ACCF/ACG/AHA 2008 Expert Consensus Document on Reducing the Gastrointestinal
Risks of Antiplatelet Therapy and NSAID Use
Writing Committee Members: Deepak L. Bhatt, MD, FACC, FAHA, Co-Chair, James Scheiman, MD, FACG, Co-Chair1, Neena S.
Abraham, MD, MSCE, FACG1, Elliott M. Antman, MD, FACC, FAHA2, Francis K.L. Chan, MD, FACG1, Curt D. Furberg, MD,
FAHA2, David A. Johnson, MD, FACG1, Kenneth W. Mahaffey, MD, FACC, Eamonn M. Quigley, MD, FACG1
ACCF Task Force Members: Robert A. Harrington, MD, FACC Chair, Eric R. Bates, MD, FACC, Charles R. Bridges,
MD, MPH, FACC, Mark J. Eisenberg, MD, MPH, FACC, Victor A. Ferrari, MD, FACC, Mark A. Hlatky, MD, FACC, Sanjay
Kaul, MBBS, FACC, Jonathan R. Lindner, MD, FACC3, David J. Moliterno, MD, FACC, Debabrata Mukherjee, MD,
FACC, Richard S. Schofield, MD, FACC3, Robert S. Rosenson, MD, FACC, James H. Stein, MD, FACC, Howard H.
Weitz, MD, FACC, and Deborah J. Wesley, RN, BSN
American College of Gastroenterology Representative; 2American Heart Association Representative;
and 3Former Task Force member during this writing effort

1

Am J Gastroenterol 2008;103:2890–2907

Preamble
This document has been developed by the American College of Cardiology Foundation (ACCF) Task
Force on Clinical Expert Consensus Documents, the American College of Gastroenterology (ACG), and
the American Heart Association (AHA). Expert consensus documents (ECDs) are intended to inform
practitioners, payers, and other interested parties of the opinion of the ACCF and document
cosponsors concerning evolving areas of clinical practice and/or technologies that are widely available
or new to the practice community. Topics chosen for coverage by ECDs are so designed because the
evidence base, the experience with technology, and/or the clinical practice are not considered
sufficiently well developed to be evaluated by the formal American College of Cardiology/American
Heart Association (ACC/AHA) practice guidelines process. Often the topic is the subject of ongoing
investigation. Thus, the reader should view ECDs as the best attempt of the ACCF and other cosponsors
to inform and guide clinical practice in areas where rigorous evidence may not be available or the
evidence to date is not widely accepted. When feasible, ECDs include indications or contraindications.
Topics covered by ECDs may be ad- dressed subsequently by the ACC/AHA Practice Guidelines
Committee as new evidence evolves and is evaluated.
The Task Force on ECDs makes every effort to avoid any actual or potential conflicts of interest that
might arise as a result of an outside relationship or personal interest of a member of the writing
panel. Specifically, all members of the writing panel are asked to provide disclosure statements of all
such relationships that might be perceived as real or potential conflicts of interest to inform the writing
effort. These statements are reviewed by the parent task force, reported orally to all members of the
writing panel at the first meeting, and updated as changes occur. The relationships with industry information for writing committee members and peer reviewers are listed in Appendixes 1 and 2,
respectively.
Robert A. Harrington, M.D., F.A.C.C. Chair, ACCF Task Force on
Clinical Expert Consensus Documents

Introduction
The use of antiplatelet therapies continues to increase as a result of accumulation of evidence of
benefits in both primary and secondary treatment strategies for cardiovascular disease (1, 2). These
antiplatelet agents, however, have recognizable risks—in particular, gastrointestinal (GI) complications
such as ulceration and related bleeding. These risks may be further compounded by the ancillary use of
other adjunctive medications, such as nonsteroidal anti-inflammatory drugs (NSAIDs), corticosteroids,
and anticoagulants. Given the high prevalence of antiplatelet therapy in clinical practice, coupled with
a greater emphasis on their extended use, especially after implantation of a drug-eluting stent (3, 4), it
is imperative that physicians know the potential benefits and the associated risks of antiplatelet
therapy for primary or secondary prevention of cardiac ischemic events when combined with NSAID
agents. Only with this understanding can physicians appropriately and fully evaluate the risk profile for
each patient and either change medications or initiate prophylactic therapy in an attempt to reduce GI
complications. This document provides consensus recommendations from the ACCF, the AHA, and the
ACG on the combined use of antiplatelets and NSAID agents.
Many NSAIDs, both selective and nonselective, increase the risk of cardiovascular and cerebrovascular
events. This issue was addressed in a scientific statement from the AHA (5). In terms of cardiovascular,
GI, renal, and hypertension- inducing risks, there are important differences among the NSAIDs
(especially the cyclo-oxygenase-2 [COX-2] inhibitors), which should also be understood and considered
in managing patients in need of these agents (6). The AHA statement introduces a stepped-care
approach for selection of drugs to manage musculoskeletal discomfort in patients with known
cardiovascular disease or risk factors for ischemic heart disease, based on the risk/benefit balance from
a cardiovascular perspective. A further discussion of the cardio- vascular and cerebrovascular risks of
NSAIDs is beyond the scope of this report but may be found in several reviews (5, 7).
Recommendations
GI Complications of ASA and Non-ASA NSAIDs
• As the use of any NSAID, including COX-2-selective agents and OTC doses of traditional NSAIDs,
in conjunction with cardiac-dose ASA, substantially increases the risk of ulcer complications, a
gastroprotective therapy should be prescribed for at-risk patients.
GI Effects of ASA
• The use of low-dose ASA for cardio-prophylaxis is associated with a two- to fourfold increase in
UGIE risk. Enteric-coated or buffered preparations do not reduce the risk of bleeding. For
patients at risk of adverse events, gastroprotection should be prescribed. The risk of UGIE
increases with ASA dose escalation; thus, for the chronic phase of therapy, doses >81 mg should
not be routinely prescribed.
GI Effects of Combined ASA and Anticoagulant Therapy
• The combination of ASA and anticoagulant therapy (including unfractionated heparin, lowmolecular-weight heparin, and warfarin) is associated with a clinically meaningful and
significantly greater risk of major extracranial bleeding events, a large proportion from the
upper GI tract. This combination should be used with established vascular, arrhythmic, or
valvular indication; patients should receive concomitant PPIs as well. When warfarin is added to
ASA plus clopidogrel, an international normalized ratio (INR) of 2.0 to 2.5 is recommended (52).

GI Effects of Clopidogrel
• Substitution of clopidogrel for ASA is not a recommended strategy to reduce the risk of
recurrent ulcer bleeding in high-risk patients and is inferior to the combination of ASA plus PPI.
GI Effects of Combined Clopidogrel and Anticoagulant Therapy
• The combination of clopidogrel and warfarin therapy is associated with a greater incidence of
major bleeding when compared with monotherapy alone. Use of combination antiplatelet and
anticoagulant therapy should be considered only in cases in which the benefits are likely to
outweigh the risks. When warfarin is added to ASA plus clopidogrel, an INR of 2.0–2.5 is
recommended (52).
Treatment and Prevention of ASA- and NSAID-Related Gastroduodenal Injury
• PPIs are the preferred agents for the therapy and prophylaxis of NSAID- and ASA-associated GI
injury.

Figure 1. Steps for minimizing gastrointestinal bleeding. PPI therapy is believed to reduce the risk in all patients; the more
risk factors present, the more cost-effective the additional therapy likely becomes. See text for additional considerations. GI
= gastrointestinal; GERD = gastroesophageal reflux disease; PPI = proton pump inhibitor.

Recommendations continued
Role of H. pylori
• Testing for and eradicating H. pylori in patients with a history of ulcer disease is recommended
before starting chronic antiplatelet therapy.
Discontinuation of Antiplatelet Therapy Because of Bleeding
• Decision for discontinuation of ASA in the setting of acute ulcer bleeding must be made on an
individual basis, based upon cardiac risk and GI risk assessments to discern potential thrombotic
and hemorrhagic complications.
Endoscopy in Patients on Mono- or Dual Antiplatelet Therapy
• Endoscopic therapy may be performed in high-risk cardiovascular patients on dual antiplatelet
therapy, and collaboration between the cardiologist and endoscopist should balance the risks
of bleeding with thrombosis with regard to the timing of cessation of antiplatelet therapy.
Summary
In appropriate patients oral antiplatelet therapy decreases ischemic risks, but this therapy may
increase bleeding complications. Of the major bleeding that occurs, the largest proportion is due to GI
hemorrhage. Concomitant use of NSAIDs further raises the risk of GI bleeding. Gastroprotection
strategies consist of use of PPIs in patients at high risk of GI bleeding and eradication of H. pylori in
patients with a history of ulcers. Communication between cardiologists, gastroenterologists, and
primary care physicians is critical to weigh the ischemic and bleeding risks in an individual patient who
needs antiplatelet therapy but who is at risk for or develops significant GI bleeding.

