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The New England Journal of Medicine has been a 
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news for over 200 years. It is scrupulously 
researched, peer reviewed and unsolicited. 
Researchers from literally every country in the 
world submit papers to be published in the NEJM.
Owned and operated by the Massachusetts Medical 
Society, the NEJM enjoys complete editorial inde-
pendence, unfettered by association or commercial 

interests, which is why physicians trust and depend 
on the journal.
Unlike the vast majority of medical publications, 
the NEJM is a paid-subscription journal. Like most 
of us, doctors read what they pay for.
In the specialist market, no other medical journal is 
as widely read as the NEJM. As a multispecialty 
journal, the NEJM can provide you with the broadest 
reach of any medical journal in Australia.

NEJM essential & secondary readership

 Speciality  Readership % of universe

Cardiology

Accident and emergency (EM/ICU)

Endocrinology

Gastroenterology

General physicians

Geriatric medicine

Infectious disease

Neurology

Renal medicine

Haematology/oncology

Respiratory

Rheumatology

 567 90

 674 59

 271 85

 355 76

 917 79

 192 89

   97 69

 197 47

 124 77

 408 77

 229 78

 144 57

Source: Essential Journal Study 2006
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-3 Fatty Acids, 
but Not Rosuvastatin, 
Lower 4-Year Mortality 
in Heart Failure Patients
During a 4-year study, death rates were 
lower among heart failure patients who 
received ω-3 fatty acids than among those 
who did not.

Randomized trials have shown that, among 
patients with established coronary artery 
disease, supplementation with -3 poly-
unsaturated fatty acids (PUFAs) or statins 
is associated with better outcomes than is 
no supplementation, but these trials were 
not designed to examine the effects of such 
interventions in heart failure patients. Be-
cause observational studies have suggested 
that these therapies might improve cardio-
vascular outcomes in heart failure patients, 
Italian researchers conducted a large trial 
(sponsored by the manufacturer of rosu-
vastatin [Crestor]) in which 6975 adult pa-
tients (mean age, 67) with New York Heart 
Association class II–IV heart failure were 
randomized to receive daily -3 PUFAs 

(eicosapentaenoic and docosahexaenoic 
acids; 1 g) or placebo. Two thirds of these 
patients had no indications or contraindi-
cations for statins and were randomized 
further to receive daily rosuvastatin (10 
mg) or placebo. Standard treatments for 
chronic heart failure were encouraged.

Median follow-up was 3.9 years. Fewer 
patients in the -3 PUFA arms than in the 
placebo arms died (27% vs. 29%), and few-
er patients in the -3 PUFA arms reached 
the composite primary endpoint of cardio-
vascular-related hospitalization or all-
cause death (57% vs. 59%). These differ-
ences became statistically significant only 
after adjustment for several baseline imbal-
ances between the -3 PUFA and placebo 
groups. A lower incidence of arrhythmic 
death in patients who received -3 PUFAs 
accounted for most of the difference in 
number of deaths between treatment 
groups. No differences were observed 
between patients randomized to rosuva-
statin and those who received placebo in 

either all-cause mortality or the composite 
endpoint.

COMMENT
Results from this large, randomized study 
corroborate those of the earlier CORONA 
study ( JW Dec 15 2007, p. 192, and N Engl 
J Med 2007; 357:2248): Rosuvastatin did 
not lead to longer survival in patients with 
heart failure. Although these findings 
raised no safety concerns about rosuvasta-
tin, the authors recommend against routine 
use of statins in this population. However, 

-3 polyunsaturated fatty acids appear to 
confer a small but significant survival ad-
vantage and might merit routine use along 
with other established therapies for heart 
failure. — Bruce Soloway, MD

GISSI-HF Investigators. Effect of ω-3 poly-
unsaturated fatty acids in patients with chronic 
heart failure (the GISSI-HF trial): A randomised, 
double-blind, placebo-controlled trial. Lancet
2008 Oct 4; 372:1223.

GISSI-HF Investigators. Effect of rosuvastatin in 
patients with chronic heart failure (the GISSI-HF 
trial): A randomised, double-blind, placebo-
controlled trial. Lancet 2008 Oct 4; 372:1231.

d-Dimer to Predict 
Recurrent VTE
In patients with initial unprovoked VTE, 
a negative D-dimer result after short-term 
anticoagulation might mean that further 
treatment is unnecessary.

When should anticoagulation be continued 
after initial treatment of unprovoked ve-
nous thromboembolism (VTE) in patients 
without known risk factors? Investigators 
conducted a systematic review of seven 
prospective studies (total of 1888 patients 
with first unprovoked VTE; follow-up, 

1 year) in which researchers measured 
d-dimer levels at 3 weeks to 2 months after 
anticoagulant therapy was discontinued.

All patients received at least 3 months of 
anticoagulation treatment before discon-
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Does Ezetimibe ENHANCE 
the Benefits of Statins?
Perhaps not, suggest these findings from 
a study of combination therapy’s effect on 
carotid-artery intima–media thickness

Ezetimibe, a novel cholesterol-absorption 
inhibitor marketed in the U.S. since 
October 2002, lowers LDL cholesterol 
levels. However, little is known about its 
effect on atherosclerosis progression. In 
the ENHANCE trial, 720 patients with fa-
milial hypercholesterolemia were random-
ized to a daily regimen of simvastatin (80 
mg) plus either ezetimibe (10 mg) or place-
bo. The primary endpoint was the mean 
change in carotid-artery intima–media 
thickness. The study was sponsored and 
administered by the manufacturers and 
completed in April 2006. On January 14, 
2008, the sponsor released some informa-
tion about the trial; the present analysis 
is of the complete data set.

The mean age of the patients was 46; 80% 
had previously taken statins. At 24 months, 
as expected, the addition of ezetimibe to 
simvastatin was associated with signifi-
cantly reduced mean LDL and median C-
reactive protein levels but with no signifi-
cant change in mean HDL level. Despite 
the improvements in LDL and CRP levels, 

the change in mean carotid-artery intima–
media thickness in the combination group 
was nonsignificantly greater than that in 
the simvastatin-only group (0.0111 mm 
vs. 0.0058 mm; P=0.29). The change in 
mean femoral-artery intima–media thick-
ness, a secondary endpoint, was also non-
significantly greater with combination 
treatment (0.0182 mm vs. –0.0067 mm; 
P=0.16).

Cardiovascular events occurred in 
7 patients in the simvastatin group and 
10 patients in the combination group. 
Adverse events that were considered to 
be treatment-related occurred in 29.5% 
of patients in the simvastatin group and 
34.2% of patients in the combination 
group (P=0.18).

COMMENT
The ENHANCE trial failed to support the 
efficacy of ezetimibe added to simvastatin 
for reducing the progression of athero-
sclerosis in patients with familial hyper-
cholesterolemia — even though the drug 
achieved its expected effects on LDL cho-
lesterol and CRP levels. Many explanations 
for these findings will surely be discussed, 
but one distinct possibility is that this drug 
somehow improves a patient’s lipid and in-
flammatory marker profile without confer-

ring clinical benefit. Given the absence of 
an outcomes study of ezetimibe’s safety 
and efficacy, its clinical value is currently 
uncertain. As emphasized in two accompa-
nying editorials, until more information 
is available, clinicians treating patients who 
require medication for hypercholesterole-
mia should maximize statin dosages first 
and then turn to niacin, fibrates, and resins 
before considering ezetimibe. At that point, 
the decision to use ezetimibe would be 
based on the as-yet unproven presumption 
that it will reduce risk for cardiovascular 
events. — Harlan M. Krumholz, MD, SM

See also “Letter to Readers” on pages 40 to 41 
of this issue.

Kastelein JJP et al. for the ENHANCE investiga-
tors. Simvastatin with or without ezetimibe in 
familial hypercholesterolemia. N Engl J Med
2008 Apr 3; 358:1431. 

Brown BG and Taylor AJ. Does ENHANCE dimin-
ish confidence in lowering LDL or in ezetimibe? 
N Engl J Med 2008 Apr 3; 358:1504.

Drazen JM et al. Cholesterol lowering and 
ezetimibe. N Engl J Med 2008 Apr 3; 358:1507.

Patterns of Ezetimibe Use 
in the U.S. and Canada
A distinct difference in prescribing practices 
between the two countries raises questions 
about what influences clinical decision 
making. 

Ezetimibe, which inhibits intestinal choles-
terol absorption, was approved for use in 
the U.S. and Canada based on its LDL-
lowering effects. Because of a lack of evi-
dence that it improves health outcomes, 
however, ezetimibe has not been recom-
mended for use as a first-line agent for 
primary or secondary coronary disease 
prevention. Both ezetimibe and the combi-
nation of ezetimibe with simvastatin were 
aggressively marketed, and — despite the 
lack of outcomes data — total sales of prod-
ucts containing ezetimibe reached $5 bil-
lion for the year 2007. Investigators used 
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Are Hospitalists 
Really Cost-Effective?
A retrospective cohort study suggests 
that hospitalist care leads to higher total 
expenditures and more medical utilization 
following hospital discharge.
The growth of hospital medicine has ex-
ploded during the past decade (JW Hosp 
Med Mar 11 2009 [online] and N Engl 
J Med 2009; 360:1102), in part because 
hospitalist care is associated with shorter 
lengths of stay (LOS) and lower hospital 
costs. However, some experts have voiced 
concerns that the hospitalist framework 
can fractionate patients’ overall care and 
can lead to higher downstream costs. Dis-
continuity between hospitalists and pri-
mary care providers (PCPs) might cause 
miscommunication, more emergency de-
partment (ED) visits, and more hospital 
readmissions.

In a study funded by the National 
Institute on Aging and the National Cancer 
Institute, researchers reviewed more than 
58,000 Medicare admissions (all with iden-
tified PCPs) that occurred from 2001 to 
2006 at 454 U.S. hospitals. Mean hospital 

LOS was 0.64 days shorter and mean costs 
were US$282 lower for hospitalist-attended 
patients than for those cared for by their 
PCPs. However, mean Medicare costs in 
the 30 days after discharge were $332 
higher for hospitalist-attended patients. 
Patients cared for by hospitalists experi-
enced significantly more subsequent ED 
visits and hospital readmissions.

COMMENT
Despite inherent limitations of retrospec-
tive observational studies, this analysis em-
phasizes that hospitalists must coordinate 
patient management across the care con-
tinuum by engaging PCPs during patient 
follow-up. Government proposals on pay-
ment bundling for episodes of care that 
bridge inpatient and outpatient settings 
will provide incentive for clinicians and 
organizations to adopt care models that 
balance and optimize quality and costs. 
Hospitalists play an essential role during 
care transitions, and quality-improvement 
efforts such as Project BOOST are helping 
to provide high-quality, safe, and efficient 
care during this vulnerable period. In our 
opinion, the results of this study do not 

threaten the viability of the hospitalist 
model of care, but they can guide quality-
improvement initiatives, policy, and fund-
ing to drive a functional and vigorous 
healthcare system. 
— Aaron J. Calderon, MD, FACP, and 
Daniel D. Dressler, MD, MSc, SFHM

KuoY-F and Goodwin JS. Association of hospitalist 
care with medical utilization after discharge: 
Evidence of cost shift from a cohort study. 
Ann Intern Med 2011 Aug 2; 155:152. 
Chen LM and Saint S. Moments in time. 
Ann Intern Med 2011 Aug 2; 155:194.
Details about Project BOOST are available at 
http://www.hospitalmedicine.org/BOOST/ 
free of charge.

Stable Patients with PE 
Can Be Treated as Outpatients
In a randomized trial of outpatient versus 
inpatient care, outcomes did not differ 
between groups.
Typically, diagnosis of pulmonary embo-
lism (PE) means certain admission. Re-
searchers performed this randomized trial 
to compare outcomes of outpatient and 
inpatient treatment in consecutive adult 
patients (mean age, 47) who presented to 
19 emergency departments in Europe and 
the U.S. All patients had symptomatic PE 
and risk for death <4% (based on the PE 
Sever ity Index); cancer prevalence was 1%. 
Patients were excluded if they had oxygen 
saturation <90% on room air, systolic 
blood pressure <100 mm Hg, chest pain 
requiring opioids, active bleeding, or 
high risk for hemorrhage.

All patients initially received subcuta-
neous enoxaparin (1 mg/kg twice daily) 
followed by anticoagulation with vitamin 
K antagonists for at least 90 days. Within 
90 days, one patient in each group died, 
neither from PE. Recurrent venous throm-
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