
Let’s Strip the King: Eligibility Not Safety
Is the Problem of Anticoagulation
for Stroke Prevention in Elderly Patients
With Atrial Fibrillation

I n their retrospective follow-up study of all patients
attending a hospital anticoagulant clinic for atrial fi-
brillation, Copland and colleagues1 found that the

elderly population has both good anticoagulant control and
a low incidence of hemorrhage while receiving warfarin
therapy. Although interesting, from our point of view, these
data cannot support the authors’ general conclusion in fa-
vor of anticoagulant use. In fact, in the “Patients, Materi-
als, and Methods” section, the authors note that pros-
thetic heart valve replacement was the only exclusion
criterion, implicitly admitting the possibility of “a selec-
tion bias at the level of referral to the clinic.”

We would like to comment on this bias with our re-
cent data,2-4 reporting that global cognitive, functional,
and comorbidity status strongly influence the assign-
ment to aspirin or anticoagulant therapy in the elderly
population both in the hospital and in the community.
In particular, we also found that among general practi-
tioners in the community, the assessment of the pa-
tients’ walking independence is critical in the decision
to start anticoagulation treatment.3,4

In light of these considerations, it is very likely that
the patients attending the anticoagulant clinic in the study
of Copland and colleagues1 were the most healthy, thus
representing only a small proportion of total potential
beneficiaries.

The question is not whether anticoagulation is ef-
fective to prevent stroke, but whether all elderly pa-
tients with atrial fibrillation may be considered eligible
for warfarin treatment, even when poor health status might
be an obstacle to compliance.
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In reply

Bellelli et al raise 2 points. First, in our study, patients with
prosthetic cardiac valves were excluded, thus introducing

possible bias. However, although this is true, these patients
make up only a small percentage of patients attending the
anticoagulant clinic. They were excluded because they have
a different target international normalized ratio of 3.0 to
4.5 compared with all other patients with atrial fibrillation
(target international normalized ratio of 2.5), and are being
treated with warfarin primarily because of their valve pros-
thesis and not atrial fibrillation.

Their second point is that less healthy, immobile pa-
tients may not have been initiated warfarin therapy and that
there was bias at the level of referral to the clinic. We agree,
and indeed had stated in the “Comment” section that there
is likely to have been selection bias at the level of referral to
the clinic. As regards mobility, it is noteworthy that 18% of
patients attending our anticoagulant clinic are brought by
the patient transport service, implying poor mobility. There-
fore, immobility may not have been a major deterrent to ini-
tiation of warfarin therapy in our cohort. A recent study by
Kalra et al1 showed that rates of stroke and major hemor-
rhage after anticoagulation in clinical practice were com-
parable to those obtained in randomized controlled trials
for patients with atrial fibrillation. In their study, patients
had a mean age of 77 years and more intercurrent morbid-
ity than patients in the trials and the findings clearly show
that the good results from clinical trials can be produced in
the clinic and in general practice with adequate therapeu-
tic monitoring. In addition, the study by Howitt and Arm-
strong2 found that fewer than 50% of patients with atrial
fibrillation who were eligible to take warfarin for stroke pre-
vention accepted it as treatment after the risks and benefits
had been explained. We are not advocating the use of war-
farin for all patients with atrial fibrillation regardless of co-
morbidity, but think that it should at least be given consid-
eration in most elderly patients with atrial fibrillation.
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Prevalence of Gastrointestinal Symptoms
in Patients With Type 2 Diabetes:
A Population-Based Study

T here has been a long-standing debate about
whether gastrointestinal (GI) symptoms are more
frequent in people with diabetes than in the non-

diabetic population.1 However, most studies that have ad-
dressed this question have been limited by the use of
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highly selected populations of people with diabetes and
by the absence or inadequacy of control groups. In the Sep-
tember 10, 2001, issue of the ARCHIVES, Bytzer and col-
leagues2 reported results from a population-based study
in Australia. They found 16 GI symptoms and 5 symp-
tom complexes to have been significantly more frequent
in the past 3 months in people with diabetes compared
with nondiabetic controls, an association that was inde-
pendent of age and sex. Among the people with diabetes
there was no difference in the frequency of GI symptoms
between those with type 1 or type 2 diabetes, with the ex-
ception of one symptom complex (any bowel movement).
There was no association between GI symptoms and dia-
betes duration. Poor metabolic control was significantly
associated with higher frequency of lumpy or hard stools,
urgency, and the symptom complex of upper dysmotility
symptoms. Only few associations were found for GI symp-
toms and the modus of therapy. However, presence of dia-
betes, therapy, and glycemic control were only assessed
by self-report of the study subjects, and further variables,
eg, history of GI diseases, presence of cardiovascular dis-
eases (CVD), or late complications in diabetes, in particu-
lar, neuropathy, were not included.

Bytzer et al’s results are in contrast to our own ob-
servations in Cambridge, England,3 in which we con-
ducted a population-based, cross-sectional study. A total
of 544 subjects with type 2 diabetes (mean±SD age, 63±8
years; 64% men) were randomly selected from a local dia-
betes register. Mean±SD diabetes duration was 7.3±7.0
years; 9% were treated with insulin, 66% with antidia-
betic drugs (sulfonylureas, 52%; metformin, 35%; and
acarbose, 2%), and 27% were treated with diet only. The
mean hemoglobin A1c value was 7.9%. In addition, 544
nondiabetic control subjects were recruited, individu-
ally matched for age, sex, and primary care practice. Clini-
cal investigation included blood sampling and assess-
ment of peripheral neuropathy in diabetic subjects. A
detailed medical history was completed by interview in-
cluding assessment of GI symptoms in the past 12 months

using the questionnaire designed by Talley et al.4 This
yields information about frequent abdominal pain, bloat-
ing, heartburn, nausea, vomiting, dysphagia, loose or wa-
tery stools, urgency, more than 3 bowel movements per
day, less than 3 bowel movements per week, inconti-
nence, and the symptom complexes esophageal symp-
tom complex and diarrhea symptom complex. Overall,
11 of the 16 GI symptoms and 2 of the 5 symptom
complexes described in the study by Bytzer et al could
be evaluated using the same definitions.

Using multiple logistic regression analysis, we ex-
amined the association between GI symptoms and dia-
betes adjusting for age and sex. In a second model, we
included history of GI diseases and operations and pres-
ence of CVD as potential confounding factors. Among
the people with diabetes, the association of GI symp-
toms with age, sex, diabetes duration, treatment, and he-
moglobin A1c level was evaluated using logistic regres-
sion. In further models, history of GI diseases and presence
of CVD as well as presence of peripheral neuropathy were
included as additional predictors.

The Table presents prevalences of GI symptoms and
symptom complexes in the diabetic and in the nondia-
betic population, as well as prevalence odds ratios (PORs)
for GI symptoms in diabetic compared with nondiabetic
subjects. Adjusted for age and sex, 5 of the 11 GI symp-
toms and 1 symptom complex (abdominal pain, nausea,
loose stools, urgency, and incontinence and the diarrhea
symptom complex) were present significantly more fre-
quently in patients with type 2 diabetes. No significant as-
sociation was found for bloating, heartburn, vomiting, dys-
phagia, bowel movements more than 3 times per day or
less than 3 per week, and the esophageal symptom com-
plex. After additional adjustment for history of GI dis-
eases and presence of CVD, only nausea and incontinence
remained significantly associated with diabetes.

Among the people with diabetes, there was no sig-
nificant association between GI symptoms and glyce-
mic control or diabetes duration after adjustment for age

Gastrointestinal (GI) Symptoms in Diabetic and Nondiabetic Subjects*

GI Symptom or Symptom Complex

Prevalence, % POR (95% CI)

Subjects With
Type 2 Diabetes

Control
Subjects

Adjusted for Age
and Sex

Adjusted for Age, Sex,
History of GI Events, and CVD†

Frequent abdominal pain 19.26 14.58 1.40 (1.02-1.94)‡ 1.22 (0.84-1.78)
Bloating 29.78 26.47 1.18 (0.90-1.55) 1.02 (0.75-1.39)
Heartburn 18.99 18.05 1.06 (0.78-1.44) 1.06 (0.75-1.49)
Nausea 11.85 5.70 2.24 (1.44-3.56)‡ 1.76 (1.06-3.00)‡
Vomiting 2.97 2.78 1.06 (0.51-2.19) 0.72 (0.32-1.60)
Dysphagia 5.94 4.06 1.50 (0.86-2.64) 1.48 (0.80-2.80)
Loose or watery stools 13.05 7.35 1.88 (1.26-2.88)‡ 1.38 (0.86-2.22)
Urgency 15.44 8.27 2.05 (1.39-3.04)‡ 1.47 (0.95-2.30)
�3 Bowel movements per day 2.77 2.03 1.38 (0.63-3.10) 1.33 (0.56-3.25)
�3 Bowel movements per week 3.51 3.87 0.91 (0.48-1.71) 1.32 (0.63-2.77)
Incontinence 9.93 4.60 2.36 (1.45-3.92)‡ 1.93 (1.12-3.38)‡
Esophageal symptoms (heartburn or dysphagia) 21.91 19.41 1.16 (0.87-1.56) 1.15 (0.83-1.61)
Diarrhea symptoms§ 18.85 11.42 1.81 (1.29-2.56)‡ 1.38 (0.94-2.05)

*Occurrence of symptoms often in the past 12 months. N = 544; 4-13 missing data. POR indicates prevalence odds ratio; CI, confidence interval.
†History of GI diseases and operations (any documented) (45 missing data) and presence of cardiovascular diseases (CVD) (any documented) (92 missing

data).
‡P�.05.
§More than 3 bowel movements per day, urgency, or loose or watery stools.
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and sex. Intake of oral antidiabetic drugs was signifi-
cantly associated with frequent abdominal pain (POR,
2.51; 95% confidence interval [CI], 1.42-4.61), nausea
(POR, 2.45; 95% CI, 1.22-5.27), vomiting (POR, 8.27;
95% CI, 1.60-71.36), and insulin therapy with vomiting
(POR, 7.62; 95% CI, 1.16-43.83). Further adjustment for
history of GI diseases or operations and presence of CVD
did not change the associations substantially.

In contrast to the results of the study by Bytzer et
al,2 our study therefore found only 5 symptoms that
were associated with diabetes, which was reduced to
only 2 (nausea and incontinence) after adjustment for
history of GI diseases and presence of CVDs. Further-
more, whereas Bytzer et al found differences in the
prevalences of GI symptoms in people with diabetes
taking and not taking oral antidiabetic drugs only for 1
symptom (anal blockage), our study evaluated oral anti-
diabetic drug use to be significantly associated with
abdominal pain, nausea, and vomiting. The latter find-
ing seems to be probable, as GI symptoms are often
reported side effects of oral antidiabetic drug use, in
particular, metformin and acarbose. These different
results of the studies may be in part be explained by dif-
ferent time periods of GI symptoms (3 vs 12 months),
data assessment (written self-report vs investigation and
interview), the higher number of diabetic subjects in
the present analysis (544 vs 423), adjustment for fur-
ther variables in the present study, or region (Australia
vs United Kingdom). Nevertheless, as we already
reported from an earlier study,5 we propose that only
few GI symptoms are more common in diabetic com-
pared with nondiabetic subjects, particularly when
adjusting for GI history and CVD, and that GI symp-
toms in diabetic subjects can be partly attributed to the
side effects of oral antidiabetic drug use.

Andrea Icks, MD, PhD
Burkhard Haastert, PhD
Wolfgang Rathmann, MD, MSPH
Düsseldorf, Germany
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Cambridge, England
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In reply

Dr Icks et al raise a number of issues pertaining to our re-
cently published article. First, in contrast with our findings,

they propose that only nausea and incontinence are more com-
mon in pepole with diabetes compared with nondiabetic con-
trols. Their conclusion is based on a study of subjects with
diabetes selected from a diabetes register compared with 544
control subjects. Unfortunately, Icks et al did not detail how
the control subjects were recruited: were they population con-
trols or nondiabetic patients from outpatient clinics or from
primary care practices? More important, subjects with dia-
betes and nondiabetic controls were not exposed to the same
method of data sampling, as only diabetic subjects were as-
sessed clinically, and this may have introduced bias. One of
the strengths of our study is the recruitment of both diabetic
subjects and nondiabetic controls from the same population-
based sample.

Second, Icks et al suggest that other GI diseases and
the presence of CVD should have been included as potential
confounding factors and that this may have altered our re-
sults. We cannot exclude such a possibility. A more com-
plete analysis, outside the scope of our study, should in-
clude all known potential risk factors that may be important
in the pathogenesis of GI symptoms, including psychoso-
cial distress,1 alcohol ingestion, obesity, diabetic complica-
tions, and use of drugs,2 to name a few, and such a large-
scale community-based study is warranted.

Finally, they suggest that GI symptoms in diabetic sub-
jects can be attributed to the side effects of oral hypoglyce-
mic drug use. We have recently published the results of a
large analysis of GI symptoms in 956 subjects with type 2
diabetes.3 We found that troublesome GI symptoms were not
associated with use of oral hypoglycemic drugs, except for
diarrhea and fecal incontinence, which were strongly and
independently associated with metformin use. These find-
ings have been confirmed by others.4

We encourage Dr Icks and colleagues to publish their
interesting results in full. A more complete description of
the recruitment of subjects, the methods used, and the re-
sults might add valuable input into the design of future stud-
ies of the pathogenesis of GI symptoms in diabetes.
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Weight Loss: Goals, Realities,
and Strategies

I very much enjoyed the article “Obese Patients’ Per-
ceptions of Treatment Outcomes and the Factors
That Influence Them” by Foster et al,1 and would

like to contribute a few comments. It is clear that there
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is a mismatch between obese patients’ and their physi-
cians’ weight loss goals (for the patients!). Patients are
driven by body image concerns, which require large weight
losses. Although physicians would also like to help pa-
tients achieve their goals, we are also influenced by the
knowledge that a relatively small weight loss is not only
realistic, but also worthwhile, for health enhancement.
It is clear that until we are able to consistently facilitate
large weight losses, one of our main tasks is to convince
patients that health enhancement with moderate weight
loss should be an alternate goal, that weight loss short
of body image ideal should be viewed as health success
rather than (or at least in addition to) body image fail-
ure. For our part, we should not view our efforts as total
failures if our patients do not accomplish immediate
weight loss. If patients’ attitude changes are necessary be-
fore they can commit themselves to working on lifestyle
changes for modest but long-term weight loss, physi-
cians’ contributions should be viewed as incremental,
helping patients move forward along the “stages of
change” continuum. In my own practice, I have found it
useful to focus on exercise recommendations, and to con-
sistently praise any diet or exercise successes (patients
tend to dismiss their small steps in the right direction).

Daniel Reinharth, MD
East Meadow, NY
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Are There Benefits From Long-term
Pharmacotherapy of Obesity?

I studied the review of pharmacotherapy for obesity
by Glazer1 in the August 13/27, 2001, issue of the
ARCHIVES. The author defined efficacy using the sur-

rogate of weight loss rather than looking at clinical out-
come measures. The review based its conclusion on the
principle that if you define your standards low enough,
you can be successful at anything. A weight loss of 17 lb
(7.6 kg) in excess of placebo is the evidence-based sup-
port of long-term obesity pharmacotherapy. This con-
clusion seems unwarranted since no tangible outcome
benefit has been demonstrated.1 Not only does the prac-
titioner reject this as a successful therapy, but patients
also regard these modest benefits as disappointing.2

I respectfully submit that the evidence needed to con-
vince the prudent clinician includes a significant benefit in
survival, function, or disease reduction. Before an expen-
sive and dangerous approach can be adopted, the bariatric
researchcommunitymustacceptastandardestablishedwhen
demonstrating a value for treatment of hypertension and
hypercholesterolemia. Swedish investigators have recog-
nized this in their report of bariatric surgery.3

To meet this challenge, a large, multicenter, ran-
domized, placebo-controlled trial is needed. The magni-
tude of this problem, and the tremendous profits
derived from its treatment, should prompt the govern-
ment and private sources to fund studies designed to
establish objective clinical benefits for this approach
that arguably has caused more harm than good. This
failed approach includes the use of human chorionic
gonadotropin injections, amphetamines,4 thyroid hor-
mone supplementation, dexfenfluramine, and fenflur-
amine. To invoke the mantra of an evidence-based
approach when the drug cited as having the greatest
benefit is primarily supported by a 1968 study with
level II evidence betrays a basic misunderstanding of
this paradigm. We believe that this review fails to pre-
sent credible evidence that patient outcome is improved
through the use of drugs for treating obesity. Even the
improvement in the surrogate end point of weight loss
is limited and supported by industry-supported trials
with methodological flaws.

With the stigma associated with heart valve dam-
age,5 addictive potential,6 and the rebound phenom-
enon, it is time to stop pandering to the pharmaceutical
industry. Rather, they should support the bariatric com-
munity by funding meaningful studies designed to dem-
onstrate outcome benefits that will convince clinicians
who use an evidence-based approach.

Patrick Kearns, MD
San Jose, Calif
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