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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 

does ezetimibe enhance the 
benefits of statins? ................................................ 37

patterns of ezetimibe use in 
the u.s. and canada .............................................. 37

aggressive treatment of high ldl levels and 
hypertension in patients with diabetes ............ 38

you’re never too old to start 
treatment for hypertension ................................. 39

are angiotensin-receptor blockers 
effective alternatives to ace inhibitors? .......... 39

Letter to Readers: learning the 
lessons of enhance ............................................ 40

a Weight-loss drug  for atherosclerosis? .......... 41

pioglitazone vs. glimepiride 
for atherosclerosis in diabetes ........................... 42

closure of patent foramen ovale 
for migraine relief: a study headache ............ 42

CME: the coronary artery calcium 
score as a predictor  of coronary events ......... 42

Wanted: a reliable compass
for heart failure management ............................ 43

News in Context: an official call 
to improve bystander response 
to sudden cardiac arrest ....................................... 43

old blood and cardiac surgery risk ..................... 44

CoNtENtS

CArDiology

May 2008  Vol. 14 No. 5
From the publishers of 

The New England Journal of Medicine

DISTRIBUTED AS A PROFESSIONAL SERVICE BY . . . YOUR NAME HERE

Effective January 1, 2012

Influential physicians around the world depend on the 
New England Journal of Medicine to keep current in their fields.

Week after week, they rely on NEJM for breakthrough 
research at the intersection of biomedical science and  
clinical practice.

To help you reach these important physicians, NEJM 
publishes print editions for the United States, Japan and 
Canada, as well as an International Edition that serves 
26,700 physicians worldwide.  

The editorial content of all four editions is identical.  

A European demographic edition is available within the 
International Edition if you want to reach physicians  
in Europe only.

If your product calls for broad exposure, you can advertise 
in multiple editions at a discounted rate, which is detailed 
in the box below.

And if you’re interested in an online presence, NEJM.org, 
offers expanded editorial content, interactive features, and 
opportunities to target individual specialties.

For medical marketers worldwide, advertising in the New 
England Journal of Medicine provides the assurance that your 
message will be seen, read...and acted on.

	
	 Founded	 1812	 ________________________________________________________________________________

	 Frequency	 WEEKLY	 ________________________________________________________________________________

	 Editorial	 PEER-REVIEWED	 ________________________________________________________________________________

	 Impact Factor*	 53.48	 ________________________________________________________________________________

	 Total Print Circulation	 149,900	 ________________________________________________________________________________

	 United States	 115,000	 ________________________________________________________________________________

	 International	 26,700	 ________________________________________________________________________________

	 Canada 	 4,000	 ________________________________________________________________________________

	 Japan 	 4,200	 ________________________________________________________________________________

	  *Institute for Scientific Investigation, 2011

nejm at a glance

	
	

multiple edition discounts

Two editions 	. . . . . . . . . . . . . . . . .	 3% discount
Three editions	. . . . . . . . . . . . . . . .	 4% discount
Four editions	. . . . . . . . . . . . . . . . .	 5% discount

2012 international rates, specifications & general information



2012 international rates  •  NEJMadsales.org	 2

Effective January 1, 2012

issue & closing dates

  	
	 issue	 closing date	 fract. ads &
	 date	 full page+	 materials due

	 July 5	 June 5 	 June 11	
July 12	 June 12	 June 18

	 July 19	 June 19	 June 25
	 July 26	 June 26	 July 2
_____________________________________________________________________________

	 Aug. 2	 July 2	 July 9
	 Aug. 9	 July 9	 July 16
	 Aug. 16	 July 16 	 July 23
	 Aug. 23	 July 23	 July 30
	 Aug. 30	 July 30	 Aug. 6
_____________________________________________________________________________

	 Sept. 6	 Aug. 6	 Aug. 13
	 Sept. 13	 Aug. 13	 Aug. 20
	 Sept. 20	 Aug. 20	 Aug. 27	

Sept. 27	 Aug. 27	 Sept. 3
_____________________________________________________________________________

	 Oct. 4	 Sept. 4	 Sept. 10
	 Oct. 11	 Sept. 11 	 Sept. 17
	 Oct. 18	 Sept. 18	 Sept. 24
	 Oct. 25	 Sept. 25	 Oct. 1
_____________________________________________________________________________

	 Nov. 1	 Oct. 1	 Oct. 8
	 Nov. 8	 Oct. 8	 Oct. 15
	 Nov. 15	 Oct. 15	 Oct. 22
	 Nov. 22	 Oct. 22	 Oct. 29
	 Nov. 29	 Oct. 29	 Nov. 5
_____________________________________________________________________________

	 Dec. 6	 Nov. 6 	 Nov. 12
	 Dec. 13	 Nov. 13	 Nov. 19
	 Dec. 20	 Nov. 20	 Nov. 26
	 Dec. 27	 Nov. 27	 Dec. 3
_____________________________________________________________________________

	
	 issue	 closing date	 fract. ads &
	 date	 full page+	 materials due

	 Jan. 5	 Dec. 5	 Dec. 9*
	 Jan. 12	 Dec. 12	 Dec. 16*
	 Jan. 19	 Dec. 19 	 Dec. 23*
	 Jan. 26	 Dec. 27*	 Dec. 30*
_____________________________________________________________________________

	 Feb. 2	 Jan. 3*	 Jan. 9
	 Feb. 9	 Jan. 9	 Jan. 16
	 Feb. 16	 Jan. 16 	 Jan. 23
	 Feb. 23	 Jan. 23	 Jan. 30
_____________________________________________________________________________

	 March 1	 Feb. 1	 Feb. 6	
March 8	 Feb. 8	 Feb. 13

	 March 15	 Feb. 15 	 Feb. 20
	 March 22	 Feb. 22	 Feb. 27
	 March 29	 Feb. 29	 March 5
_____________________________________________________________________________

	 April 5	 March 5	 March 12
	 April 12	 March 12	 March 19
	 April 19	 March 19	 March 26
	 April 26	 March 26	 April 2
_____________________________________________________________________________

	 May 3	 April 3	 April 9
	 May 10	 April 10 	 April 16
	 May 17	 April 17	 April 23	

May 24	 April 24	 April 30	
May 31	 May 1	 May 7

_____________________________________________________________________________

	 June 7	 May 7	 May 14
	 June 14	 May 14	 May 21
	 June 21	 May 21	 May 28
	 June 28	 May 28	 June 4
_____________________________________________________________________________

The New England Journal of Medicine is published every Thursday by the Massachusetts Medical Society. Full page
run-of-book ads close one month prior to publication date. For fractional units, closing is 24 days prior to issue date.   

*  Special closing date



colour rates: full page
Matched colours	. . . . . . . . . . . . . . . . . . . . . . . . . . .	 $799
Four colours	 . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .	  $1,097

preferred position rates*

Second cover	 . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .	     25%
Facing second cover	 . . . . . . . . . . . . . . . . . . . . . . . .	    25%
Facing “Perspective”	. . . . . . . . . . . . . . . . . . . . . . . .	 25%
Facing last text	 . . . . . . . . . . . . . . . . . . . . . . . . . . . .	   25%
Third cover	 . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .	    25%
Fourth cover	 . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .	  50%

Only four-colour ads will be accepted for Preferred Positions.
* Premiums on black and white rates only.

production charges typesetting
Full page	 . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  	 $230
1/2 page	 . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  	 $165
1/4 page	. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  	 $115
1/8 page	. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  	 $90
Press stop	. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  	 $420
Plate change (per colour)	. . . . . . . . . . . . . . . . . . . .  	 $200
Bindery stop	. . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  	 $250

buy 3…get 1 free discount
Advertise in the International edition of NEJM three times 
in any month and get a fourth insertion free. All of your ads 
(including your free ad) must...

• be for the same product
• run in the same month
• be a full page unit or larger
• run in the full international edition (discount not  

applicable for region or country splits)

The least expensive ad unit qualifies as your free ad.  Contact 
your local sales representative for more information.

nejm reprints
Order reprints of NEJM articles for distribution to your target 
audience on sales calls or at medical conventions. Reprints 
(sized 216 mm x 280 mm) are available in any language 
and quantity (English – min. 100 / Translated – min. 500). 
For countries not listed on pages 8 and 9 please contact 
the Reprints Department at +1 781 434 7379 or email 
reprints@nejm.org.  For your convenience, quote and order 
forms are available at nejm.org/page/about-nejm/reprints.

article plus
Add value to your reprint purchase with Article Plus, the 
new online option that delivers PowerPoint article slide 
sets, full-text PDFs, PDA downloads, and available audio/
video supplements in addition to paper reprints. For more  
information, see articleplus.NEJM.org or contact Patrice 
Costa at +1 781 434 7380.

list rental  

The NEJM international subscriber list is available for direct 
mail campaigns on a preapproved basis. Please contact 
Mike Miles at Direct Media, +1 203 532 3851, or send your 
request to mmiles@directmedia.com.

2012 international rates  •  NEJMadsales.org	 3

rates & opportunities

Black and White (Rates are in US dollars)

PAGE  SIZE	 1x	 6x	 12x	 24x	 52x	 78x	 104x	 130x	 156x

FULL		 $3,293	 $3,194	 $3,065	 $2,935	 $2,798	 $2,663	 $2,535	 $2,403	 $2,298

HALF	 1,989	 1,921	 1,855	 1,737	 1,674	 1,674	 1,674	 1,674	 1,674

QUARTER	 1,124	 1,087	 1,038	 1,013	 963	 963	 963	 963	 963

EIGHTH	 655	 643	 611	 587	 544	 544	 544	 544	 544

2012 nejm run-of-book rates



bleed sizes
Full page	. . . . . . . . . . . . . . .   205 x 277 mm (8 ” x 10-3/4”)
Fractional pages	 . . . . . . . . . .  205 x 139 mm (8 ” x 5 -1/2”)
  	 or 105 x 277 mm (4” x 10 -3/4”)
Gutter bleed	. . . . . . . . . . . . .  205 x 277 mm (8” x 10 -3/4”)
Trim size of publication	. . . . . . . . . . . . . . . .   200 x 267 mm 
	 (7-7/8 ” x 10-1/2”)
Margin for live matter	 . . . . . . . . 13 mm (1/2”) on all edges

paper stock/binding
45 GSM (27#). Saddle stitched.

halftone screen
60 screen (lines per centimetre) preferred.

four colour screen
60 screen (lines per centimetre) preferred, or 150 screen 
(lines per inch). Sum of percentages of tone values should 
not exceed 320%. Maximum screen tone value for every 
colour: 85%.

production requirements
Please see enclosed digital advertising specification  
guidelines. 

insertions / cancellations
Insertion orders, cancellations, and special instructions 
may be transmitted via fax. Call to confirm receipt – the fax 
number is +1 781 893 5003. No ad will be run without a 
written insertion order.

Cancellations must be received in writing 28 days before 
issue date for full-page run of book ads. Cancellations 
received after this date are subject to full space charges up 
to a four-page unit.

Send contracts, insertion orders, other instructions, and 
publication set copy to:

	 Ad Production
	 The New England Journal of Medicine
	 860 Winter Street, Waltham, MA 02451-1413 USA
	 Fax: +1 781 893 5003
	 Email: displayads@nejm.org

	
Send materials to:

	 Attn: Martin Chatten 
	 Wyndeham Heron, The Bentall Complex
	 Colchester Rd.
	 Heybridge Nr Maldon
	 Essex CM9 4NW
	 United Kingdom

2012 international rates  •  NEJMadsales.org	 4

production requirements

ad page sizes

ad page		  width x height__________________________________________________________________	
	 millimetres	  picas	 inches	

FULL	 178 x 254	 42 x 60	 7 x 10	

HALF (HORIZONTAL)	 178 x 124	 42 x 29-1/2	 7 x 4-7/8	

HALF (VERTICAL)	 82 x 254	 20 x 60	 3-1/4 x 10

QUARTER	 82 x 124	 20 x 29-1/2	 3-1/4 x 4-7/8	

EIGHTH	 82 x 51	   20 x 14
	

3-1/4 x 2-1/4



file formats
Preferred format is PDF/X-1a. For creation and verification 
of PDF/X-1a files we recommend Enfocus Pitstop and Apago 
PDF/X Check-Up.

file format requirements
All file types should be composite CMYK with 8-bit images.

page format 
Provide single page, head up, full bleed.  Marks should not 
encroach into bleed.  File size needs to be 15 mm larger 
than final trim size on all four sides and include bleed, crop 
marks, and colour bar. Image needs to be centered within 
file page area.

minimum size of linework
•	Single colour line: 0.10 mm
•	Composite colour line: 0.20 mm
•	Positive text single colour: 6 pt; composite colour: 9 pt
•	Negative text san serif: 9 pt bold; serif: 12 pt bold 

background tints
•	Maximum CMYK tint value is 240%
•	Black backgrounds for full-colour production should pref-

erably be composed of black (100%) and cyan (50%) 

cmyk layout
•	The maximum CMYK tint value is 300%
•	The maximum tint value of black is 95%
•	Cut-out images: tint value at the edge to be at least 5%
•	Images sensitive to register should be composed of the 

minimum possible number of separations – e.g., herring-
bone suits in single black

•	For images with delicate details in the dark parts, the use 
of GCR with 40% UCA and a light curve for black is recom-
mended, e.g., black clothing, audio equipment

media
Mac CD preferred for all size ads.

digital proofing
Proofs should be produced from the supplied file and should 
depict the name of the applied colour profile and a colour 
control bar.

disk delivery	

•	Information with disc: repro house initials, file system 
specifications, disk contents

•	Closed data: all files in root directory
•	Open data to be subdivided into: documents folder, imag-

es folder, fonts folder

media labeling requirements
•	Issue date
•	Advertiser
•	Agency name
•	Contact person

disposition of ad materials
Furnished digital files will be held for one year after insertion 
and will then be destroyed unless otherwise notified.

trim size
Trim size of publication: 
200 x 267 mm (7-7/8” x 10-1/2”)

2012 international rates  •  NEJMadsales.org	 5

production requirements



Journal Watch (and its design) is a registered trademark of the massachusetts medical society.
an editorially independent literature-surveillance neWsletter summarizing articles from maJor medical Journals. ©2008 massachusetts medical society.

all rights reserved. disclosure information about our authors can be found at http://infectious-diseases.JWatch.org/misc/board_disclosures.dtl

-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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Rituximab Improves 
Atopic Dermatitis
We may have a valuable therapy for some 
patients.

Rituximab is a synthesized monoclonal 
antibody to CD20, a nonglycosylated 
phosphoprotein expressed on the surface 
of pre–B cells and mature B cells but not 
on plasma cells. These authors treated six 
adult patients with atopic dermatitis (mean 
Eczema Area and Severity Index [EASI] 
score before treatment, 29) with 1000 mg 
of rituximab administered by intravenous 
infusion and repeated 2 weeks later.

Symptoms in all six patients improved 
within 4 weeks and continued to improve; 
by 8 weeks, the mean EASI score was 8 
(P<0.001). Peripheral blood B-cell levels 
were “undetectable,” and skin-infiltrating 
B-cell levels decreased by 50%. Total IgE 
levels were only slightly reduced, and 
allergy-specific IgE levels remained un-
changed. The authors assessed changes in 
cytokines by assessing changes in mRNA 
and cytokine expression as illuminated by 
immunofluorescence. Interleukin (IL)-5 
decreased by a mean of 53% and IL-13 by 
a mean of 83%, while levels of interferon-γ 
and IL-10 remained virtually unchanged, 
with reduced numbers of infiltrating 

T cells in the skin lesions. Although B cells 
reappeared in blood in three of the six 
patients by 24 weeks, all six patients main-
tained low EASI scores.

COMMENT
So, how does it work? B cells and anti-
bodies do not cause eczema. B cells differ-
entiate to plasma cells, and plasma cells 
secrete IgE and other immunoglobulins. 
Although high serum IgE levels are associ-
ated with atopic dermatitis in 80% of pa-
tients, and although all six study patients 
had elevated IgE serum levels, these serum 
levels were basically unchanged by treat-
ment. The authors suggest a role for B cells 
in antigen presentation in atopic dermatitis 
and in chemoattraction of other immune 
cells. Perhaps. If these results are con-
firmed, and severe atopic dermatitis reli-
ably and safely responds to rituximab, we 
may have a valuable therapy for selected 
patients. Moreover, if rituximab does work 
well, studying how it works will give us 
valuable new clues about the cause and 
pathobiology of atopic dermatitis. 
— Mark V. Dahl, MD

Simon D et al. Anti-CD20 (rituximab) treatment 
improves atopic eczema. J Allergy Clin Immunol
2008 Jan; 121:122.

Can We Prevent Atopic Disease 
by What We Feed Our Babies?
Mothers-to-be and breast-feeding mothers 
need not restrict their food choices, but they 
should plan on breast-feeding exclusively for 
the first 4 months, if possible.

Asthma incidence in preschoolers has in-
creased 160%, and rates of peanut allergy 
and atopic dermatitis (AD) have increased 
two- to threefold over the past several de-
cades. Atopic diseases have a clear genetic 
basis, but environmental factors are likely 
to play an important role. Can nutritional 
interventions during the first year of life 
decrease the risks for asthma, AD, and 
food allergy? Does breast-feeding help 
prevent atopic disease?

Pediatric allergy experts reviewed data 
from international studies on prevention 
of atopic diseases through maternal and 
infant dietary interventions. Most studies 
focused on the diet of high-risk (having 
a first-degree relative with AD) infants up 
to 6 months old.

The committee concluded:

1) Maternal dietary restrictions during 
pregnancy or lactation did not prevent 
atopic disease.

2) Compared with feeding intact cow milk 
protein formula, exclusive breast-feeding for 
at least 4 months seems to decrease risks for 
AD, wheezing, and cow milk allergy in the 
first 2 years of life.

3) Extensively or partially hydrolyzed 
formulas appear to better prevent atopic 
diseases than intact cow milk protein 
formulas.

4) No evidence supports the use of soy-
based formula for preventing allergy.

5) Solid foods should be introduced no 
sooner than 4 to 6 months; no further 
benefit derives from delaying solids longer.
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