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VIA ELECTRONIC SUBMISSION  

Dr. Mehmet Oz 

Centers for Medicare and Medicaid Services Administrator 

200 Independence Avenue, S.W.  

Washington, D.C. 20201  

 

RE: Medicare Drug Price Negotiation Program: Draft Guidance, Implementation of Sections 1191 – 

1198 of the Social Security Act for Initial Price Applicability Year 2028 and Manufacturer Effectuation 

of the Maximum Fair Price in 2026, 2027, and 2028 

Dear Dr. Oz:   

The Duke-Margolis Institute for Health Policy appreciates the opportunity to comment on the Draft 

Guidance on the Medicare Drug Price Negotiation Program (Guidance), published on May 12, 2025, by 

the Centers for Medicare and Medicaid Services (CMS). The Guidance addresses the implementation of 

the Medicare Drug Price Negotiation Program (Negotiation Program) for initial price applicability year 

2028 and manufacturer effectuation of the MFP in 2026, 2027, and 2028, to negotiate maximum fair 

prices (MFPs) for certain high-expenditure, single-source drugs and biologics.  

While Congress exempted the Inflation Reduction Act’s (IRA) implementation from a requirement for a 

formal notice-and-comment rulemaking process until 2029, CMS has described in the Guidance a 

process for timely public input on how the MFP for a drug will be determined. We appreciate CMS’ 

efforts to solicit comments on most aspects of the Guidance pertaining to the implementation of the 

Negotiation Program. 

The Robert J. Margolis, MD Institute for Health Policy at Duke University generates and analyzes 

evidence across the spectrum of health policy with the goal of improving health care and health while 

avoiding unnecessary costs. A core mission of the Institute is to focus on increasing the value of 

biomedical innovation to patients. The suggestions below are informed by the Institute’s experience and 

research in developing approaches to drug pricing and payment reform that support better evidence, 

outcomes, and access for patients and better value across the health care system. 

 

Our key comments are as follows: 

1. Implement a framework for assessing comparative effectiveness and translating such analyses  

    to prices; And explain how real-world evidence (RWE) should be factored into pricing decisions  

2. Clarify and monitor Part D formulary practices post-negotiation 

3. Evaluate Part B negotiation impacts on pricing and utilization 
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Implement a Framework for Assessing Comparative Effectiveness and Translating Such Analyses to 

Prices; And Explain How Real-World Evidence (RWE) Should Be Factored into Pricing Decisions  

 

The Guidance for IPAY 2028 reflects a thoughtful and substantive effort by the new Administration to 

bring greater transparency, detail, and structure to the Negotiation Program. It offers detailed insight 

into the negotiation process and signals CMS’ commitment to incorporating stakeholder feedback. We 

appreciate the additional clarity it provides on several key features of the program and view it as a 

meaningful step forward. 

 

As we noted in our comments1 on the Initial Guidance for IPAY 2026, longstanding concerns remain 
about how CMS will assess and apply evidence related to a selected drug’s clinical and comparative 
effectiveness. While CMS has made progress in articulating its process and explaining the MFPs for 2026, 
key questions persist for advancing predictability and clarity—particularly regarding how different types 
of evidence will be weighted and how they will ultimately influence MFP determination.  We recognize 
that this is a complex and evolving policy area and encourage further progress toward more detailed 
guidance and explanations over time to strengthen incentives to generate high-quality evidence 
relevant to Medicare beneficiaries.  Accordingly, we are highlighting several key points from our prior 
letter to advance this goal.  
 
We recommend that CMS build on the Guidance by using our and other comments to outline and then 
expand on a qualitative framework to govern its negotiation analysis.  This framework would detail the 
most important dimensions of comparative effectiveness for a drug (e.g., key outcomes, safety), how 
different types of evidence (including real-world evidence, as we further detail below) will be assessed, 
and how such evidence will influence upward or downward price adjustments. This framework should 
describe how CMS weighs varying levels of clinical benefit and evidence strength. CMS could indicate 
what clinical and comparative evidence might support a ceiling price, versus pricing tiers below the 
ceiling price based on incremental benefits or insufficient evidence. These steps will help reduce 
uncertainty, increase program consistency, and encourage investment in innovation and evidence 
development in line with Medicare beneficiary needs.  This framework could continue to be revised over 
time. 
 
Specifically, CMS is now seeking input on whether certain statutory negotiation factors under section 
1194(e)(2) should be weighted more heavily than others and is requesting comments on which factors 
are most compelling and how they could be applied consistently across selected drugs. We recommend 
that as part of CMS’ framework for assessing comparative effectiveness under section 1194(e)2), CMS 
should clarify how real-world evidence (RWE) development will impact CMS’ MFP determinations.  
 
CMS’ approach to evaluating section 1194(e)(2) factors involves a broad review of available evidence on 
the clinical benefit of the selected drug compared to its therapeutic alternatives. This includes CMS-led 
focused literature review, a review of public and manufacturer-submitted data and analysis, and 
potentially further evaluation using Medicare claims or other datasets, considering clinical data and 
information on health care resource utilization.  
 
Historically, most drug assessments have focused on new drugs using premarket evidence, particularly 
from randomized controlled trials (RCTs), to inform initial coverage and pricing decisions. However, 
these assessments often lack RWE or RWE-derived insights that result from postmarket analyses. For 
instance, assessments often lack robust insights into how drugs perform in patient populations outside 
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of controlled investigational settings and subgroups of patients, leaving important questions about 
comparative effectiveness and safety unanswered, depending on the drug or treatment indication, 
when drugs enter the market. This gap is especially important in the context of the Negotiation 
Program, as CMS has emphasized the significance of understanding clinical and comparative 
effectiveness in populations that reflect Medicare beneficiaries.   
 
In the IRA context, price negotiation applies to drugs that have been on the market for at least seven 
years (for small molecules) or eleven years (for biologics). Therefore, CMS has a unique opportunity to 
promote the development and use of high-quality RWE by leveraging data resources, analytical tools, 
and mechanisms that exist within the Department of Health and Human Services (HHS) to better 
understand a drug’s impact on the Medicare population, beyond the traditional (generally premarket) 
clinical trials.  
 
To support this, CMS should establish more explicit qualitative guidance on its approach to assessing 
real-world data (RWD) quality, relevance,2 and reliability,3 and offer examples on the types of RWE that 
CMS will likely deem meaningful to impact MFP determinations. Providing such further guidance would 
give manufacturers greater clarity on how to design meaningful RWE that aligns with CMS priorities —
leading to stronger, more relevant evidence to inform pricing decisions through the Negotiation 
Program.  
 
To reduce the time and uncertainty involved in generating strong RWE, CMS should also consider steps 
to facilitate RWE work that is highly relevant to Medicare beneficiaries.  This could include more timely 
access to CMS data for well-designed analyses of key comparative effectiveness questions, and 
incorporation of such questions as a component of CMMI’s rapid learning initiatives. CMS can play a 
critical role in advancing the timely development of relevant RWD infrastructure by engaging early in the 
lifecycle of emerging drugs. This includes working with beneficiary groups, providers, product 
developers, plans, researchers, and other stakeholders to identify key outcomes of interest, particularly 
those relevant to real-world clinical benefit assessment, assess existing evidence gaps, and anticipate 
the types of data that may be needed to support future assessments of drugs’ clinical benefit for MFP 
determinations.  
 
To reduce provider burden, the agency could align these outcomes, where possible, with existing 
initiatives to advance electronic data exchange and digitally-enabled care, to leverage established data 
collection systems, minimizing duplication and facilitating more efficient evidence generation in routine 
care settings. Early engagement can also help facilitate thoughtful planning around data sources  and 
collection methods. Similar to scientific advice processes offered by international HTA organizations like 
NICE and CADTH, and collaborative initiatives like GETREAL, such consultation could help clarify how the 
evidence base may be interpreted and inform pricing decisions, encouraging more meaningful and 
policy-relevant evidence generation.  
 
How CMS approaches the use and interpretation of evidence will not only shape MFP determinations 
but may also directly influence the types and quality of evidence manufacturers generate. We believe 
more clarity is needed here. For example, in the 2026 MFP rationales, CMS noted that it prioritized 
direct comparative evidence, such as head-to-head RCTs, and reviewed RWE and indirect comparisons. 
This approach appears to somewhat diverge from CMS’ previous high-level guidance on 2026 
negotiations, which stated a priority on methodological rigor broadly, rather than specific types of 
studies. While head-to-head RCTs can be especially informative for assessing comparative benefit under 
ideal conditions of use, such a rigid hierarchy may not necessarily reflect the most relevant good 
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evidence on the Medicare population. In many cases, RWE-based comparative studies may be more 
reflective of actual conditions of use in different groups of Medicare beneficiaries ; FDA has supported 
such studies.  In some cases, indirect comparisons or studies using external controls may also offer more 
reliable insights, particularly when head-to-head evidence is limited or of low quality.  
 
As part of this qualitative guidance, CMS should also provide additional clarity on how it intends to treat 
postmarket studies that add value to a drug through, for example, demonstrating the additional impact 
of new formulations and delivery systems that increase patients’ ease of use and thus have the potential 
to improve outcomes, and how much such product improvements could lead to upward MFP 
adjustments. This is especially important if CMS maintains an expansive definition of “Qualifying Single 
Source Drugs” (QSSDs), which effectively aggregates all drug versions based on the drug’s active 
ingredient/moiety, including different New Drug Applications (NDAs) and Biologic License Applications 
(BLAs), for price negotiations, based on the date of the introduction of the first-approved product. 
 
For IPAY 2028, CMS is specifically soliciting comments on how to treat fixed-combination drugs that 
combine multiple active ingredients for the purpose of determining whether a product qualifies as a 
QSSD. In particular, the agency raises concerns about combinations where one component lacks 
independent therapeutic activity against the disease and thus “does not result in a clinically meaningful 
difference,” prompting questions about whether such products should be considered distinct QSSDs 
eligible to restart the negotiation timeline. 
 
Given the complexity of determining whether an added ingredient creates a clinically meaningful 
difference, CMS appears to be using biological activity against the disease as a relatively objective proxy 
for assessing whether a new combination represents a meaningful change. As we commented in the 
past, to minimize any adverse effects on the development of important RWE that can add significant 
value to a selected drug—especially with the inclusion of physician-administered Part B drugs in the 
Negotiation Program—CMS could clarify what types of evidence it aims to encourage in this context, 
and whether and how such additional evidence related to product improvements could support a higher 
MFP for the negotiated product “group.”  This clarification should include cases where it does not treat a 
fixed combination in which one active ingredient is not therapeutically active against the disease state 
as a separate QSSD. CMS may determine that maintaining the broad QSSD definition to limit 
unnecessary fragmentation of closely related products is reasonable.  At the same time, valuable 
product improvements—such as those enhancing adherence or clinical outcomes—should be 
meaningfully considered under the section 1194(e)(2) factors to avoid discouraging innovation that 
benefits patients.  
 
We note that CMS appeared to take this consideration into account in the first round of negotiations, as 
reflected in its 2026 negotiation rationales. Specifically, CMS qualitatively highlighted patient input, 
including feedback related to ease of use and flexibility in administration—suggesting that innovations 
that materially improve ease of use for a given active ingredient may be factored into pricing 
determinations. While these explanations offered helpful insight into CMS’ approach, it would be 
beneficial to provide more explicit guidance on how such patient-centered factors and related 
postmarket evidence will be evaluated in future rounds. 
 
RWE can play an important role not only in understanding effectiveness and safety but also in another 
critical component of comparative effectiveness assessments for price negotiations: identifying  and 
characterizing appropriate therapeutic comparators for a given indication. For example, RWE on 
utilization patterns can help determine which treatments are most commonly used in practice for a 
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particular condition and type of patient, offering insight into which comparators may be most clinically 
relevant for Medicare beneficiaries. The 2026 negotiation rationales suggest that CMS placed 
meaningful emphasis on selecting clinically relevant comparators, likely informed in part by RWD and 
other evidence on current practice patterns. For instance, warfarin was not included as a comparator for 
Eliquis and Xarelto for major indications—likely reflecting its declining use and the availability of 
stronger safety and effectiveness data for alternatives. This suggests an effort to reflect real-world 
utilization and relevance. To further support transparency and predictability, CMS should consider 
articulating clearer guidelines on how RWE, including RWD resources within HHS, might inform 
comparator selection in future price negotiations. 
 
Section 1194(e)(2) Factors and Renegotiations 
Finally, postmarket evidence development will also play a critical role in informing renegotiation—a 
component of the Negotiation Program launching in IPAY 2028. For the first time, the Guidance outlines 
detailed procedures for determining a drug’s eligibility for renegotiation under Section 1194(f) of the 
IRA, the criteria CMS will use to select drugs for renegotiation, and the process by which those 
renegotiations will take place. 
 
For reasons other than a change in monopoly status (that is, the addition of a new indication or a 
material change in the statutory factors), CMS will select renegotiation-eligible drugs by assessing 
whether renegotiation is likely to result in a significant change to the MFP. This criterion is defined as a 
change of at least 15% in the MFP, along with an evaluation of whether such a change would have a 
significant impact on the Medicare program. However, the framework still lacks clarity on how CMS will 
evaluate the types of evidence or factors that would meaningfully contribute to meeting that 15% 
threshold. This is particularly important for products that may be on the market for several years before 
renegotiation eligibility arises. 
 
We recommend that CMS provide additional detail on how postmarket evidence—such as clinical 
benefit for a new Medicare population (whether demonstrated through a formal new indication or 
emerging evidence of benefit in a broader or different patient group) or a refined finding of 
effectiveness in the same population—will be valued in the renegotiation process and translated into an 
MFP impact, to help align the program with broader goals of RWE development and continued 
innovation. Without clear expectations, there is a risk that incentives to invest in ongoing evidence 
generation may be weakened.  
 
Clarify and Monitor Part D Formulary Practices Post-Negotiation 
 
CMS states that for 2028, it will maintain the formulary inclusion policies outlined in the revised 
guidance for IPAY 2026 and the final guidance for IPAY 2027. The agency explains that, since plan 
sponsors have not yet submitted formularies for the first year in which MFPs will be implemented 
(2026) at the time of drafting the Guidance, it lacks sufficient information to assess whether changes to 
these policies are necessary, but will continue to monitor trends to inform any future updates. 
 
Now, CMS is in the process of receiving more information on 2026 formularies, which begin to inform 
whether policy changes are needed – with potential implications even for 2026. The IRA’s Negotiation 
Program aims to reduce the net costs of negotiated drugs starting in 2026, in turn, reducing plan 
financial pressures.  Most initially negotiated drugs are in commonly prescribed categories, where 
competition has already translated into substantial rebates and declining net prices. Indeed, the pre-
negotiation net prices for many of the first-year drugs were already far below the maximum prices 
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based on the minimum statutory discount.4  Negotiation will also significantly reduce “list” prices for 
these drugs,5 potentially lowering beneficiary coinsurance – but out-of-pocket costs and access also 
depend on benefit design.  
 
In particular, the Part D redesign may alter some of the existing incentives to favor rebates with higher 
list prices. The pre-IRA design allowed plans to use rebates to keep premiums low while shifting more 
out-of-pocket burden onto beneficiaries who required high-cost medications, and to Medicare in the 
form of higher reinsurance payments by reaching the catastrophic phase sooner, through high list prices 
coupled with substantial rebates. 
 
 Now that plans face higher risk in the catastrophic phase of the benefit, the incentive to favor highly 
rebated drugs persists in the initial coverage phase: the continuing 25% beneficiary contribution in this 
phase means plans receive a larger portion of rebate allocations than their corresponding liabilities.  The 
importance of rebates will likely decrease for drugs reaching catastrophic coverage,  and as more high-
cost drugs are negotiated.  Previously, manufacturer rebates reduced premiums by attributing the 
beneficiary catastrophic cost-sharing to the plan. With its elimination, plans and CMS will receive rebate 
allocations based on their corresponding financial liabilities.6  As the portion that the plan will be 
keeping from the rebate will now directly correspond to its financial liabilities in the catastrophic phase, 
plan incentives to shift costs to the catastrophic phase diminish, and rebate value will align more with 
list price discounts in that part of the benefit, reducing rebates’ impact on lowering premiums.   
 
Consequently, the role of rebates in keeping premiums down will likely lessen under the Part D redesign, 
but they will remain an important tool in Medicare Part D drug pricing dynamics, and a complex one due 
to the interactions between negotiated prices and beneficiary and plan liability in different phases of the 
benefit. Competing, non-negotiated drugs might offer rebates for better formulary placement, while 
price negotiation will likely constrain list-to-net differences for negotiated drugs as MFPs already reflect 
reductions from recent net prices. Consequently, the coinsurance percent (and dollar amount) for the 
negotiated drug could increase if the negotiated drug was not already placed at the non-preferred 
formulary tier, limiting access to the negotiated drugs and potentially increasing overall costs .  
 
CMS has acknowledged this problem and requires justification for non-preferred placements and 
utilization management for negotiated drugs, but there has been no further guidance as to how such 
monitoring and assessment will occur or what the consequences will be for an undesirable assessment.  
CMS can use emerging data on 2026 formulary designs to clarify expectations or guiding principles for 
the treatment of negotiated drugs—alongside clear mechanisms for ongoing monitoring and potential 
response—to support the intention of the Negotiation Program. 
 
Evaluate Part B Negotiation Impacts on Pricing and Utilization  
 
As the Negotiation Program progresses, its impact will evolve—particularly as CMS begins to select 
higher-priced drugs with smaller rebates. In the initial rounds, limited to Part D drugs, many of the 
selected drugs treat prevalent chronic conditions with large patient populations. These drugs are subject 
to considerable competition and thus already carry substantial rebates, which means their MFP ceilings 
were based on recent Part D net prices. As a result, the negotiated price reductions for this group in the 
first round were modest, offering limited additional savings beyond current discounts.  However, a 
second category of drugs presents a different dynamic. These drugs often come with higher net prices 
and smaller rebates resulting from limited competition, and sometimes Part D protected class status. 
For this group, the ceiling price is based on the minimum statutory discount, which is lower than the 
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recent Part D net price. Consequently, CMS is likely to achieve more substantial net price reductions and 
greater Medicare savings from negotiating these products. As the pool of highly rebated drugs may 
shrink in future cycles, a growing share of selected drugs will likely fall into this second category—where 
the full potential of CMS’ negotiation may be more impactful.  
 
Starting in IPAY 2028, the launch of Part B drug negotiations will introduce related opportunities as well 
as additional complexities. Unlike Medicare Part D, where drug selection that is based on gross 
expenditures and rebate structures often play a central role in pricing, the MFP ceiling price will likely be 
well below recent net prices for more Part B negotiated drugs, especially as drug selection is based on 
Average Sales Price (ASP) using Part B claims data –  that is, net, not gross prices – reducing the 
likelihood that drugs with large WAC-to-ASP gaps will be selected. This could potentially lead to more 
significant net pricing impacts than observed for many Part D drugs.  
 
At the same time, we note that CMS’ reliance on Part B claims data to guide drug selection suggests that 
the agency may not be incorporating Medicare Advantage (MA) payment data into its selection analysis. 
Given that over half of Medicare beneficiaries are enrolled in MA plans, excluding this data may not be 
representative of total utilization and spending for physician-administered drugs, thereby limiting the 
pool of Part B drugs selected for negotiation compared to Part D.  CMS could potentially extrapolate 
from FFS Part B claims to approximate total Part B program spending, but this approach may not fully 
capture drug-specific use patterns within MA as MA beneficiaries may differ from FFS beneficiaries in 
terms of application of utilization management tools, health needs, care delivery models, and resulting 
drug utilization. CMS could use MA encounter data and/or non-CMS data sources on MA prescribing of 
Part B drugs to explore whether such extrapolations are appropriate.  
 
In addition, the negotiated MFPs for Part B drugs are expected to affect the calculation of ASP, which is 
used to determine provider reimbursement not only in Medicare but also across much of the 
commercial market. As the MFP is expected to factor into ASP, MFPs may lead to lower ASPs over time. 
This will not directly affect Medicare reimbursement for negotiated drugs, since Medicare will pay 
providers based on the MFP. But absent the development of modified commercial payment 
mechanisms, the impact may be more pronounced in the commercial sector, in particular for 
community practices that rely on ASP-based reimbursement with lower markups.  For commercial plans 
that base their payment contracts on Medicare prices, adjustments in these payment formulas would be 
expected. As these shifts unfold, CMS should consider monitoring and assessing the implications of MFP-
ASP interactions, including any unintended consequences for access and provider incentives, particularly 
outside of Medicare. 
 
Within Medicare—where plan sponsors may have incentives to shift utilization toward non-negotiated 
drugs due to rebate arrangements—a slightly different but similar dynamic may emerge under Part B, as 
we described above for Part D formularies. Specifically, for negotiated Part B drugs, reimbursement will 
transition from the traditional ASP+6% formula to MFP+6%. This shift could reduce provider 
reimbursement margins for negotiated drugs relative to non-negotiated alternatives that remain 
reimbursed based on ASP, potentially influencing prescribing behavior.  That is, providers could receive 
larger net payments for prescribing a (more expensive) non-negotiated alternative. To ensure the 
success of the Negotiation Program, mitigate unintended shifts in utilization, and ensure the intended 
savings for Medicare and beneficiaries materialize, CMS should monitor these prescribing patterns and 
clearly describe a process for identifying and addressing adverse access or utilization consequences. 
Establishing a monitoring and response framework would help ensure that reimbursement changes 
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under negotiation do not inadvertently steer care away from clinically appropriate and less costly 
treatments. 
 
Conclusion 
 
The Duke-Margolis Institute appreciates this opportunity to provide feedback to CMS on the Guidance 
and CMS’ consideration of our comments. Our recommendations on the use of high-quality evidence 
and the design of drug payments to improve outcomes in conjunction with the IRA’s Negotiation 
Program can enable CMS to advance its mission of supporting the high-value, evidence-based, and 
affordable use of pharmaceuticals. Furthermore, we believe that a predictable and transparent process 
for conducting the negotiations and mechanisms for public input that continues to be refined over time 
will be important for a sustainable Negotiation Program and outcome. We would be pleased to provide 
more information on these issues if that would be helpful. If you have any questions, please contact 
Nitzan Arad (nitzan.arad@duke.edu) for more information. These comments are those of the authors at 
Duke-Margolis and are not reflective of the view of Duke University leadership, staff, or other affiliated 
individuals or organizations. 

Sincerely,  

Nitzan Arad – Area Lead, Duke-Margolis Institute  

Mark McClellan – Director, Duke-Margolis Institute 
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