
Could PSA Screening Be Harmful?
New Guidelines Available
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Synopsis: Whereas its potential benefits remain uncertain, prostate-
specific antigen (PSA) screening may be associated with psychologi-
cal harms. There has been a recent update to the screening guide-

lines by the U.S. Preventive Services Task Force (USPSTF).

Source: Lin K, et al. Benefits and harms of prostate-specific antigen
screening for prostate cancer: An evidence update for the U.S. Preventive

Services Task Force. Ann Intern Med 2008;149:192-199 (Summary for
patients available at: www.annals.org/cgi/content/summary/149/3/185).

AMONG U.S. MEN, PROSTATE CANCER IS THE MOST COMMON NON-
skin cancer. According to the National Cancer Institute’s data

from 2003 to 2005, 15.78% of men born today will be diagnosed
with prostate cancer at some time during their lifetime.1 Also, 8.04%
of men will develop cancer of the prostate between their 50th and
70th birthdays. About 91% of prostate cancer cases are diagnosed
while the cancer is still confined to the primary site or after the can-
cer has spread to regional lymph nodes (localized or regional stage).
At any time, there are more than 2 million men carrying a diagnosis
of prostate cancer in the United States. In 2006, the American Can-
cer Society estimates that 27,350 men died of prostate cancer.2

Although its application was approved by the FDA in 1986, the
PSA test is non-specific for prostate cancer as other conditions
such as benign prostate hyperplasia or prostatitis can also raise its
levels. Therefore, prior to issuing its recommendations in 2002, the
USPSTF could not find firm evidence of effectiveness linking
screening to improved health outcomes.3 The USPSTF also noted
that the balance of potential benefits and harms of early treatment 
of the types of cancers found by screening remained uncertain.
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Therefore, the recommendation at the time was that
there was insufficient evidence to recommend for or 
against routine PSA testing.

The current study by Lin and his colleagues exam-
ined new evidence available from 2002 to 2007 to evalu-
ate the benefits and harms of PSA screening in men. Uti-
lizing PubMed, they attempted to answer three key
questions: Does screening for prostate cancer with PSA,
as a single-threshold test or as a function of multiple
tests over time, decrease morbidity or mortality? What
are the magnitude and nature of harms associated with
prostate cancer screening, other than over-treatment?
What is the natural history of PSA-detected, non-palpa-
ble, localized prostate cancer?

What the authors found was somewhat revealing in 
that no good-quality randomized, controlled trials of
screening for prostate cancer have been completed. 
There was no good evidence available to demonstrate a
mortality benefit from PSA screening. However, in one
cross-sectional and two prospective cohort studies of fair
to good quality, there was evidence to suggest that false-
positive PSA results caused psychological adverse 
effects for up to one year after the test. Additionally, no
population-based studies were found that determined the
health outcomes resulting from natural progression of an
early stage disease. The authors concluded that PSA
screening is associated with psychological harms while its
potential benefits remain uncertain.

■■ COMMENTARY 
Despite its lack of efficacy and resultant lack of rec-

ommendation, PSA as a screening test remains quite
popular among primary care clinicians. When applying
a screening test to a population or a community setting,
the intention is to identify the disease early, thus
enabling earlier intervention and management with
intent to reduce mortality and/or morbidity. Intuitively,
screening makes sense because if one can catch a dis-
ease process earlier, more can be done about it. Howev-
er, such may not always be true. Inappropriate applica-
tion of a screening test may lead to more false positives
with resultant adverse effects like psychological effects,
harm from further confirmatory testing, and over-utiliza-
tion of the existing health care resources. 

For a screening test to be successfully applicable to
populations, the following criteria must be met: The
condition should be an important health problem with
available treatment to affect the earlier diagnosis; the
testing should be able to detect the disease in an earlier
stage; the testing method should be acceptable to
researchers and the population; the natural history of
the disease should be clearly understood; and case-
finding should be cost-effective.4 With PSA screening
for prostate cancer, many patients are identified that
would otherwise not develop any problems from it.
This is termed “overdiagnosis bias.” Another issue is
that it is unclear if there is any benefit in treatment of
prostate cancer at the earliest stages. Therefore, PSA
screening in men at late age (>75 years) may detect
cancers that would not have killed the patient or even
been detected prior to death from other causes. This is
termed “length time bias.” On the other hand, many
individuals who undergo earlier diagnosis and treat-
ment for prostate cancer due to the available PSA
screening also develop harms such as erectile dysfunc-
tion, urinary incontinence, bowel dysfunction, and
rarely death.

As a result, the USPSTF recently revised its guide-
lines.5 The USPSTF concluded that current evidence is
insufficient to assess the balance of benefits and harms
of prostate cancer screening in men younger than age 75
years. It further recommended against screening for
prostate cancer in men age 75 years or older. In men
younger than age 75 years, the USPSTF could not deter-
mine the net benefit of screening because of low certain-
ty about the magnitude of benefits of screening and 
treatment.

What would I do? As a primary care physician, in
patients 50-74 years, I would discuss the potential 
benefits and known harms of PSA screening with my
patients, consider their preferences, and together come
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to a conclusion on an individual basis. However, in those 
who are at increased risk (African American men and
men with family history of a first-degree relative with
prostate cancer), I would recommend PSA screening
starting at age 45 years.  ■
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Nutty or Just Gone to Seed?
Nuts, Corn, Popcorn and
Diverticular Disease
A B S T R A C T  &  C O M M E N T A R Y

By Malcolm Robinson MD, FACP, FACG, AGAF

Emeritus Clinical Professor of Medicine, University of Oklahoma
College of Medicine, Oklahoma City

Dr. Robinson reports no financial relationship to this field of study.

Synopsis: A very large prospective study found no 
evidence that nuts, corn, popcorn, or seeds increased
diverticular disease or its complications. 

Source: Strate LL, et al. Nut, corn, and popcorn consump-
tion and the incidence of diverticular disease. JAMA 2008;
300:907-914.

THE AUTHORS EVALUATED FINDINGS FROM THE HEALTH

Professionals Follow-Up Study that began in 1986
with prospective data up to 2004. Self-administered and
validated questionnaires included biennial medical data
as well as detailed dietary data collected every four
years. The study included 47,228 men aged 40-75 years
at entry, none having any previous diagnosis of divertic-

ular disease, inflammatory bowel disease, or cancer.
Main outcome measures were incident diverticulitis and
diverticular bleeding. There were 801 incident cases of
documented diverticulitis and 383 cases of diverticular
bleeding. Not only were nuts and popcorn not found to 
be provocative of diverticular disease complications, but 
there were statistically significant trends for protection
associated with the consumption of these dietary items. 
The authors speculated about possible protective mecha-
nisms involving anti-inflammatory properties of nuts,
their high mineral content (zinc and magnesium), and
the presence of both low levels of magnesium and lutein
in popcorn. Although no data were available concerning
all seeds that might have been consumed by the study
participants, strawberry and blueberry consumption had
no effect on the development of diverticular disease
complications. Corn was likewise found to be innocu-
ous. The authors carefully assessed possible roles of
confounding factors such as NSAIDs, red meat con-
sumption, and total fiber consumption. None of these
played any role in modifying or obscuring the primary
findings of the study. Although diverticular disease was
not directly assessed at baseline, it was felt likely that a
large number of these middle-aged and elderly individu-
als would have had this finding on study entry if assess-
ments had been undertaken. The authors state that cur-
rent widespread recommendations regarding the avoid-
ance of nuts, popcorn, corn, and seeds should be careful-
ly reconsidered.

■■ COMMENTARY 
I love this study! Diverticular disease is extremely

common, probably occurring in most adults by age 85.
Complications of diverticular disease are also very preva-
lent, affecting a third or more of patients who have diver-
ticulosis (and costing billions of dollars annually). For
more years than I can count, physicians have speculated
that foods such as nuts, popcorn, berries, corn, and seeds
might be important (probably as intra-diverticular irri-
tants) in the pathogenesis of diverticulitis and diverticular
hemorrhage. In one survey, almost half of colorectal sur-
geons subscribed to this notion; and it is widespread in
physicians of all specialties (sadly, including gastroen-
terology). To my knowledge, there has never been a
shred of scientific evidence to support any relationship
between any of these potentially “scratchy” foods and the
various complications of diverticular disease. Indeed,
dozens of studies have supported the health benefits of a
high-fiber diet in preventing many colonic disorders,
including the development of diverticular disease itself. 
Despite the weight of scientific evidence, the idea that
patients with diverticular disease should avoid nuts,
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berries, corn, popcorn, and other similar foods has flour-
ished. Although this article may not immediately change
this long-held dogma, there should be a big chink in the
wall. I urge our readers to accept modernity and to stop
telling patients with diverticular disease that such dracon-
ian dietary maneuvers are useful or desirable.  ■

Does Home Glucose 
Monitoring Make Diabetic
Patients Depressed?
A B S T R A C T  &  C O M M E N T A R Y

By Joseph E. Scherger, MD, MPH

Clinical Professor, University of California, San Diego 

Dr. Scherger reports no financial relationship to this field of study.

Synopsis: A randomized controlled trial of newly diag-
nosed type 2 diabetic patients not on insulin showed an
increased depression score in those performing home
glucose monitoring and no improvement in glycemic
control.

Source: O’Kane MJ, et al. Efficacy of self monitoring of
blood glucose in patients with newly diagnosed type 2 dia-
betes (ESMON study): Randomised controlled trial. BMJ
2008;336:1174-1177.

RECENT STUDIES, INCLUDING A META-ANALYSIS,1 HAVE

questioned the value of home glucose monitoring in
type 2 diabetic patients not on insulin. Controlled trials
have shown that when patients come for visits quarterly,
with measurement of HbA1c, there appears to be no 
additional benefit of home glucose testing, a well estab-
lished practice that is very expensive. Previous studies
on home monitoring have used established diabetic
patients and have only focused on the issue of control
and not the impact monitoring may have on the experi-
ence of having diabetes.

O’Kane et al in Northern Ireland randomized 184
patients with newly diagnosed type 2 diabetes for treat-
ment according to established protocol beginning with
lifestyle change and metformin, with the monitoring
group also being instructed in home glucose testing and
the control group not testing. The monitoring group was
asked to check four fasting and four postprandial blood
sugar measurements each week. Both groups came in
every three months for one year and the outcome meas-
ures were: HbA1c, medication review, body mass index,

reported hypoglycemic rates, and a well-being question-
naire (psychological index).

Both groups improved their HbA1c over the 12 
months. The baseline HbA1c in the monitoring group
was 8.8% and in the control group 8.6%. Both groups 
achieved an average HbA1c of 6.9%. There was no dif-
ference between the groups in medication compliance 
and BMI measurement. However the monitoring group 
had a 6% higher score on the depression subscale of the
well-being questionnaire (P = 0.01). 

■ COMMENTARY
This study adds to the growing literature that home

glucose monitoring of patients with type 2 diabetes not
on insulin gives no added benefit to control of the dis-
ease. This study provides new information suggesting
that home glucose monitoring may do harm by increas-
ing the rate of depression.

Depression is a major comorbidity in diabetic
patients. A person’s well-being is profoundly affected by
a chronic illness. There is a loss of normalcy with a
chronic illness that has a pervasive impact on the
patient’s life. Diabetes is a chronic illness that must be
considered at every meal throughout the day. It may be
that home glucose monitoring intensifies the patient’s
focus on the disease and contributes to depression.

In 2005, I reviewed a meta-analysis on home glucose
monitoring for Internal Medicine Alert and suggested
that we become more practical with our type 2 diabetic
patients and request less home testing.2 This more recent
study did not use the multiple daily testing that is com-
mon practice. The monitoring patients were only asked
to check their blood sugars eight times a week, four fast-
ing and four postprandial measurements. Even this fre-
quency contributed to an increased rate of depression.

One study of this size and location does not prove that
home glucose monitoring contributes to depression
among type 2 diabetic patients, but the results are sugges-
tive. My own practice has changed since 2005 to not rec-
ommend home testing in patients not on insulin. One
might question the need for home testing in patients
receiving a single bedtime dosage of basal insulin once
control has been established. Certainly frequent and per-
sistent testing may not have benefit that exceeds the harm
uncovered by this study. This study is also an important
reminder that we must always be cognizant of the impact
our management has on patients’ experience of their
disease and on potential underlying depression.  ■
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Pharmacology Update 
Clevidipine Butyrate
Injectable Emulsion 
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ASHORT-ACTING DIHYDROPYRIDINE CALCIUM CHANNEL

blocker with a rapid onset of action has been
approved for intravenous use to reduce blood pressure.
Clevidipine is manufactured by Hospira, Inc., and mar-
keted as Cleviprex™ by The Medicines Company.

Indications
Clevidipine is indicated for the reduction of blood

pressure when oral therapy is not feasible or not desired.1

Dosage
The drug is initiated at a dose of 1-2 mg/hr and titrat-

ed to blood pressure goal. Titration should be done by 
doubling the dose at 90-second intervals initially, and
when blood pressure approaches goal, the increase
should be less than double and the dosing interval 
should be lengthened to every 5-10 minutes. Most 
patients will achieve desired blood pressure at 4-6 
mg/hr, with the majority controlled with a dose of 16
mg/hr or less. 

Clevidipine is supplied as single-use vials (0.5
mg/mL) of 50 mg or 100 mL. 

Potential Advantages
Clevidipine has a rapid onset of action and short dura-

tion, and is specific for arterial vasodilation. It has a lin-
ear dose response and does not require weight-based 
dosing. 

Potential Disadvantages
Adverse events include headache, nausea, atrial fibril-

lation, and vomiting. The drug may cause systemic

hypotension and reflex tachycardia, and may produce
negative inotropic effects.1 It is contraindicated in
patients with allergy to soy or egg (the emulsion con-
tains soy bean oil and egg yolk) as well as in patients
with significant lipid disorders and severe aortic 
stenosis.1

Comments
Clevidipine is a dihydropyridine calcium channel

blocker that exerts its action on arterial smooth muscle. It
has a rapid onset of action and short duration terminated
by plasma esterases. Its direct action on arterial vascula-
ture results in reduced afterload without affecting cardiac
filling pressure or causing reflex tachycardia.2 Clinical
effectiveness has been reported in pre- and post-operative
cardiac surgery patients, patients with severe hyperten-
sion, and patients with essential hypertension.1,3-5

In pre- (n = 152) and post- (n = 110) cardiac surgery,
clevidipine reduced SBP by 15% or greater compared to
placebo in more than 90% of patients with a median
time of 5-8 minutes.3,4 Preoperative patients had baseline
SBP of 160 mmHg or greater and post-operative 
patients had SBP of 140 mmHg or greater. Clevidipine
produced similar reductions in systolic blood pressure
compared to nitroglycerin, sodium nitroprusside, and
nicardipine.1

In a single-arm study in patients with severe hyper-
tension and baseline SBP of 180 mmHg or DBP of 115 
mmHg or greater (n = 131), about 90% of patients 
achieved prespecified target ranges within 30 minutes 
with a median time of 10.9 minutes.4

Common adverse events in the perioperative studies
compared to placebo included acute renal failure (9% vs
2%), atrial fibrillation (21% vs 12%), and nausea (21%
vs 12%).1 The discontinuation rate was 5.9% vs 3.2%
for placebo. For the single-arm study in patients with
severe hypertension, adverse events included headache
(6.3%), nausea (4.8%), and vomiting (3.2%), with a dis-
continuation rate of 4.8%. 

Clinical Implications
Titratable intravenous antihypertensives are typically

used to treat hypertensive emergencies. These are char-
acterized by severe elevation of BP (>180/120 mmHg)
complicated by evidence of impending or progressive
target-organ dysfunction.2,6 These may occur in the sur-
gery setting, particularly early postoperatively.5 These
are generally managed in an intensive care setting using
agents such as labetolol, esmolol, nicardipine, and
fenoldopam. The choice of agents depends on the clini-
cal presentation.6 Clevidipine is a new agent with favor-
able characteristics for use in this setting. Its role will be
better defined with more clinical experience.  ■
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The objectives of Internal Medicine Alert are:
• to describe new findings in differential 

diagnosis and treatment of various diseases;
• to describe controversies, advantages, and 

disadvantages of those advances;
• to describe cost-effective treatment regimens; 
• to describe the pros and cons of new screening 

procedures. 

33. Which of the following is false with regard to PSA 
screening for prostate cancer?
a. There is no good evidence available to demonstrate a 

mortality benefit from PSA screening.
b. The USPSTF guidelines recommend against screening 

for prostate cancer in men age 75 years or older.
c. False-positive PSA results may cause psychological 

adverse effects for up to one year after the test.
d. With PSA screening for prostate cancer, many patients 

younger than age 75 are identified that would otherwise 
not develop any problems from it. This is termed 
“length time bias.”

34. Which of the following foods was found to be innocuous
in the dietary management of patients with diverticular 
disease? 
a. Corn 
b. Nuts 
c. Blueberries 
d. Popcorn 
e. All of the above

35. Home glucose monitoring has an impact on which of 
the following outcomes in type 2 diabetic patients not 
using insulin? 
a. Body mass index (BMI) 
b. Rates of hypoglycemia 
c. Medication compliance 
d. Loss of well-being and depression 

CME Objectives

CME Questions

Answers:33 (d); 34 (e), 35. (d).
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The Obesity-Sexual
Health Relationship
Source: Esposito K, et al. Obesity and
sexual dysfunction, male and female. Int
J Impot Res 2008;20:358-365.

T
he established causal relation-
ship between endothelial dysfunc-
tion and erectile dysfunction (ED)

provides mechanistic insight into an obesi-
ty-sexual health linkage. Obesity is associ-
ated with an increased incidence of dia-
betes, dyslipidemia, and hypertension, all
of which contribute to endothelial dysfunc-
tion. Both the nine-year follow up of the
Massachusetts Male Aging Study and the
25-year follow up of the Rancho Bernardo
Study found overweight to be an independ-
ent risk factor for ED, essentially doubling
the odds ratio. Although correlation with 
BMI is strong, it appears to be central adi-
posity (aka visceral adiposity) that is most 
strongly related to endothelial dysfunction. 

The relationship between obesity in
women and sexual health is both less well
studied, and not as easily explained. Avail-
able data suggest that disorders of arousal,
lubrication, and orgasm are more common
in overweight and obese women, although
sexual desire disorders (e.g., hypoactive
sexual desire disorder) and sexual pain dis-
orders (e.g., dyspareunia) are not. In con-
trast to men, in whom body fat distribution
is relevant, it is BMI alone which shows
best correlation in women. Interestingly,
scores on the Female Sexual Function Index
(FSFI) correlate with BMI in women with
prevalent sexual dysfunction, but do not
show this same correlation in unselected
healthy populations. 

Women with metabolic syndrome score
lower on the FSFI than matched controls,
although a plausible putative relationship
remains to be established. 

Interventions targeting weight reduction
have been promising: An exercise/diet pro-
gram in men has been shown to improve
erectile function, and a two-year study of
the Mediterranean diet in women improved

FSFI scores. Improved sexual health may be
another reason to advocate healthful diet
and exercise for our patients.  ■

Influenza Vaccine 
Efficacy in Senior 
Citizens
Source: Jackson ML, et al. Influenza
vaccination and risk of community-
acquired pneumonia in immunocompe-
tent elderly people: A population-based,
nested case-control study. Lancet 2008;
372:398-405.

I
nfluenza vaccination (fluvax) is
multi-intentioned: reduction in inci-
dence of influenza, reduction of

influenza-related morbidities (e.g., pneu-
monia, heart failure), reduction of trans-
mission to others, and ultimately, since
influenza-related deaths number more than
15,000 every year, reduction in mortality.
Even though most clinicians consider the
value of FLUVax to be a given, controver-
sy still exists about the relative merits of
FLUVax.

The study population addressed in the
communication by Jackson et al is com-
posed of immunocompetent community-
dwelling elders age 65-94 years in Wash-
ington state (n = 53,929). Persons who had a
history of cancer, chronic renal disease, or
prescriptions for immunosuppressive med-
ications were excluded (as non-immuno-
competent). The object of the study was to
discern whether FLUVax reduced cases of
community-acquired pneumonia in vacci-
nated groups. Extensive evaluation of both
recorded diagnoses, as well as review of
chest X-rays to confirm the presence of
pneumonia in both inpatients and outpa-
tients, strengthened the accuracy of pneu-
monia diagnosis.

During the influenza season of three
consecutive years (2001-2003), the odds
ratio for pneumonia among vaccinated vs
non-vaccinated individuals was 1.04 (i.e., a
slightly greater, though not statistically sig-

nificant, increased risk). These data do not
confirm a statistically significant reduction 
in pneumonia in immunocompetent senior 
citizens through influenza vaccine. ■

Changing Metrics for
Diabetes Management
Source: Nathan DM, et al. Translating
the A1C assay into estimated average 
glucose values. Diabetes Care 2008;31:
1473-1478.

T
he conceptualization of hemo-
globin A1c levels (A1c) as a mark-
er of adequacy of diabetes control

has remained elusive for many of our
patients. Since blood glucose is measured
typically (in the United States) in mg%,
and numbers typically range from 100 and
higher, the concept that an A1c of 7.0
somehow corresponds to good glucose
control is not surprisingly an item of poten-
tial disconnect. 

Nathan et al performed an international
multicenter study utilizing the combination
of continuous glucose monitoring with A1c
levels in subjects (n = 507) with type 1 dia-
betes, type 2 diabetes, and non-diabetics.

Subjects underwent continuous glucose
monitoring with a Medtronic device that
performs serum glucose determinations
every 5 minutes. This was performed for
two days at baseline, then every four weeks
for 12 weeks. At the same time, subjects
performed an 8-point fingerstick glucose
panel. All told, each subject completed
approximately 2700 glucose readings dur-
ing the three-month period. 

The linear regression relationship 
between A1c and average glucose was
established to be the same in both normal 
and diabetic individuals. An A1c of 7 cor-
relates with an average glucose of 154
mg%. For each incremental increase of 
1 unit in A1c, average glucose increased by
approximately 30 mg%. Adoption of the
average glucose metric might simplify our
patients’ understanding of goals in
diabetes.  ■

Clinical Briefs
By Louis Kuritzky, MD, Clinical Assistant Professor, University of Florida, Gainesville

Dr. Kuritzky is a consultant for GlaxoSmithKline and is on the speaker’s bureau of GlaxoSmithKline, 3M, Wyeth-Ayerst,
Pfizer, Novartis, Bristol-Myers Squibb, AstraZeneca, Jones Pharma, and Boehringer Ingelheim. 



Clinical Scenario: The ECG shown above was inter-
preted as showing sinus rhythm with blocked premature
atrial contractions (PACs) as the reason for the slow
rate. Do you agree?

Interpretation: The underlying rhythm in this tracing
is sinus — as regular and upright P waves of similar
morphology are seen consistently throughout this lead
II rhythm strip. The QRS complex is narrow, and the
ventricular rhythm is irregular, at least in the beginning
of the tracing. Some beats in the tracing are obviously
conducting, as evidenced by the constant PR interval
preceding beats #4-#7. Sandwiched in between these
QRS complexes are non-conducting P waves. This
defines the rhythm as some type of 2nd degree AV
block, since not all P waves are being conducted.

Of the three types of 2nd degree AV block, Mobitz
Type I (or AV Wenckebach) is by far the most common.
Mobitz I is characterized by progressive lengthening of
the PR interval within groups of beats until a beat is
dropped. This is precisely what occurs for the sequence
of beats #1-#3 in this tracing. Although subtle, the PR
interval does increase until the P wave following beat
#3 fails to conduct. Mobitz I usually occurs at the level
of the AV node, so that the QRS complex typically will
be narrow (unless the patient also has a bundle branch
block).

In contrast to Mobitz I, with the Mobitz II type of

2nd degree AV block, the PR interval remains constant
for consecutively conducting complexes until one or
more beats are dropped. The importance of recognizing
Mobitz II, and distinguishing it from the Mobitz I type
of 2nd degree AV block, lies with the much more omi-
nous prognosis of Mobitz II and its disturbing tendency
to suddenly progress to profound conduction block. As
a result, prompt implementation of a pacemaker is
needed. Mobitz II usually occurs below the level of the
AV node, and therefore typically is associated with a
widened QRS complex.

The third type of 2nd degree AV block consistently
manifests 2:1 AV conduction. Diagnosis with this third
type of 2nd degree AV block is problematic since the
lack of consecutively conducted complexes means you
never see two conducted beats in a row, and therefore
cannot determine if the PR interval is lengthening prior
to the beat that is dropped. The latter part of this tracing
illustrates the phenomenon of 2:1 AV conduction. 

The reason we know that the rhythm is Mobitz I is
the clear Wenckebach cycling in the first part of the
tracing. Alternation between Mobitz I and Mobitz II
block does not generally occur. Other reasons support-
ing the diagnosis of Mobitz I are the narrow QRS com-
plex and the much greater prevalence of Mobitz I com-
pared to Mobitz II. The regular atrial rhythm with 
P waves of similar morphology rules out PACs as a 
possibility.  ■
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In This Issue: Guidelines for prediabetes from
The American College of Endocrinology; statins
for the prevention of dementia? Possible help for
women suffering from sexual side effects while
on antidepressants; government incentives for
electronic prescribing; FDA Actions.

The American College of Endocrinology
has issued its Consensus Statement on the
diagnosis and management of predia-

betes.  The guideline was prompted by evidence
that complications of diabetes begin early in the
progression from normal glucose tolerance to
frank diabetes.  They define impaired fasting
glucose (IFG) as a fasting glucose 100-125
mg/dL, and impaired glucose tolerance (IGT)
as 2 hour post glucose load 140-199 mg/dL.
(Diagnostic for diabetes are fasting levels ≥126
mg/dl and post challenge ≥ 200 mg/dL).  The
guideline recommends intensive lifestyle man-
agement for pre-diabetes patients, including
weight reduction by 5-10%, regular moderate-
intensity physical activity for 30-60 minutes
daily at least 5 days a week, a diet low in total
saturated fat and transfatty acids, adequate
dietary fiber along with low sodium intake, and
avoidance of excess alcohol.  Although they
acknowledge that there are no approved phar-
macologic therapies for prevention of diabetes
there is evidence that both metformin and acar-
bose may reduce the rate of development of
diabetes from prediabetes.  There are safety
concerns with thiazolidinediones and they must
be used with caution.  Persons with prediabetes

should have the same lipid goals of those with
established diabetes, including statin therapy to
achieve LDL cholesterol, non-HDL-cholesterol,
or apoB treatment goals of 100 mg/dl, 130
mg/dL, and 90 mg/dL respectively.  Other
lipid-lowering drugs may be used as considered
appropriate.  Niacin should be used with cau-
tion because of its potential to raise blood sugar.
Blood pressure control should also be at the
same targets as recommended for diabetics
including systolic blood pressure <130 and dias-
tolic less than 80 mmHg.  ACEI/ARB should be
first-line agents, with CCBs as appropriate sec-
ond line treatment approaches.  Thiazides, beta-
blockers, or their combinations should be used
with caution due to adverse effects on blood
sugar.  Antiplatelet therapy with aspirin is rec-
ommended for all persons with prediabetes
who have no contraindications for aspirin. The
full  guideline can be found online at
www.aace.com/meetings/consensus/hyper-
glycemia/hyperglycemia.pdf.
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Statins and Dementia
Do statins help prevent dementia and cognitive

impairment? The medical literature has been con-
flicting on this issue, but now a new study from the
University of Michigan raises hope that there is
benefit.  In a population-based cohort study, 1674
older Mexican Americans who were free of demen-
tia or cognitive impairment at baseline were studied
over 5 years. Overall, 27% of the participants took
statins during the study.  After adjusting for educa-
tion, smoking status, genetic testing, and history of
stroke or diabetes at baseline, persons who had
used statins were about half as likely as those who
did not to develop dementia or cognitive impair-
ment (HR = 0.52; 95% CI 0.34-0.80).  The authors
conclude that statin users were less likely to have
incident dementia or cognitive impairment without
dementia during a 5-year follow-up. They also sug-
gest that these results add to the emerging evidence
suggesting a protective effect of statin use on cogni-
tive outcomes (Neurology. 2008; 71: 344-350).

Help for Women on Antidepressants Who
Suffer from Sexual Side Effects

Women with antidepressant related sexual side
effects improved with sildenafil (Viagra) according
to a new study.  In the 8-week randomized double-
blind placebo-controlled trial, 98 women who
were stabilized on a serotonin reuptake inhibitor
were randomized to sildenafil or placebo at a flexi-
ble dose starting at 50 mg adjustable to 100 mg.
before sexual activity.  The primary outcome was
change in baseline to study end in the Clinical
Global Impression sexual function scale. Women
treated with sildenafil had significantly improved
sexual function scores even factoring in women
who discontinued the medication prematurely.
Baseline endocrine levels were the same in both
groups as were depression scale scores.  Headache,
flushing, and dyspepsia were the most commonly
reported side effects of sildenafil.  The authors
conclude that sildenafil treatment of sexual dys-
function in women taking serotonin reuptake
inhibitors was associated with a reduction in
adverse sexual side effects (JAMA. 2008; 300: 395-
404).  The study was sponsored by Pfizer, the man-
ufacture of sildenafil.
Electronic Prescribing Worth Your While

If you are not already utilizing electronic pre-
scribing, the government may soon make it worth
your while by providing incentive payments to
physicians and qualified health care professionals
who utilize the technology.  Beginning in 2009
Medicare will provide incentive payments for

electronic prescribers which will include 2%
incentive payments in 2009 and 2010; 1% incen-
tive payment in 2011 and 2012, and a 0.5% incen-
tive payment in 2013.  On their website, Health
and Human Services states that E-prescribing is
more efficient, convenient for consumers,
improves the quality of care, and lowers adminis-
trative costs. They also suggest that widespread E-
prescribing  would eliminate thousands of
medication errors every year.  More information
can be found at www.HHS.gov/news/facts/epre-
scribing.html.
FDA Actions

The FDA has ordered safety-related changes to
the labeling of erythropoietin products (Procrit,
Ecogen, Aranesp) to reflect safety concerns based
on recent data.  The new labeling states that the
drugs are "not indicated for those receiving
myelosuppressive therapy when anticipated out-
come is cure.”  Additionally the agency recom-
mended therapy should not be initiated at
hemoglobin levels of 10 g/dL and above, and
dosage should be withheld if hemoglobin levels
exceed a level needed to avoid transfusion. The
FDA also encourages health-care professionals to
discuss with their patients the risk of erythropoi-
etin therapy including increased risk of vascular
events, shortened time to tumor progression
recurrence, and shortened survival.

The FDA has approved the first generic dival-
proex (Depakote delayed-release tablets) for the
treatment of seizures and bipolar disorder, and
the management of migraine headaches.  Both
the brand and generic versions of divalproex
carry a Boxed Warning regarding the risk of liver
damage and pancreatitis.  Eight generic compa-
nies have received approval to market divalproex
including Upsher-Smith laboratories and TEVA
Pharmaceuticals.

The FDA has added a Boxed Warning to fluo-
roquinolone antibiotics regarding the risk of ten-
dinitis and tendon rupture.  The risk is higher in
patients older than 60, those taking corticos-
teroids, and patients with kidney, heart, and lung
transplants.  Patients experiencing pain,
swelling, or inflammation of the tendon or ten-
don rupture should stop taking their fluoro-
quinolone immediately and contact their
health-care professionals.  Fluoroquinolones
requiring new labeling include ciprofloxacin
(Cipro, Proquin), gemifloxacin (Factive), lev-
ofloxacin (Levaquin), moxifloxacin (Avelox), nor-
floxacin (Noroxin) and ofloxacin (Floxin).   ■
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