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IN BRIEF

Ezetimibe/Simvastatin (Vytorin) in
Chronic Kidney Disease

An FDA advisory committee has voted in favor of
approving ezetimibe/simvastatin (Vytorin — Merck) for
prevention of major cardiovascular events in patients
with chronic kidney disease who are not on dialysis.
The FDA itself is expected to make a decision on this
potential new indication in the first quarter of 2012.

The manufacturer's application for this new indication
was based on a double-blind, randomized trial
(SHARP) that compared the combination of ezetimibe
10 mg and simvastatin 20 mg with placebo in 9270
patients with chronic kidney disease who did not have a
history of myocardial infarction or coronary revascular-
ization.! About one-third of patients were already on
hemodialysis at the start of the trial. Over a median of
4.9 years, a major atherosclerotic event (the primary
endpoint) occurred in 526 patients (11.3%) taking the
active drugs and in 619 (13.4%) taking placebo.
Myopathy occurred in 9 patients (0.2%) randomized to
ezetimibe/simvastatin and in 5 (0.1%) of those in the
placebo group, not a significant difference.

Whether simvastatin alone, which would cost much
less, would similarly improve outcomes in such
patients remains to be determined. The FDA advisory
committee did not recommend approval of Vytorin for
patients who were on hemodialysis.? Previous trials with
a statin alone in patients with end-stage renal disease on
hemodialysis failed to show significant benefits in clinical
outcomes.®#

1. C Baigent et al. The effects of lowering LDL cholesterol with
simvastatin plus ezetimibe in patients with chronic kidney dis-
ease (Study of Heart and Renal Protection): a randomised
placebo-controlled trial. Lancet 2011; 377: 2181.

www.medicalletter.org

S Sutter. Merck’s bid for Vytorin CV benefit claim muddled by
earlier statin failures in dialysis patients. The Pink Sheet,
November 7, 2011.

C Wanner et al. Atorvastatin in patients with type 2 diabetes
mellitus undergoing hemodialysis. N Engl J Med 2005;
353:238.

BC Fellstrom et al. Rosuvastatin and cardiovascular events in
patients undergoing hemodialysis. N Engl J Med 2009; 360:1395.

4 FORWARDING OR COPYING IS A VIOLATION OF U.S. AND INTERNATIONAL COPYRIGHT LAWS


http://www.ncbi.nlm.nih.gov/pubmed/21663949
http://www.ncbi.nlm.nih.gov/pubmed/16034009
http://www.ncbi.nlm.nih.gov/pubmed/19332456
http://www.medicalletter.org/downloads/tmlindex2011.pdf

The Medical Letter®

On Drugs and Therapeutics

EDITOR IN CHIEF: Mark Abramowicz, M.D.

EXECUTIVE EDITOR: Gianna Zuccotti, M.D., M.P.H., FA.C.P, Harvard Medical
School

EDITOR: Jean-Marie Pflomm, Pharm.D.

ASSISTANT EDITORS, DRUG INFORMATION: Susan M. Daron, Pharm.D.,
Corinne E. Zanone, Pharm.D.

CONSULTING EDITORS: Brinda M. Shah, Pharm.D., F. Peter Swanson, M.D.

CONTRIBUTING EDITORS:

Carl W. Bazil, M.D., Ph.D., Columbia University College of Physicians and Surgeons
Vanessa K. Dalton, M.D., M.P.H., University of Michigan Medical School

Eric J. Epstein, M.D., Albert Einstein College of Medicine

Jules Hirsch, M.D., Rockefeller University

David N. Juurlink, BPhm, M.D., Ph.D., Sunnybrook Health Sciences Centre
Richard B. Kim, M.D., University of Western Ontario

Hans Meinertz, M.D., University Hospital, Copenhagen

Sandip K. Mukherjee, M.D., FA.C.C., Yale School of Medicine

Dan M. Roden, M.D., Vanderbilt University School of Medicine

F. Estelle R. Simons, M.D., University of Manitoba

Jordan W. Smoller, M.D,, Sc.D., Harvard Medical School

Neal H. Steigbigel, M.D., New York University School of Medicine

Arthur M. F.Yee, M.D,, Ph.D., FA.C.R., Weil Medical College of Cornell University

SENIOR ASSOCIATE EDITORS: Donna Goodstein, Amy Faucard
ASSOCIATE EDITOR: Cynthia Macapagal Covey

EDITORIAL FELLOW: Esperance A.K. Schaefer, M.D., M.P.H., Harvard Medical
School

MANAGING EDITOR: Susie Wong
ASSISTANT MANAGING EDITOR: Liz Donohue
PRODUCTION COORDINATOR: Cheryl Brown

EXECUTIVE DIRECTOR OF SALES: Gene Carbona
FULFILLMENT & SYSTEMS MANAGER: Cristine Romatowski
DIRECTOR OF MARKETING COMMUNICATIONS: Joanne F. Valentino
VICE PRESIDENT AND PUBLISHER: Yosef Wissner-Levy
Founded in 1959 by
Arthur Kallet and Harold Aaron, M.D.

Copyright and Disclaimer: The Medical Letter is an independent nonprofit
organization that provides health care professionals with unbiased drug prescrib-
ing recommendations. The editorial process used for its publications relies on a
review of published and unpublished literature, with an emphasis on controlled
clinical trials, and on the opinions of its consultants. The Medical Letter is sup-
ported solely by subscription fees and accepts no advertising, grants or dona-
tions.

No part of the material may be reproduced or transmitted by any process in whole
or in part without prior permission in writing. The editors do not warrant that all the
material in this publication is accurate and complete in every respect. The editors
shall not be held responsible for any damage resulting from any error, inaccuracy
or omission.

Subscription Services

Mailing Address:

The Medical Letter, Inc.

145 Huguenot St. Ste. 312

New Rochelle, NY 10801-7537
Customer Service:

Call: 800-211-2769 or 914-235-0500
Fax: 914-632-1733

Web Site: www.medicalletter.org
E-mail: custserv@medicalletter.org

Permissions:

To reproduce any portion of this issue,

please e-mail your request to:
permissions@medicalletter.org

Subscriptions (US):

1 year - $98; 2 years - $189;

3 years - $279. $49.00 per year for
students, interns, residents and
fellows in the US and Canada.

E-mail site license inquiries to:
info@medicalletter.org or call
800-211-2769 x315.

Special fees for bulk subscriptions.
Special classroom rates are avail-
able. Back issues are $12 each.
Major credit cards accepted.

Copyright 2012. ISSN 1523-2859

The Medical Letter * Volume 54 e Issue 1381 ¢ January 9, 2012




