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On Tuesday, pharmaceutical giant Pfizer agreed to a settlement with the U.S. Department of Justice under which the company will be forced to pay $2.3BN in criminal and civil charges and to submit to a corporate integrity agreement (CIA) that will regulate the company in compliance with the law. Pfizer was charged with having illegally marketed four drugs—the anti-inflammatory Bextra, the antipsychotic Geodon, an antibiotic called Zyrox, and the drug Lyrica, created to treat nerve pain—in the largest case of health care fraud in U.S. history.


Although Tom Perrelli, the Associate Attorney General, hailed the outcome as “an example of the [Justice] department’s ongoing and intensive efforts to protect the American public,” this settlement, although the most comprehensive and costly to date, marks the fourth case brought against Pfizer since 2002. The most notable of these cases addressed the marketing of Neurontin, the company’s branded version of gabapentin. This drug was developed by Warner-Lambert, a pharmaceutical company that merged with Pfizer in 2000, and was approved by the Food and Drug Administration in 1993 for the treatment of seizures. In 2004, however, Warner-Lambert/Pfizer was charged with having promoted the drug for off-label uses, primarily for the treatment of migraines and psychiatric conditions. Charges alleged that in order to promote gabapentin, the company sponsored the authoring of medical literature to support these claims and suppressed study results that showed negative or nonexistent effects.


The charges in the case settled Tuesday follow the same pattern as the gabapentin case. The largest penalties pertained to the marketing of Bextra, an anti-inflammatory that was approved to treat arthritis and menstrual pain but was promoted by Pfizer as a treatment for both acute and surgical pain. In portraying the drug as appropriate for these conditions, the company asked sales representatives to recommend that physicians prescribe Bextra at higher doses than those approved by the FDA, although clinical trials had demonstrated links between increased dosages and heart, skin, and kidney risks. The Washington Post reported that one way in which Pfizer approached this marketing was by “drafting articles promoting the pills without disclosing its role in preparing the stories.”


Pfizer is not alone in its use of illegal or illicit practices in the pharmaceutical industry. A 2006 study in the Archives of Internal Medicine, a bimonthly, peer-reviewed journal published by the American Medical Association (AMA), concluded that “off-label medication use is common in outpatient care, and most occurs without scientific support.” The dangers of this practice extend beyond the obvious threat to patient safety and financial losses from wasteful use of prescription drugs or emergency care required as a result of unexpected or longterm negative effects. Because of oversight and regulation exerted by the Department of Health and Human Services, fraudulent direct-to-consumer marketing is easier to detect and eliminate. A more serious and pervasive risk evident in the Pfizer settlement is the use of fraudulent marketing practices to promote drugs to health care professionals and the medical research community. Under these circumstances, pharmaceutical companies may abuse the forums of the scientific community to further their financial ends.


In general, scientific studies and trials must follow rigorous procedures to ensure a high level of objectivity, including blinded peer review and open acknowledgment of conflicts of interest. The International Committee of Medical Journal Editors (ICMJE) Uniform Requirements for Manuscripts warn that as more and more studies are funded by private groups, “the conditions of this funding have the potential to bias and otherwise discredit the research.” Both the ICMJE and the AMA recommend that authors explicitly state the source of funding and any other support or remuneration received for research. Every pharmaceutical company runs trials of its drugs and commissions studies, and the existence of potential conflicts of interest do not necessarily invalidate results. The keys to the process of biomedical research are both disclosure and transparency, which allow the scientific community to view the research through an objective lens.


It is within this context that the actions of a company such as Pfizer are disturbing. Kickbacks and financial inducements to individual consultants can damage a patient’s confidence in the pharmaceutical company, but the distortion and suppression of research leads to a loss of public confidence in the scientific institutions that are designed to provide the most accurate information and clearest picture of truth to patients. Industry and commercial enterprise can never be wholly separated from the research sector—private companies provide large amounts of funding in the form of grants and educational opportunities to members of the scientific community. The government sanctions this relationship: a 2003 Guidance Document issued by the HHS Office of the Inspector General allowed the pharmaceutical industry to continue financing medical education programs of the type funded extensively by Pfizer; significantly, however, the OIG mandated that research funding must be channeled through grant-making, instead of marketing, departments. This distinction is crucial in light of the generous leeway allowed in marketing.


When doctors and researchers can no longer trust the studies that they read in biomedical journals, the integrity of the entire research process is called into question, and the protection afforded to each patient in the system is seriously compromised. The provisions of the Pfizer CIA that relate to publication activities are therefore particularly important for the pharmaceutical industry, the scientific community, and the public at large. Under the CIA, a program must be created to monitor all publication activities that are initiated by and budgeted through the Pfizer headquarters, including all  symposia, conferences, and meetings sponsored by the company. New research agreements will not include confidentiality provisions for participating researchers, and all payments made to physicians—even those under $25—must be recorded on the Pfizer Web site.


In this time of health care reform, such settlements should be closely observed by the public. Financially, fraud and misbranding of prescription drugs constitute a serious drain on government funds. The amounts of money tied up in the pharmaceutical industry are massive: the OIG identifies these drugs as the largest source of cost increases in health care programs. In 2001 alone, 9% of Medicaid’s budget was allocated for prescription drugs. It is notable, however, that the 9% constituted $20BN, which was, in turn, only a portion of the entire U.S. pharmaceutical market. Pfizer alone recorded a total revenue of $48.3BN for 2008. Thus, the charge of $2.3BN levied against the company on Tuesday perhaps does not have the clout that it initially seems. And the ramifications of such cases are far-reaching: Dr. Jon Abramson, a medical ethicist at Harvard University, told ABC News that “unless health care reform can address misrepresentations, withholding science and control claims made to consumers, Americans will continue to pay too much for health care that is not as effective and is expensive.”
