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Following enactment of federal government prescription drug price setting (under the misnomer 

of “negotiation”) in August 2022, several possible unintended consequences that could harm 

future medical innovation were predicted.  Now, just over a year later, it is becoming increasing 

clear that the unintended consequences warned of a year ago are indeed starting to be seen in 

reality. 

 

But first, a quick recap.  The Inflation Reduction Act (IRA), which is comprised of several 

unrelated provisions, established federal government price setting for a discrete number of 

prescription medicines in Medicare, starting in Part D and then expanding to Part B, and 

increasing each year.  

 

The price setting provision is described by the law’s proponents as “negotiation,” which is a 

complete misnomer. Biopharmaceutical companies already negotiate in Medicare Part D, with 

the health plans and pharmacy benefit managers (PBMs) that actually provide the benefit. For 

example, the three largest PBMs (CVS Caremark, Express Scripts and OptumRx) each negotiate 

on behalf of more people than are covered by the entire Medicare Part D program.  They already 

get the best deals. 

 

That is why the Congressional Budget Office (CBO) originally concluded that legislation to 

allow the government to negotiate prescription drug prices in Medicare Part D would not save 

the government any money.  The price setting provisions of the IRA only “scored” as saving the 

government money because the “hammers” in the law – an annual excise tax of up to 95% of a 

medication’s total sales (not just Medicare Part D) and the possibility an entire company’s 

product portfolio could be barred from Medicare and Medicaid -- make the government price “an 

offer that you can’t refuse.”  

 

Given that prices established under the IRA have a ceiling but no floor, investors have begun to 

consider the risk of a medication being selected for government price setting after seven years 

for small molecule drugs and after eleven years for biologics as a loss of exclusivity type event, 

potentially similar in economic impact to patent expiration.  

 

This is where the specific design of the IRA’s price setting provision is leading to unintended 

consequences -- forecast a year or more ago and starting to become reality now -- that endanger 

future medical innovation in completely unintended ways.    

 

Unintended Consequence What is Already Happening 

Small molecule drugs are subject to 

“negotiation” earlier than biologics. 

Small molecule drugs could lose 50% 

of the economic value of their patent 

life through being subject to 

• A survey from the Pharmaceutical Research and 

Manufacturers of America indicated that 63% of 

its member companies are expecting to shift R&D 



government price setting on average 

five years before patent expiration. 

Risk that this will disincentivize small 

molecule development.    

investment focus away from small molecules as a 

result of IRA.1 

• Eli Lilly announced it is canceling work on a 

BCL2 inhibitor drug that had been undergoing 

studies for certain blood cancers due to the small-

molecule penalty.2 The company stated, “small 

molecule medicines are unfairly disadvantaged by 

the law” and that small-molecule treatments 

represent 40% of Lilly’s overall portfolio.3 

• Congress could address this unintended 

consequence by making both small molecule 

drugs and biologics subject to being selected for 

the government price setting process at the same 

time, eleven years after FDA approval.   

With a shorter commercial life, the 

IRA disincentivizes the development 

of new indications/formulations 

because the financial hurdle for 

additional indications won’t be met. 

This is especially true for cancer 

drugs, given the nature of cancer drug 

development.   

• Novartis CEO Vas Narasimhan told Barron’s that 

the company has dropped some early-stage cancer 

drugs from its pipeline because of IRA.4  

• Genentech CEO Alexander Hardy stated that, 

because the countdown to Medicare negotiations 

starts at a drug’s first approval, drugmakers now 

have to make tough choices about return on 

investment and speedy patient access to new 

therapies. In some cases, the specific application 

that could get a medicine to patients the quickest 

isn’t necessarily the indication with the largest 

patient pool. “Now we’re trying to figure out how 

to make a return with a nine-year clock.”5 He 

warned that the company may slow research for 

ovarian cancer treatments targeting small 

populations to make sure drugs treating diseases 

for larger patient populations would be released 

first.6  
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• AstraZeneca stated that if the IRA had been in 

place, “significant disincentives would have 

existed” to pursue the late-line ovarian cancer 

indication for Lynparza, a small-molecule drug.7  

• Richard Pops, CEO of biopharma Alkermes, 

stated that the IRA could considerably change 

how drugs are rolled out across indications: 

“There will never be another Keytruda. You 

cannot think about bringing a drug to the market 

and then building indications over a decade as 

you expand the potential utility in different 

cohorts of patients.”8  

Under the IRA, the orphan drug 

exemption will be lost if orphan drugs 

are approved for a second indication 

of any kind, including a second 

orphan indication. Investment in 

additional indications for rare 

conditions could be at risk.  

• Alnylam Pharmaceuticals announced it was 

suspending the development of a treatment for 

Stargardt disease, a rare eye disorder.9 The 

company’s drug is currently marketed as treating 

only amyloidosis and is therefore exempt from 

Medicare price setting. If Alnylam proceeded 

with research into treating Stargardt, it would lose 

its orphan drug exemption from price setting even 

though the second indication is also for an orphan 

condition.10  

• AstraZeneca stated that the IRA would have 

deterred the continued development of SOLIRIS, 

a drug which has received approval to treat four 

rare diseases, beyond its initial indication.11  
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• “The [IRA] may lead pharmaceutical 

manufacturers to develop more single-indication 

orphan drugs . . . rather than follow-on 

indications.”12 

• The bipartisan ORPHAN Cures Act introduced in 

September 2023 last month would expand the 

orphan exemption to include multiple orphan 

indications.13  

The IRA will reduce incentives for 

generic drugs. If selection for price 

setting becomes a loss of exclusivity 

event, years before patent expiration, 

generic drug manufacturers’ ability to 

recoup their investment will be 

dramatically reduced.  

• The IRA will “replace competition – the only 

proven way to provide patients relief from high 

brand drug prices – with a flawed framework for 

government price setting that will chill the 

development of, and reduce patient access to, 

lower-cost generic and biosimilar medicines.”14 

• Potential that price setting for biologics will 

impact investment decisions being made now for 

potential biosimilars, which require hundreds of 

millions and years to develop; decisions made 

years before CMS will decide whether to select 

the biologic of government price setting.15 

Price setting in Medicare could lead to 

investment in research for diseases 

with younger populations being 

prioritized over research in diseases 

predominantly for elderly patients.  

• Novartis noted the IRA is “leading to 

companies . . . deprioritizing pills for the elderly, 

which is not going to be the right thing in the long 

run for public health.”16 

 

 

The consequences of these impacts on the incentives for investment in biopharmaceutical 

research and development are significant. While the CBO predicted that a dozen drugs would be 

lost by 2039 as a result of the financial disincentives created by the IRA,17 only four months after 

the IRA’s enactment, the consulting firm Horizon Government Affairs found that at least 24 
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companies had announced plans to curtail drug development.18  Furthermore, a study funded by 

Gilead revealed that the IRA could result in 79 fewer small molecule drugs and 188 fewer new 

indications.19 This comes at a major cost to patient health and the economy: University of 

Chicago Economist Tomas J. Phillipson recently co-authored a report that predicts reduced 

innovation in new drugs due to the IRA will lead to health losses valued at $18 trillion by 2031.20 
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