early onset of medical
diseases with poor long-term outcomes.” Furthermore, be-
cause patients with bipolar disorder spend most of their time
in the depressive phase of the illness, there is often a loss ol
the discipline and motivation required to reduce such medi-
cal risk lactors. Katon” has established a relationship be-
tween depression and a host of negative health behaviors,
including smoking, poor diet, overeating, and a sedentary
tifestyle. Furthermore, he has shown that depression has
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direct adverse physiological eftects, including decreased heart
rate variability and increased adhesiveness of platelets. and
negative effects on adherence 1o medical regimens.’

Bipolar disorder is almost always treated in mental health
settings, with patients viewing their psychiatric care as their
most important form ol medical care. This notion has led
to a relative underrecognition of and inattention to the many
physical diseases these patients experience. Furthermore,
it would appear that bipolar disorder itself is generally un-
derrecognized in primary care settings.'® Only recently has
agreater awareness of medical burden and medical risk [ac-
tors, stimulated by the introduction of atypical antipsy-
chotic medication for bipolar disorder with its attendant
medical problems, led clinicians and investigators o focus
on these issues. However, there is still little recognition that
advances in the treatment of bipolar disorder must go to-
gether with increased medical risk factor assessment. on-
going laboratory surveillance, and treatment that inte-
grates medical and psychiarric care. Cardiovascular disease
and obesity provide 2 examples of the medical needs of this
patient population.

The high prevalence of cardiovascular disease among those
individuals with bipolar disorder may be related to an in-
creased prevalence of traditional cardiovascular risk factors,
such as smoking, obesity. and diabetes mellitus. Alterna-
tively, it may be related to unrecognized increased preva-
lences of emerging risk factors, such as inflammation, high-
risk lipoprotein particle sublfractions, abnermal metabolism
(insulin resistance, the metabolic syndrome), and mild re-
nal insufficiency." For example, insulin resistance coupled
with visceral adiposity and associated hypercortisolemia can
act svnergistically with a diathesis {or bipolar disorder to
worsen cardiovascular outcome and augment risk for devel-
opment of type 2 diabetes mellitus and the severity of hyper-
glycemia.”” In addition to differences in cardiovascular dis-
ease risk factor profiles, the pathophysiclogy and presentation
ol atherosclerosis associated with bipolar disorders may dil-
fer from that in the general population through a common
mechanism that may play a role in both disease states. Until
more is known about the source of the increased risk of car-
diovascular disease in patients who have bipolar disorder, it
ts incumbent upon physicians to provide careful surveil-
lance [or both traditional and nontraditional risk factors lor
cardiovascular discase in this population. It is also tmpor-
tant to try to reduce these modiliable risk factors.

For instance, obesity is both a medical disease and a risk
factor for cardiovascular disease and other diseases, includ-
ing diabetes mellitus.” ™ Obesity and being overweight are
highly prevalent in patients with hipolar disorder and re-
lated to both adverse psychiatric and adverse medical out-
comes. ™" A recent review'™ concluded that patients with
hipolar disorder may have increased rates of abdominal obe-
sity. It is not vet clear whether obesity is a feature of bipo-
lar disorder itself or of the treatments used to manage it. Nor
is it clear whether obesity represents a modifiable risk (ac-
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tor {or poor psychiatric outcomes. What is clear is that many
of the treatments used {or bipolar disorder substantally in-
crease the risk of overweight and obesity. The physician treat-
ing bipolar disorder is called upon to make a complex risk-
henefit assessment when selecting a treatment {or these
patients and then monitoring their change in weight care-
fully, reassessing the risk-henefit ratio when substantial
weight gain occurs.

Despite the increasing realization that the interplay among,
physiological processes responsible for medical discases and
recurrent psychiatric disease may be similar and interac-
tive, medical care systemns continue to operate across a chasm
with little direct interaction among specialists. From a pub-
lic health perspective, the cost of bipolar disorder involves
not only health costs for the psychiatric condition but enor-
mous medical care costs.'” In a sample of health mainte-
nance organization enrollees, Simon and Unutzer™ found
that patients with bipolar disorder had total health services
costs approximately 2¥2 times higher than costs tor age- and
sex-matched general medical outpatients. General medical
costs of patients with bipolar disease were approximately
40% higher, with specialty mental health carve costs account-
ing for the remaining percentage. What is not known is
whether these costs could be decreased through a more in-
tegrated approach for the care of individuals with hipolar
disorders.

The discovery of the interaction between mood disorders
and medical disease is making it clear that mania and, in par-
ticular, depression must be adequately wreated o reduce the
risks of other adverse medical outcomes. In a similar {ash-
ion, the medical burden associated with bipolar disorder needs
to be treated more aggressively by psychiatrists working with
other clinicians in the long-term treatment of this illness. Both
the medical mmorbidity and health economic data support a
fundamental reexamination of how to treat bipolar disorder
over the long term. The presence ol serious medical condi-
tions and accumulation of medical risk factors, leading to in-
creased adverse psychiatric and medical outcomes, calls for
an integrated care model. Such a model should provide pa-
tients with both psychiatric and medical care without com-
peting goals and with clear recognition of the extent 1o which
amood disorder may complicate the treatment of medical dis-
ease and risk factors or vice versa.

Customized treatment must be implemented lor pa-
tients with bipolar disorder in which bipolar disorder and
medical risk factor assessment and patient outcomes are con-
sidered. Treatment factors such as toxicity from medica-
tons (eg, the impact of medications on body mass index
and diabetes mellitus), as well as health care factors (eg, ac-
cess, lack of clinician training, and lack of follow-up with
respect to medical conditions), that currently lead to poor
outcomes in these patients must be acknowledged. Pri-
mary prevention (eg, psychoeducation, increased physical
aclivity, improverents in diet) should be aimed at reduc-
ing medical risk [actors. An integrated treatment interven-
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tion should address such issues at the point of secondary
intervention by educating clinicians and providing chronic
disease management.

Finally. there is a clear role for hasic research in this area.
Mood disorders are increasingly recognized as multisystem
disorders that affect immunologic, endocrine, vascular. and
neural lunctions.” Elucidating the links hetween specilic medi-
calillnesses and bipolar disorder may clarify the pathophysi-
ology of bipolar disorder and suggest new approaches for sec-
ondary prevention and long-term treatments. Although
recognition of the convergence of medical and psychiatric
needs can lead 1o a series of integrated interventions that will
need to be tested for their elficacy and effectiveness, a sec-
ond equally important challenge is how best to conduct trans-
lational research on bipolar disorder that could lead to a bet-
lerunderstanding of the pathophysiology of the disorder and
possibly to the development of more specific-targeted inter-
ventions, with reduced propensity to increase medical risks.
Such a venture will require the application of clinical neu-
roscience biomarkers to identify appropriate subtypes of bi-
polar disorder. For example, given current clinical and basic
data on circadian and social rhythm disruption in bipolar dis-
order #* it may be reasonable to identily a subgroup that has
circadian fragility or vulnerability. Such subgroups could be
specifically treated with targeted interventions o increase regu-
larity of social and circadian rhythms. In a similar way, it may
he possible to identify a subgroup of patients with bipolar dis-
order who are most prone to develop a high level ol medical
risk tactors for the metabolic syndrome or for specific chronic
medical diseases. The availability of markers of prognosis and
treatment outcome would tremendously enhance the capa-
bility to conduct highly targeted clinical trials aimed at im-
proving long-term outcomes in terms of both psychiatric and
medical comorbidity. The opportunities to use the new ba-
sic science tools developed for serious medical disease can
find an important place in current efforts 1o understand the
increasing medical burden of bipolar disorders.
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