
Of Hot Tubs and Hypertension
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: People with treated hypertension who use hot tubs will
experience a fall in blood pressure equivalent to 

normotensive people.

Source: Shin TW, et al. CMAJ. 2003;169:1265-1268.

Recruiting 21 patients with hypertension from the car-
diovascular Risk Factor Reduction Unit of the University of

Saskatchewan and 23 controls, Shin and colleagues tested the
hypothesis that hot-water immersion would cause greater blood
pressure changes in hypertensive patients than in normotensive con-
trols. They excluded patients who had had a stroke, transient
ischemic attack, myocardial infarction, or unstable angina within 6
months of starting the study. The hypertensive patients were treated
with a variety of antihypertensives, including thiazide diuretics,
ACE-inhibitors, angiotensin-receptor blockers, and ß-blockers.
Patients were on no more than 3 drugs and were considered to be
“under good control.” All subjects had their blood pressure (BP) and
heart rate (HR) measured 3 times after sitting for 10 minutes, and
then again 3 times at 1, 5, and 10 minutes after immersion in a hot
tub at 40°C (104°F). This routine was repeated a third time after
leaving the hot tub and sitting for 10 minutes. They completed a
symptom questionnaire before and after immersion.

The 2 groups were not matched for age (60.6 vs 43.0 years old) or
sex (86% female vs 61% male), with hypertensive patients being
older and “maler.” They were similar in body mass index (25.9 vs
23.0). As might be expected, the hypertensive patients had higher
mean systolic (144.8 vs 130.0 mm Hg) and mean diastolic BP (92.7
vs 83.1 mm Hg) than the normotensive subjects. They also had a
higher mean resting HR (83.3 vs 74.7 beats/min [BPM]).

Immediately after immersion, both groups experienced a drop in
systolic and diastolic BP (26.3/25.3 vs 21.8/24.4 mm Hg) and a rise
in HR (5.2 vs 12.9 BPM); only the rise in HR was statistically sig-
nificant. The rise in HR remained statistically significant even after
excluding the patients using ß-blockers. BP and HR returned to nor-
mal in both groups during the post-immersion rest phase. No
adverse events (including chest pain and palpitations) were reported,
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except for very mild headache or dizziness.

■■ COMMENT BY ALLAN J. WILKE, MD
My first thought after reading this study was, “Why did-

n’t I do this?” This is one of those elegantly done studies
that answer a simple clinical question. Anyone who has
ever used a hotel or health club hot tub has seen the posted
warnings about consulting a physician before using if you
are hypertensive, pregnant, or suffer from heart disease or
diabetes. If one of my hypertensive patients had asked me if
it was all right for them to use a hot tub, I’d have scratched
my head and said I wasn’t sure. Now I can say with some
confidence that it is OK, as long as the hypertension is con-
trolled. In the spirit of holistic medicine and full disclosure,
I would also have to make sure my patient knew about other
conditions associated with hot tubbing. Hot tub and hot
bath safety and adverse effects have been studied in other

settings, including coronary artery disease,1 Mycobacteri-
um avium complex hypersensitivity pneumonitis,2 legionel-
losis,3 Acanthamoeba keratitis,4 epilepsy,5 headache,6 mul-
tiple sclerosis,7 Pseudomonas aeruginosa folliculitis,8 mis-
carriage,9 and neural tube defects.10

While elegant, this study isn’t flawless. You can argue
that a mean BP of 144.8/92.7 isn’t anyone’s idea of
“good control.” The subjects and controls differed in
ways other than BP. Since Shin et al did not give a
racial/ethnic breakdown of their subjects (but you may
presume that they were Canadian), you may be reluctant
to apply these results to your patients. 

Hot-water immersion causes these hemodynamic
changes through peripheral vasodilatation. Shin et al
caution applying these results to patients taking oral or
transcutaneous nitrates. None of their subjects were
using these drugs, and, theoretically, they could cause
additional vasodilatation and a further drop in BP. The
same might be said about other vasodilators, including
the selective phosphodiesterase type 5 inhibitors (silde-
nafil [Viagra®]) and others.   ■
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The Spousal Arousal 
Syndrome
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: CPAP treatment improves the sleep quality
and daytime function of bed partners of patients with
sleep apnea.

Source: Doherty LS, et al. Chest. 2003;124:2209-2214.

Doherty and colleagues report findings from
surveys of bed partners of patients with newly diag-
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nosed sleep apnea. At enrollment and prior to initiation
of CPAP treatment, patients and their bed partners com-
pleted the Short Form 36 (SF-36), the hospital anxiety
and depression scale (HADS), the Epworth Sleepiness
Scale (ESS), and a general lifestyle questionnaire. They
completed these same instruments 6-8 weeks after
CPAP was started. Forty-five couples completed the
study; in only 1 of these couples was the patient a
woman. 

The patients reported excellent CPAP use of about 7
hours a night, but this was not objectively verified. Both
the patients and their bed partners had statistically sig-
nificant improvements in measures of sleepiness and
anxiety after treatment. Prior to treatment, both patients
and their partners had significantly impaired quality of
life compared to age- and gender-matched norms. In
patients, there were dramatic improvements in the SF 36
domains of physical functioning, role limitation due to
physical and emotional problems, social functioning,
mental health, energy/vitality, and general health per-
ception. The only domain that did not improve was pain.
In partners, role limitation due to physical and emotional
problems, social functioning, mental health,
energy/vitality improved significantly as well. 

There was a significant correlation between hours of
CPAP use and improvement in energy/vitality. Sleepi-
ness, as assessed by the ESS, correlated with several
markers of impairment, including anxiety, depression,
and general health perception. Of note, the only correla-
tions seen in partners were between CPAP pressure and
both depression and general health perception (CPAP
pressure may be a surrogate marker for obesity). Ten
couples in this study did not share a bed; for the partners
in this group, sleepiness scores did not improve as much
as those who did share a bed with the sleep apnea
patient. However, the improvements in quality-of-life
measures in this group were similar to those of the bed-
sharing couples. 

■■ COMMENT BY BARBARA A. PHILLIPS, MD, 
MSPH
Previous work has demonstrated that bed partners of

people with sleep apnea and snoring are at increased risk
for depression, insomnia, and daytime sleepiness.1-3

There are probably at least 2 reasons for this: the noise
and restlessness of the patient are physically disruptive
to the sleep of the bed partner, and concern about the
partner’s health is emotionally disturbing. The current
study, by demonstrating improvement in quality of life
but not sleepiness in those partners who slept in separate
beds, suggests that the consequences of sleep-disordered
breathing can reach far beyond the bedroom. Indeed,

divorced partners (or former partners, I guess) of sleep
apnea patients are less depressed and socially isolated
than those partners who are still married to the sleep
apnea patient.1

This study corroborates and extends previous work
showing that the benefits of CPAP extends to partners,4

although not all work in this area has been positive.5 It
certainly corroborates my own experience in the Sleep
Clinic, where I have learned to predict CPAP compli-
ance by how broadly the bed partner is smiling. 

The good news is that CPAP treatment greatly
improves things both for the patient and for his bed part-
ner, without any specific intervention for the bed partner.
The clinical use of this is that we may be able to enlist
the aid of the bed partner in encouraging CPAP compli-
ance. And it reinforces the need to work with the couple,
not just the patient, in dealing with sleep disorders.   ■
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Are We Starving Heart 
Failure Patients?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Non-obese, free-living patients with clinically
stable CHF have an inadequate intake of calories and
protein and reduced energy availability for physical
activity.

Source: Aquilani R, et al. J Am Coll Cardiol. 2003;42:
1218-1223.

It has been estimated that as many as 50% of
hospitalized congestive heart failure (CHF) patients

are malnourished.1 Aside from the dietary restrictions
related to edema, coronary artery heart disease, and/or
hyperlipidemia, minimal attention has been given to
general dietary assessment, evaluation, and instructions.
An inadequate calorie and protein intake in clinically
stable CHF patients is an added catabolic insult that con-
tributes to muscle protein breakdown and progressive
deterioration of important cellular substrate concentra-
tions of muscle glycogen and amino acids.2
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Aquilani and colleagues investigated the total energy
expenditure, calorie intake, nitrogen intake, total nitro-
gen excretion, energy availability, and nutritional ade-
quacy in 57 non-obese CHF patients. Nitrogen balance
was found to be significantly diminished, and energy
availability was 41% lower in CHF patients when com-
pared to a control group. They concluded that CHF
patients have an inadequate intake of calories and pro-
tein and, in addition, have significantly reduced energy
availability for physical activities. 

■■ COMMENT BY HAROLD L. KARPMAN, MD, 
FACC, FACP
Aquilani et al have demonstrated that a useful method

to assess nutritional adequacy in clinical practice is to
calculate the calorie-nitrogen balance (CNB) that
reflects the daily homeostasis between calorie-nitrogen
intake over nitrogen excretion and its relationship to
total energy expenditure. Despite similar calorie and
nitrogen intake, a significant number of CHF patients
demonstrated a negative calorie balance (70.1%), nega-
tive nitrogen balance (59.6%), or a negative combined
CNB (40.3%) when compared to a control group. Since
total energy expenditure was the same in the CHF
patients and in the control population, it becomes obvi-
ous that CHF patients often simply do not have enough
energy available for the extra energy expenditure
required by ordinary activities of living, during periods
of decompensation, when infection is present, or when
exercising.

From a therapeutic point of view, the depleted CHF
patients should have a daily intake of at least 31.8
Kcal/kg and 1.37 g protein/kg, whereas normally
nourished CHF subjects should have at least 28.1
Kcal/kg and 1.12 g protein/kg in order to preserve
their actual body composition or limit the effects of
hypercatabolism. Great caution should be observed in
prescribing a low-calorie diet for overweight CHF
patients because of the risk of causing and/or increas-
ing body protein breakdown that may result in weight
loss; however, the weight loss in these patients may
be due to the loss of muscle mass rather than fat with
a resulting increase in generalized weakness.
Aquilani et al’s prospective analysis of the nutritional
balance in patients with CHF should alert us to the
possibility that many of our CHF patients are biologi-
cally starving before our very eyes and therefore,
besides the usual salt and/or fluid restrictions which
physicians often prescribe for CHF patients, we will
have to pay increased attention to calories and protein
in order to be certain that CHF patients have adequate
nutrition for their body needs.
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Gastric Fundic Gland Polyps
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Despite their appearance, the significance of
gastric fundic polyps in the setting of profound acid
suppression is entirely trivial. However, in the absence
of PPI therapy, they can be evidence of potentially life-
threatening familial adenomatous polyposis (FAP).

Source: Burt R. Gastroenterology. 2003;125:1462-1469.

Gastric fundic gland polyps can be visually
horrifying when seen on endoscopy, and they are

now quite commonly present in patients taking chronic
acid suppressive therapy with proton pump inhibitors
(PPIs). Sporadic fundic gland polyps comprise 50% of
all gastric polyps, and they may be seen in up to 2% of
upper GI endoscopies (EGDs). They seem particularly
common in middle-aged women, but they are also iden-
tified in men and even in pediatric patients (0.3%). More
ominously, fundic gland polyps are present in 12.5-84%
of patients with familial adenomatous polyposis. On his-
tology, these polyps have irregular cystically dilated
fundic glands, lined by flattened parietal cells and chief
cells. These polyps have been considered to be benign
hamartomas. Oddly enough, fundic gland polyps seem
to have an inverse relationship with Helicobacter pylori.
Fundic polyps present in FAP, a disease associated with
mutational inactivation of the adenomatous polyp coli
gene, can develop dysplasia and very rare gastric cancer
(0.6%). Far more serious than rare gastric cancer, the
real concern about fundic gland polyps in FAP is their
association with multiple colonic polyposes and a very
high risk of colon cancer.

With a mean of 32.5 months of PPI therapy, fundic
polyposis has been seen in 7.3% of patients. This sce-
nario of acid suppression will undoubtedly represent the
great majority of fundic gland polyposis seen in clinical
practice, and such polyps require absolutely no follow-
up. However, it has been suggested in this paper that the
presence of fundic gland polyps probably should lead to
colonoscopy—since several syndromes that lead to such
polyps (FAP, Cowden’s syndrome, and Peutz-Jeghers
syndrome) all could be associated with colonic polypo-
sis and high colon cancer risk. Familial colon polyposis
involves multiple colon polyps, often innumerable. If
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several polyps are found in the colon of a patient with
multiple fundic gland polyps, attenuated FAP could be
the diagnosis (to be confirmed with genetic testing, also
involving appropriate family screening if the genetic test
is positive).

■■ COMMENT BY MALCOLM ROBINSON, MD, 
FACP, FACG
This paper deals with an important issue. Many pri-

mary care physicians perform endoscopy. Due to the
very wide use of PPIs, they are certain to see fundic
gland polyps. Anyone who performs endoscopy or who
cares for patients who undergo upper GI endoscopic
evaluation needs to be aware of the issues surrounding
fundic gland polyposis. A reasonable management proto-
col should exist for patients with this finding. Although
Burt makes a cogent article for screening colonoscopy in
all such patients, I am not convinced. It seems to me that
huge numbers of patients will have fundic gland polyps
from PPI treatment, and the overall risk of colon cancer
may be quite low. Of course, there is the alternative argu-
ment that everyone older than age 50 should undergo
screening colonoscopy. Therefore, a compromise posi-
tion could be that fundic gland polyps in an unscreened
person older than age 50 could warrant colonoscopy. Per-
haps the presence of extremely numerous and large
fundic gland polyps might raise more concern than a few
apparently sporadic polyps, and some evidence-based
findings suggest the appropriateness of this approach. In
general, there is no reason to biopsy or excise obvious
fundic gland polyps unless there is some other abnormal-
ity consistent with malignant degeneration.  ■

Emotions and the Heart
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Those participants who had the highest level
of negative emotions experienced the greatest incidence
of CHD.

Source: Todaro JF, et al. Am J Cardiol. 2003;92:901-906.

Numerous published studies have strongly
suggested that negative emotions such as depression

and anxiety contribute to the development of sympto-
matic coronary artery heart disease (CHD).1-5 A meta-
analysis of 11 epidemiologic studies6 concluded that the
overall relative risk odds ratio for the development of
CHD in depressed subjects was 1.64. Further evidence
linking negative emotions to the development of CHD

was found in a 32-year follow-up of men; those subjects
who reported at least 2 symptoms of anxiety at baseline
were found to be at increased risk of fatal manifestations
of CHD (odds ratio, 3.20) and sudden death (odds ratio,
5.73).5 These findings certainly seem to confirm the
observation made by a famous physician, Dr. William
Harvey, in 1628 when he noted that “every affectation of
the mind that is attended with either pain or pleasure,
hope or fear, is a cause of agitation whose influence
extends to the heart.”

Todaro and associates prospectively examined the
relationship between negative emotions, such as depres-
sion and anxiety, and incident CHD in 2280 older men
(mean age, 60.3) participating in the Normative Aging
Study (NAS). A subset study group consisting of 498
predominantly Caucasian high school graduates who
completed the Minnesota Multiphasic Personality
Inventory was carefully analyzed. The study was
designed to extend the results of previous studies by
examining the relationship between negative emotions
and CHD while controlling for components of the meta-
bolic syndrome (ie, obesity, insulin resistance, hypo-
glycemia, dyslipidemia, and hypertension) and stress
hormones (ie, epinephrine and norepinephrine). The
results revealed that those participants who had the high-
est level of negative emotions experienced the greatest
incidence of CHD.

■■ COMMENT BY HAROLD L. KARPMAN, MD, 
FACC, FACP
The results of Todaro et al appear to confirm previ-

ously reported data examining the relationship between
negative emotions and CHD by providing additional evi-
dence that negative emotions are independent risk fac-
tors for the development of CHD even after controlling
for traditional risk factors and those associated with the
metabolic syndrome and for the effects of sympathetic
nervous activity. Social anxiousness and/or cognitive
interference significantly predicted the development of
CHD. However, depressed mood, which has been
reported in a number of previous studies to be an inde-
pendent risk factor for cardiac morbidity and mortality,
was only marginally related to CHD incidence. A num-
ber of study limitations (ie, sample size and selection,
character of events considered in the measurement of
CHD incidence, overall small number of events, etc)
may have contributed to the results that were not in com-
plete agreement with previous studies. However, it is
also quite possible that when depressed mood is isolated
from other aspects of the depressive experience, its
impact on the development of CHD is weakened.

In summary, the biological effects of stress are multi-
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faceted and may be manifested by a variety of psychiatric
and mood abnormalities. Although the depressed mood
may be only marginally related to CHD incidence, other
stress-related reactions such as anger, hostility and/or
aggression have all been shown to influence the occur-
rence of symptomatic CHD. In fact, it would be well for
all of us to pay close attention to the conclusions of that
famous 18th-century surgeon John Hunter who, when
commenting upon the occurrence of sudden, unexpected
death, indicated, “My life is at the mercy of any
scoundrel who chooses to put me in a passion.”   ■
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Pharmacology Update
Naproxen Tablets and 
Lansoprazole Capsules
(PREVACID NapraPAC)
By William T. Elliott, MD, FACP, and 
James Chan, PharmD, PhD

The fda has approved the first combination
NSAID and proton pump inhibitor (PPI). PRE-

VACID NapraPAC is a combination package containing
naproxen sodium and delayed-release lansoprazole. Indi-
vidually, both drugs have been widely used for years.

Indications
Naproxen/lansoprazole is indicated for reducing the

risk of NSAID-associated gastric ulcer in patients with
a history of documented gastric ulcer who require the
use of an NSAID for the treatment of the signs and
symptoms of rheumatoid arthritis, osteoarthritis, and
ankylosing spondylitis.1

Dosage
The recommended dose is based on the naproxen

component, 375 mg or 500 mg twice daily. The recom-
mended dose of lansoprazole is 15 mg daily. PRE-
VACID NapraPAC is available as a 375 mg or 500 mg of
naproxen with 15 mg of lansoprazole. The combination

is supplied as a weekly blister card packaged as a 28-day
supply. Each card contains 14 tablets of naproxen (375
mg or 500 mg) and 7 capsules of lansoprazole. 

Potential Advantages
The package provides a convenient option for

patients at risk for gastric ulcers and required co-admin-
istration of a NSAID and a PPI. 

Potential Disadvantages
Lansoprazole is less effective than misoprostol in the

prevention of NSAID-induced gastric ulcers.2 The fixed
combination reduces the flexibility in NSAID or PPI
selection, as well as dosing. 

Comments
This is the first NSAID-PPI combination approved for

use. This approval was supported by a large (n = 537) US,
multicenter, double-blind, placebo- and misoprostol-con-
trolled study. The patients required chronic use of an
NSAID and had a history of endoscopically documented
gastric ulcer. Those with a gastric or duodenal ulcer crater
≥ 5 mm in diameter, severe erosions defined as > 25 ero-
sions, or who were H pylori positive were excluded.
Patients were randomized to placebo, lansoprazole 15 mg
daily or 30 mg daily, or misoprostol 200 µg 4 times a day.
At 12 weeks the percent of gastric ulcer-free patients were
51%, 80%, 83%, and 93% for placebo, lansoprazole 15
mg, 30 mg, and misoprostol, respectively. Misoprostol
patients, however, experienced more side effects such as
abdominal pain and had poorer adherence (73% vs 90%).
In a post-hoc subgroup analysis involving only naproxen
patients (n = 119), ulcer-free percentages were 33%, 89%,
83%, and 83%, respectively. In the populations studied,
lansoprazole appears to significantly reduce the develop-
ment of endoscopically detected ulcers. However, some
patients (17%) still developed ulcers in 12 weeks. It has
also been suggested that a PPI (omeprazole in this case)
may provide an unrealistic sense of security in its effec-
tiveness as prophylaxis against ulcer recurrence.3 While
PREVACID NapraPAC provides a more convenient way
of co-administration it does limit flexibility in NSAID
selection or dosing and PPI choice. The daily wholesale
cost for PREVACID NapraPAC is $3.74 per day com-
pared to about $2.85 for generic versions of omeprazole
and naproxen prescribed individually.

Clinical Implications
Suggested strategies for providing NSAID therapy in

patients at risk for gastric ulcers include minimizing the
dose of the NSAID, using less GI-toxic NSAIDs (ie,
ibuprofen), co-administrations with misoprostol, co-
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administration with a PPI, using a COX-2 selective
NSAID, or co-administration of a COX-2 inhibitor with
a PPI.4,5 Normal doses of a histamine-2 receptor antago-
nist are not effective in reducing gastric ulcers and may
mask warning symptoms of a more serious ulcer event.4

Double doses of H2RAs and standard dose PPI have
been shown to be effective in reducing endoscopic gas-
tric and duodenal ulcers.6 PREVACID NapraPAC pro-
vides a more convenient but more expensive option for
co-administration of an NSAID with a PPI.  ■
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CME Questions 
3. Fundic gland polyposis can be seen in which of the following

settings?
a. Chronic PPI therapy
b. Active Helicobacter pylori infection
c. Peutz-Jeghers Syndrome
d. Familial adenomatous polyposis
e. In middle-aged women and in fewer men and children
f. All of the above except b
g. All of the above except a and d
h. None of the above

4. Regarding the effects of sleep apnea and its treatment on the
bed partner of the patient, which is true?
a. Sleep apnea does not have an effect on the sleep quality or day-

time functioning of the patient’s bed partner.
b. Sleep apnea affects the sleep quality but not daytime mood or

functioning of the patient’s bed partner.
c. Sleep apnea has adverse effects on the sleep quality and day-

time functioning of the patient’s bed partner, but sleeping in
separate beds eliminates this.

d. Sleep apnea has adverse effects on the sleep and daytime func-
tioning of the patient’s bed partner, but treatment of sleep apnea
does not appear to improve this. 

e. Sleep apnea has adverse effects on the sleep and daytime func-
tioning of the patient’s bed partner, and treatment of sleep
apnea appears to improve this. 
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In Future Issues: Coumadin and Mechanical Valves 

Prevention of Cardio-
vascular Events with
Low-Dose Aspirin and
Vitamin in Type 2
Diabetic Patients

Pooled data (n = 50,000) on pri-
mary prevention of cardiovascular

disease with aspirin (ASA) indicates as
much as 28% reduction in coronary
heart disease, albeit no demonstrable
effects upon total mortality or stroke.
Recent data from the Primary Preven-
tion Project, a large scale trial of persons
with known cardiovascular risk factors
(n = 4495) have corroborated that low-
dose ASA provides a 40% or greater
risk reduction for cardiovascular death. 

The benefits of primary prevention
with ASA specifically in diabetics
remains less certain though meta-analy-
sis suggests substantially lower benefits
for diabetics afforded by primary pre-
vention (7%) than we have seen demon-
strated for secondary prevention (25%).

Sacco and colleagues report on the
diabetic cohort of the Primary Preven-
tion Project trial (n = 1031) who were
randomly assigned to low-dose ASA
(100 mg/d) and vitamin E. Consonant
with recently published major clinical
trials (HOPE, Heart Protection Study),
no perceptible benefit from vitamin E
was found. Disappointingly, no statis-
tically significant benefits of ASA in
this diabetic population could be con-
firmed, as far as cardiovascular death,
stroke, or MI (composite end point) or
total cardiovascular events. Indeed,
there was a trend toward increased car-
diovascular deaths. It is postulated that
non-platelet-related vasculopathic
forces in diabetic patients may coun-
terbalance beneficial platelet effects of
ASA.   ■

Sacco M, et al. Diabetes Care.
2003;26:3264-3272.

Cinnamon Improves
Glucose and Lipids of
People with Type 2
Diabetes

There is a strong connection
between diet and diabetes, but “best

diet” remains elusive. Choosing foods
with favorable glycemic index (lesser
rate of rise of glucose) has been shown to
positively effect diabetic control. Some
spices, for instance bay leaves, cinna-
mon, cloves, and turmeric have been
noted improve insulin sensitivity in vitro.

Animal studies have provided intel-
lectual fodder for a putative role of cin-
namon (CINN) in enhanced insulin
activity, favorably affecting glucose
uptake, glycogen synthesis, and insulin
receptor phosphorylation. The effects of
CINN supplementation in humans has
been heretofore unknown.

Finely ground CINN mixed with
flour was packaged into 500 mg cap-
sules and administered in doses of 1 g, 3
g, or 6 g daily for 60 days. Subjects con-
tinued their regular diet (and medica-
tion) otherwise unaltered.

CINN produced an 18-29%
decrease in fasting glucose levels at 60
days, but no dose-response curve was
seen (ie, all doses reduced glucose to a
similarly favorable degree). Compara-
ble reductions in total cholesterol (13-
26%) and LDL cholesterol (10-24%)
were also demonstrated. Favorable
effects were seen at CINN ingestion
levels from 1-6 g/d. Whether even
lower levels might be beneficial
remains to be determined.   ■

Khan A, et al. Diabetes Care.
2003;26:3215-3218.

Depression Care on
Pain and Functional
Outcomes Among
Adults with Arthritis

Arthritis is the most common-
place cause of disability in the

United States, with as many as one-third
of persons older than age 65 manifest-
ing osteoarthritis (OA) of the knee. It is
not uncommon for this same population
to suffer comorbid depression, magnify-
ing dysfunction associated with OA. No
previous trial has examined the impact
of depression treatment upon pain or
functional outcome in OA.

The population studied comprised
subjects with both knee OA and non-
suicidal unipolar depression (n = 1801).
Patients were randomized to “usual
care” or a program of antidepressant
pharmacotherapy and 6-8 psychothera-
py sessions. 

OA pain intensity and its interfer-
ence with daily activities were statisti-
cally significantly improved in the
active treatment group. Scores on the
Hopkins Symptom Checklist were
much more likely to improve among
intervention recipients than “usual
care” (41% vs 18%).

Specifics about individual pharma-
cotherapies are not included in the study,
for instance, we do not know which spe-
cific antidepressant agents were used.
Antidepressants with norepinephrine
reuptake inhibition activity have already
demonstrated favorable effects in some
pain syndromes. At any rate, successful-
ly addressing depression in persons suf-
fering pain from OA with counseling
and pharmacotherapy has been shown to
reduce OA-related morbidity.   ■

Lin EB, et al. JAMA. 2003;290:
2428-2434.
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