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Source: Decousus H, et al; for the POST (Prospective Observational 
Superficial Thrombophlebitis) Study Group. Superficial venous thrombosis 
and venous thromboembolism: A large, prospective epidemiologic study. 

Ann Intern Med 2010;152:218-224.

IN A PROSPECTIVE, OBSERVATIONAL STUDY, THESE FRENCH VASCULAR SPE-
cialists enrolled 844 adults who presented to their primary care 

physicians (PCP) with symptomatic lower-limb superficial venous 
thrombosis (SVT). They excluded patients whose thrombi were 
shorter than 5 cm on compression ultrasonography, who were 10 
days or less postoperative, who had sclerotherapy in the last 30 days, 
and who could not be followed up. The patients were evaluated im-
mediately for deep vein thrombosis (DVT) by lower limb compres-
sion ultrasound (US) or, if symptomatic, for pulmonary embolism 
(PE). Patients without either (isolated SVT) were followed with a 
second lower limb US 8-14 days after initial presentation and at a 
visit at 3 months. The primary outcome was a confirmed thrombo-
embolic event during the 3 months, defined as any lower limb DVT, 
asymptomatic recurrent SVT, asymptomatic SVT extension, or PE at 
the second US or any symptomatic event at the follow-up visit. The 
secondary outcome was mortality at 3 months.

The average age of the enrolled patients was 65. They were pre-
dominantly female (65%). The median time from presentation to 
their PCP to the vein clinic was 6 days. The long saphenous vein 
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was involved 66% of the time. At enrollment, 210 (25%) 
patients had a DVT (198) and/or PE (33). 

Six hundred thirty-four patients had an isolated SVT. 
Anticoagulation (oral or subcutaneous) was initiated in 
540, and 584 were prescribed elastic compression hose. 
Sixty underwent vein stripping or ligation. Thirty-four 
subjects were excluded per protocol and 14 were lost to 
follow-up at 3 months. Of the remaining 586, 58 had a 
thromboembolic event (12 asymptomatic, 46 symptom-
atic). Seven were proximal DVTs and 3 were PEs. Two 
patients died, one from a probable PE, the other from 
metastatic cancer. Risk factors for a thromboembolic 
complication at 3 months, identifi ed by multivariate 
analysis, were: being male (hazard ratio [HR], 2.63, 95% 
confi dence interval [CI], 1.42-4.86), having a history of 
thromboembolism (HR, 2.18; 95% CI, 1.15-4.12), having 
a cancer history (HR, 3.12; 95% CI, 1.15-8.47), and not 
having varicosities (HR, 2.06; 95% CI, 1.01-4.25). 

���������	
�

First, let’s address some caveats. The patients’ primary 
care physicians referred them to the researchers. Were 
there patients who presented to their PCPs who were not 
referred? If there were, presumably, their symptoms and 
signs were milder and did not progress, but we don’t know. 
Although this is a large study, and I think we can trust its 
conclusions, it was halted before the predetermined num-
ber (1200) of patients needed were enrolled because en-
rollment was so slow. The CIs for the risk factors’ HRs 
may have been more impressive if enrollment had been 

complete. The researchers excluded “small” SVTs, those 
shorter than 5 cm. Can we assume that small SVTs don’t 
progress or are more benign? The study was funded by 
two pharmaceutical concerns and three French medical 
societies, but the authors state that none of the funding 
sources had any input into the study design.

What lessons should we take from this study? First, 
patients with an SVT will have a one in four chance of 
having a coincident DVT or PE. Second, in 3 months, 
despite anticoagulation and compression hose, one in 10 
patients with an isolated SVT will have a complicating 
thromboembolic event. You might consider screening pa-
tients with large, symptomatic SVTs with compression 
US and be alert to signs and symptoms of PE. Since this 
was not a study of treatment, it’s diffi cult to say what to 
do about isolated SVTs. It’s possible that there may have 
been more complications if the patients had not been an-
ticoagulated. At the very least, it would be prudent not to 
dismiss SVTs, to advise our patients about the symptoms 
of possible sequelae, and to follow them closely.  �
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Source: Boffetta P, et al. Fruit and vegetable intake and overall 
cancer risk in the European Prospective Investigation into Can-
cer and Nutrition (EPIC). J Natl Cancer Inst 2010;102:529-537.

THESE INVESTIGATORS WANTED TO LEARN MORE ABOUT 
the relationship between fruit and vegetable intake 

and cancer risk. To do this, they undertook a prospec-
tive analysis of the European Prospective Investigation 
into Cancer and Nutrition (EPIC) cohort for the years be-
tween 1992 and 2000. The details the EPIC study have 
been published1; suffi ce it to say that it is a rigorous, large, 
impressive, meticulously done cohort study evaluating 
the effects of diet and other lifestyle factors on a variety 
of health outcomes. Because of the nature of the study, 
the investigators have access to fairly precise information 
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about diet and lifestyle factors. For purposes of this study, 
they were able to correlate fruit and vegetable intake with 
cancer incidence and mortality, controlling for tobacco 
smoking and alcohol drinking. 

The initial cohort was 142,605 men and 335,873 wom-
en recruited from 23 European centers. There were signif-
icant variations among the centers in how the participants 
were recruited. For example, the French cohort drew from 
members of a health insurance plan, but participants at 
most of the Spanish and Italian centers included blood 
donors, members of several health insurance programs, 
employees of several enterprises, civil servants, and the 
general population. The cohorts of France, Norway, Utre-
cht, and Naples included only women. Data on diet of the 
participants for the preceding year were generally collect-
ed by country-specific, self-administered food-frequency 
questionnaires, although there was variation in how this 
was done. The investigators evaluated associations be-
tween cancer and intake of total fruits, total vegetables, 
and total fruits and vegetables combined. Of note, pota-
toes, other tubers, legumes, and vegetable juices were not 
included in the calculation. Lifestyle questionnaires col-
lected information on education, medical history, tobacco 
smoking, alcohol intake, occupational and leisure time 
physical activities, menstrual and reproductive history, 
use of oral contraceptives, and hormonal therapy. Height 
and weight were measured at the baseline examination. 

There were a variety of methods used to assess can-
cer incidence and mortality, but these data generally came 
from population-based registries, by contacting the study 
participants and next of kin, and by searches through 
health insurance records. Cancer incidence and mortality 
data were coded according to the ICD-10 and the second 
revision of the International Classification of Diseases for 
Oncology (ICDO-2). Nonmelanoma skin cancer was ex-
cluded from the analysis. For this study, smoking-associ-
ated cancers were considered to be cancers of the lung, 
kidney, upper GI tract, liver, stomach, pancreas, and blad-
der2; alcohol-associated cancers included cancers of the 
upper GI tract, breast, liver, and colorectum.3 

During a follow-up period of about 9 years, 9604 men 
and 21,000 women were identified with cancer. The crude 
cancer incidence rates were 7.9 per 1000 person-years in 
men and 7.1 per 1000 person-years in women. Reduced 
cancer risk was statistically significantly associated with 
increased intake of fruits and vegetables combined, and 
also with total vegetable intake for the entire cohort (200 
g/day increased intake of fruits and vegetables combined, 
hazard ratio [HR] = 0.97; 100 g/day increased intake of 
total vegetables, HR = 0.98). The reduction in cancer risk 
with intake of fruits alone showed a slightly weaker inverse 
association (100 g/day increased intake of total fruits, 
HR = 0.99). Stratification by alcohol intake suggested a 
greater reduction (e.g., greater benefit with higher intake) 

in cancer risk in heavy drinkers; further, this analysis sug-
gested that the reduction in cancer risk associated with 
intake for fruits and vegetables was greatest for cancers 
caused by smoking and alcohol. There appeared to be a 
“dose-response” relationship between fruit and vegetable 
intake and cancer risk; there was a decreased overall can-
cer risk for the second to the fifth quintiles of the distribu-
tion compared with the first quintile (P for trend < 0.001). 
Results were comparable in men and women, although 
the precision of the risk estimates was greater in women 
because of the larger number of cancers. 

There were variations in fruit and vegetable intake and 
in cancer risk among the centers. The median intake of 
fruits and vegetables was 335 g/day in the entire cohort. 
(This is roughly 4.5 servings/day. A “portion” of fruit or 
vegetables is about 80 g.) The intake ranged from a low 
of 231 g/day in Sweden to 511 g/day in Spain. In general, 
intake was higher in Southern European countries than in 
Northern European countries. High intake of fruits and 
vegetables was associated with female sex, higher edu-
cation, physical activity, low alcohol intake, and never-
smoking status. Country-specific cancer rates in men 
ranged from 3.8 per 1000 person-years in the Netherlands 
to 10.1 per 1000 person-years in Denmark. When coun-
tries were combined according to geographic region, the 
decrease in overall cancer risk for a 200 g/day increase in 
intake of fruits and vegetables was similar in the Northern 
countries and in the Southern countries. 

Since tobacco smoking and alcohol drinking are ma-
jor causes of cancer, the investigators repeated the main 
analysis after stratification for these behaviors. Stratifica-
tion by alcohol drinking suggested a stronger association 
in heavy drinkers than in moderate or non-drinkers. When 
cancers were stratified according to the presence of a 
causal association with tobacco smoking or alcohol drink-
ing, the inverse association with higher intake of fruits 
and vegetables was restricted to cancers associated with 
smoking and drinking, and the duration of follow-up did 
not change the results. The authors concluded that there is 
a “very small inverse association between intake of total 
fruits and vegetables and cancer risk,” and suggested that 
these results should be applied with caution.  

���������	
�

The notion that eating fruits and vegetables is good for 
you is sort of like Mom and apple pie. For example, the 
World Health Organization has recommended that people 
eat at least 5 portions (about 400 g) of fruits and vegetables 
a day to prevent cancer and other chronic diseases.4 Howev-
er, conclusive evidence that high intake of fruits and vegeta-
bles reduces the risk of cancer development is scant.5,6 Most 
available studies have concentrated on one or a few types of 
cancer and/or come from case-control studies. Prospective 
studies have generally not supported a lower risk of cancer. 
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Indeed, both the International Agency for Research on Can-
cer and the World Cancer Research Fund have downgraded 
the strength of the evidence for a relationship between fruit 
and vegetable intake and cancer risk.5,6  

The putative mechanism(s) of reduced cancer risk in 
fruit and vegetable eaters includes antioxidant activity, 
modulation of detoxification enzymes, stimulation of im-
munologic response, modulation of hormonal level, and 
antiproliferative activities. It’s worth pointing out, how-
ever, that specific compounds in fruits and vegetables that 
might be responsible for such anticarcinogenic activities 
of these foods may not have been identified. 

The elephant in the room with regard to this topic is 
overall lifestyle. In the EPIC study, as in other attempts 
to address this issue, those who ate more fruits and veg-
etables had healthier lifestyles in general (lower intake 
of alcohol, never-smoking, and higher level of physical 
activity), which may have contributed to a lower cancer 
risk. The investigators adjusted for these known and well-
established risks, but were not able to control for every 
facet of healthy lifestyle, and did not take into account 
some factors that may be associated with cancer but are 
not yet generally accepted to be (such as cell phone use, 
sleep duration, living along a polluted river, etc.). 

Despite all these caveats, the current study is the stron-
gest to date linking fruit and vegetable intake with reduced 
cancer risk. The strengths of the current study are the size 
of the population included, the detail of dietary informa-
tion collected, and the rigor the investigators bring to their 
analyses. But the effect is very small. 

So, what does this mean to our patients? Fruits and 
vegetables probably do have a modest effect in reducing 
all-cancer risk. Moreover, for those who smoke or drink 
alcohol, the effect of eating fruits and vegetables on can-
cer risk might be more important. Of course, it may be 
difficult to convince the person who won’t quit smoking 
or drinking to eat more spinach.  �
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Source: Van Gelder IC, et al. Lenient versus strict rate 
control in patients with atrial fibrillation. N Engl J Med 
2010;362:1363-1373.

THE RATE CONTROL EFFICACY IN PERMANENT ATRIAL FIBRIL-
lation (RACE II) study compared two different strate-

gies for rate control in patients with permanent atrial fi-
brillation. Patients were eligible for the study if they had 
relatively recent onset atrial fibrillation (AF, duration � 
12 months), an age of 80 years or younger, a mean rest-
ing heart rate (HR) > 80 bpm, and an ability to take ap-
propriate anticoagulation therapy. Patients were randomly 
assigned to either a lenient rate control strategy or a strict 
rate control strategy. Resting heart rates were measured 
using a standard 12-lead electrocardiogram after 2-3 min-
utes of rest in the supine position. In the lenient rate con-
trol strategy, subjects had only a target resting HR < 110 
bpm. Additional monitoring was not performed. In the 
strict control group, the target resting HR was 80 bpm. In 
addition, HR was measured during moderate bicycle exer-
cise with a target of < 110 bpm during mild exercise. The 
strict control group also underwent routine 24-hour Holter 
monitoring to check for bradycardia. Rate control medica-
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tions were titrated in both groups during follow-up outpa-
tient visits every 2 weeks until the target was achieved and 
then on an annual basis. 

The primary outcome was a composite of cardiovas-
cular death, heart failure hospitalization, stroke or sys-
temic embolism, major bleeding, serious arrhythmia; life-
threatening adverse effects from the rate control therapy, 
and need for implantation of a pacemaker or implantable 
defibrillator due to bradycardia or arrhythmia. Second-
ary outcomes were death from any cause, symptoms, and 
functional status. Outcome events were adjudicated by 
an events committee that was unaware of the randomized 
treatment assessments. The trial was designed as a non-
inferiority trial comparing the two strategies. 

The study enrolled 311 patients in the lenient rate 
control group and 303 patients in the strict rate control 
group. The clinical characteristics of the two groups were 
well matched. Overall the average age was 68 ± 6 years 
and 66% were male. The median duration of AF was 3 
months. Seventy-two percent had undergone a previ-
ous electrocardioversion. Hypertension, present in 61%, 
was the primary cardiac diagnosis. Most patients were in 
New York Heart Association (NYHA) functional class I 
(65%), with 30% in functional class II and only 5% in 
functional class III. The resting HR at study entry was 96 
± 13 bpm. After dosage adjustment, 98% of the lenient 
rate control group compared to 67% in the strict rate con-
trol group met their rate control target. Only 75% of the 
patients in the strict rate control group met their resting 
HR target and only 72% met their exercise resting target. 
In the strict rate control group, Holter monitoring showed 
a mean HR of 78 ± 11 bpm. The maximum RR interval 
observed was 2.3 ± 0.6 seconds. In the lenient rate control 
group, only 75 non-routine visits were required to achieve 
target whereas in the strict rate control group 684 total 
visits were required. 

Among the 100 patients who failed to achieve their 
rate control target in the strict control group, 25 had drug-
related serious adverse events and in 22 the target was im-
possible to achieve with drug therapy. Almost 65% of the 
patients in the lenient rate control group were controlled 
with one or fewer rate control agents. Beta adrenergic 
blocking agents were the drugs most commonly effective. 
In comparison, 67% of the patients in the strict rate con-
trol group required more than one agent. 

The primary composite endpoint was reached by 38 pa-
tients (12.9%) in the lenient control group compared to 43 
in the strict rate control group. At 3 years, mortality was 
similar in both groups with 17 deaths (5.6%) in the lenient 
control group compared to 18 deaths (6.6%) in the strict 
rate control group. There was no significant difference in 
the prevalence of symptoms. Forty-five percent of patients 
in the lenient control group had persistent symptoms com-
pared to 46% in the strict control group. NYHA functional 

class distribution, the frequency of hospitalizations, and 
other adverse events were similar between groups. 

The authors conclude that lenient rate control was not 
inferior to strict rate control in patients with AF in terms 
of major clinical events. Lenient rate control strategy is 
more convenient and requires fewer outpatient visits and 
follow-up visits. 

���������	
�

The AFFIRM trial and the original RACE trial were 
the two pivotal trials that established that rate control and 
rhythm control strategies were both valid in patients with 
AF. Those two studies, however, used different criteria 
for rate control. The AFFIRM trial used values similar 
to those in the strict control group and the RACE trial 
used values similar to those in the lenient control group in 
RACE II. The current study shows that, at least within the 
heart rate limits here, a lenient rate control strategy may 
be easier to implement with no loss of efficacy. 

This conclusion seems justified based only on the 
major endpoints included in this paper. Substudies from 
RACE II will deal with symptoms and quality of life but 
these data have not yet been reported. Certainly, any ap-
proach that makes management of patients with AF easier 
without doing harm would be useful for clinicians.  �

 ��
����	����1�����

�����������������
���������


������ �!��"��##������$�%�����&��
�� ���%��������� ������

#
*�6�������	�!���
"��
�.��
��!�������"�5
���
���
!����
����/��	�
���
�������0������		�	������
��		
��
��%�������"������
	������!����
���"�1����
����	�*��
#
*�!�����	����
�����7.����������8.����	�%�����
"�
/��	�
���
�������"�8�,����"�!�*

#
	*�6����������!����
��
����-��������
������	���������	�-������	�.��*�

A RIFAMYCIN ANTIBACTERIAL AGENT HAS BEEN APPROVED 
for treating patients with hepatic encephalopathy 

(HE). Rifaximin is a minimally absorbed oral antimicro-
bial that was originally approved in 2004 for the treatment 
of travelers’ diarrhea caused by Escherichia coli. It is mar-
keted by Salix Pharmaceuticals as Xifaxan�.

Indications
Rifaximin is indicated to reduce the risk of hepatic 
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19. Choose the incorrect statement about superficial venous 

thrombosis.
a. On initial presentation, one-quarter of patients with symp-

tomatic SVT will have a deep vein thrombosis or a pulmo-
nary embolism.

b. Ten percent of patients with an isolated SVT will progress  
to a thromboembolic event.

c. Men are more likely than women to progress to a thrombo-
embolic event.

d. A history of cancer or a previous PE places a patient with  
a SVT at higher risk for a thromboembolic event.

20. The reduction in cancer mortality associated with increased 
intake of fruits and vegetables is:
a. greater for women than for men. 
b. greater for fruits than for vegetables.
c. strongest for cancers associated with smoking and  

drinking.
d. now unequivocally established based on irrefutable  

evidence.

21. To prevent major cardiovascular events, heart rate control  
in atrial fibrillation should be:
a. � 80 bpm resting.
b. � 110 bpm resting.
c. � 80 resting and � 110 with exercise.
d. 110-120 bpm resting.

Answers: 19. a, 20. c, 21. b.

encephalopathy recurrence in adult patients who are in  
remission.1

Dosage
The recommended dose is one 550 mg tablet twice 

daily. The drug may be taken with or without food.
Rifaximin is available as 200 mg and 550 mg tablets.

Potential Advantages
Rifaximin reduces the risk of an episode of hepatic 

encephalopathy and the risk of hospitalization involving 
hepatic encephalopathy.1,2 

Potential Disadvantages
More than 90% of study subjects in the clinical trial 

were using lactulose. The effectiveness of rifaximin is not 
known if given without lactulose. In the pivotal trial that 
led to the approval for this indication, 2 of 140 patients 
in the treatment group developed C. difficile infections as 
compared 0 of 159 patients in the control group.2 

Comments
Rifaximin is an orally administered nonsystemic anti-

bacterial agent. Its efficacy was shown in a double-blind, 
international, randomized, placebo-controlled trial in pa-
tients who had at least two episodes of hepatic encepha-
lopathy in the previous 6 months but were in remission. 
Study participants were randomized to rifaximin (550 mg 
twice daily; n = 140) or placebo (n = 159) for 6 months. 
The incidence of HE was 22% in the rifaximin group and 
46% in the placebo group (hazard ratio [HR] 0.42; 95% 
confidence interval [CI], 0.28-0.64; P < 0.001). The rates 
of hospitalization involving HE were 13.6% and 22.6%, 
respectively (HR 0.50; 95% CI, 0.29-0.87; P = 0.01). 
Ninety one percent of subjects had concomitant therapy 
with lactulose. The incidence of adverse events were sim-
ilar between the two groups; however, a higher frequency 
(compared to placebo) occurred for peripheral edema 
(15% vs 8%), dizziness (13% vs 8%), and anemia (8% vs 
4%). The two patients who developed C. difficile infec-
tion continued rifaximin therapy along with concomitant 
treatment for the infection and fully recovered. Rifaximin 
has also been reported to be effective as acute treatment 
for HE compared to non-absorbable disaccharides and  
antibiotics.3,4 

Clinical Implications
More than 5 million Americans have hepatic cirrho-

sis. Hepatic encephalopathy is a complication of hepatic 
cirrhosis that is severely debilitating and often results in 
hospitalization. It is characterized by cognitive deficit that 
can vary from mild lack of awareness to coma.5 The patho-
physiology appears to be multifactorial but ammonia pro-

duced by gut flora is most commonly implicated. Current 
therapy includes lactulose and oral antibiotics such as 
neomycin. Rifaximin is a nonsystemic antibacterial with 
broad-spectrum activity against gram-positive, gram- 
negative, and anaerobic enteric bacteria. It has been 
shown to reduce the risk of HE and hospitalization in-
volving HE.  �
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Source: Andriole GL, et al. Effect 
of dutasteride on the risk of prostate 
cancer. N Engl J Med 2010;362:
1192-1202.

THE PROSTATE CANCER PREVENTION TRIAL 
did not ignite advocacy among cli-

nicians for chemoprevention of prostate 
cancer (PCA). Although this large trial 
showed an overall reduction in total can-
cers (about 23%), high-grade tumors 
were actually statistically significantly 
increased. Several reasonable explana-
tions for this phenomenon were offered; 
however, the disquieting consideration 
that 5-alpha-reductase inhibitors might 
be efficacious for reduction of low-grade 
tumors � but not effective for the more 
important high Gleason score tumors � 
remained. 

Dutasteride and finasteride are very 
similar in their effects on the prostate, 
although there are both pharmacokinetic 
and pharmacodynamic differences. For 
instance, dutasteride has a much lon-
ger half-life (5 weeks), and dutasteride 
blocks both arms of the 5-alpha-reduc-
tase pathway (types 1 and 2), whereas 
finasteride only blocks the type 2 path-
way. Because both agents are highly  
efficacious in reducing intraprostatic 
levels of dihydrotestosterone, the puta-
tive culprit in generating BPH and pos-
sibly related to development of PCA, 
many experts consider them clinically 
comparable. 

The REDUCE Trial (Reduction by 
Dutasteride of Prostate Cancer Events) 
enrolled men age 50-75 with a PSA of 
2.5-10 ng/mL with negative prostate bi-
opsy at baseline. Subjects were random-
ized to dutasteride 0.5 mg/day or pla-
cebo and followed for 4 years, receiving 
biopsies at year 2 and year 4.

At the completion of the trial, dutas-
teride was associated with an overall 
PCA relative risk reduction of 23%; 
encouragingly, this trial did not show 

a statistically significantly increased 
risk of high Gleason score tumors. 
Because dutasteride also provides fa-
vorable symptom benefits for BPH, 
clinicians may want to re-examine 
the balance of risks and benefits of 5- 
alpha-reductase inhibitors.  �
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Source: Jamshed N, Schneider JI. Is 
the use of supplemental vitamin C and 
zinc for the prevention and treatment of 
pressure ulcers evidence-based? Annals 
of Long-Term Care: Clinical Care and 
Aging 2010;18:28-32.

ELDERLY PATIENTS, PARTICULARLY THOSE 
residing in nursing homes, are at risk 

for pressure ulcers, with recent reviews 
indicating a nursing home prevalence 
approximating 10%. Prevention and 
treatment of pressure ulcers commonly 
includes zinc and vitamin C, based upon 
observations (animal studies) that both 
are necessary for optimum wound heal-
ing. Additional support for this concept 
comes from recognition of the some-
times marginal nutritional status of se-
nior citizens. Some studies have shown 
malnutrition to result in an increase risk 
for pressure ulcers by as much as two-
fold, but other studies disagree. 

For vitamin C, a study performed 
in the 1970s reported increased wound 
healing, but the study only contained 20 
patients, and subsequent trials have not 
been able to consistently show similar 
improvements. 

For zinc, one study of senior citizens 
(n = 672) showed a small but statistically 
significant difference favoring supple-
mentation, but study design and con-
founding issues preclude a final word on 
the subject. Overall, studies have been 
infrequent, small, and unable to provide 
a definitive conclusion. 

Although generally considered safe, 
zinc and vitamin C do have associated 
adverse effect profiles, including in-

creased risk of oxalic acid stones (vita-
min C) and copper deficiency (high-dose 
zinc). 

Based upon their literature review, 
the authors conclude that supplementa-
tion of zinc and vitamin C in excess of 
recommended dietary intake is not sup-
ported, and could have important ad-
verse effects.  �
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Source: Evans RK. Maintaining weight 
loss momentum after bariatric surgery. 
Am J Lifestyle Med 2010;4:124-127. 

BARIATRIC SURGERY IS INCREASINGLY 
recognized as a rational therapeu-

tic option for morbid obesity and obese 
patients with comorbidities such as dia-
betes. On average, bariatric surgery pro-
duces a 35% reduction in body weight, 
but patients regain varying amounts  
of weight over time. Studies of the 
role of diet after bariatric surgery have 
helped to direct long-term postopera-
tive dietary management, but less in-
formation is available to guide exercise  
advice. 

In the period after postoperative 
weight-loss stabilization, the weekly 
amount of exercise does correlate with 
sustained weight loss. Unfortunately, 
37%-51% of postoperative subjects have 
been found to be noncompliant with 
exercise recommendations. Curiously, 
adherence to exercise in some trial data 
was greater before surgery than after-
ward, as if subjects felt they no longer 
needed exercise to the same degree now 
that surgery had been performed. 

Bariatric surgery does not completely 
and permanently resolve weight-man-
agement issues in obese subjects. The 
high frequency with which post-surgical 
patients are noncompliant with exercise 
recommendations, and, thus, with antici-
pated weight gain consequences, should  
spur clinicians to bolster patient  
education.  � 
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In Future Issues:

Elderly Patients with Acute Exacerbations  
of COPD and Chronic Bronchitis

Osteoporosis Treatment for Patients Hospitalized for Hip Fracture

Alcohol Consumption and Mortality in Patients with CVD
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Scenario
The ECG shown above was obtained from a 54-year-

old man with atypical chest pain. Is there cause for  
concern?

Interpretation 
Our systematic interpretation of the above tracing is as 

follows: The rhythm is sinus bradycardia at a rate just un-
der 50/min. All intervals are normal. The mean QRS axis 
is +75°. There is no chamber enlargement. With regard 
to assessment of Q-R-S-T changes, there is a narrow but 
fairly deep Q wave in lead aVL; and there are tiny septal q 
waves in leads V

5
,V

6
. Transition occurs normally between 

leads V
3
 and V

4
. The most remarkable part of this trac-

ing lies with assessment of ST-T wave changes, which 
reveals a number of subtle, but potentially important find-
ings. The ST segment in lead aVL is coved and slightly 

elevated, with associated symmetric T wave inversion in 
this lead. Although none of the other lateral leads shows 
similar changes, the findings in lead aVL may neverthe-
less be real and possibly acute. As the highest (i.e., most 
remote) of the 5 lateral leads (I, aVL, V

4
, V

5
, V

6
), there 

are occasions when lead aVL may be the only lead to 
show signs of acute infarction. Two other findings on this 
tracing should prompt cause for concern: 1) Subtle, but 
real ST segment depression in each of the inferior leads 
(II, III, aVF), which could reflect reciprocal changes; and 
2) T wave peaking in the inferior and antero-lateral pre-
cordial leads. Assuming that serum potassium is normal, 
T wave peaking may occasionally reflect ischemia. Two 
keys to interpretation of this tracing will be clinical cor-
relation and comparison with a prior tracing so as to de-
termine whether any of the above described changes are 
new.  �
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Finding ACCORD in the Management of Type 2 Diabetes?

In this issue: Examining the three arms of the
ACCORD trial; and FDA Actions: clopidogrel, 
dexlansoprazole, and tamsulosin.

ACCORD and type 2 diabetes
Every once in a while a medical study comes 

along that turns medical dogma on its ear. The 
Multiple Risk Factor Intervention Trial (MRFIT), 
published in 1982, was such a study, so was the 
Women’s Health Initiative (WHI), published in 
2002. Both studies challenged conventional wis-
dom and changed practice. MRFIT caused us 
to take a hard look at risk factor intervention 
especially hypertensive treatment, while WHI 
established that combination hormone therapy in 
postmenopausal women should no longer be rou-
tinely recommended because of the risk of breast 
cancer and heart disease.

The Action to Control Cardiovascular Risk in 
Diabetics (ACCORD) trial, published in March in 
the New England Journal of Medicine, is also such 
a study, and is destined to change medical practice 
in the treatment of type 2 diabetes. ACCORD 
looked at three aspects of care in type 2 diabetes, 
the first was the effects of intensive glucose lower-
ing, the second was the effect of intensive blood 
pressure control, and the third was the effect of 
combination lipid therapy.

The intensive glucose lowering study was pub-
lished early in 2008 when it was found that the 
intensive therapy group (targeting hemoglobin 
A1c < 6.0%) reported a higher mortality than 
the standard therapy group (targeting A1c 7.0%-
7.9%). At the same time, intensive therapy did not 
significantly reduce major cardiovascular events 
(N Engl J Med 2008;358:2545-2559).

This supplement was written by William T. Elliott, MD, FACP,  
Chair, Formulary Committee, Kaiser Permanente, California  
Division; Assistant Clinical Professor of Medicine, University  
of California-San Francisco. In order to reveal any potential  
bias in this publication, we disclose that Dr. Elliott reports no  
consultant, stockholder, speaker’s bureau, research, or other  
financial relationships with companies having ties to this field  
of study. Questions and comments, call: (404) 262-5468.  
E-mail: paula.cousins@ahcmedia.com.

The second and third wings of the ACCORD 
trial were published on-line March 14, and the 
results were similarly discouraging for aggres-
sive care. A total of 4733 participants with type 
2 diabetes were enrolled in the intensive blood 
pressure control wing and were randomized to 
intensive therapy, targeting a systolic pressure  
< 120 mmHg, or standard therapy targeting a 
systolic blood pressure < 140 mmHg. The pri-
mary composite outcome was nonfatal myocar-
dial infarction, nonfatal stroke, or death from 
cardiovascular causes. After a mean follow-up 
of 4.7 years, mean target blood pressures were 
met in both groups. The annual rate of the pri-
mary outcome was 1.87% in the intensive ther-
apy group and 2.09% in the standard therapy 
group (hazard ratio [HR], 0.88; 95% confidence 
interval [CI], 0.73-1.06; P = 0.20). The annual 
rates of death from any cause were 1.28% in the 
intensive therapy group and 1.19% in the stan-
dard therapy group (HR, 1.07; 95% CI, 0.85-
1.35; P = 0.55). There was a slightly reduced 
risk of stroke in the intensive therapy group 
(0.32% vs 0.53%; P = 0.01); however, serious 
adverse events were more than double in the 
intensive therapy group. The authors conclude 
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that in patients with type 2 diabetes targeting sys-
tolic blood pressure < 120 mm Hg as compared 
to < 140 mm Hg did not reduce the rate of the 
composite outcome of fatal and nonfatal major 
cardiovascular events (N Engl J Med published 
on-line March 14, 2010). While these results 
are somewhat surprising, they may not change 
the general recommendation for more aggressive 
blood pressure management in type 2 diabetes to 
systolic blood pressure ≤ 130/80 mm Hg, which is 
consistent with most current guidelines (including 
JNC VII).

In the third wing of ACCORD, 5518 patients 
with type 2 diabetes who were being treated with 
the statin simvastatin were randomized also to 
receive fenofibrate or placebo. The primary out-
come was first occurrence of nonfatal myocardial 
infarction, nonfatal stroke, or death from cardio-
vascular causes. After a mean follow-up of 4.7 
years, the annual rate of primary outcome was 
2.2% in the fenofibrate group and 2.4% in the 
placebo group (HR 0.92; 95% CI, 0.79-1.08; P = 
0.32). There were also no significant differences 
between the two study groups with respect to 
any secondary outcomes or death rate. Subgroup 
analysis suggested slightly higher benefit for men 
vs women and perhaps a benefit for those with 
high baseline triglycerides (> 204 mg/dL) and low 
HDL (≤ 34 mg/dL). The authors conclude that the 
combination of fenofibrate and simvastatin did 
not reduce the rate of fatal cardiovascular events, 
nonfatal myocardial infarction, or nonfatal stroke 
compared with simvastatin alone (N Engl J Med 
published on-line March 14, 2010). This study 
does not in any way diminish the known benefit 
from aggressive statin therapy in type 2 diabetics, 
but does suggest that targeted treatment of triglyc-
erides with fenofibrate is of no value. The FDA is 
reviewing the ACCORD data, but as of this time 
they have “made no new conclusions or recom-
mendations regarding the use of simvastatin or 
other statin drugs and fenofibrate.” 

Do statins increase the risk of type 2 diabetes? 
It has been suggested that lipophilic statins may 
cause unfavorable metabolic side effects such as 
reduction of insulin secretion and worsening of 
insulin resistance. In a small single-blind, pla-
cebo-controlled parallel study, 40 to 44 patients 
were randomized to receive placebo, or atorv-
astatin 10, 20, 40, and 80 mg during a 2-month 
period. While atorvastatin significantly reduced 
LDL and apolipoprotein B levels, the drug was 
also associated with significantly increased fast-

ing plasma insulin levels, as well as hemoglobin 
A1c levels (mean changes in fasting insulin lev-
els, 25%, 42%, 31%, and 45%, respectively, 
for increasing dose; A1c increases of 2%, 5%, 
5%, and 5%, respectively; P < 0.05 by paired 
t-test). Atorvastatin also decreased insulin sensi-
tivity in a dose-responsive fashion. The authors 
conclude that atorvastatin resulted in signifi-
cant increases in fasting insulin, hemoglobin 
A1c consistent with increased insulin resistance  
(J Am Coll Cardiol 2010;55:1209-1216). Previous 
studies have shown similar results with lipophilic 
statins including atorvastatin, rosuvastatin, and 
simvastatin, while pravastatin seems to reduce the 
risk of diabetes.  n

FDA Actions
The FDA has issued a warning to health care 

providers regarding the antiplatelet drug clopi-
dogrel (Plavix®). It is recently been found that 
up to 14% of the population did not metabolize 
the drug effectively and may not fully convert the 
drug to its active form. Clopidogrel is dependent 
on CYP2C19 and those that genetically lack the 
enzyme may not convert the drug to its active 
form. Recent studies have suggested that reduced 
CYP2C19 activity was associated with higher risk 
for cardiovascular outcomes. A test is available to 
identify genetic differences in CYP2C19 function 
and the FDA is recommending that health care 
professionals consider use of other antiplatelet 
medications or use alternative dosing if patients 
are poor metabolizers. The manufacturer of Plavix 
is being asked to add a black box warning to the 
drug labeling to this effect. Previously, it was dis-
covered that some proton pump inhibitors includ-
ing omeprazole may also inhibit metabolism to 
the active drug. Meanwhile Eli Lilly’s prasugrel 
(Effient®), a direct competitor to clopidogrel, is 
not affected by CYP genetic variants.

T h e  F D A  h a s  a p p r o v e d  T a k e d a 
Pharmaceutical’s request to change the name of 
its proton pump inhibitor dexlansoprazole from 
Kapidex® to Dexilant™. The change is being made 
due to several dispensing errors that occurred 
between Kapidex and the prostate cancer drug 
Casodex® (bicalutamide) and the analgesic 
Kadian® (morphine).

The FDA has approved a generic version of 
Boeringer Ingelheim’s tamsulosin (Flomax®) for 
the treatment of benign prostatic hyperplasia in 
men. Generic tamsulosin should be available later 
in 2010.  n


