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When discussing psychiatric illnesses in the elderly, one cannot ignore coexist-

ing medical problems. With aging, there is a rapid increase in the prevalence of
medical disorders including cancer, Alzheimer’s disease, stroke, heart disease, and
arthritis. It is often these illnesses, not depression, anxiety or other psychiatric
symptoms, which bring patients in to see their physician; however the interaction
between psychiatric disorders and these illnesses have at best been poorly studied
or at worst ignored. The reciprocal relationship between these illnesses is deserv-
ing of more intensive study, particularly examining how the treatment of one may
influence or be influenced by the other.

The topic of medical illnesses coexisting with various psychiatric disorders, such
as bipolar disorder, psychosis, anxiety, and addiction, is broad. It also varies with
the psychiatric disorder in question. For this editorial, we will use depression, a
common psychiatric disorder in the elderly, as an example.

DEPRESSION AND MEDICAL ILLNESS

What is the association between depre s s i on and medical illness? Epidemiologic
studies have demon s t rated re l a t i onships between depre s s i on and ca rdiac disease,1 – 5

d i a b e t e s ,6 ca n c e r,7 , 8 ch ronic pain,9 HIV and AIDS,1 0 and uri n a ry incon t i n e n cy,1 1

a m ong others.The coexistence of depre s s i on and these illnesses is cri t i cal as depre s-
s i on may increase the risk of having poorer disease con t rol or adverse outcomes of
these ill n e s s e s .1 2 – 1 3 I n t e re s t i n g ly, m e d i cal com o rbidities ove ra ll do not appear to
influence antidepressant treatment outcom e s .1 4 – 1 7 This would suggest that medica l
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c om o rb i d i ty should not be viewed as an impediment to antidepre s s a n t
t re a t m e n t , but the presence of untreated depre s s i on may worsen the
impact of that disease on the patient.

The re l a t i onship between depre s s i on and medical disease is often re c i p-
ro ca l . For example, ca rd i ovascular disease may con t ribute to depre s s i on by
i n c reasing the risk for subcort i cal cere b rovascular ischemic disease, w h i ch
itself is associated with depre s s i on (Table 1).1 8 – 2 1 This concept is the foun-
d a t i on behind the “vascular depre s s i on” hyp o t h e s i s ,2 2 – 2 4 w h i ch proposes that
l a t e - l i fe depre s s i on may be caused or exacerbated by cere b rovascular dis-
e a s e . Other hypotheses could be formulated to explain the association
b e tween depre s s i on and other medical ill n e s s e s .

PREVALENCE OF MEDICAL ILLNESS IN DEPRESSED POPULATIONS

The prevalence of both depression and medical comorbidity are
dependent upon the population being sampled. For example, in stud-
ies of populations in long-term care facilities where residents have
more severe medical illnesses, depressive symptoms may be seen in
30–40% of patients, with 12–16% meeting DSM-IV criteria for major
depression.25–27 For studies of community-dwelling elders, the same
issue applies: from where are patients recruited? 

A recent study examined the association between depression and
medical comorbidity in an academic family medicine clinic.28 Out of the
1997 patients who agreed to participate, 541 (29.7%) had high levels of
depression or anxiety, defined as a score greater than 30 on the Duke
Anxiety-Depression Scale (DUKE-AD29). Overall, they found that
subjects reporting high levels of depression and anxiety also had high
rates of medical illnesses (Table 2). In particular, subjects with depres-
sion were more likely to have diagnoses of headache, osteoarthritis,
abdominal pain, and diabetes mellitus. Greater disability and pain
appeared to be persistent indicators of high anxiety and depression

POSSIBLE MECHANISMS UNDERLYING THE RELATIONSHIP BETWEEN DEPRESSION
AND CORONARY HEART DISEASE

• More severe cardiac disease is more likely to be accompanied by depression36

• Poor adherence to medical treatment regimens37,38

• Sympathetic and neuroendicrine dysfunction39,40

• Low heart rate variability, which may represent autonomic dysfunction41

• Changes in QTc interval post-myocardial infarction42

• Increase in platelet activation and aggregation43,44

• Immune dysfunction and increased inflammatory processes45

Taylor, Doraiswamy, and Krishnan. Psychopharmacology Bulletin. Vol. 40. No. 4. 2007.
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symptom levels after controlling for other variables.
In con t ra s t , we examined the prevalence of medical illnesses in a coh o rt

of 361 depressed elderly subjects participating in a longitudinal re s e a rch
study of late-life depre s s i on in a tert i a ry ca re academic medical center.
M e d i cal com o rb i d i ty was measured by a self-re p o rt question n a i re asking
about the presence of seve ral medical con d i t i ons deri ved from question s
i n cluded in the NIMH Epidemiological Catchment Area pro g ra m .3 0

PREVALENCE OF COMMON MEDICAL ILLNESS IN PRIMARY CARE PATIENTS WITH
DEPRESSION SYMPTOMS

DIAGNOSIS PREVALENCE (N 5 541)

Asthma 2.8 (15)
Diabetes Mellitus 8.5 (46)
Coronary Heart Disease 2.6 (14)
Hypertension 14.8 (80)
Osteoarthritis 2.8 (15)
Gastroesophageal Reflux 2.4 (13)
Pain Syndromes

Abdominal Pain 4.1 (22)
Back Pain 5.4 (29)
Headache 4.4 (24)
Joint Pain 4.4 (24)
Limb Pain 2.8 (15)

Data reported as percentage (number reporting illness28).

Taylor, Doraiswamy, and Krishnan. Psychopharmacology Bulletin. Vol. 40. No. 4. 2007.

TABLE 2

PREVALENCE OF SELF-REPORT OF MEDICAL ILLNESS IN A GROUP OF DEPRESSED
ELDERLY SUBJECTS PARTICIPATING IN A TERTIARY CARE DEPRESSION RESEARCH
STUDY

DIAGNOSIS PREVALENCE (N 5 361)

Asthma 7.2 (26)
Diabetes Mellitus 11.9 (43)
Heart Problems 23.5 (85)
Hypertension 44.3 (160)
Arthritis 59.0 (213)
Cancer (All types) 7.8 (28)
Emphysema or Chronic Bronchitis 7.8 (28)
Gastrointestinal Ulcers 6.9 (25)
Hardening of the arteries 10.8 (39)

Data reported as percentage (number reporting illness).

Taylor, Doraiswamy, and Krishnan. Psychopharmacology Bulletin. Vol. 40. No. 4. 2007.

TABLE 3
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We found high rates of illness in this population (Table 3). In partic-
ular, arthritis (59%), hypertension (44%), and cardiovascular disease
(asked as “heart trouble,” 23%) were particularly common in this group.
Overall, this group was more medically ill than was found when depres-
sive symptoms were examined in a primary care setting. Part of the dif-
ference may have been due to age: the primary care study examined
patients spanning the strata of age groups, while the longitudinal
depression study focused on elderly patients, aged 60 years and older.
Regardless, this shows that medical illnesses are quite common in
depressed populations.

WHAT DOES THE EVIDENCE TELL US ABOUT ANTIDEPRESSANT
THERAPY IN MEDICALLY ILL PATIENTS?

Fortunately most evidence suggests that the coexistence of medical
illnesses does not influence antidepressant treatment outcomes.14–17 In
other word s , a n t i d e p ressant treatments can still be effe c t i ve in medica lly
ill populations. However, there is only limited research demonstrating
safety of antidepressant agents in medically ill populations or how suc-
cessful antidepressant treatment may impact medical outcomes.

Some of the best evidence we have in these areas is in depression and
cardiac disease, specifically the ENRICHD (Enhancing Recovery in
Coronary Heart Disease) and SADHART (Sertraline Antidepressant
Heart Attack Randomized Trial) studies. While the ENRICHD study
examined a cognitive-behavioral therapy intervention,31 SADHART
examined sertraline in the treatment of post-myocardial infarction. The
SADHART trial concluded that sertraline treatment is safe and effec-
tive in this population32 and is associated with improved quality of life
after hospitalization.33 Moreover, data from this study has resulted in an
improved understanding of platelet activation in patients with depres-
sion and coronary heart disease.34 Similar trials are ongoing in other dis-
ease states, such as a study of sertraline in the prevention of depression
in stroke patients (the SADBRAIN study).

But are these studies sufficient? Often studies examining cardiac out-
comes examine extremely large numbers of subjects. For example, a
study of clopidogrel as adjunctive therapy to aspirin in patients with
unstable angina examined over 12,000 subjects,35 a sizeable difference
from the 369 subjects examined in the SADHART trial or even the
2481 patients examined in the ENRICHD study. Such larger numbers
of subjects may be necessary to detect rare adverse events that occur
with antidepressant treatment in these medically ill populations.

Unfortunately, we cannot glean much knowledge from past antide-
p ressant tri a l s . Most effica cy studies have an extensive list of excl u s i on
c ri t e ri a , s ome of the more com m on ones are detailed in Table 4.
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U n f o rt u n a t e ly, this list excludes a large number of patients seen in cl i n i-
cal practice! T h e re has been a trend tow a rds greater incl u s i on of subjects
with coexisting medical illnesses such as stable hyp e rt e n s i on or diabetes.
Although such incl u s i on may provide some safe ty and effica cy data of the
use of antidepressants in those population s , it does not provide inform a-
t i on for antidepressant treatment in more serious illnesses such as unsta-
ble angina, m yo ca rdial infarc t i on , or strok e .

WHERE DO WE GO FROM HERE?
We know that depre s s i on and medical illnesses are com o rbid and we

k n ow that they can have re c i p ro cal re l a t i on s h i p s . We need better data on
s a fe ty and effe c t i veness of antidepressants in patient populations at high
risk to become depressed (such as post-stroke patients) and in population s
w h e re depre s s i on increases medical morb i d i ty and mort a l i ty (such as in
people who are post-myo ca rdial infarc t i on , or have con g e s t i ve heart fail-
u re ) . Data on antidepressant treatment and outcomes of ch ronic ill n e s s e s ,
s u ch as diabetes mellitus and hyp e rt e n s i on , a re also urgently needed.

Studies should foll ow the example set by the large ca rd i o l o gy studies.
La r g e, s i m p l e, m o re incl u s i ve effe c t i veness studies are cri t i ca lly import a n t
for these population s . C u r re n t ly there is a great need for antidepre s s a n t
t reatment with little evidence to support the safe ty or effe c t i veness of our
i n t e rve n t i on s . To provide the safest and most effe c t i ve treatment for our
p a t i e n t s , this needs to ch a n g e .

COMMON EXCLUSION CRITERIA IN ANTIDEPRESSANT CINICAL TRIALS

• Cognitive impairment (typically a Mini-Mental State Exam score ,24)
• Suicide risk
• Serious/unstable medical disorders
• Seizure disorders
• Other psychiatric diagnoses other than that being studied. For depression, this may

include dysthymia, addictions, personality disorders, anxiety disorders, or psychotic
disorders including psychotic depression

• Prior nonresponse to treatment

List drawn from a review of the two largest published clinical trials of selective serotonin reuptake
inhibitors in depressed elderly patients46,47 and a meta-analysis of exclusion criteria used in depression
trials in younger populations.48

Taylor, Doraiswamy, and Krishnan. Psychopharmacology Bulletin. Vol. 40. No. 4. 2007.
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