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TO THE EDITOR: I found this review of proton 
pump inhibitors (PPIs) to be complete and 
well written. However, the reported risks of 
hip fractures associated with PPI use and of 
cardiac events when PPIs are used in combi-
nation with clopidogrel (Plavix) were 
overstated.

Although case-control studies based on 
administrative data showed an increased 
odds ratio for PPI use in persons who 
sustained hip fractures, this association 
did not hold for persons without other 
preexisting fracture risk factors.1 Prospec-
tive cohort studies have not shown an 
increased hip fracture risk in PPI users. 
PPI use does not appear to be associated 
with reduced bone density, which calls 
into question the hypothetical mechanism 
of reduced calcium absorption. Any asso-
ciation between PPI use and hip fractures 
might be explained by other risk factors in 
patients who tend to require PPIs, such as 
those who smoke.

As for the suggested increased risk of 
cardiac events in persons taking clopido-
grel and PPIs, more recent cohort studies, 
a recent randomized controlled trial, and 
meta-analyses of the highest quality studies 
have not shown any association.2 Therefore, 
I would be reluctant to withhold PPIs from 
patients who might benefit from them based 
on undue concerns about unsubstantiated 
risks. 

GERALD KONRAD, MD

Winnipeg, Manitoba, Canada 
E-mail: gkonrad@sbgh.mb.ca

Author disclosure: No relevant financial affiliations to 
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IN REPLY: We appreciate the detailed analysis 
and comments by Dr. Konrad. The goal of our 
article was to make readers aware of potential 
adverse effects of long-term PPI use. Clinical 
data suggest that long-term use needs to be 
scrutinized, especially in older patients.

Dr. Konrad’s reference from the U.S. Food 
and Drug Administration (FDA) states that 
over-the-counter (OTC) PPIs “are only 
intended for a 14 day course of treatment 
up to 3 times per year. … Healthcare profes-
sionals should be aware of the risk for frac-
ture if they are recommending use of OTC 
PPIs at higher doses or for longer periods of 
time than in the OTC PPI label.”1

As we stated, the clinical significance of 
interactions between PPIs and clopidogrel is 
unknown. However, retrospective analysis 
has shown an increased risk of rehospitaliza-
tion and adverse coronary events with con-
comitant use of PPIs and clopidogrel. Also, 
the FDA required a change to the prescribing 
information for clopidogrel to reflect the 
increased risk.2 We agree that patients taking 
clopidogrel who would clearly benefit from 
PPI use should be prescribed a PPI. However, 
selecting a PPI other than omeprazole (Prilo-
sec), administering the PPI at a different time 
than clopidogrel, or substituting a high-dose 
histamine H2 antagonist may be preferred. 

PAUL W. AMENT, PharmD
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Clarification: Failure to Disclose
AFP’s conflict-of-interest policy 1 states: “To avoid bias 
or the perception of bias, AFP will not consider manu-
scripts sponsored directly or indirectly by a pharma-
ceutical company, medical communications company, 
or other commercial entity, or those written by an 
author who has a financial relationship with or inter-
est in any commercial entity that may have an interest 
in the subject matter of the article within the previous 
36 months. It also includes serving on a commercial 
speaker’s bureau or advisory board, or receiving com-
mercial research support related to the subject matter of 
the article, as well as other relationships detailed in our 
conflict of interest policy.”

It has come to our attention that Dr. Ament, coauthor 
of the article “Reducing Adverse Effects of Proton Pump 
Inhibitors” (July 1, 2012, p. 66), failed to disclose his 
financial relationships with Merck and Pfizer, which 
existed at the time of submission and publication of 
his article. He erroneously believed that these relation-
ships, which focused on antibiotic use and stewardship, 
were not relevant to the subject of the article and did 
not need to be disclosed. Had we been aware of his rela-
tionship with Pfizer, which manufactures the proton 
pump inhibitor pantoprazole (Protonix), we would have 
declined to review the article, and it would not have 
been published. However, because the article has already 
been published, and because the U.S. National Library of 
Medicine recommends not removing published articles 
from their online status,2 we are publishing this notice 
of failure to disclose, and have updated the disclosure 
status of the online version of the article. 

KENNETH W. LIN, MD 

Associate Deputy Editor for AFP Online, American Family Physician

JAY SIWEK, MD 

Editor, American Family Physician
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Clarification: Updated Recommendations
Although the Practice Guidelines “ACS Releases Updated 
Guidelines on Cancer Screening” (September 15, 2012, p. 
571) accurately reflected the content of the source guide-
line, the American Cancer Society (ACS) subsequently 
updated its guidance on screening for cervical cancer in 
conjunction with the American Society for Colposcopy 
and Cervical Pathology and the American Society for 
Clinical Pathology.1 The updated ACS recommendations 
are largely consistent with those from the U.S. Preventive 
Services Task Force (USPSTF), which were also pub-
lished in the September 15, 2012 issue of AFP (p. 555), in 
advising that cervical cancer screening begin at 21 years 
of age, regardless of the age of onset of sexual intercourse; 
that screening occur every three years for women 21 to 
29 years of age; and that women 30 to 65 years of age 
be provided the option of co-testing with cytology and 
human papillomavirus testing every five years, rather 
than cytology alone every three years. The editorial “ACS/
ASCCP/ASCP Guidelines for the Early Detection of Cer-
vical Cancer” (September 15, 2012, p. 501) reviewed and 
compared the 2012 guidelines of the ACS and USPSTF.

KENNETH W. LIN, MD

Associate Deputy Editor for AFP Online, American Family Physician
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