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POLICY CONTEXT
The purported goal of the Inflation Reduction Act (IRA) of 2022 is to lower healthcare costs for Americans.  Whether it 
will do so remains unclear.  Some have argued that “millions of seniors on Medicare will see savings amounting to thousands 
of dollars every year.”1 Others counter that the IRA will have adverse effects on drug discovery and “will do little or nothing 
to lower the cost of healthcare.”2 It isn’t clear which view will prevail.

Part of the problem is a lack of detail.  In March 2023, the Centers for Medicare and Medicaid Services (CMS) 
released additional information for the Medicare Drug Price Negotiation program,3 but how CMS will implement a key 
feature—the “maximum fair price”—remains unclear.  

This white paper provides recommendations to mitigate the potential adverse effects of the IRA while preserving 
incentives for future innovation.  We suggest ways to make the price-negotiation process more transparent and tied to drug 
value and how to address the concern that cost-effectiveness studies discriminate against the disabled or severely ill.  Crucial 
to doing so is to allow drug pricing to change with real-world evidence of value.

KEY TAKEAWAYS
• The IRA price-negotiation process lacks clarity about how “maximum

fair prices” for selected drugs are determined.  We recommend price
determination be done transparently and linked to value via methods
that take into account the preferences of patients—specifically,
generalized risk-adjusted cost-effectiveness (GRACE) methodologies—
and through collaboration with relevant stakeholders.

• To mitigate the possibility that the IRA price-negotiation provisions
will weaken incentives for new indications and post-launch evidence
generation, we recommend that CMS implement a process that delays
price negotiation when new evidence is established.

• To better allow payers to negotiate prices with drug value, we
recommend that manufacturers be exempt from the IRA’s inflation
rebate provision for a specified time after launch and follow a three-part
pricing schedule that allows prices to increase as new evidence around
treatment efficacy, effectiveness and safety is generated; be capped
at economic inflation once a value-based price can be determined;
and then fall due to either CMS price negotiations or—preferably—
significant generic or biosimilar entry into the market.
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ABSTRACT
The Inflation Reduction Act of 2022 (IRA) includes several consequential provisions 
aimed at reducing drug spending and increasing access to pharmaceuticals for millions 
of Americans. However, the provisions also limit insurers’ ability to implement cost-
containment measures and may discourage investments in new drugs and indications. 
We offer three recommendations to mitigate these potential unintended consequences. 
First, the calculation of a “maximum fair price” for drugs should be transparent and 
focus on measured social value rather than price minimization. Second, post-market 
approval of new indications should be encouraged by delaying the government price-
setting process when new indications are approved. Third, the government should 
exempt manufacturers from inflation rebate penalties if additional information (e.g., 
real-world evidence, new clinical trial data, or new indication approvals) demonstrates 
more value in a drug post-approval. Implementing these three strategies would 
balance the competing goals of incentivizing innovation, increasing patient access and
reducing spending.

INTRODUCTION 
On August 16, 2022, President Joe Biden signed the Inflation 
Reduction Act (IRA) of 2022 into law. The IRA’s Medicare-
related provisions fall into two general categories: (1) reduce 
prescription drug prices, and (2) reduce beneficiary cost 
sharing and premiums.4 While these apply to Medicare only, 
they are likely to ripple throughout the healthcare sector. 
In this white paper, we suggest policy recommendations to 
allay some of the unintended consequences of the IRA drug-
pricing provisions, which include three key features:

i. Requires the government to negotiate prices for certain 
Medicare-covered, single-source drugs (starting with 
10 Part D (i.e., self-administered) drugs in 2026, and 
expanding to Part B drugs (i.e., administered in a 
doctor’s office or hospital) by 2028, and accumulating 
more drugs over time)

ii. Requires manufacturers to pay rebates to Medicare 
if prices of single-source drugs in Part B or Part D 
increase faster than the consumer price index

iii. Reforms the Medicare Part D benefit, increasing 
liability among Part D plans and required manufacturer-
financed discounts

 Specifically, the IRA introduces drug-price negotiations 
by requiring the federal government to negotiate “maximum 

fair prices” with drug manufacturers for certain brand-name, 
single-source drugs covered under Medicare Part B and 
Part D. This provision amends Medicare’s noninterference 
clause—which prevents the secretary of the U.S. Department 
of Health & Human Services (HHS) from interfering with 
negotiations between drug manufacturers, pharmacies and 
Medicare prescription drug plans—and establishes a new 
Drug Price Negotiation Program. This program requires 
HHS to negotiate directly with drug manufacturers on the 
prices of select pharmaceuticals among the 50 drugs with 
the highest spending under Medicare Part D and the 50 
drugs with the highest spending under Medicare Part B, first 
effective in 2026 and 2028, respectively.5 The negotiation, 
however, excludes certain treatments such as those with 
generic competition, orphan drugs, and small biotech drugs, 
and only comes into effect nine years (for small-molecule 
drugs) or 13 years (for biologics) after market approval by the 
Food and Drug Administration (FDA).6 The penalties for 
not participating in price negotiation are steep: Manufacturers 
that do not comply will be subject to excise taxes and civil 
monetary penalties between 65% and 95% of product sales. 

 In addition, the IRA also penalizes price increases and 
expands required discounts on branded, single-source drugs. 
Specifically, drug manufacturers must pay a rebate to CMS 
if their prices—the average sales price (ASP) for Part B 



3

drugs or the average manufacturer price (AMP) for Part D 
drugs—increase faster than the general consumer price index 
for all urban consumers (CPI-U). Notably, AMP does not 
reflect manufacturer rebates negotiated with pharmacy benefit 
managers (PBMs) and plans, effectively tying rebate penalties 
to list rather than net price increases (which are inclusive of 
the post-sale rebates or discounts manufacturers pay to payers). 
List prices have already been shown to differ dramatically 
from and increase faster than net prices—potentially due 
to recent growth in the size of average discounts/rebates as 
a share of the list price—and may make it more likely for 
manufacturers to be subjected to inflation rebate penalties 
even though their collected net profits will increase slower 
than the list price increases itself.7-10 Moreover, these inflation 
rebate penalties are structurally similar to those in effect in 
the Medicaid program, where they account for the majority 
of rebates.11

 Furthermore, the IRA reforms the structure of the 
Medicare Part D standard benefit, notably the manufacturer 
discount program. Once fully phased in, the IRA will 
require manufacturers to pay 20% discounts on branded 
drugs in the Part D catastrophic phase and 10% discounts 
in the initial coverage phase, in addition to expanding these 
discounts to beneficiaries who receive low-income subsidies 
(LIS). Compared with the pre-IRA manufacturer coverage 
gap discount program—whereby manufacturers owed 70% 
discounts on branded drugs taken by non-LIS beneficiaries 
in the coverage gap phase—these reforms will increase 
manufacturer-financed discounts considerably, albeit with 
significant variation across drug classes.12 The Part D redesign 
also significantly increases liability for Part D plans in the 
catastrophic coverage phase by reducing the share of spending 
paid directly by the federal reinsurance program.

Reducing 
Pharmaceutical 
Prices

Reducing Patient 
Cost Sharing and 
Premiums

Introduces Drug Price 
Negotiations 

Penalizes Price Increases

Expands Required Discounts

Caps Out-of-Pocket Spending 

Expands Eligibility for 
Low-Income Subsidy (LIS) 

Eliminates Vaccine Cost 
Sharing

Limits Patient Cost Sharing for 
Insulin Products 

Limits Medicare Part D 
Premium Increases for 
Beneficiaries

The federal government is required to negotiate prices for 
high-priced, small-molecule, single-source drugs and biologics that 
are covered by Medicare and have been approved by the FDA for 
more than 9 and 13 years, respectively.
Drug manufacturers will have to pay a rebate if the prices of their 
single-source drugs (that are used by Medicare beneficiaries) exceed 
that of the inflation-adjusted price of the drugs that year. In other 
words, a rebate must be paid by the drug manufacturers if their drug 
prices increase more than the inflation rate of the wider economy.
Drug manufacturers will be required to pay discounts of 10% during 
the initial coverage phase and 20% in the catastrophic coverage 
phase for brand-name medications.

By eliminating the 5% coinsurance for Medicare Part D catastrophic 
coverage in 2024 and enforcing an annual $2,000 out-of-pocket 
spending cap for prescription drug costs covered by Medicare in 
2025, Medicare patients will have a hard out-of-pocket maximum 
similar to many patients with commercial insurance.
The IRA expands the eligibility for full LIS benefits to individuals with 
incomes between 135% and 150% of the federal poverty level and 
with resources up to $9,900 for individuals and $15,600 for couples 
in 2022.
For adult vaccines covered under Medicare Part D, cost sharing has 
been eliminated.
Beginning in 2023, copayments for insulin products covered under 
Medicare Part D will be limited to $35 per month. Furthermore, for 
insulin products administered via traditional pump and thus covered 
under Medicare Part B’s durable medical equipment benefit, no 
deductibles can be enforced in addition to the mentioned cap in 
copayments.
The IRA limits annual increases in Part D base premiums to 6% per 
year between 2024 and 2029.

Aim IRA Provision for Medicare Provision Description

Table 1. Summary of the Inflation Reduction Act (IRA) prescription drug provisions
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 Several IRA provisions will reduce patient cost sharing: 
instituting an out-of-pocket (OOP) maximum, smoothing 
patient liability over the year, expanding eligibility for LIS 
recipients, eliminating vaccine cost sharing, and limiting cost 
sharing for insulin products. Moreover, the IRA also includes 
provisions to limit Part D premium increases for beneficiaries.

 Finally, the IRA further delays the implementation of the 
Trump Administration’s Rebate Rule to 2032, delaying the 
effective requirement to share negotiated rebates with patients 
at the point of sale.

 In the short run, the IRA’s reduced cost-sharing provisions 
and price controls should increase access to pharmaceuticals. 
However, there is compelling evidence that, in the long run, 
there may be adverse effects for patients due to harmful 
impacts on life science research and development (R&D) 
investment decisions.

ADVERSE EFFECTS OF THE IRA ON INNOVATION 
AND PLANS

Finding 1: The IRA may reduce the discovery of 
new treatments.
Lowering pharmaceutical revenues leads to less R&D 
investment and fewer drug discoveries over time.13-15 The IRA 
is expected to reduce revenue to pharmaceutical manufacturers 
from the combined effects of drug price negotiation, 
inflation rebates, and required manufacturer discounts. Taken 
together, these provisions have been estimated to lead to an 
approximately 31% decrease in U.S. pharmaceutical revenues 
through 2039 and result in 135 fewer new drug approvals 
during the same period.16 

 Lowered revenues may lead to less research, especially 
for follow-on drug innovation. One study demonstrated 
that introduction of the Part D program and thus increased 
market demand led to an increase in innovation overall, but 
skewed toward non-breakthrough innovations.17 Thus, the 
expected reduction in revenues with the IRA is likely to 
decrease innovation for both novel, groundbreaking drugs 
as well as those that are less novel but have large consumer 
markets, such as the elderly population, which accounts for a 
significant portion of overall healthcare and pharmaceutical 
drug utilization in this country.17 Consequently, it would 
not be surprising that potential decreases in Medicare 
reimbursements due to the IRA’s price control provisions may 
reduce financial incentives to develop drugs against diseases 
that disproportionately impact the elderly, such as Alzheimer’s 
disease, cancer and heart failure.15

 According to drug manufacturers, the IRA is already 
impacting life science companies’ R&D investment decisions. 

For example, Alnylam mentioned in its October 2022 earnings 
report that it had suspended development of a treatment for 
Stargardt disease as a result of needing to “evaluate the impact 
of the Inflation Reduction Act.”18 In November 2022, Eli Lilly 
claimed that the IRA was a key reason it ended investments 
toward developing a drug for certain blood cancers.19 A 
November–December 2022 survey from the Pharmaceutical 
Research and Manufacturers of America indicated that 78% 
of its member companies are expecting to cancel some of their 
early-state development projects, and 63% are expecting to 
shift R&D investment focus away from small molecules as a 
result of the IRA.20 

 These statements mirror decreased investment in drug 
innovation in Europe as a result of pharmaceutical price 
controls. As a result of the UK National Health Service’s 
drug cost reductions and 24.4% mandatory manufacturer 
rebate on branded revenues, only 59% of new medications 
launched between 2012 and 2021 were available in the UK 
compared to 85% of those medications being available in the 
U.S.21 For instance, breakthrough therapies for cystic fibrosis 
were not available for many years in the UK.22 While not all 
the uncovered drugs in the UK represent significant clinical 
advances, many of them do. Trends in decreasing investment 
are seen in other countries as well, including Germany, France, 
and Italy, and companies such as Bluebird Bio have indicated 
withdrawals in developing novel gene therapies for rare 
diseases as a result of these price controls.21 

Finding 2: The IRA may reduce discovery of new 
uses for existing drugs.
New applications of existing drugs often can be efficiently 
developed since repurposed medications already have built 
up extensive portfolios of knowledge concerning human 
pharmacokinetics, bioavailability and toxicology.23 This 
breadth of information leads to reduced development 
timelines—typically 3-12 years compared to 17 years for new 
molecules24,25—and development costs that are 85% less than 
the cost of developing new drugs.26 Governments have also 
partnered with pharmaceutical firms to explore the potential 
for repurposing existing drugs to treat new diseases. Examples 
include the “Discovering New Therapeutic Uses of Existing 
Molecules” initiative by the National Center for Advancing 
Translational Sciences in the U.S. and the Medical Research 
Council partnership with AstraZeneca in the UK.27,28 

 However, the IRA price negotiation provisions mean that 
companies may decrease R&D investments in these areas. 
Global revenue, expected costs and market size influence 
the amount of money profit-maximizing companies invest 
in R&D for new drugs. The IRA reduces the net present 
value of investments in new indications or other Phase IV 
evidence as it shortens the horizon over which firms can 
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earn returns on those investments.24,25 The result may be less 
investment in studies that quantify efficacy, safety and value 
of applications of existing products to new disease areas. If 
so, price-negotiation policies set by the IRA would result in 
reduced return on R&D investments since price negotiations 
would begin nine years (for small molecules drugs) or 13 years 
(for biologics) after drug approval, even if new indications are 
identified. 

 Consider the case of oncology clinical trials. Often, cancer 
drugs are approved through an expedited approval track using 
surrogate outcomes. These outcomes—such as progression-
free survival or tumor response rate—are correlated with the 
key long-term outcomes of interest (such as overall survival), 
but previous research has shown that this correlation is 
imperfect.29,30 After drug approval, life science firms are 
often expected to invest additional resources in confirmatory 
trials to show that their drug also works in the long run. 
One recent study, however, found that drug manufacturers 
receive no pricing premium if they conduct a confirmatory 
trial with a positive result.31 Thus, it should not be surprising 
that relatively few confirmatory trials using overall survival 
outcomes are conducted.32 Similarly, a drug price negotiation 
late in a drug’s life cycle may curtail R&D investments in 
determining whether a new drug works well in the real world 
(effectiveness estimates) or for treating other diseases (new 
indications).33,34

Finding 3: The IRA could reduce generic 
competition.
Generic manufacturers usually enter pharmaceutical 
markets after branded counterparts’ patent protections and 
exclusivity periods have expired. They often pursue the 
180-day exclusivity period incentive granted under the Hatch-
Waxman Act to the first generic manufacturer to file for 
FDA approval and demonstrate non-infringement or patent 
invalidation. Generic entry decreases drug prices between 50% 
and 90%. For instance, one analysis found that generic drugs 
that entered the market between 2002 and 2014 reduced 
drug prices by 51% in the first year, and a 2005 FDA analysis 
demonstrated that average relative drug price per dose of the 
branded drug was reduced by nearly 90% with 15 or more 
generic entrants.35,36

 However, the decrease in brand prices due to negotiations 
could reduce the prices that any generic firm can charge, 
disincentivizing generics from pursuing the 180-day 
exclusivity benefit and thus from entering the market. To 
understand why, consider the following two key facts. First, 
generic drugs require a sufficiently discounted price relative 
to the branded drug to attract a large portion of market 
share away from the branded market, but generic drugs 
sold at margins that are too low are likely to undermine 

their profitability. Second, the development of generic drugs 
involves high upfront costs (albeit much smaller than their 
branded counterparts) and, accordingly, the level of generic 
market entry strongly depends on financial incentives such 
as potential revenue and market size.37,38 To ensure generic 
manufacturers the latter point, the 180-day exclusivity period 
was implemented as a strong financial incentive during which 
no additional generic competition/entry would be allowed and 
the first generic entrant would be able to capture significant 
market share to sell its product at relatively high (generic) 
prices. For instance, in 2001, the Barr Laboratories’ generic 
version of Prozac had revenues of $366 million during its 
180-day exclusivity period—almost 75% of Barr’s revenue for 
the entire previous year—which subsequently decreased to 
only $4 million during the next six months, after this “generic 
exclusivity” was lost and generic competition increased.39 

While the IRA’s planned government price negotiation would 
reduce prices for branded drugs, these reduced branded prices 
will likely also reduce generics’ pricing advantage relative to 
Medicare’s negotiated prices. If this results in a scenario where 
generic manufacturers cannot expect to generate sufficient 
volume and revenue to justify entering the market,40 the 
IRA’s price-control provisions could effectively threaten the 
generic industry’s financial viability. The IRA does, however, 
attempt to mitigate this generic-entry issue for biosimilars 
with a provision that provides up to a two-year delay in CMS 
selection and price negotiations for branded biologics. This 
delay is granted if there is a “high likelihood” (as determined 
by the HHS secretary) of a biosimilar being licensed and 
marketed within two years of the selected drug publication 
date. 

 This concern is even more problematic given that the 
number of generic manufacturers has already contracted 
in recent years. In fact, 30% to 40% of generic markets are 
supplied by one manufacturer and current generic market exit 
rates exceed those of entry.41,42 There is significant uncertainty 
as to how much the negotiated branded prices will decrease 
given that the IRA price-control provisions only establish 
that branded manufacturers must comply with CMS price 
negotiations with no clear distinction as to how the “maximum 
fair price” will be established. Accordingly, there are concerns 
that the IRA price-control provisions could reduce robust 
generic competition and undermine the drug price reductions 
produced by other provisions of the legislation.

Finding 4: Inflation rebates may harm plans’ 
abilities to negotiate prices for drugs with 
promising but uncertain benefits.
The IRA’s inflation rebate provision, where manufacturers 
must pay a rebate to CMS if their prices—the ASP for 
Part B drugs or the AMP for Part D drugs (essentially list 
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prices)—increase faster than inflation, indicated by CPI-U, 
is designed as if the value of a drug is known with certainty 
upon its launch and never changes over time; in practice, 
however, this is rarely the case. More commonly, a drug’s 
estimated value fluctuates over time as additional information 
regarding its real-world clinical effectiveness is revealed 
after approval.29,43 For instance, as a drug enters the market, 
patients and physicians gain experience using the treatment; 
effectiveness and safety data are collected.44 Additionally, 
surrogate endpoints—which are an imperfect measure of 
efficacy—may be used as clinical trial outcomes.29,30 Further 
information regarding drug efficacy is often generated after 
FDA approval through confirmatory trials (e.g., those that 
assess overall survival) or observatory real-world data studies 
(i.e., those that estimate treatment effectiveness in the real 
world). Notably, efforts are already underway from CMS that 
would reduce Medicare payments for drugs approved under 
accelerated timelines but before clinical benefit has been 
confirmed by required confirmatory studies.45

 However, the IRA’s inflation rebate limits payers’ ability to 
negotiate drug prices over time as new evidence accumulates 
and hamper CMS’s efforts to tie value of a drug to 
increased evidence of effectiveness. Although manufacturers 

currently are not able to charge higher prices for completing 
confirmatory trials or estimating efficacy in the real world,31 
drug manufacturers may be willing to accept lower prices for 
drugs with the understanding that if new evidence shows the 
drug has higher value, then payers would be willing to pay 
higher prices. Similarly, if new evidence shows that the drug 
has lower value, then payers would expect prices to fall. Due 
to the inflation-rebate provision, however, drug manufacturers 
are less likely to accept lower launch prices since they know 
that their ability to increase prices is limited, even if their drug 
proves highly effective in the real world over time. Moreover, 
drug manufacturers may have limited incentive to invest in 
generating new evidence under the IRA pricing framework 
as they are unlikely to be able to raise their prices even if 
they show the drug is more effective than that of competitors 
or has additional indications. These two features mean that 
payers’ negotiating ability over time is limited due to (1) a 
reliance on a more limited set of drug evidence, and (2) the 
evolution of drug prices being based on inflation rather than 
new information about a drug’s true real-world value. Thus, 
payers may be faced with increased launch prices since price 
changes will be based on inflation rates and less on real-world 
effectiveness and safety information.

Recommendations for Potential IRA Effects on Drug Pricing

Bring Transparency and a 
Focus on Value to the IRA 

Price-Determination Process

The IRA price-negotiation process 
lacks clarity in terms of “fair” 
pricing and may shift innovation 
efforts away from treatments that 
largely impact the elderly. Pricing 
should be based on value—as 
opposed to targeting the 
highest-revenue drugs for price 
cuts—and can utilize Generalized 
Risk-Adjusted Cost-Effectiveness 
(GRACE) methodologies and 
collaborations with stakeholders 
to do so. 

Incentivize the Production 
of New Information About 

Effectiveness

The current structure of the IRA 
weakens incentives for new 
indications and post-launch 
evidence generation. To mitigate 
this problem, innovators should 
be granted delays in the start of 
price-setting when new 
indications are approved.

Allow Exceptions to IRA 
Inflation Rebates When 

New Evidence Is Acquired

The IRA’s inflation rebate provision 
limits payers’ ability to negotiate 
prices as new evidence 
accumulates over time. Instead, 
manufacturers should be exempt 
from this provision for a specified 
time after launch and when new 
evidence is demonstrated, 
following a three-part pricing 
schedule.
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RECOMMENDATIONS
Given that implementation of the prescription drug provisions 
in the IRA is already underway, we recommend three strategies 
to limit adverse impacts while steering the IRA toward the 
goals of increased innovation, greater patient access to new 
medications and lower costs.

Recommendation 1: Bring transparency and a 
focus on value to the IRA price-determination 
process.

Any price negotiation for Medicare-covered drugs should be 
done transparently and linked to assessments on how much 
value a drug provides relative to its costs. To assess value, 
economists commonly use cost-effectiveness analysis (CEA), 
in which health gains are valued equally regardless of patient 
disease severity. However, the Affordable Care Act (ACA) 
and the IRA have prohibited the use of traditional, quality-
adjusted life-year-based CEA, as it assigns less value to life 
extensions of disabled patients as compared to non-disabled 
or healthier patients. Recent advances in value assessment, 
however, provide the federal government with a better 
path forward. Generalized risk-adjusted cost-effectiveness 
(GRACE) can account for the fact that people value health 
gains most when facing very poor quality of life (e.g., 
individuals who are severely ill or disabled), and value health 
gains less when quality of life is higher.46,47 GRACE responds 
to prior calls by health economists for broader notions of 
societal value in assessing medicines.48 GRACE could also be 
combined with other approaches, such as equal value of life 
years gained.49 

 Appropriately linking prices to value incentivizes innovation. 
The goal of value-based pricing is not to minimize government 
spending or slash drug prices indiscriminately, but rather to 
reduce prices for drugs that fail to improve patient well-being 
while rewarding development of treatments that provide the 
highest health benefits. For instance, Sovaldi (sofosbuvir)—a 
drug that cures the hepatitis C virus (HCV)—was priced 
at $84,000 for one treatment course upon approval in 2013 
and was determined by a number of studies to be highly cost 
effective.50,51 If cost minimization was the only goal, millions 
of patients with HCV would not have received treatment.

 Failing to link drug prices to value could have long-term 
complications on beneficiary access. Given that the IRA’s price 
negotiation and inflation restrictions are imposed on drug 
treatments that target diseases disproportionately impacting 
the elderly (such as macular degeneration and heart disease), 
an absence of value-based pricing may lead pharmaceutical 
companies to reduce R&D for these treatments as they 
become less profitable. But by linking prices to value, it is 
possible that innovation could shift more toward interventions 
that would bring the most value to patients. 

 The government can take several steps to link prices to 
value while ensuring patient affordability and innovation. 

 First, in addition to supporting the existing health 
technology assessments (HTAs) by private entities, the U.S. 
should implement a publicly funded HTA-coordinating 
entity—coined as the Institute for Health Technology 
Assessment (IHTA)—that would conduct its own HTAs 
while coordinating and evaluating the quality of privately 
conducted HTAs.52 In terms of drug pricing, this coordinating 
entity could partner with established organizations, such 
as the Institute for Clinical and Economic Review (ICER) 
and the Agency for Healthcare Research and Quality’s 
Evidence-based Practice Center, that allow for effective 
evaluations of newly approved drugs (and poorly studied 
health interventions) that CMS could utilize to better advise 
and bring transparency to the price-negotiation process with 
manufacturers. 

 Second, it would be irresponsible for the IRA’s price-
control provisions—which are currently structured more as 
a price-setting process than a true negotiation—to set prices 
without knowing the real value of its covered drugs. Following 
insights from Lakdawalla and colleagues,52 we suggest that 
multiple stakeholders—including patient and healthcare 
consumer organizations, healthcare providers, public/private 
payers, employers and the drug industry—be brought together 
to promote unbiased, representative value measurements 
and shift the determination of the “maximum fair price” to 
more of a negotiation process. For example, private Part D 
plans and PBMs already utilize proprietary HTA processes 
to negotiate lower net drug prices with pharmaceutical 
companies. Accordingly, in addition to the other mentioned 
stakeholders, these private payers can have a role in the 
IHTA’s value assessment process, which CMS can use to 
better inform its value-based price-negotiation process with 
manufacturers. 

 While these recommendations will better link prices to 
value, there is a possibility that using GRACE to assess 
treatment value may in certain cases suggest “maximum fair 
prices” above the upper limits outlined in the IRA, especially 
for drugs that typically benefit patients suffering from severe 
diseases. In this event, CMS would not be able to negotiate 
prices to value based on GRACE per the “maximum fair 
price” regulations set forth by the IRA. However, utilization 
of such frameworks would highlight to CMS the value that 
certain drugs can bring to beneficiaries and, accordingly, 
additional measures—such as raising the thresholds for 
highly valuable drugs, as was done by the National Institute 
for Health and Care Excellence (NICE) and the Cancer 
Drugs Fund for end-of-life drugs—could be taken to provide 
patient accessibility while incentivizing innovation for these 
therapeutically beneficial drugs.53
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Recommendation 2: Incentivize the production 
of new information about effectiveness.
To incentivize investment in understanding whether 
pharmaceuticals can benefit new patient populations, the 
price-negotiation period should be delayed beyond the nine-
year (for small-molecule drugs) or 13-year (for biologics) time 
frame when new indications are approved. Many drugs have 
accrued new indications over a period of years. For example, 
Humira (adalimumab) was approved by the FDA for sale 
in 2002 for the treatment of rheumatoid arthritis. By 2021, 
however, the drug had 11 more indications for diseases ranging 
from Crohn’s disease to ankylosing spondylitis, with four 
indications approved 13 years after first approval and the latest 
indication approved in 2021.54,55 Keytruda (pembrolizumab) 
was approved in 2014 to treat melanoma, but now is approved 
to treat 20 different types of cancer.56 These are just two of 
many examples of drugs that have helped numerous patients 
beyond their original indication. While IRA price negotiation 
will not completely eliminate the pursuit of new indications, 

pending price negotiation will decrease the quantity of R&D 
funds invested in research to find new indications for existing 
drugs relative to the pre-IRA status quo.

 If IRA negotiations drop drug prices to near generic levels 
at year nine or 13, patient health could worsen due to lack of 
incentive to pursue new indications, or patient safety may be 
harmed due to inappropriate off-label use, compared to the 
counterfactual where there was no drug price negotiation and 
thus incentives to conduct additional research. To repurpose 
already-approved drugs and gain FDA approval for new 
indications, pharmaceutical firms must invest in clinical trials 
to show effectiveness and safety of the indication. Firms could 
have limited ability to recoup their investments in clinical 
trials for new indications if the IRA’s price negotiation does 
not permit an extension of market exclusivity. Although 
physicians could still prescribe these drugs off label, studies 
have found that off-label use of drugs lacking strong scientific 
evidence has adverse events rates more than 50% higher than 
drugs used on label.57

Evaluation
Phase

Reward
Phase

Access Phase 1
(Price Negotiations)

Access Phase 2
(Generic Entry)

The inflation rebates 
requirement is suspended 
during this fixed time 
period. As new evidence 
accumulates, prices can 
rise to reflect new estimates 
of treatment value if data 
indicated that these 
increases were justified. 

After a fixed time period, 
the IRA inflation rebate 
provision can be 
enforced. 

Exceptions to this 
provision will be made 
when new indications 
are approved 
(Recommendation 3).

At year nine (for small molecules) 
and 13 (for biologics), IRA price 
negotiation begins. 

Negotiations can be delayed if 
new indications are approved 
(Recommendation 2).

Price negotiations should be 
transparent and be linked to drug 
value (Recommendation 1).
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Figure 1. IRA inflation rebate provision implementation
based on three-part-pricing schedule
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 To properly incentivize life science firms to invest in clinical 
trials for new indications, CMS should implement a process 
that delays price negotiation when valuable new evidence—
particularly evidence of new indication approvals—is created. 
The duration over which price negotiation is delayed for new 
evidence and new indications should be implemented by CMS 
through a transparent process that could be linked to the value 
of any new indication.

Recommendation 3: Allow exceptions to IRA 
inflation rebates when new evidence is acquired.
The government should provide exemptions to the inflation-
rebate provision during the period immediately after a drug’s 
launch—during which real-world evidence will accumulate and 
provide additional information on the drug’s effectiveness—
and when new evidence is made available after this initial 
period. This approach would incentivize drug manufacturers 
to lower launch prices with the understanding that prices 
could rise above inflation if new evidence with respect to 
treatment value became available. 

 Rather than using top-down government price controls, we 
recommend that the IRA implement a more flexible approach 
along the lines of a three-part pricing framework.58 Under 
this framework, drugs first undergo an initial “evaluation 
phase” in which manufacturers launch their drug with a low 
price with the incentive to generate new evidence around 
treatment efficacy, effectiveness and safety over a period of 
time. In the UK, for instance, NICE may approve a treatment 
for a more restricted set of conditions until additional, more 
robust evidence is generated.59 However, using a low launch 
price would improve uptake and access to the drug by patients 
in the short term, and would also accelerate the rate of real-
world evidence regarding the drug’s effectiveness. During a 
subsequent “reward phase,” the drug’s price would reflect the 
degree to which new evidence has or has not demonstrated 
changes to the initial estimates of treatment safety and 
effectiveness. Finally, the “access phase” would utilize robust 
generic competition to discount branded prices upon its loss 
of exclusivity, accomplishing the IRA’s intended goal for lower 
drug prices and improved patient access in the long term. 

 Modifications to the IRA inflation rebate could be readily 
made so that CMS drug pricing more closely follows the 
three-part pricing framework (Figure 1). During the initial 
“evaluation phase,” drug manufacturers would be exempt from 
the inflation rebate and could increase prices if new clinical 
trial and real-world data indicated that these price increases 
were justified. The exact length of the “evaluation phase” 
will depend on the degree of uncertainty new drugs have at 

launch, where drugs with more certain benefits would be in 
this phase for a shorter time frame than more uncertain drugs, 
as the former would be able to increase prices faster with 
justified evidence. Once sufficient evidence was accumulated, 
CMS, Part D Plans and the drug manufacturers would have 
a stronger idea of the drug’s value and its corresponding price. 
During the “reward phase,” the IRA inflation rebate could 
come into effect whereby price increases would be capped at 
overall economic inflation levels. Finally, during the “access 
phase,” prices would fall due to either CMS price negotiations 
or, preferably, significant generic entry into the market. 

 Other institutions already recognize that treatment value 
and prices should evolve over time. For instance, ICER 
exempts treatments from its “unfair price increase” label 
when new clinical evidence is produced. Similarly, during 
the “evaluation phase,” prices could adjust in a more market-
oriented manner based on the evidence that accumulates. 
IRA provisions should be made more flexible to better reflect 
that estimated treatment value evolves over time as evidence 
accumulates. 

CONCLUSION 
Absent reform, the IRA may result in a decline in new drug 
innovation as well as a decline in research on new indications 
and evidence generation for long-term effectiveness and 
safety outcomes. Given that the IRA is the law of the 
land and its implementation has already begun, our three 
recommendations steer the potential effects of the IRA 
toward its goal of improving patient access while encouraging 
innovation. First, we recommend that any government price-
determination process be transparent and focus on value rather 
than cost minimization. CMS should fund generation of 
evidence on treatment cost effectiveness and collaborate with 
stakeholders to help determine how best to measure treatment 
value and set a “fair” price. Second, we recommend that 
innovators be granted delays in the start of the price-setting 
period when new indications are approved to incentivize 
research on new indications. Third, we recommend that CMS 
follows the principles of the three-part pricing schedule and 
provide exemptions in the inflation-rebate provision for a set 
period after initial drug launch. Allowing more flexible pricing 
during this “evaluation period” could lower drug launch prices 
while providing appropriate incentives for drug manufacturers 
to conduct confirmatory clinical trials and collect real-world 
evidence to demonstrate a drug’s value. With these three steps, 
we aim to balance the IRA’s goals of incentivizing innovation, 
increasing access and reducing cost.
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