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POSITIONS:

1. The American College of Rheumatology (ACR) supports access to reliable and patient-
centered laboratory testing to optimize the diagnosis and monitoring of patients with
conditions diagnosed and treated by rheumatologists.

2. The ACR supports minimizing barriers to genetic test access for rheumatologic diseases.

3. The ACR supports the efforts of other clinical and laboratory professionals to provide
access to advanced biomarkers while supporting laboratory stewardship, balancing the
need to manage costs while optimizing laboratory assessment of individual patients.

4. The ACR encourages efforts to standardize and harmonize laboratory tests used in the
diagnosis and management of patients with rheumatic disease.

BACKGROUND:
Access

Laboratory testing plays a central role in the practice of rheumatology. Formal diagnostic criteria
and classification criteria as well as clinical practice rely on routine laboratory tests (such as
complete blood counts and chemistry panels) and on specialized tests (such as autoantibody tests
and genetic tests for autoinflammatory conditions). Laboratory tests are also used as prognostic
markers (such as the use of C-reactive protein to indicate a need for rheumatoid arthritis
treatment); to monitor response to treatment (such as following uric acid levels in patients treated
for gout with urate-lowering therapies); as adjuncts to assess disease activity (such as C-reactive
protein as a measure of rheumatoid arthritis); to predict risk of toxicity of treatments (such as
HLA-5801 testing to assess the risk of allopurinol hypersensitivity(1)); and to monitor toxicity of
medications (such as monitoring blood counts and tests of hepatotoxicity in patients taking



methotrexate). In some instances, measurement of drug levels or anti-drug antibodies may help
to adjust the choice or dose of a medication.

The rheumatology practitioner caring for the individual patient is responsible for deciding if a
given test is needed and the frequency with which a given test should be ordered, and the
judgment of the provider should be assumed to be appropriate in most situations. For example,
when doses of medications or the renal or liver function of an individual patient are changing,
more frequent monitoring may be required. In some cases, autoantibody tests that are not
available as FDA-approved reagents are critical for evaluating patients. For example, tests for
antibodies to RNA synthetases and other myositis-specific autoantibodies contribute to complete
clinical and antibody classification of patients with myositis (2—4), and some assays are available
only as unapproved ‘laboratory-developed tests’.

The ACR endorses the promotion of a scientific, regulatory, and financial infrastructure that
promotes the development of novel assays and assays that are clinically useful but may serve
only a limited group of patients with autoimmune rheumatic conditions (5). Access to laboratory-
developed tests as well as FDA-approved assays should remain an option for rheumatologists to
order when indicated to best assess and care for their patients.

Prior Authorization for Genetic Testing

Progress in understanding the genetic basis of disease has been remarkable. Efforts should be
made to minimize barriers to access to genetic testing for autoinflammatory and rheumatic
disease. For some conditions, the only way to make a certain diagnosis requires testing of patient
DNA. Although clinical patterns can provide important clues to the diagnosis of some of those
conditions, often the only path to a definite diagnosis involves a molecular diagnosis (6,7).
Recent understanding of the molecular bases of disease often clarifies understanding and focuses
care of patients with confusing clinical presentations, such as in advances in the condition known
as VEXAS with its diverse inflammatory manifestations (8). Rapidly making a certain diagnosis
often points to specific types of treatments, avoids unnecessary and often unrewarding and
potentially misleading diagnostic testing, and avoids exposing patients to treatments that may be
less effective than the specifically and appropriately targeted treatment.

Laboratory Stewardship

The ACR endorses efforts to support appropriate laboratory testing and avoid unnecessary
testing, in accord with other professionals to support laboratory stewardship (9). The ACR
recognizes that unnecessary testing raises costs. In addition, if tests are ordered on patients with a
low pre-test probability, there is a high likelihood that a positive test result will be false-positive,
with the potential to lead to an incorrect diagnosis and ineffective and even harmful therapies.

Rheumatology professionals are trained in and accustomed to challenges in diagnosing complex
conditions. In some situations, and for some patients, particularly those with multiple medical
diagnoses and clinical or psychosocial comorbidities, standard clinical evaluations and routine
clinical tests are not sufficient to assess the rheumatologic condition being evaluated or treated.
For those patients, non-standardized tests and/or test panels with a calculated probabilistic



summary result may be valuable. The ACR believes that laboratory tests included in published
clinical practice guidelines are usually sufficient in most clinical situations, but tests that are not
in guidelines may be indicated in some situations.

Standardization and Harmonization of Laboratory Tests

The ACR supports the efforts of regulatory agencies, clinical laboratory professionals, and
international societies such as the World Health Organization to standardize laboratory testing,
including specialized autoantibody tests used in diagnosis of autoimmune rheumatic diseases.
However, standardization of routine ANA and autoantibody tests remains challenging, with both
random and systematic differences between methods observed in clinical practice (10,11). As a
consequence of lack of consistency between laboratories, clinicians often perform repeat testing,
leading to unnecessary expense if results are reproducible, and to patient and provider confusion
when results are not confirmed. We recognize the complexity of autoantigens and differences in
autoantibody responses that depend on genetics of patients, environmental exposures, and other
unknown factors. However, some approaches are achievable. For example, the ACR’s 2009
position statement on the method of antinuclear antibody (ANA) testing (12) led the College of
American Pathologists to require clinical laboratories to report their method of testing on each
ANA lab report form. Use of automated multiplex panel testing has become even more
widespread, and rheumatologists are increasingly understanding the strengths and limitations of
such testing (13). Approaches for standardization and harmonization should be explored and
implemented, if possible, by clinical laboratory professionals working with rheumatologists
(14,15).
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