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Letter to editor re: Antman et al, Use of Nonsteroidal Antiinflammatory Drugs, An
Update for Clinicians, A Science Advisory from the American Heart Association
Circulation. 2007;115

To the editor:

Antman et al* present areview of the science and recent history around the
cardiovascular (CV) safety of nonsteroidal anti-inflammatory drugs (NSAIDs), medicines
used by millions of patientsto treat pain and inflammation. While we understand their
efforts to develop a clinical advisory, any treatment recommendations must be based on
the evaluation of rigorously obtained, clinically meaningful data. All potential risks and
benefits, cardiovascular and others, must be considered thoroughly.

The stepped-care approach Antman et al advocate for patients with CV risk is based on
some clinical data, and a controversial mechanistic hypothesis. The authors' suggestion
that the greater the degree of COX-2 specificity, the greater the CV risk, is not supported
by the dataincluded in their table, nor isit consistent with their own conclusions. In fact,
the FDA? required that all prescription non-aspirin NSAIDs contain the same boxed
warnings about potential CV risks. Additionally, a recent review has concluded that the
degree of COX-2 specificity isunrelated to CV risk.?

Pain isaserious medical problem, requiring adequate and appropriate treatment. Higher
pain scores are associated with increased levels of cardiac disease and higher mortality
rates in osteoarthritis patients.* Some of the medicines recommended as safe by Antman
et a have either not been studied from a CV viewpoint or are associated with non-CV
risks that must also be considered. Acetaminophen-related hepatotoxicity is well
recognized; even intermittent acetaminophen usage has been associated with
hypertension, suggesting potential CV risk.” Opioidsincrease the risk of falls, especially
amongst patients — like many arthritis patients — with borderline mobility capabilities.

We agree with the authors that additional prospective data are needed to address the long-
term CV safety of NSAIDs, at commonly used doses, in arthritis patients. To address this
need, Pfizer is sponsoring, and the Cleveland Clinic is conducting, the ongoing
PRECISION (Prospective Randomized Evaluation of Celecoxib Integrated Safety vs
Ibuprofen or Naproxen) study in osteoarthritis and rheumatoid arthritis patients with
cardiovascular disease (CVD) or at high risk for developing CVD.

Recommendations based on all available data should be developed transparently and with
input from abroad group of representatives, including patient groups and practitioners.
Antman et al’ s recommendations, unfortunately, may not lead to the most informed
treatment decisions.
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Response to Pfizer

Cawkwell and Sands, writing on behalf of the Neuroscience, Pain &
Inflammation division of Pfizer, Inc question the stepped care approach in the AHA’s
Scientific Statement on Use of NSAIDs. (1) They argue that the data in the Table in the
statement do not support the contention that the degree of COX-2 selectivity is related to
CV risk. They also argue against the mechanistic hypothesis that an imbalance between
thromboxane A2 and prostacyclin contributes to the risk of thrombosis in patients treated
with NSAIDs and coxibs in particular.

We disagree with the position espoused by Cawkwell and Sands. On the basis of
the available data in the Table in the Scientific Statement one may conclude that
compared to placebo naproxen appears to be neutral with respect to CV risk but other
NSAIDs with increasing degrees of COX-2 selectivity (ibuprofen and diclofenac) are
associated with progressively greater degrees of risk versus placebo, although the 95 ClI’s
cross unity, preventing a definitive conclusion. In contrast, the data on the risk of coxibs
are statistically significant with respect to evidence of increased CV risk compared to
placebo. Thus, the argument put forward by Flavahan (2) (a consultant to Merck) and
cited by Cawkwell and Sands is inconsistent with the accumulated data from randomized
trials, registries, and observational studies cited in the Scientific Statement and recently
presented to the FDA regarding comparison of the highly COX-2 selective agent
etoricoxib with other NSAIDS (http://www.fda.gov/ohrms/dockets/ac/05/briefing/2005-
4090B1_31_AA-FDA-Tab-T.pdf). The prothrombotic hypothesis coupled with the
increased risk of hypertension, edema, and heart failure seen to a greater extent with
drugs having greater degrees of COX-2 selectivity is the most likely explanation for the
clinical data.

We agree that pain is a serious medical problem and that higher pain scores are
associated with increased risk of CV events. Indeed it is reduction of the risk of such
events that served as the impetus for the AHA to update its position on NSAIDs. While it
is correct that the FDA currently requires that all NSAIDs have the same black boxed
warning, that does not preclude the fact that there appears to be a gradient of risk with the
available agents. The AHA Scientific Statement acknowledges that even a relative lack of
COX-2 selectivity does not completely eliminate the risk of CV events---considering the
degree of COX-2 selectivity is an important fact when contemplating therapy. (1)The
Scientific Statement also cautions clinicians about the appropriate selection of patients
who might be candidates for short term use of narcotics for pain relief. We would argue
that the approach taken by Cawkwell and Sands and in a recently launched advertising
campaign for celecoxib (http://www.celebrex.com/content/index.jsp) that downplays
the available evidence and portrays the relative risk of the coxibs as similar to other
NSAID choices is not in the best interest of patients.

Since the implications for CV health are quite profound, patients and clinicians
need practical advice now. The focus of the AHA Scientific Statement is to provide such
advice to clinicians who are faced with the task of treating musculoskeletal symptoms in
patients with heart disease or who are at risk of ischemic heart disease, but striking the
critical balance so that such treatment does not increase the risk of CV events. We believe
the stepped care approach outlined in Figure 7 of the Scientific Statement, which places



coxibs as the last resort to be tried is the best advice to the clinical community at the
present time.
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