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Executive Summary

As state Prescription Drug Affordability Boards (PDABs) evaluate the affordability of certain
prescription drugs, several state laws require PDABs to classify therapeutic alternatives for drugs under
affordability review. We outline a methodology for using medical professional associations’ clinical
guidelines to identify therapeutic alternatives for these selected drugs, building on a similar process we
proposed for use in Medicare drug price negotiation.! We include ways to overcome challenging cases
encountered through use of this methodology, namely, multi-drug regimens and strong guideline
recommendations based on low-quality evidence. Limitations include the impact of clinical guideline
committee biases and publication timelines that cannot account for newly-approved drugs.

Background

Identifying therapeutic alternatives will be a crucial step for PDABs as they evaluate the affordability of
prescription drugs.? Though a drug’s clearest alternatives may be within the same mechanistic class,
experts have suggested that wider consideration of drugs treating the same condition could more
comprehensively illustrate the comparative value of the drug under review.? The therapeutic alternatives
selected for comparison to selected drugs might have implications for PDABs’ final affordability
determinations.

Other entities involved in the value assessment of prescription drugs are similarly tasked with
identifying therapeutic alternatives. For example, the Centers for Medicare and Medicaid (CMS)
includes consideration of therapeutic alternatives in its negotiation of drug prices for Medicare.*
Countries that conduct health technology assessments (HTAs) also identify therapeutic alternatives to
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analyze the value of newly-approved drugs.> HTA agencies differ in their approaches to using these
therapeutic alternatives in their assessments, with some agencies comparing new technologies to the
standard of care, the lowest cost alternative, or “all relevant” alternatives.® In the US, the Institution for
Clinical and Economic Review (ICER) also engages in evidence reviews for prescription drugs,
including the identification of therapeutic alternatives.” PDABs face additional challenges in that they
might be identifying therapeutic alternatives for drugs already on the market with established clinical
practice patterns. Nonetheless, the processes of these other organizations may be a valuable resource as
states develop their own methodology.

Method for Identifying Therapeutic Alternatives

States can use resources from the US Food and Drug Administration (FDA) to identify relevant clinical
guidelines. The FDA approves prescription drugs for the treatment of specific conditions, or
“indications.” For each drug selected for affordability review, states can identify the most recent clinical
guidelines issued by US medical professional associations for each of these FDA-approved indications.?
For example, if a drug is approved by the FDA to treat rheumatoid arthritis, the guidelines of interest
would be the 2021 American College of Rheumatology Guidelines for the Treatment of Rheumatoid
Arthritis.”

Clinical guidelines combine a review of evidence for possible treatment options with clinical judgments
by a panel of experts to outline treatment recommendations for clinical decision-making. Guideline
bodies adjust the strength of their recommendations based on the quality of evidence supporting
different treatment options. Typical frameworks for evidence evaluation include the Grading of
Recommendation Assessment, Development, and Evaluation (GRADE) or Strength of Recommendation
Taxonomy (SORT) criteria.'"'> Evidence reviewed can also include factors such as cost and patient
input.'® When using clinical guidelines to determine therapeutic alternatives, states may consider
focusing only on guideline recommendations supported by “high” or “moderate” strength of
evidence under GRADE criteria or Level I strength of evidence under SORT criteria.

Inclusion and Exclusion Criteria
PDABs may consider various criteria to identify the appropriate scope of health care interventions
considered therapeutic alternatives for drugs under affordability review. These criteria could include:!!

e Including all drugs within the same mechanistic or pharmacologic class as the drug under review,
unless the guidelines explicitly recommend these within-class options be used differently.
e Including a drug in a different mechanistic or pharmacologic class if either of the following apply:
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1. The drug is recommended in the same treatment line as the drug under review (i.e., if a
drug is recommended at a similar disease stage or treatment progression to the drug under
review).

2. The drug is recommended in a different treatment line than the drug under review based
on low-quality evidence. If the guidelines do not indicate strong evidence that a potential
therapeutic alternative should be used before or after the drug under review, this drug could
be considered a therapeutic alternative due to insufficient evidence that it is prescribed in a
different position in the treatment pathway.

e Including drugs outlined in clinical guidelines for off-label use or drugs without FDA-approval for
the specific indication, since many medications are used with evidence-based justification to treat
conditions for which the manufacturer has not sought an FDA-approved indication (e.g., in
oncology).

e Excluding non-pharmacologic therapeutic alternatives, such as medical devices or procedures; this
aligns with the approach that is being taken by CMS. !?

Supplementing Clinical Guidelines

The most recent clinical guidelines for the relevant indications might not consider all available treatment
options. For example, the most recent American College of Rheumatology Guidelines for the Treatment
of Rheumatoid Arthritis were published in June 2021.!3 States can use resources that are updated
frequently, including UpToDate or DynaMed, or search for new clinical trials listed via
ClinicalTrials.gov to supplement clinical guidelines with newer information.!#1>16

For alternatives approved by the FDA after the publication of clinical guidelines to qualify as
therapeutic alternatives, states may consider limiting inclusion to newer drugs that share an
approved indication with the drug under review. In addition, the drug’s official labeling should not
specify that patients must fail the drug under review as a prerequisite for use.

Methodological Challenges

Clinical guidelines combine a review of indication-specific evidence with the consensus of leading
experts to characterize treatment options for a given condition, making them an important resource for
PDABsS to use to standardize the identification of therapeutic alternatives. However, using clinical
guidelines may still present challenges, including two scenarios outlined below.

Strong Recommendations Based on Low-Quality Evidence
PDABs may encounter a strong guideline recommendation for a drug based on low-quality evidence.

e Example: The rheumatoid arthritis guidelines make a “strong” recommendation for the use of
methotrexate before use of a biologic disease-modifying antirheumatic drug (DMARD) (e.g., tumor
necrosis factor (TNF) inhibitors).!” “Very low” quality evidence forms the basis of this
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recommendation, which is justified based on methotrexate’s “established efficacy and safety as a
first-line DMARD and low cost” not superior evidence of methotrexate’s safety or efficacy.!®

e Implications: Given that only low-quality evidence separates methotrexate and TNF inhibitors in
the treatment of rheumatoid arthritis, PDABs could determine that methotrexate and TNF inhibitors
are therapeutic alternatives. Given the low cost of methotrexate, retailing for less than $15 per
monthly prescription, compared with biologic treatment options for rheumatoid arthritis, which can
exceed $10,000 in annual treatment costs, this choice could greatly impact the outcome of an
affordability review.!%? This decision could reasonably reflect the evidence evaluated by the clinical
guideline committee, but the strength of the recommendation also indicates that setting these drugs
as therapeutic alternatives might oppose typical clinical practice.

Multi-Drug Regimens

States may also have to assess guideline recommendations for multi-drug regimens (i.e., treatments
consisting of two or more active ingredients administered for the same condition) to identify appropriate
therapeutic alternatives.

e Example: Combination therapies are common in the treatment of many conditions, including HIV.
As evidenced by the 2023 Department of Health and Human Services guidance, HIV treatment
combinations vary based on patient experience, patient population, and co-infection.?! Combination
therapies can be administered as fixed-dose combination regimens (e.g., multiple ingredients in a
single pill) or as separate drugs administered simultaneously. In the context of health conditions in
which combination therapies are common, states will have to decide whether to treat single-drug
regimens as therapeutic alternatives to multi-drug regimens.

e Implications: Antiretroviral therapy for the treatment of HIV is an example of a multi-drug
regimen.?? There may be many different ways to combine different products based on the guidelines,
and states must decide whether to compare individual ingredients or whether to consider
combination therapies as separate therapeutic alternatives.

Bias and Limitations of Clinical Guidelines
State PDABs should be aware of certain biases and limitations that may influence guideline
recommendations:

e Conflicts of Interest: Clinical guideline recommendations might be affected by committee
member conflicts of interest.?? Studies have demonstrated a high frequency of financial conflicts
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of interest among guideline committee members, and many of these relationships are not
included in conflict-of-interest disclosures.?*?

e Status Quo Bias: Clinical guideline recommendations might be subject to “status quo bias,”
meaning that guideline bodies might be biased towards established treatment options over newer
drugs.? For example, newer drugs may be recommended as second-line treatment following
established treatment options even if newer evidence supports their use as first-line treatment.

Boards could address these limitations by using supplementary materials to inform therapeutic
alternative decision-making, including stakeholder engagement. Continued awareness of potential
conflicts of interest in all materials considered during the affordability review will further strengthen
PDAB methodologies.
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