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1.

The ACR applauds the goals of national comparative effectiveness research (CER)
initiatives and encourages the active involvement of ACR members with unique
expertise in clinical research, basic science, statistics, healthcare policy and
community-based research as they relate to rheumatologic diseases. Their involvement
will help to ensure these studies are well designed, well executed, and provide
meaningful results regarding both efficacy and safety.

. High-quality CER and cost effectiveness analyses (CEA) can and should inform

individual provider and patient decisions about the relative value of diagnostic and
therapeutic options. Indeed, CER may improve understanding of the advantages and
disadvantages of different treatments and highlight the need for multiple treatment options
for heterogeneous groups of patients.

. CER and CEA results must not be misconstrued or inappropriately applied to individual

patients via inflexible insurer policies designed to control costs, thereby overriding
medically appropriate shared decision making by providers and the patient they are
treating. The ACR opposes forced switching of biologics based on payers’ interpretation
of CEA data.

. CER should be applied to common problems that impact rheumatology patients and

providers. The ACR advocates that federal funders of CER research (e.g. the Patient-
Centered Outcomes Research Institute (PCORI), the Agency for Healthcare Research and
Quality (AHRQ), and the National Institutes of Health (NIH) target a diverse population
of patients with systemic rheumatic diseases, and advocates for rheumatology researchers
to apply for funding from these sources.

. The ACR supports the collection of anonymized patient data in registries such as RISE

(Rheumatology Informatics System for Effectiveness), which is a powerful database for
CER that is robustly populated with real-world patient data.

. The ACR supports ongoing and transparent funding of CER initiatives to build on the

initial $1.1 billion investment made in 2009 through the American Recovery and



Reinvestment Act, understanding that groups such as PCORI and AHQR are subject to
ongoing funding allocation and perennially at risk of underfunding.

7. The ACR supports collaboration between the FDA and pharmaceutical companies to
increase the collection of CER data for inclusion in prescription drug labeling.

BACKGROUND:

Comparative effectiveness research (CER) evaluates the relative outcomes of two or more medical
interventions addressing the same clinical condition, and is fundamentally distinct from research that
compares new treatments to placebo. The aim of CER is to generate evidence that supports improved
decision making for providers, patients, and policymakers by clarifying how available interventions
compare with regards to their benefits and risks. In the broadest sense, CER has extended and
legitimized newer methods of evaluation of healthcare interventions. The U.S. Food and Drug
Administration ushered in changes of similar magnitude in the past, with laws in 1938 and 1962 that
required, respectively, pre-marketing safety analysis and a demonstration of the efficacy of new
drugs. With the latter change, placebo-controlled clinical trials became the standard by which the
effectiveness of new drugs was assessed. However, these trials are often not designed to compare new
treatments to existing therapies. As a result of the placebo-control standard, we now have a legacy of
interventions with proven stand-alone efficacy, but with unmeasured comparative efficacy (1,2).

The American Recovery and Reinvestment Act of 2009 (ARRA) required that the Institute of
Medicine provide recommendations on the national priorities for CER (3). Their committee sought to
identify high priority research questions that not only involve the most prevalent or most morbid
clinical conditions, but also those that disproportionately affect subgroups of the population such as
women, minorities, and children. Additionally, a Federal Coordinating Council (FCC-CER) was
established to provide oversight for all research efforts, avoid duplication of effort, and to submit a
report to Congress and the Administration with recommendations for further CER resources and
infrastructure (4). The findings of this report laid groundwork for the establishment of PCORI by
Congress in 2010.

Accordingly, CER emphasizes research that is generalizable to real-world settings and promotes
analysis of heterogeneous populations (5). This is further underscored by the observation that there
are profound regional differences in disease management and associated cost of care (6). It is also
important to establish a framework for conducting CER, particularly for interventions where there are
no strong regulatory requirements that must be met, prior to introduction into usual care.

Opportunities abound for comparative research for arthritis, the leading cause of disability in the
United States. Rheumatoid arthritis (RA) alone affects 3.6 out of 100 women and 1.7 of 100 men in
their lifetimes in the US (7). Given this burden, the rising costs of treatment are especially significant.
The average annual retail price for specialty prescription drugs is now upwards of $80,000 per year
(8), and biologics account for more than half of national drug spending despite representing only 5%
of all prescriptions (9). In spite of an increasing number of therapies and their considerable cost, CER
and biomarkers to guide treatment decisions remain limited. In their absence, many treatment
decisions are mandated by payer formularies, which are shaped by opaque rebate structures that
prioritize financial considerations rather than medically actionable evidence.

To aid these CER efforts, in 2014 the ACR launched the Rheumatology Informatics System for
Effectiveness (RISE) that allows rheumatologists throughout the country to seamlessly and



effortlessly transfer anonymous patient outcome data to a national registry. RISE has since collected
more than 29.4 million patient encounters, leveraging that analytic dataset to support numerous past,
active, and potential CER-focused projects. The greater the participation of rheumatology providers
in RISE and other registries, the more powerful CER analyses comparing therapeutics in real-life
circumstances can become.

Individuals with unique expertise in clinical research, basic science, statistics, healthcare policy and
community-based research as they relate to rheumatologic diseases, are abundantly represented in the
membership of the ACR. They must be involved in CER to ensure these studies are well designed,
well executed, and provide meaningful results.

The ACR supports collaboration between the FDA and drug manufacturers to increase the collection
of CER data for inclusion in drug labeling. CER and cost effectiveness analysis (CEA) approaches
may compare treatments within the same drug class, but biologics and biosimilars are uniquely
nuanced when applied to CER and the interpretation of results. In June 2024, the FDA issued updated
draft guidance that describes considerations for switching studies to demonstrate biosimilar
interchangeability. Within this draft guidance, applicants for proposed interchangeable products could
choose to provide an assessment of why the comparative analytical and clinical data provided in the
application demonstrate that federal standards for an interchangeable designation have been met (10).
Additional draft guidance in November 2025 describes considerations for comparative efficacy
studies to demonstrate a product’s biosimilarity to the reference product (11). Within this draft
guidance, the FDA provides a framework for determining when comparative effectiveness studies
may - or may not - inform a demonstration of biosimilarity; offering comparative analytical analysis
(CAA) as an alternative comparison between a given biosimilar and its reference product to
streamline the approval process. Recent FDA guidance underscores the critical and evolving role of
comparative effectiveness in determining a product's biosimilarity and/or interchangeability status.

The ACR is concerned that comparative effectiveness findings could be applied in ways that
inadvertently allow formulary policy to take precedence over individualized clinical judgment. The
ACR’s position statement on Patient Access to Disease Modifying Therapies highlights opposition to
non-medical switching because of the potential for harm and disease relapse (12). Although CER and
CEA can inform value judgments at the health system level, they do not always reflect the needs of
individual patients with distinct comorbidities and treatment tolerances. On the other hand, if CER
becomes the new standard, payer restrictions not supported by relevant CER data could be confronted
and financially-driven rationing decisions might become less frequent. Of course, it will be
challenging to effectively apply cost effectiveness analyses, at least in the commercial insurance
market, so long as true drug costs are veiled behind opaque rebate structures between payers and
pharmacy benefit managers.

The passage of the ARRA provided $1.1 billion in funding to further support CER initiatives in the
United States. This substantial investment towards CER should be followed by sustained financial
support so that the original CER initiative can achieve its goals. Recognizing that a single funding
cycle might be short sighted, we were gratified that in 2010 Congress authorized PCORI as an
independent, nonprofit, nongovernmental organization with the mission of identifying critical
research questions and funding patient-centered comparative clinical effectiveness research (13). The
ACR also supports continued funding for Agency for Healthcare Research and Quality (AHRQ)
which is chronically underfunded despite their critical mission to disseminate and implement CER
findings generated by PCORI.



CONCLUSION:

The ACR views comparative effectiveness research as essential to advancing high quality care for
patients with rheumatic diseases. As therapeutic landscapes evolve and costs continue to rise, CER
must be conducted and utilized in ways that support, rather than constrain, individualized clinical
decision making. The ACR is committed to strengthening the national infrastructure that makes
CER possible, including continued support for PCORI, AHRQ, and registries such as RISE. The
ACR encourages rheumatologists, allied rheumatology health professionals, and other
professionals with expertise in clinical research, basic science, statistics, healthcare policy and
community-based research to pursue active involvement in comparative effectiveness research
related to rheumatologic disease. With sustained investment and engagement, CER can provide the
evidence needed to guide thoughtful policy, promote transparency in healthcare, and ultimately
improve outcomes for the diverse populations we serve.
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