
The Rip Van Winkle Diet, Part II
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Sleep restriction (to 4 hours a night) resulted in
increased appetite, increased cortisol levels, lowered TSH levels,
worsened glucose tolerance and lower heart rate variability com-
pared with sleep extension (to 12 hours a night) in young healthy

volunteers.

Source: Speigel K, et al. J Clin Endocrin Metab. 2004;89:5762-5771. 

This was a carefully controlled study of 11 healthy non-
smoking unmedicated men whose mean age was 22 years. The

study was conducted in a clinical research center, where activity,
caloric intake, and environmental factors (such as temperature and
light exposure) could be controlled. Subjects were studied in 3 condi-
tions: during six nights with 4 hours in bed (from 01:00 to 05:00), dur-
ing 7 nights with 12 hours in bed (21:00 to 09:00), and during 3 nights
with 8 hours in bed (23:00-07:00). Sleep was polysomnographically
recorded, as were body activity, electrocardiographic activity and
caloric intake. Blood was sampled at 10 to 30 minute intervals during
the last 24 hours of each sleeping condition. Mood and levels of per-
ceived stress were sampled by questionnaires in each condition. 

Sleep-efficiency fell from 96% in the 4-hour condition to 76% in the
12-hour condition. Total sleep time for the 3 conditions was 3 hours 49
minutes, 7 hours, 14 minutes, and 9 hours, 3 minutes. Sleep extension
(12 hours) resulted in increased amounts of REM and light nonREM
sleep. Leptin levels fell markedly during sleep restriction, and the
height of leptin secretion occurred earlier. Cortisol levels were higher in
the afternoon and evening after sleep restriction than after sleep exten-
sion, although 24 hour means were not different. TSH levels were
lower with sleep restriction than extension. Post-breakfast HOMA
(homeostasis model assessment of glucose tolerance) was elevated
(worsened) with sleep restriction. Heart rate variability (a measure of
sympathovagal balance) was lower during sleep restriction, indicating
either increased sympathetic activity or reduced parasympathetic activ-
ity. Scores of self-perceived stress were not different in any of the sleep
duration conditions, and were generally low. During the 8-hour sleep
condition, values for the variables measured were intermediate
between the 4 and 12 hour sleep conditions. 
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■■ COMMENT BY BARBARA A. PHILLIPS, MD, 
MSPH
This study sheds light on the complex interaction

between sleep and metabolic function. Since the first
report that sleep deprivation is associated with increased
caloric intake,1 investigations into this important link
have informed us that sleep duration in young people
predicts future weight gain2 and that self-reported sleep
duration correlates inversely with BMI.3,4 Leptin is one
of several hormones that regulate appetite; increased
food intake increases leptin levels, helping to generate
satiety and cessation of eating. But even when diet is
controlled and continuous (total parenteral nutrition),
leptin levels are elevated during sleep compared with

waking, indicating that sleep, in and of itself, affects lep-
tin regulation. The relationship between eating and
sleeping appears to be circular: in rats, sleep deprivation
is associated with overeating,5 but starvation is associat-
ed with decreased sleep.6

Clinically, there are a couple of implications of this
work. The first is that people who are trying to lose
weight (this seems to be just about everybody these days)
need to know that sleep is important in appetite regula-
tion; sleep loss really does make you feel hungrier.
Another implication is a partial explanation of why folks
with sleep apnea seem to be in a vicious, nearly unbreak-
able cycle of weight gain. It is likely that their fragmented
sleep contributes to this inexorable weight gain. More
and more, I am seeing bright motivated people with sleep
apnea who just cannot lose the weight no matter how
hard they try. Early reports do not support the notion that
sleep apnea treatment helps with weight loss, but it is
likely that longer term studies will.   ■
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Reducing Normal Blood
Pressure Benefits Patients
with Coronary Artery 
Disease
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: A new randomized trial using either a calci-
um channel blocker or an ACE inhibitor to lower sys-
tolic blood pressure to the low 120s prevented cardiac
events in patients with coronary artery disease (CAD)
compared with systolic blood pressures around 130.

Source: Nissen SE, et al. JAMA. 2004;292:2217-2226.

Since 2000, controlled clinical trials have
been published suggesting that lower blood pressures

than 140/90 mm Hg may prevent coronary events.1-3

These studies have resulted in revised recommendations
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for blood pressure lowering in patients at high risk for
coronary artery disease, such as those with combined
hypertension and diabetes. A new category of borderline
hypertension has been established for patients with
blood pressures above 130/80. Controversy still exists
over what the optimal blood pressure might be for
patients with existing coronary artery disease.

This study from the Cleveland Clinic Foundation
conducted a double-blind randomized multicenter 2
year trial of amlodipine (10 mg) or enalapril (20 mg)
or placebo in 1991 patients with angiographically
documented CAD. The study was funded by Pfizer,
the maker of the most common brand of amlodipine
(Norvasc). While the results were the most impressive
with amlodipine, both drugs reduced coronary events
and were not statistically different in head to head
comparison. 

The baseline blood pressure averaged 129/78 for all
patients. In the amlodipine treated group, the average
decrease was 4.8/2.5 mm Hg, and in the enalapril treated
group, the average decrease was similar at 4.9/2.4 mm
Hg. The amlodipine treated group had a 31% relative
reduction in cardiovascular events (6.5% absolute reduc-
tion), and the enalapril treated group had a 15.3% rela-
tive reduction (2.9% absolute reduction). The number
needed to treat for amlodipine was 16 patients. 

■■ COMMENT BY JOSEPH E. SCHERGER, MD, MPH
The prevention of myocardial infarction in high risk

patients is becoming more precise. During the past 5
years, we have witnessed revised guidelines for the man-
agement of lipids and blood pressure. The preferred
lipid lowering numbers, such as LDL-C below 100 in
patients with type 2 diabetes, have become well estab-
lished. Blood pressure seems more elusive, probably
because of its labile nature and relative uncertainty in its
measurement. Blood pressure measurement is not a lab
test, but a procedure we perform in the office. And low
blood pressure can make us nervous, especially in the
elderly who are at risk for stroke.

I have generally liked the reading of 130/80 in patients
over 50 years old. Now I must revise my thinking and
aim for lower blood pressures in patients at risk for or
with established CAD. In the same issue of JAMA as this
clinical trial, Pepine writes an editorial, What is the Opti-
mal Blood Pressure and Drug Therapy for Patients with
Coronary Artery Disease?4 He argues persuasively for
lowering the systolic blood pressure to 120 in patients
with CAD based on all the current literature. An anti-ath-
erosclerotic effect was seen in the patients in this trial,
and seems to be more related to the lowering of blood
pressure than to a drug effect. This benefit of lower blood

pressures increases with the age of the patients.
So, drug treatment to lower blood pressure should

become part of treating all patients with CAD and a sys-
tolic blood pressure significantly above 120 mm Hg.
Certainly, there will be new formal recommendations.
Calcium channel blockers and ACE inhibitors have been
shown to benefit these patients, not because others have
not, but because these are the drugs the have been stud-
ied (thanks to financial support from their manufactur-
ers). Beta-blockers and diuretics may provide similar
benefit. Most of the patients in this study were taking
other important medications such as aspirin (95%) and
statins (83%).

Treating normal patients with medications is not a
concept I take to easily. However, when patients have
established high risk diseases, such as type 2 diabetes or
CAD, then the definition of normal is changed.   ■
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Increase in the Reservoir of
Community-Acquired MRSA,
With Implications for 
Hospital-Acquired Infection
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Over a 7-year period, there was a dramatic
increase in the isolation of community-acquired MRSA
in the San Francisco area. Molecular typing showed
movement of community-acquired strains into hospi-
tals.

Source: Carleton HA, et al. Community-Adapted Methi-
cillin-Resistant Staphylococcus aureus (MRSA): Population
Dynamics of an Expanding Community Reservoir of MRSA.
J Infect Dis. 2004;190:1730-1738.

Community-acquired mrsa (co-mrsa) have been
isolated with increasing frequency over the past

decade. One possible explanation is that many strains of
CO-MRSA are in fact nosocomial MRSA (NO-MRSA)
that have entered into the community. However, a num-
ber of strains of CO-MRSA have genetic and phenotypic
characteristics that differentiate them from NO-MRSA.
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True CO-MRSA typically carry the type IV staphylococ-
cal chromosomal cassette (SCC) mec element that con-
fers beta-lactam resistance. NO-MRSA usually carry the
type II SCCmec element which encodes beta-lactam
resistance, but typically carries resistance to other unre-
lated antimicrobials as well. Thus, CO-MRSA tend to be
susceptible to multiple non-beta-lactam agents, whereas
NO-MRSA are multi-resistant. 

Carleton and colleagues studied the molecular epi-
demiology of MRSA in the hospital and community
over a 7-year period. They collected isolates from a
university hospital in San Francisco, as well as affiliat-
ed long-term care, correctional, and outpatient facili-
ties. They performed molecular typing, including
SCCmec typing, pulsed field gel electrophoresis
(PFGE), multilocus restriction-fragment typing
(MLRFT), and multilocus sequence typing (MLST)
on a random sample of nearly 500 isolates. Between
the years 1998 and 2002, they found a 4-fold increase
in the incidence of MRSA. The incidence of NO-
MRSA during the period was relatively stable. There
was a large and statistically significant increase in the
incidence of CO-MRSA, however. Concomitantly,
there was a parallel increase in the rate of isolation of
type IV SCCmec-bearing strains, with most of these
belonging to 4 predominant genotypes. These 4 geno-
types were predominantly associated with communi-
ty-acquired disease (76.9%), rather than disease
acquired in the hospital (19.4%) or long-term care
facility (3.7%). One of these strains accounted for
30% of CO-MRSA; after it became established in the
community it was isolated from cases of NO-MRSA.
By the end of the survey period, it accounted for 14%
of NO-MRSA. 

Carleton et al noted that some of the isolates from
NO-MRSA cases belonged to genotypes associated with
community-acquired disease, but bore type II SCCmec,
and were resistant to multiple non beta-lactam antimi-
crobials. Type II SCCmec isolates were largely confined
to the hospital, indicating limited ability to spread in the
community.

■■ COMMENT BY ROBERT MUDER, MD
CO-MRSA appears to be increasing in frequency in

numerous geographic areas. A number of epidemiolo-
gists have identified prior admission to a hospital, or
other contact with the health care system as a risk factor
for CO-MRSA. Such infections are not truly communi-
ty- acquired, but rather community onset. Carelton et al
took advantage of a major genetic difference between
nosocomial and community-acquired strains. Strains of
nosocomial origin in the United States usually contain

type II SCCmec, which typically encodes resistance to
multiple antimicrobials in addition to beta-lactam resis-
tance. Strains of community origin typically contain
SCCmec IV which does not. One explanation is that the
genetic cost of carrying these additional determinants
makes type II SCCmec poorly adapted to the communi-
ty setting, in which multiple antimicrobials are less like-
ly to be encountered. Thus, they tend to stay within
health care facilities, where heavy antibiotic pressure
confers on them a survival advantage.

Carelton et al were able to show that the increase in
MRSA noted in their community was largely due to an
increase in community-acquired strains. Further, the
community strains were able to enter the hospital and
displace strains of nosocomial origin. Some of these
community strains appeared to adapt to the hospital
environment by acquiring the SCCmec II genotype, con-
ferring additional resistance determinants.

These findings have important implications for
both public health and for control of nosocomial
infection. CO-MRSA is clearly an emerging public
health problem that is occurring independently of
what is happening in hospitals. The expected spread
of NO-MRSA into the community does not seem to
have materialized. On the contrary, CO-MRSA
strains appear to be moving into the hospital and
acquiring additional resistance determinants. This
is likely to complicate attempts at control of NO-
MRSA to a considerable degree.   ■

Dr. Muder is a Hospital Epidemiologist, Pittsburgh VA
Medical Center, Pittsburgh, Penn.

Pharmacology Update
Lanthanum Carbonate
Tablets (FosrenalTM)
By William T. Elliott, MD, FACP, and
James Chan, PharmD, PhD

Anew non-aluminum, non-calcium, phosphate
binder has been approved by the FDA. Lanthanum

is a naturally occurring, rare earth element with strong
phosphate binding capacity. The trivalent cation is mar-
keted as the carbonate by Shire USA as Fosrenal .

Indications
Lanthanum is indicated to reduce phosphate in

patients with end-stage renal disease.1
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Dosage
The recommended initial dose is 750 mg - 1500 mg

daily taken as divided doses with meals. The dose
should be titrated every 2-3 weeks and generally at
increments of 750 mg until the desired serum phosphate
level is achieved. Most patients require 1500 mg to 3000
mg daily. Serum phosphate should be monitored during
titration as on a regular basis after reaching an effective
dose. Tablets should be chewed completely before swal-
lowing and should be taken with or immediately after
meals.1

Lanthanum carbonate is supplied as 250 mg and 500
mg tablets.

Potential Advantages
Lanthanum carbonate is formulated as a chewable

tablet and can be taken without water. The incidence of
hypercalcemia was lower for lanthanum than calci-
um.2-4 It has low water solubility and low bioavailabili-
ty (< 0.002%).1 Compared to calcium carbonate, lan-
thanum carbonate is less likely to lead to renal
osteodystropy.4

Potential Disadvantages
Fourteen percent of patients in comparative, open

labeled studies discontinued therapy due to side effects.
These include nausea, diarrhea, and vomiting.1 Other
side effects include dialysis graft occlusion and abdomi-
nal pain. The mean plasma lanthanum level after long-
term therapy is approximately 0.6 ng/mL. The long-term
health effect of lanthanum is not known.

Comments
Lanthanum has similar phosphate binding capacity to

aluminum hydroxide and better than calcium at pH 3
and similar at pH 5.2,3 In a phase III, double-blind, dose-
titration study (n = 163), compared lanthanum to place-
bo in hemodialysis patients. Lanthanum decreased
serum phosphorus from 7.69 mg/dL to 5.94 mg/dL com-
pared to placebo, 7.39 mg/dL to 7.85 mg/dl; P <
0.0001.5 In addition, the calcium × phosphorus product
and parathyroid hormone levels were also significantly
lower with lanthanum. The greatest difference in
adverse events between lanthanum and placebo were
dialysis graft occlusion (6.0% vs 2.3%) and vomiting
(6.0% vs 2.3%). Other side effects associated with lan-
thanum were nausea and diarrhea. In a comparative
study (n = 833), lanthanum produced lower calcium ×
phosphorus product than calcium carbonate. Clinically
significant hypercalcemia occurred in 20.2% of patients
who received calcium carbonate compared to 0.4% with
lanthanum.6 In 2 long-term studies, one 6 months and

the other 2 years, lanthanum had the same efficacy as
alternative phosphate binders (calcium salts, aluminum
salts, sevelamer).1,3 The long-term safety of chronic,
albeit low, levels of lanthanum is not known. The cost of
lanthanum was not available at the time of this review.

Clinical Implications 
Lanthanum provides an alternative to sevelamer as a

non-aluminum and non-calcium phosphate binder.
While calcium and aluminum salts are effective binders,
the former causes hypercalcium and the latter, poses sys-
temic toxicity.7 Sevelamer is very expensive and has the
potential to bind certain fat-soluble vitamins but reduces
LDL-cholesterol and does not cause hypercalcemia.7 ■
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CME Questions
30. Which of the following antihypertensive medications have been

shown to reduce cardiovascular events in patients with coro-
nary artery disease and blood pressure in the established nor-
mal range? (check all that apply)
a. Thiazide diuretics
b. Beta-blockers
c. Calcium channel blockers
d. ACE inhibitors

31. Compared with a week of 12 hours in bed, a week of 4 hours in
bed is associated with:
a. reduced leptin levels. 
b. increased self-perceived stress.
c. more rapid heart rate.
d. increased TSH levels.
e. reduced cortisol levels.

Answers:30 (c&d); 31 (a)
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Attention Readers . . .
Thomson American Health Consultants is happy to

announce that we are opening up our Primary Care
Reports author process to our readers. A biweekly
newsletter with approximately 5000 readers, each issue
is a fully referenced, peer-reviewed monograph. 

Monographs range from 25-35 Microsoft Word docu-
ment, double-spaced pages. Each article is thoroughly
peer reviewed by colleagues and physicians specializing
in the topic being covered. Once the idea for an article
has been approved, deadlines and other details will be
arranged. Authors will be compensated upon publication. 

As always, we are eager to hear from our readers
about topics they would like to see covered in future
issues. Readers who have ideas or proposals for future
single-topic monographs can contact Editorial Group
Head Valerie Loner at (404) 262-5475 or (800) 688-2421
or by e-mail at valerie.loner@thomson.com.  ■
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Induction of Long-
term Glycemic 
Control in Newly
Diagnosed Type 2
Diabetic Patients is
Associated with
Improvement of 
Beta-Cell Function

Type 2 diabetes (dm2) is charac-
terized by insulin resistance accom-

panied by a progressive decline in beta
cell function (BCF). Sustained supra-
normal glucose levels appear to further
impair BCF, a process labeled glucotox-
icity. Insufficient insulin production
also favors lipolysis, which results in
lipotoxicity from accumulation of
excess fatty acids. Initial data has sup-
ported the concept that early intensive
glycemic control may truncate gluco-
toxicity, potentially preserving BCF.

In an attempt to clarify the role of
early intensive glycemic control, newly
diagnosed DM2 patients (n = 126) were
treated with insulin by means of an
insulin pump on an inpatient basis for
two weeks, after which they were dis-
charged. Subsequent to discharge
patients were managed with diet only,
and were monitored at 3, 6, 12, and 24
months. Ten percent of subjects, despite
attempts at intensive glycemic control,
failed to achieve excellent control, and
were considered therapeutic failures, and
dropped from followup and analysis.

Impressive numbers of patients were
able to maintain near-euglycemia on
diet alone at months 3 (73%), 6 (67%),
12 (47%), and 24 (42%). This persis
tent restoration of diet-controllable 
euglycemia is generally interpreted to 
indicate a restoration of BCF. No par-
ticular baseline characteristics (eg, pre-
treatment FBS, A1C, and BMI) pre-
dicted which persons would be most 
likely to maintain euglycemia after

intensive glucose control. Whether 
intervention with oral agents leads to  
similar restoration of BCF remains to 
be elucidated.  ■

Li Y, et al. Diabetes Care. 2004;27:
2597-2602.

Predicting Bacterial
Cause in Infectious
Conjunctivitis

Only about half of acute con-
junctivitis cases are bacteriaI. At

presentation, it is often unclear whether
patients are suffering acute bacterial
conjunctivitis (ABC), or acute viral con-
junctivitis (AVC). Since antibiotics are
not of value in AVC, distinguishing the
two entities is highly relevant. In the
face of diagnostic uncertainty, most
patients (approximately 80%) receive
antibiotics.

Study subjects comprised patients (n
= 184) from general practice settings in
the Netherlands. Inclusion criteria
required evidence of conjunctivitis and
either purulent discharge or signs of lid
adhesion, designated glued eyes. All sub-
jects underwent conjunctival cultures. 

A variety of clinical markers were
assessed to determine predictive value
for ABC, including fever, allergy histo-
ry, distribution of erythema, edema,
characteristics of secretions, bilaterali-
ty, itching, foreign body sensation,
burning, and glued eyes. Multivariate
analysis indicated that 3 determinants-
history of conjunctivitis, itch, and pres-
ence of glued eyes-predicted ABC.
Glued eyes was a positive predictor (5
points for both eyes, 2 points for one),
whereas history of conjunctivitis (-2
points), and itch (-1 point) were nega-
tive predictors. A total score of +2 or
greater, if used as the cutoff for initiat-
ing antibiotics, would be an appropriate
threshold for treatment, and would
improve upon current practice of
antibiotic utilization.   ■

Rietveld RP, et al. BMJ USA. 2004;4:
511-514.

Angiotensin-Receptor
Blockade vs 
Converting-Enzyme
Inhibition in Type 2
Diabetes and
Nephropathy 

The most common etiology of
end-stage renal disease remains

type 2 diabetes (DM2). Since it is possi-
ble to reverse (in the case of diabetic
microalbuminuria) or delay (in the case
of frank diabetic nephropathy) deterio-
ration of renal function by means of
good blood pressure control and/or
modulation of the rennin-angiotensin-
aldosterone system, clinicians continu-
ally seek evidence based guidance
about best therapeutic choices.

This prospective double blind study
randomized patients (n = 250) with
early nephropathy to either an ARB
(telmisartan 80 mg/d) or ACE inhibitor
(enalapril 20 mg/d). Endpoints included
decline in renal function, rates of end-
stage renal disease, cardiovascular
events, and mortality.

At the end of five years, telmisartan
was found to be not inferior to enalapril
for the primary study end point (decline
in renal function); similarly, for all other
pre-defined endpoints, there was no
demonstrable statistically significant
difference between the treatments. This
information strengthens the support for
the equivalence of ACE and ARB in
addressing preservation of renal func-
tion in diabetes. Preference for either
class of agent may depend upon cost,
tolerability, or effectiveness for other
therapeutic targets, since both drugs
performed equally well.   ■

Barnett AH, et al. N Engl J Med.
2004;351:1952-1961.

Clinical Briefs
By Louis Kuritzky, MD
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In Future Issues: PPIs and Esophageal Dysplasia

Clinical Scenario: The consecutive rhythm strips
seen in the Figure were obtained from a 73-year-old
man with a history of ischemic cardiomyopathy. QRS
widening is the result of underlying bundle branch
block. In view of the atrial activity seen in these rhythm
strips, what would you want to ask the patient? 

Interpretation: QRS complexes are clearly irregular
in this tracing. However, atrial activity is regular, and
can be mapped out across the entire tracing. The atrial
rate is about 175/minute. Atrial activity is unrelated to
QRS complexes, as the PR interval constantly changes.
The QRS complexes (labeled #5 and #6) look different.
These are most probably PVCs (premature ventricular
complexes). 

We propose two possible explanations of this rhythm
strip. The first is based on the finding just described of:
i) atrial tachycardia; ii) AV block (ie, nonconduction of

atrial activity); and iii) ventricular ectopy. The key ques-
tion to ask the patient is whether he is taking digoxin.
Atrial tachycardia with block and ventricular ectopy are
among the most characteristic manifestations of signifi-
cant digitalis toxicity. 

Alternatively, the atrial activity could reflect atri-
al flutter at a much slower than usual atrial rate,
with a variable ventricular response. Although the
flat isoelectric line between atrial beats and the
slow atrial rate would seem to strongly favor our
initial hypothesis, the patient in this case was not
taking digoxin. In view of the fact that he had a
long prior history of atrial fibrillation and flutter,
and was on rate-slowing and antiarrhythmic thera-
py, slow atrial flutter with variable ventricular
response was ultimately felt to be the most likely
explanation.   ■

ECG Review

By Ken Grauer, MD

What Would You Ask the Patient?

Figure. Lead II rhythm strips (consecutive) from a 73-year-old man with ischemic cardiomyopathy.



The first head-to-head comparison study of an
ACE inhibitor and an angiotensin receptor
blocker, to assess renoprotective effects in type

2 diabetes, has shown that the drugs are comparable
in their benefit. It has been known for more than a
decade that ACE inhibitors prevent progression of
microalbuminuria in type 2 diabetes, out of propor-
tion to their blood pressure lowering effects. It has
also been shown that angiotensin receptor blockers
are renoprotective, but it has not been shown that
the drug classes are equivalent in their benefit. The
Diabetics Exposed to Telmisartan and Enalapril
Study Group (DETAIL study) was designed in 1996
to compare the 2 drugs in 250 patients with type 2
diabetes and early nephropathy. Patients were ran-
domized to 80 mg of telmisartan or 20 mg enalapril
daily. The primary end point was the change in
Glomerular Filtration Rate (GFR) during 5 years of
the study. Secondary end points included annual
changes in GFR, serum creatinine level, urinary
albumin excretion, and blood pressure; the rates of
end stage renal disease and cardiovascular events;
and all-cause mortality. After 5 years, the change in
GFR was -17.9 mL/min with telmisartan and -14.9
mL/min with enalapril (the 95% CI, -7.6- 1.6
mL/min). The data suggest that telmisartan is not
inferior to enalapril in providing long-term renotec-
tion in patients with type 2 diabetes (N Engl J Med.
2004;351:1952-1961). In the same issue of the Journal,
researchers in Italy compared the ACE inhibitor
trandolapril plus verapamil, trandolapril alone, ver-
apamil alone, or placebo in patients with hyperten-
sion and type 2 diabetes, and normal urinary
albumin excretion. The end point was the develop-
ment of persistent microalbuminuria. Over 3 years
of treatment, the percentage of those patients devel-

oping microalbuminuria were: trandolapril 6%,
trandolapril plus verapamil 5.7%, verapamil alone
11.9%, and placebo 10%. The authors conclude that
trandolapril plus verapamil and trandolapril alone
decrease the incidence of microalbuminuria to simi-
lar extent, whereas the effectiveness of verapamil
alone was similar to that of placebo (N Engl J Med.
2004; 351:1941-1951).

The Infection Risk of Acid-Suppressing Drugs
Ever since cimetadine was first marketed in 1977,

physicians have been concerned about the risk of
infection associated with acid-suppressing drugs.
Now researchers from the Netherlands have shown
that concern is warranted, by demonstrating a link
between acid-suppressing drugs and community-
acquired pneumonia (CAP). Utilizing the Integrated
Primary Care Information database in the
Netherlands between 1995 and 2002, incidence rates
for pneumonia were calculated for those exposed to
acid-suppressive drugs and those who were unex-
posed. A case control analysis was conducted,
nested in a cohort of incident users of acid-suppres-
sive drugs, with up to 10 controls matched to each
case for practice, year of birth, sex, and index date.
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The main outcome was CAP. The incidence rates for
pneumonia in non-acid-suppressive drug users and
acid-suppressive drug users were 0.6 in 2.45 per
hundred person-years, respectively. The adjusted
relative risk for pneumonia among persons cur-
rently using a proton pump inhibitor (PPI), com-
pared with those who stopped using a PPI, was 1.89
(95% CI, 1.36-2.62). The risk for current users of H2
antagonists was 1.63 (95% CI, 1.07-2.48). The authors
conclude that acid-suppressive drugs, especially
proton pump inhibitors (PPIs), are associated with
an increased risk of pneumonia, and suggest that
these drugs should be used with caution, and at the
lowest possible doses in patients who are at risk for
pneumonia (JAMA. 2004;292:1955-1960). An accom-
panying editorial points out the biological plausibil-
ity of the findings and suggest that, while
acid-suppressive drugs are indicated for a wide vari-
ety GI conditions, long-term, chronic use of these
drugs should always be balanced with patient safety
(JAMA. 2004;292:2012-2013).

Is Rosuvastatin As Safe As Other Statins?
Rosuvastatin (Crestor), AstraZeneca’s entry into

the high potency statin market, has not achieved
marketshare comparable to Pfizer’s atorvastatin
(Lipitor) or Merck’s simvastatin (Zocor). This,
despite the facts that the drug is very potent and
AstraZeneca has priced the drug 15-20% lower
than Lipitor. Some physicians remember the ceriv-
istatin (Baycol) withdrawal from the market, and
may be concerned regarding the highest doses of
rosuvastatin, especially since European regulators
issued a warning earlier this year about the drug.
New postmarketing data suggest, however, that
rosuvastatin is as safe and well-tolerated as other
statins. The records of 12,400 patients who
received 5-40 mg/day were reviewed, represent-
ing 12,212 continuous patient years. In fixed dose
trials with comparator statins, 5-40 mg of rosuvas-
tatin showed an adverse event profile similar to
those for 10-80 mg of atorvastatin, 10-80 mg of
simvastatin, and 10-40 mg of pravastatin.
Clinically significant increases in liver transami-
nases were uncommon (≤ 0.2%) in all groups.
Myopathy with creatine kinase increases > 10
times the upper limit of normal, with muscle
symptoms occurring in ≤ 0.03 % of patients who
took rosuvastatin at doses of 40 mg or less.
Proteinuria, at the same doses, was comparable to
the rate seen with other statins as well. There were
no deaths and no cases of rhabdomyolysis in
patients on 40 mg or less of rosuvastatin. The
authors conclude that rosuvastatin was well-toler-

ated, and out of safety profile similar to other com-
monly statins (Am J Cardiol. 2004;94:882-888).

Which Estrogen Preparation is the Safest?
Is esterified estrogen safer than conjugated equine

estrogen? At least with regard to venous thrombosis,
the answer may be yes, according to a recent study.
Group Health Cooperative in Washington State, a
large HMO, switched their patients from conjugated
equine estrogen (CEE) to esterified estrogens (EE) in
1999. Records of perimenopausal and post-
menopausal women were studied between January
1995 and the end of 2001. The primary outcome was
the risk of first venous thrombosis, in relation to cur-
rent use of either estrogen with or without a pro-
gestin. There were 586 cases of venous thrombosis
identified. Compared with women not currently
using hormones, current users of EE had no increase
in venous thrombotic risk (odds ratio, 0.92; 95% CI,
0.69-1.22). Women taking CEE however, had an ele-
vated risk (OR, 1.65; 95% CI, 1.24-2.19). Comparing
users of the 2 estrogens, current users of CEE had an
odds ratio of 1.78 for venous thrombosis, compared
to users of EE (95% CI, 1.11-2.84), and higher doses
of CEE were associated with a higher risk. Among
all estrogen users, concomitant use of progestin was
associated with an increased risk, compared to use
with estrogen alone (OR, 1.60; 95% CI, 1.13-2.26).
The authors conclude that conjugated equine estro-
gen, but not esterified estrogen, is associated with an
increased risk of venous thrombosis (JAMA. 2004;
292:1581-1587). While the authors acknowledge that
these data need to be replicated, the study raises the
interesting question of the differences between vari-
ous estrogen preparations and the potential risks
associated with them, especially when noting that
conjugated equine estrogen was the only estrogen
preparation used in the Women’s Health Initiative.

FDA Actions
Serono has been given approval to market

recombinant human luteinizing hormone (Luveris)
for the treatment of infertility in women. The drug,
which was granted orphan status, has been avail-
able in more than 60 countries for several years.

The FDA and Centocor have issued a warning
to health care professionals about the increase risk
of lymphoma associated with inflixamab
(Remicade) in patients with rheumatoid arthritis
and Crohn’s disease. The warning applies to all
tumor necrosis factor blocking agents. The drugs
are associated with a 1 in 1400 risk of lymphoma,
according to MedWatch, the FDA’s safety informa-
tion program.
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