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Set against a backdrop of the rapid technological change and limited budgets, policy makers face tough choices when making drug coverage decisions. The best available evidence about the relative effectiveness and cost would ideally inform drug coverage decisions. Because such information is scarce and difficult to verify, many countries have established additional centralized processes for assessing the clinical and pharmacoeconomic data needed to inform drug coverage decision-making. In this issue brief, we draw lessons from such processes in Australia, New Zealand, the United Kingdom, and Canada.[1]
Structure of Processes
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Centralized drug review involves two stages. The first stage is the “assessment” of scientific evidence using systematic review of published studies and/or critical appraisal of information submitted by manufacturers or other stakeholders. The aim is to provide answers to the question, “what is the likely impact of this drug on patient health and the health care system?” 

Centralized review processes do not produce new evidence. Rather, they set standards for acceptable evidence and critically assess often-conflicting information from published and unpublished studies. They seek to find best available evidence concerning a hierarchy of outcomes (starting at mortality and descending through morbidity, quality of life, and surrogate or sub-clinical measures). Using systematic review and meta-analysis, the assessment stage of centralized review can generate more reliable information from a body of literature than is attainable from any one study.

The second stage of a drug review is appraisal. This involves balancing the clinical and economic evidence against the funding priorities of a particular drug plan or program. The outcome of the appraisal process is a coverage recommendation answering the question, “should this drug be covered and how?”

Differences Across Countries

One of the principal differences among centralized drug review processes is the extent to which they are integrated with drug funding in a country. Australia and New Zealand have both evolved drug review processes that directly inform national coverage decisions. In Australia, the Pharmaceutical Benefits Advisory Committee (PBAC) makes recommendations to government about which drugs should be listed for subsidy on the national Pharmaceutical Benefits Scheme. The government may not list a drug without the recommendation of PBAC. In New Zealand, an agency called PHARMAC manages a national formulary on behalf of regional authorities. Its review process effectively determines which drugs will be subsidized and which will not. Because the drug review processes in Australia and New Zealand are tied to national coverage policy, these drug review processes evaluate virtually every product on the market.

Centralized drug review is also used in more decentralized drug coverage systems. For example, the National Institute for Health and Clinical Excellence (NICE) provides ‘guidance’ for the National Health Service (NHS) of England and Wales on coverage of medicines. The NHS operates without a national formulary, and NICE was established only to evaluate technologies involving very high cost or significant clinical controversy. As a result, NICE only assesses a fraction of medicines on the market in England and Wales. Moreover, although guidance concerning drugs reviewed by NICE must be followed, there is regional discretion over the use of all other medicines in England and Wales.

In Canada, a Common Drug Review (CDR) evaluates manufacturers’ applications for drug coverage on behalf of more than a dozen different federal, provincial, and territorial drug benefit programs. Because the participating drug plans have made the CDR a requirement for coverage, CDR evaluates virtually every product on the market. However, recommendations of the CDR are not binding; each of the participating drug programs retains authority over final coverage decisions. Variation in coverage across regions and drug plans therefore continues to exist even thought coverage decisions are based on information obtained from the same centralized review process.

Impact of Assessment

Drug review systems directly tied to coverage policy have greater influence on utilization and expenditure. In Australia and New Zealand, a “do not cover” recommendation essentially implies that there will be little or no utilization of the medicine because government drug plans fund virtually all medicines in those countries. This creates significant buying power that is used in these countries to negotiate acceptable pricing with suppliers. In the United Kingdom, only those drugs in the minority of technologies assessed by NICE are directly affected by the NICE guidance; however, some commentators are concerned that the limited mandate of NICE focuses funding on higher-cost technologies [2,3]. Finally, in Canada, regional variation in final coverage decisions remains and private drug insurance plans do not participate in the CDR process; both of these factors lessen the impact of the CDR process on national utilization statistics.
Centralized Review in a Multi-Payer Context

The centralization of drug reviews—or coordination of reviews conducted by regional research centers—can be a significant influence in jurisdictions where decision-making is devolved (as in the United Kingdom) or fragmented across different payers (as in the United States and Canada). If it consistently applies scientific rigor, focuses on evidence relevant to populations served, and supports transparency of decision-making rationale, centralized drug review can be a valued input into ethical pharmacy benefit management [4,5]. Moreover, this need not imply that final decisions will be identical across regions or participating drug benefit programs.

As described by leading American scholars[6,7] and by the Center for Evidence-based Policy at the Oregon Health and Science University[8], centralized drug review can be effective at “globalizing evidence, localizing decisions.” This can contribute to better quality and efficiency even if necessitating harmonization of decisions. In the context of a multi-payer system, many drug coverage decisions will require the consideration of the values and priorities of the local funding agency. This would be necessary, for example, if a new medicine offers desired health-related benefits but does so at a cost that would imply that other drug benefits or health care services would have to be forgone. In such instances, centralized review of evidence provides data and expert interpretation that is necessary for deliberation about funding decisions. Local decision-makers benefit from the centrally assessed clinical and economic information. And, when the review process and findings are transparent, local decision-makers also become accountable to that independently assessed scientific information.

In many cases, the independently assessed information can make a direct impact on coverage policy. For, the first tenet of efficiency in health care is that desired outcomes be produced at lowest possible cost[9]. This would require, for example, funding lower cost options when no drug within a category of medicines offers systematic benefits over others. Since a majority of new medicines come to market without established advantages over competitors[10], determining whether this is the case for a particular product is essential for coverage policy. Centralized drug review processes can review relevant evidence and reconcile debates in a transparent, rigorous, and timely fashion.

Common Challenges

Clarity of roles: The credibility of drug review processes depends largely on the experts involved. Conflicts of interest undermine the process. Scientific review must be independent of conflicts with suppliers of technology; they must also be protected from political influence, including that from purchasers of technology. An independent scientific review process can hold both suppliers and purchasers accountable for decisions in light of the scientific data.

Transparency of rationale: Accountability in drug coverage decision-making requires that all stakeholders understand the reasons for decisions. One of the major obstacles to such transparency is currently the commercial confidentiality imposed by manufacturers. Centralized review processes might help to ensure greater accountability of both decision-makers and manufacturers by requiring full disclosure of all reasonable evidence relevant to a drug’s potential coverage.

Quality of data: Setting high standards of evidence are essential to the integrity of central drug review processes. However, it is often uncertain whether all of the data from all available trials is being provided for review. Requiring public registration of clinical trials and protocols will allow agencies to know which findings are not being reported by manufacturers. 

The United States Context

The United States is evolving a number of health technologies assessment initiatives to inform coverage decisions. The Drug Effectiveness Review Project (DERP), a collaboration of fifteen states and two private organizations led by former Oregon governor John Kitzhaber (D) [11], is a ‘centralized’ process for conducting regular systematic reviews of evidence concerning the comparative performance of drugs within leading therapeutic classes of medicine (e.g., ACE-inhibitors as a group). The DERP reviews the clinical evidence and assists a wide range of decision-makers evaluate competing drugs within the major therapeutic classes. It does this on behalf of the 15+ partners involved, but it does NOT make recommendations for coverage. An even greater impact could be obtained from expanding the DERP process to review all new products (in addition to reviewing entire classes of products), and by incorporating the results of such reviews directly into an appraisal process and the coverage policy of major drug plans. As has been the case in Canada, centralized review processes can be strengthened in a multi-payer context if major drug plans make the centralized review a necessary (though not sufficient) condition for coverage.
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