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—Inflation Reduction Act Research Series—

Medicare Drug Price Negotiation Program:
Understanding Developmentand Trends in
Utilization and Spending for the Selected Drugs

Medicare enrollees paid a total of $3.4 billion in out-of-pocket costs in 2022 for the

10 drugs selected for the first cycle of Medicare drug price negotiations. Seven of

the 10 drugs selected for negotiation received at least one form of federal support
towards their drug development or utilized a federally funded invention.

KEY POINTS

e The Inflation Reduction Act (IRA) authorizesthe Secretary of the Department of Health and
Human Services (HHS) to negotiate pricesdirectly with participating manufacturersfor certain
high expenditure, qualifying single source Medicare drugs without generic or biosimilar
competition. Negotiationswith participating manufacturersfor the first group of 10 drugs
selected for the first cycle of Medicare drug price negotiationsbeganin 2023, with any negotiated
maximum fair prices going into effect in 2026.

e The 10 drugs covered under Part D selected for the first cycle of Medicare drug price negotiations
are: Eliquis, Jardiance, Xarelto, Januvia, Farxiga, Entresto, Enbrel, Imbruvica, Stelara, and
NovolLog/Fiasp.” Millions of Medicare enrolleestake one or more of these drugs to treat serious
conditions, such asblood clots, diabetes, cardiovascular disease, heart failure, autoimmune
conditions, and chronic kidney disease.?

e Asrequired by the IRA, selected drugs need to have been approved or licensed by the Food and
Drug Administration (FDA) for a considerable amount of time to be eligible for negotiation:*
Enbrel has been licensed longest (nearly 25 yearsas of September 1, 2023 when the list of 10
drugs selectedfor the first cycle of drug price negotiationswas required to be published), while
Entresto has been approved the shortest (about 8 yearsas of September 1, 2023).

e The federal government supports biomedical research relevant tothe discovery and development
of new drugs. Seven of the 10 drugsselected for negotiation received at least one form of federal
support towardstheir drug development or utilized a federally funded invention.

* The drug isalso identified with the proprietary names: NovolLog; NovolLog FlexPen; NovoLog PenfFill; Fiasp; Fiasp FlexTouch; Fiasp
PenfFill.

T Previous ASPE analyses find that about 9 million Medicare enrollees used one or more of the selected drugs, however, asnoted in the
ASPE Fact Sheet, this estimate does not represent unduplicated counts of enrollees because some enrollees used more than one of
the 10 selected drugs. Analysis presented in thisreport findsthat about 1.1 million enrollees used more than one of the selected
drugs. Overall, about 7.7 million unique Medicare enrollees used one or more of the selected drugsin 2022.

* Perthe IRA, small molecule drugs must be approved by the FDA for seven years and biologics must be licensed by the FDA for 11 years
before they are eligible to be selected for the negotiation program.
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e Total Medicare spending for the selected drugs was $46.4 billion in 2022, which represents about
19 percent of total Part D gross spending in 2022. Annualtotal gross spending per enrollee was
highest for Imbruvica (5129,000) and lowest for NovolLog/Fiasp ($3,300) in 2022."

e Overall, total Part D gross spending for the 10 selected drugs more than doubled from 2018 to
2022, going from about $20 billion to about $46 billion, an increase of 134 percent. The rate of
growthin spending for these 10 drugs is more than 3 timesas fast as all Part D drugs over the
same time period.

e Over 5 million Medicare enrollees report affordability challengesin obtaining their prescription
medications, with the share of Blackand Latino enrollees reporting affordability challengesabout
1.5 to 2 times higher than their White counterparts. !

e Overall, for enrollees who take at least one of the selected drugs, spending on the selected drugs
representsabout 52 percent of average annual spending per enrollee on all of their Part D
covered drugs.

* As a general practice, ASPE examines calendar year use and spending for Medicare drug-related analyses. Using calendar year data
for this Report allows the use and spending estimates for the 10 drugs to be comparable to other ASPE reports where the datais also
reported on a calendar year basis. Thisis different from the use and spending timeframe that isrequired to determine qualifying
selected drugsunder the IRA. Use and spending data reported by CMS for the 10 drugs selected for the first cycle of Medicare drug
price negotiationsare for June 1, 2022 through May 31, 2023 asrequired by the IRA.
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A.INTRODUCTION, BACKGROUND, AND PURPOSE

The Inflation Reduction Act (IRA) makes improvements to Medicare to increase accessibility and affordability
of prescriptiondrugs for Medicare enrollees, reduce the rate of growthin Medicare drug spending, and
improve the financial sustainability of the Medicare program. Over 65 million Americans are enrolled in the
Medicare program, of whom about 53 million are enrolled in the Part D prescription drug program.23 Under
the IRA, the Secretary of the Department of Healthand Human Services (HHS) is authorized to directly
negotiate the prices of certain high expenditure, qualifying single source drugs without generic or biosimilar
competition with participating manufacturers.* Drugs selected for negotiation are those that have high total
Medicare gross expenditures and meet other criteria defined in the law, including criteria outlined in program
guidance issued by the Centers for Medicare & Medicaid Services (CMS), in accordance withthe law.”

The purpose of this Reportis to provide an in-depth review of certain characteristics associated with the 10
drugs selected for the first cycle of Medicare drug price negotiations. Specifically, we examine whether the
selected drugs received federal contributions and support during development. We also examine existing
information on the common conditions treated by the selected drugs and identify key health disparities among
populations with these conditions. Finally, we present Medicare prescription drug utilization and spending
trends for each of the 10 drugs over a 5-year period of time, from 2018 through 2022.

This report was prepared by the Office of the Assistant Secretary for Planning and Evaluation (ASPE), but CMS
is the component of HHSthat has primary responsibility for implementing the Negotiation Program. As
explained in several places in this document, at times, ASPE and CMS may have made different methodological
choices, or may have considered data from different sources, in considering the same (or related) questions
about the drugs selected for the negotiation program. CMS has described the data that it will consider and its
approach to the evaluation of statutoryfactors under the IRAin guidance documents, but those documents do
not constrain ASPE from considering other factors or data for the purpose of preparing an informative research
report like this one. Accordingly, to the extent that any of the methodological choices or data underlying this
report may be inconsistent with the requirements of the IRA, CMS guidance, or other applicable law, CMS (and
all components of HHS) will disregard them for purposes of implementing the Negotiation Program.

The Inflation Reduction Act

The IRAwas signedinto law on August 16, 2022. This historic law includes several provisions that are lowering
prescription drug costs and improving affordability of and access to prescription drugs for the more than 65
million Americans enrolled in the Medicare program.>

The cost of prescription drugs under the Medicare Part D program has been rising over time, presenting
financial challenges for the Medicare program and affordability challenges for enrollees. In 2021, spending
under Medicare Part D totaled about $215.7 billion, which represents anaverage increase of about 8.6 percent
annually in nominal dollars from 2014 — 2021.¢ Although many factors contribute to the growthin total
spending under Part D, the price of prescriptiondrugs has been identified as a key driver of increasing costs.
This has downstream effects on out-of-pocket costs for Medicare enrollees, making it difficult for many to
afford their medications, and taxpayers, who pay more for the Medicare program as costs rise.

Nearly half of all Medicare enrollees were estimated to have annual incomes below $30,000in 2019 and about
nine percent reported affordability concerns related to their prescription drugs.”-8 In2022, about 1.5 million

* For complete details on the process of selecting drugs for negotiation for the first cycle of Medicare drug price negotiations, please
see CMS revised guidance that was released on June 30, 2023, which isavailable here: Medicare Drug Price Negotiation Program:
Revised Guidance, Implementation of Sections 1191 — 1198 of the Social Security Act for Initial Price Applicability Year 2026 (cms.gov).
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enrollees who do not receive the low-income subsidy (LIS)* reached the catastrophic coverage phase of the
Part D benefit where enrollees have five percent cost-sharing; these enrollees paid an average of $3,100 out-
of-pocket annually for their Part D drugs.™°

Drug prices affect how much Medicare spends on prescription drugs as well as out-of-pocket costs paid by
enrollees who use the drugs. Authorizing the Secretaryto negotiate for certain selected high expenditure,
single source drugs is just one change required by the IRAthat aims to make prescription drugs more
affordable for Medicare enrollees. The IRAalsoincludes provisions to institute a $35 out-of-pocket cap for a
month’s supply of each covered insulin product (effective January 2023 for insulin covered under Part D and
July 2023 for insulin covered under Part B), eliminate cost-sharing for recommended adult vaccines covered by
Part D (effective January 2023), and institute a $2,000 cap on out-of-pocket costs for all prescription drugs
covered under Part D (effective 2025), among other provisions. These provisions, along with drug price
negotiation, will help to make prescription drugs more affordable for Medicare enrollees and taxpayers. Fora
full set of IRAdrug-related Medicare provisions and an overview of the estimated impacts of the IRA, please
see here and here.

Early studies estimating the impacts of the Medicare drug-related IRA provisions are promising, suggesting that
one in three enrollees will save about $400 in out-of-pocket costs under the IRA’s drug related provisions that
arein effectin calendaryear 2025.* However, these studies examine impacts for the period before the
maximum fair prices negotiated with participating manufacturers take effectin 2026. Therefore, they do not
include impacts that may accrue after the maximum fair prices for the initial set of 10 drugs arein effect.

Key dates for the first cycle of Medicare drug price negotiations are listed below. %10

e |n 2023, CMS began negotiations with participating manufacturers for the first group of drugs selected
for negotiation that are covered under Medicare Part D. The law specifies that these negotiations
must occur in 2023 and 2024.

e By September 1,2024, CMSwill publish any maximum fair prices that have been negotiated for this
first group of selected drugs.

e Any negotiated prices will be effective beginning on January 1, 2026.

e Infuture years, CMSwill select for negotiation up to 15 additional drugs covered under Part D for
2027, up to 15 additional drugs for 2028, including drugs covered under Part Band Part D, and up to
20 additional drugs for eachyear after that, as outlined in the IRA. 1

On August 29, 2023, CMS published the full list of 10 drugs covered under Medicare Part D whose
manufacturers were invited to participate in the negotiation process for initial price applicability year 2026 and
ASPE releaseda Fact Sheet outlining Medicare enrollees’ use and out-of-pocket costs for the 10 selected drugs
in calendar year 2022.12 Among negotiation eligible drugs, these 10 drugs had some of the highest total gross

* For eligible enrollees whose income and resources are limited, the Medicare Prescription Drug, Improvement and Modernization Act
of 2003 established the Low-Income Subsidy, also known as Extra Help. Subsidiesare paid by the Federal government to drug plans
and provide assistance with premiums, deductibles, and co-payments. Under the IRA, beginningin 2024, the LIS program is expanded
toindividuals with limited financial resources and incomes up to 150 percent of the Federal Poverty Limit (FPL), which isabout
$21,870 perindividual in 2023. For more information, please see here.

" Those with certain health conditions paid even more --for example, non-LIS enrollees with cystic fibrosis who reached the
catastrophic coverage phase paid an average of nearly $9,500 for their Part D covered drugsin 2022. This estimate isfor average
annual out-of-pocket spending for all phases of the Part D benefit for enrollees who reached the catastrophic coverage phase in 2022.

* For more details, please see Appendix Section A.

§ Under the IRA negotiation process, as required by the law, CMS will consider manufacturer-submitted data and available evidence
about the selected drugand therapeutic alternativesin developing an initial offer and in responding to a manufacturer’s counteroffer,
if any.
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Part D spending betweenJune 1, 2022 through May 31, 2023, which is the time period required by the IRAto
identify total expenditures for purposes of selecting drugs for the Negotiation Program. Inthis Report, we
present an in-depth analysis of the selected drugs.

The estimates presented in this Report were not used to identify the 10 drugs selected for the first cycle of
Medicare drug price negotiations. Inaddition, this Report does not necessarily align fully with the scope of the
statutorily specified factors that CMS must consider and the information that is to be collected by CMS per the
law for purposes of negotiating the maximum fair price of a selected drug. For more details on the scope of
information collected by CMSand how CMSwill use this information to develop the initial offer, please see
here.
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B. OVERVIEW OF SELECTED DRUGS

SUMMARY: Of the 10 selected drugs, seven are small molecule drugs and three are biological products. The
selected drugs will have been approved or licensed for a range of more than 10 years to more than 27 years by
the time the first negotiated prices take effect in 2026. The federal government supported the development
of sevenof the 10 selected drugs by providing tax credits for researchand development (R&D) costs and
through the use of inventions made with government support.

Background on Drug Prices

Drug prices are high in the United States for many reasons. '3 High prescription drug prices are, in part, the
result of the complex U.S. drug supply chain and payment system. Ingeneral, the pharmaceutical supply chain
for drugs covered under Medicare Part D is comprised of five basic entities before a drug reaches a patient:

1. Drug manufacturers bring drugs to market and set a list price.

Drugs are sold by manufacturers to wholesalers and distributors at the wholesale acquisition cost
(WAC) price.

3. Wholesalers and distributors sell drugs to pharmacies (average wholesale price, AWP, is an estimate of
this cost).

4. Healthplans contract with pharmacy benefit managers (PBMs) to manage formularies, negotiate
prices and rebates with drug manufacturers, and reimburse pharmacies at negotiated rates for drugs
obtained by their enrollees.

5. In Medicare, drugs are paid for by a Medicare enrollee’s health plan and the enrollee’s out-of-pocket
payment.

At eachstage of the supply chain, entities markup the cost of a drug, including for their profit.1415 Each entity
alsocompetes for market share. For example, drug manufacturers compete against each other for formulary
coverage by negotiating confidential rebates with PBMs, which resultin a “net” price.1® Medicare enrollees
who pay a percentage of the list price, eitherin the deductible phase (where they pay 100 percent of gross
drug cost) or as coinsurance, do not directly benefit from negotiatedrates or rebates that typically occur at the
point-of-sale.”™ 17 They maystill be impacted indirectly through lower coinsurance rates resulting from changes
in formulary placement or potentially from downstream impacts on premiums (to the extent that savings are
passedthrough to patients from insurance plan competition).

A lack of robust competition is another one of the primary causes of high drug prices for many drugs.
Competition has been stymied for many reasons. Medicare is required to cover some or all drugs, depending
on the class, which in turn reduces plans’ bargaining power. In addition, brand drug manufacturers sometimes
exploit the patents and exclusivities that are intended to promote innovation with “patent thickets,” " “product
hopping,”* “pay-for-delay,” 8 and other anti-competitive practices to keep cheaper generics and biosimilars off
the market. They also pay PBMs rebates to cover their drugs, with no guarantee that the savings will be
passedon to patients. PBMs use their market power to collect fees from independent pharmacies. The three
PBMs that manage 77 percent of prescription claims have consolidated with major health insurance companies

* Beginningin 2024, pharmacy DIR will be applied at the point-of-sale.

T “Patent thickets” are dense webs of overlappingintellectual property rights that generic or biosimilar manufacturers must navigate in
order to commercialize generic drugs and biosimilar products.

* “Product hopping” occurs when a brand manufacturer makes a minor change to its product before a generic competitor entersand
may even withdraw the original product from the market.

§ Under “pay-for-delay” agreements, brand manufacturers pay potential generic and biosimilar competitorsto keep their products off
the market.
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and one of them is alsothe largest pharmacy/mail-order chain.8 Firms in the pharmaceutical supply chain
currently have limited or no incentives to reduce drug costs for patients and the government and challenge

anti-competitive actions.

The Medicare Drug Price Negotiation Program specifically identifies single source drugs that have high total
Medicare Part D spending and have been approved or licensed for an extended period of time but do not have

generic or biosimilar competition.” In markets without competitive pressures tolower their prices, and
because Medicare enrollees are not fully able to take advantage of net prices,” drug price negotiationis a

mechanism for reducing drug prices, enhancing competition, and, in turn, increasing access and affordability of

drug products.

Background on 10 Selected Drugs

Table 1 lists the 10 selected drugs for the first cycle of Medicare drug price negotiations and select drug
characteristics. Ofthe 10 drugs, seven are small molecule drugs and three are biological products. There is
significant variation with regard totheir time on the market. The earliest approved product is Enbrel, which
was first approved by the FDA in 1998, meaning it will have been on the market for more than 27 years by the
time any negotiated prices take effect in 2026—or alternatively, nearly 25 years as of September 1, 2023,
when the list of 10 drugs selected for the first cycle of Medicare drug price negotiations was required to be
published. The most recent drug approved is Entresto, which was approved in 2015.

Table 1. Characteristics of the 10 Selected Drugs for the First Cycle of Medicare Drug Price

Negotiations

Active Ingredient

Small Molecule Drug or

Year of First

Drug Name Or Active Moiety Biological Product FDA Approval*
Eliquis Apixaban Small Molecule Drug 2012
Jardiance Empagliflozin Small Molecule Drug 2014
Xarelto Rivaroxaban Small Molecule Drug 2011
Januvia Sitagliptin Small Molecule Drug 2006
Farxiga Dapagliflozin Small Molecule Drug 2014
Entresto Sacubitrilat/Valsartan Small Molecule Drug 2015
Enbrel Etanercept Biological Product 1998
Imbruvica Ibrutinib Small Molecule Drug 2013
Stelara Ustekinumab Biological Product 2009
Novolog/Fiasp Insulin Aspart, Human Biological Product 2000

Source:ASPE analysis of Drugs@ FDA'?

* Under the IRA, there are other factors that are considered to determine eligibility for negotiation. For complete detailson the process

of selecting drugs for the first cycle of Medicare drug price negotiations, please see CMS revised guidance that was released on June
30, 2023, which isavailable here: Medicare Drug Price Negotiation Program: Revised Guidance, Implementation of Sections 1191 —
1198 ofthe Social Security Act for Initial Price Applicability Year 2026 (cms.gov).

¥ For example, Part D plan sponsors often use direct and indirect remunerationto reduce premiums rather than reduce drug prices at

the point of sale.

* Thisis the year of the first FDA drug approval or biologics licensure. However, drugs and biological products could have additional
approvals for new indicationsin later years.
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Federal Contributions or Support Relevant to Development of Selected Drugs*

The IRA directs CMSto consider certain factors for the purposes of negotiating a maximum fair price for each
of the selected drugs. These factors'include:

1. Researchanddevelopment (R&D) costs of the Primary Manufacturer for the selected drug and the
extent to which the Primary Manufacturer has recouped those costs;

2. Current unit costs of production and distribution of the selected drug;

3. Prior federal financial support for novel therapeutic discovery and development with respect tothe
selected drug;

4. Dataon pending and approved patent applications, exclusivities recognized by the FDA, and
applications and approvals under section 505(c) of the Federal Food Drug & Cosmetic Act or section
351(a) of the Public Health Service Act for the selected drug; and

5. Market data and revenue and sales volume data for the selected drug in the United States.

The methodology and findings presented in this section regarding an assessment of factor 3 do not necessarily
fully capture the data that CMS will consider in evaluating factor 3 as part of the negotiation process. For this
Report, ASPE has conducted its own analysis from publicly available data sources, including from Securities and
Exchange Commission (SEC) filings and the FDA Orange Book. More specifically, ASPE’s data sources are proxy
measures, while CMS will be obtaining information on the negotiation data elementsdirectly from the
manufacturers for purposes of the negotiation process. The information presented in this section will not
necessarily be used by CMS in the negotiation process for initial price applicability year 2026, rather it is meant
to be illustrative of federal contributions or support relevant to drug development.?*

There are a variety of ways to evaluate the impact of federally supported biomedical R&D, and likewise a
variety of methods to assess government contributions relevant to new drug development. For the purposes
of this report, we examine twotypes of federal contributions or support relevant to the 10 selected drugs for
the first cycle of Medicare drug price negotiations:

1) taxcredits provided to pharmaceutical companies for their R&D costs, and
2) patents acknowledging a “government interest.”

The federal R&D tax credit, typically reserved for American pharmaceutical companies, subsidizes qualified
research costs, including those associated with drug discovery, preclinical research, and clinical research.2° A
“government interest” patent is one in which the invention was made with government support, meaning the
government has certainrights to the invention as required by the Bayh-Dole Act of 1980.2?

Seven of the 10 drugs were developed with at least one form of federal support. We identified that seven of
the 10 drugs have publicly declared claiming tax credits for R&D costs, and one of those drugs also has a
“government interest” patent.

* Please see Appendix, Section C for more details on the datasets and methodology used for this analysis.

T For more details, please see CMS revised guidance that was released on June 30, 2023, which isavailable here: Medicare Drug Price
Negotiation Program: Revised Guidance, Implementation of Sections 1191 — 1198 of the Social Security Act for Initial Price
Applicability Year 2026 (cms.gov).

* As stated earlier, this Report does not necessarily align fully with the scope of statutorily specified factors that CMS must consider and
the information that is to be collected by CMS per the law for purposes of negotiating the maximum fair price of a selected drug. For
more details on the scope of information collected by CMS and how CMS will use thisinformation to develop the initial offer, please
see here.
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To contextualize these high-level results, we present two case studies that detail how publicly declared federal
support and contributions can factorinto a drug’s development. Our two drugs of interest are:

1) Januvia, which received both forms of federal support
2) Entresto, whichreceived no forms of federal support

Januvia: Januvia treats diabetes and was developed with both forms of federal support. To identify use of U.S.
tax credits for R&D costs, we examined Merck & Co., Inc’s* 2005 annual report to the SEC (the year in which
the pivotal clinical trial is reported in FDA's medical review of the new drug application). The annual report to
the SEC explicitly disclosed the performance of U.S. based clinical trials and disclosure of the R&D tax credit. 2%
23,24 Next, we identified a total of 7 patents associated with Januvia, of which 3 patents acknowledge a
government interest. The patents witha government interest tend to focus on the treatment of diabetes (i.e.,
use of the class of DPP-4 inhibitors to treat diabetes). Incontrast, the non-government interest patents tend
to focus on the specific mechanism of action that differentiates Januvia from other drugs in its class, including
its chemical composition, manufacturing process, and method of administration. This means that the
government interest patents are broader scope patents, while the non-government interest patents tendedto
cover drug specific information required to commercialize a product.

Entresto: Incontrast toJanuvia, Entresto does not satisfy our two metrics for federal support. We examined
Novartis Pharmaceutical Corporation’s 2013 annual report which confirms that clinical trials were being
conducted in the United States, but there was no corresponding mention of the R&D tax credit.2> However, it
is important to note that although Novartis does not explicitly mention the R&D tax credit, it does calculate the
“effect of tax credits and allowances” on its effective taxrate and alsoindicates that 36 percent of its
“noncurrent assets” (assets not convertible to cash within a year such as plants, property, equipment) were
located in the United States, which suggests that Novartis had substantial operations withinthe United States
atthe time. The combination of an ongoing clinical trial with U.S. sites, substantial assets locatedin the United
States, andthe use of tax credits more broadly suggests, but does not confirm, that Novartis may have
received the R&D tax credit for research expenses associated with Entresto. We then examined the six patents
that Entresto has associated withit, but none of them declared a government interest.

While it was outside of the scope of this report, the government often supports broader scope, disease specific
or basic research, which can be used to support private-sector development of drugs. Federalinvestments
provide critical foundation and support for drug development across the continuum, from knowledge
generatedthrough basic science to clinical trials investigating the safety and efficacy of a product in patients.
While it has been well-established that nearly every medical product can be linked to basic research funded by
the federal government, it can be challenging to connect federal support for R&D to specific drug products.
Merely by way of example, published findings from basic biomedical research canalsobe used to support a
variety of subsequent studies, including multiple drug development efforts, and both successes andfailures.
For example, one recent study found NIH funding contributed to publications associated with 99.4 percent
(354 out of 356) of new drugs approved by the FDA from 2010-2019.2¢ |n this report we focused on two
proximal federal supports relevant tothe IRA: use of the federal R&D tax credit and government interest
patents.

* Merck & Co., Inc filed thisannual report on behalf of itself as well as its subsidiaries, including Merck Sharp & Dohme, which has
signed an agreement with CMS under the Negotiation Program.
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C. HEALTH CONDITIONS TREATED BY SELECTED DRUGS

SUMMARY: The 10 drugs selected for the first cycle of Medicare drug price negotiations are approved for the
treatment of both acute and chronic conditions, including blood clots, diabetes, cardiovascular conditions,
chronic kidney disease, and autoimmune conditions. There are significant racial and ethnic health disparities
associated with some of these conditions (e.g., diabetes). Gender related disparities exist for heart disease,
certaintypes of cancers, and autoimmune disease. Due to the high cost of medication and treatment for many
of these conditions, enrollees with these conditions may experience affordability challenges. Research shows
that over 5 million Medicare enrollees report affordability challenges in obtaining their prescription
medications.

As shown in Table 2, the conditions treated by the 10 drugs include blood clots (treated by Eliquis and Xarelto),
diabetes (treated by Jardiance, Januvia, Farxiga, and NovolLog/Fiasp), heart failure (treated by Jardiance,
Farxiga, and Entresto), coronary or peripheral artery disease (treated by Xarelto), chronic kidney disease
(treated by Farxiga), rheumatoid arthritis (treated by Enbrel), psoriasis (treated by Enbrel and Stelara), blood
cancers (treated by Imbruvica), and Crohn’s disease and ulcerative colitis (treated by Stelara). These
conditions do not represent the complete list of health conditions that are treated by each of these drugs, nor
do they represent the indications for the drug. A complete list of FDA approved indications for eachdrug is
available in Appendix, Section B.

Table 2. Most Commonly Treated Conditions for Each of the 10 Drugs Selected for the First Cycle of
Medicare Drug Price Negotiations

Drug Name Most Commonly Treated Condition

Eliquis Prevention and treatment of blood clots

Jardiance Diabetes; Heart failure

Xarelto Prevention and treatment of blood clots; Reduction of risk for patients with
coronary or peripheral artery disease

Januvia Diabetes

Farxiga Diabetes; Heart failure; Chronic kidney disease

Entresto Heart failure

Enbrel Rheumatoid arthritis; Psoriasis; Psoriatic arthritis

Imbruvica Blood cancers

Stelara Psoriasis; Psoriatic arthritis; Crohn’s disease; Ulcerative colitis

Novolog/Fiasp Diabetes

Source: Mostcommonly treated conditions were identified by CMS using the FDA indications for each drug.?’
Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approachfor

identifying each drug. The 10drugsselected for the first cycle of Medicare drug price negotiations are not the sole drugs
used to treat these conditions and treatment may include other medications and non-drug related health care servicesin
additionto orin lieu of the 10 selected drugs.

Overview of Common Conditions that are Treated by the Selected Drugs

With the exception of some types of blood clots, the conditions treated by the selected drugs typically require
long-term treatments consisting of both medications and lifestyle changes. Ifadequate treatment is not
available or is unsuccessful in managing these conditions, the downstream consequences can be severe and
include complications that lead togreater health care use, reduced quality of life, and increased morbidity and
mortality for patients. For example, blood clots can resultin heart attacks, strokes,and even deathif they are
not treatedimmediately.?® Diabetes, cardiovascular conditions, and chronic kidney disease canall cause
permanent damage to vital organs; if these conditions are left untreated, they may resultin acute emergencies
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that require immediate care to preserve life. 23231 Among the Medicare population, in 2020, about 283,000
enrollees had hospitalizations for complications, specifically amputations and ketoacidosis, that arise when
diabetes is not appropriately controlled; health care costs were nearly $40,000 per enrollee for these
hospitalizations. 32

Moreover, people with one of the commonly treated conditions usually have comorbidities and increasedrisk
for some of the other common conditions listed as well. For example, uncontrolled diabetes canresult in
heart and kidney damage, contributing to the development of chronic kidney disease and heart problems.
People withrheumatoid arthritis are more likely to develop kidney disease due to the inflammation and
medications. They alsohave increased risk of lymphoma, a type of blood cancer.33 Psoriasis and psoriatic
arthritis patients are also more likely to develop diabetes and high blood pressure, which canlead to
cardiovascular disease.3*

For a description of each condition and examples of serious health consequences if these conditions are not
adequately managedand/or if disease progresses, please see Appendix Section B. Note that the 10 drugs
selected for the first cycle of Medicare drug price negotiations maynot be the sole drugs used to treat these
conditions and treatment mayinclude other medications and non-drug health care services in addition to or in
lieu of the 10 selected drugs.

Prevalence of Common Conditions Treated by the Selected Drugs and Clinical Consequences

The drugs selected for the first cycle of Medicare drug price negotiations are approved by the FDAto treat
serious health conditions that are prevalent in the United States and among the Medicare population. For
example:

e The Centers for Disease Control and Prevention (CDC) reports that one person dies of a blood clot
every six minutes in the United States.3> Medicare enrollees are at higher risk of blood clots due to
age and other comorbidities present among this population.3¢ Existing data shows that among the
traditional Medicare population, about one in 10 Medicare enrollees have heart conditions that put
them at risk for blood clots. 37

e Diabetesis one of the top 10 leading causes of death in the United States. About 28 percent of
Medicare enrollees have diabetes, which also increases individuals’ risk for heart disease and
stroke. 3839

e Heartdiseaseis theleading cause of deathin the United States. About 42 percent of Medicare
enrollees ages 65 and older have atleast one heart related condition and these enrollees have more
inpatient admissions than those who do not have a heart condition. 4% About 27 percent of enrollees
have coronary heart disease and 15 percent have been diagnosed with heart failure. 4142

Additional prevalence estimates for Medicare enrollees for these commonly treated conditions are available in
Appendix, Section B.

Health Disparities

Many of the health conditions treated by the selected drugs for the first cycle of Medicare drug price
negotiations are associated with disparities in prevalence, health care access (including access tosome types
of medications), and outcomes based on race and ethnicity. Table 3 presents examples of key racialand ethnic
disparities related to these conditions.
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Table 3. Key Health Disparities Among Racial and Ethnic Groups for Conditions Commonly Treated
by the Drugs Selected for the First Cycle of Medicare Drug Price Negotiations

Commonly

Treated Key Health Di itiesA Racial and EthnicG

Conditions ey Health Disparities Among Racial and Ethnic Groups
Pulmonary Black individuals are morelikely to developand die from pulmonaryembolisms comparedto other
Embolism racial and ethnic groups.*® Onestudy finds that Black patients are less likely to receive

anticoagulants, which are used to prevent or treat embolisms, than patients of otherracial and
ethnic groups. Access to specialists, out-of-pocket costs, health literacy, and other socio-
demographicfactors may contribute to this disparity.**

Cardiovascular Black individuals are morelikely to die from cardiovascular disease than their White

Disease counterparts.*>*¢ Among Medicare enrollees, the prevalence of heartfailure was highestamong
Black enrollees (17 percent) relative to otherrace and ethnicity groups, including American
Indian/Alaska Native enrollees (15 percent), White enrollees(14 percent), Hispanic (13 percent),
and Asian enrollees (11 percent).*” For coronary arterydisease, AmericanIndians/Alaska Native
Medicare enrollees had the highest prevalence (28 percent) compared to enrollees of otherraces,
whose prevalence estimates range from 27 percent for White Medicare enrolleesto 22 percentfor
Asian American enrollees.*®

Diabetes Among Medicare enrollees, recentresearchfinds higher rates of diabetes among American
Indian/Alaska Native enrollees (41 percent), Black/African American enrollees(37 percent), and
Asian/Pacificlslanderenrollees (35 percent) compared to White (24 percent) enrollees.*®

Chronic Kidney Chronic kidneydiseaseis more commonamong Blackindividuals and Latinos compared to their
Disease White counterparts.>%->!

Rheumatoid There are limitedstudies of the prevalence of rheumatoid arthritis for specificracial and ethnic
Arthritis populations. Onestudy usinga national survey found that African Americans have higher rates of
rheumatoid arthritis than non-Hispanic Whites.>? Thereis also concernthat the prevalence of this
disease is as high as 5 percentamong certain American Indian populations.>* There may be other
racial and ethnic populations with high ratesas well. Itis unclear whetherand to what extent
there are disparities due to small sample sizes of individuals from racial and ethnic groupsand
overrepresentation of non-Hispanic Whites in studies examining rheumatoid arthritis prevalence
and outcomes.>*

Ulcerative Colitis [ White individuals have a higher risk of UC relative to otherracialand ethnic populations.>®

(uc) However, studies have also foundthat disease severity, hospitalization, and mortalityrates are
higher among non-Hispanic Black patients than their White counterparts for inflammatory bowel
disease related conditions and thereis increasing concern that Black patients are less likelyto
receive certaintypesof treatment, includingbiological products, than their White
counterparts.>®%7

Blood Cancers Researchsuggests thatthere is a greaterincidence of some typesof blood canceramong Black and
Hispanic groups, and treatment outcomesare poorer for these populations than their White
counterparts. Forexample, the incidence of multiple myelomaamong Black individuals is about
double whatitis for their White counterparts and existing research suggests that Black individuals
have reduced accessto novel therapiesfor treatment.>®

Source: ASPE analysis of peerreviewedand greyliterature.

Notes: The 10 drugs selected for the first cycle of Medicare drug price negotiations may not be the sole drugs used to
treat these conditions and treatment may include other medications and non-drug related health care services in addition
to orinlieu of the 10 selected drugs.
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There are alsodisparities in the prevalence and outcomes of these health conditions by gender. For example,
among Medicare enrollees, men have a higher prevalence (32 percent) of ischemic heart disease relative to
women (22 percent).>® Autoimmune conditions, such as rheumatoid arthritis, are more prevalent among
women, with research finding that up to 80 percent of autoimmune conditions occur among women. %0 Studies
have alsofound higher rates of inflammatory bowel diseases (e.g., Crohn’s disease and ulcerative colitis)
among women relative to men.®? Among blood cancers, existing data finds that men are at higher risk of
developing leukemia, myeloma, and lymphoma as well as elevatedrisk of dying from leukemia than
Women.62’63’64’65

Disparities inthe prevalence and outcomes of these condition are driven by a variety of factors, including
health-related risk factors; genetic factors; socio-economic factors; and structural inequities, such as food and
nutrition insecurity, language and cultural differences, historical mistrust of the health care system, implicit
bias and provider discrimination, lack of adequate access tohealth care services, and affordability

challenges. 6.7 These and other drivers of disparities mayimpact whether individuals are diagnosed with
these conditions, the treatment and medications they receive, and their health and wellness outcomes.

Affordability Challenges for Medicare Enrollees

Existing research shows that prior to the COVID-19 pandemic, the median income of Medicare enrollees was
estimatedto be about $30,000 per person and about one in four Medicare enrollees were estimated to have
incomes below $17,000.%8 Dueto the high cost of medication and treatment for many of these conditions,
enrollees with these conditions, particularly those with limited incomes and assets, may experience
affordability challenges, which can impact their ability to take medications as prescribed. For example, among
patients with cancers, including blood cancers, financial toxicity, which refers to the adverse financial effects
that cancer treatment can have due to high out-of-pocket costs andlost productivity, has been identified as a
key concern.®® Among older individuals (ages 50 and older) newly diagnosed with cancer, a substantial
proportion (about 42 percent) spend their life savings within a two-year timeframe. People with more severe
disease, certain comorbid conditions, such as diabetes, and lower income have higher odds of draining their
assets.”®

Although studies on affordability for specific drugs are limited, the available research shows there are reasons
to be concerned about high-priced drugs. One study finds that among people taking the oral anticoagulant
Eliquis, up to 21 percent report not taking the medication as directed for many reasons, with about 12 percent
citing the cost of medication as a barrier.”? In qualitative interviews with patients taking the drug, costis cited
as a major barrier to accessing this medication.’? Inanother study using data from the National Health
Interview Survey, researchers used a weighted sample, representing about 6 million patients with diabetes
who use insulin, to examine rationing behavior. Results show that an estimated 1.3 million (of 6 million) or 17
percent of Americaninsulin users report rationing their insulin in 2021 for cost-related reasons.”?

In 2020, on average, Medicare beneficiaries paid $2,218 in out-of-pocket costs for their health care services,
which represents about 7 percent of income for a typical Medicare beneficiary.’** Some enrollees have a much
higher cost burden. Specifically, 1.5 million non-LIS Part D enrollees who reached the catastrophic coverage
phase of the Part D benefit paid an average of $3,100 annually in out-of-pocket costs for only their Part D
prescription drugs.”> Inone study, researchers linked Medicare claims data with electronic healthrecord data
from 2012 to 2018 to examine the proportion of Part D enrollees who do not fill new prescription drugs for

* Thisis based on existing research that shows the median income among Medicare enrolleesis about $30,000 per year. Please see
here for more details.
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four conditions within a 90-day period of the drug being prescribed. Results show that Medicare enrollees
who do not receive financial assistance are less likely to fill their prescriptions to initiate treatment thanthose
who do receive financial assistance. Researchers note that the higher out-of-pocket spending among those
who do not receive the low-income subsidy (LIS) is likely a major driver of this finding.7®

Research using the 2017 Medicare Current Beneficiary Survey (MCBS) finds that 11 percent of Medicare
beneficiaries, which translates toabout 7.2 million individuals, report having trouble paying for their health
care and among these beneficiaries, nearly 75 percent report being in medical debt and/or being contacted by
debt collectors.’” Other analysis finds that over 5 million Medicare enrollees report affordability challenges in
obtaining their prescription medications, with the share of Black and Latino enrollees reporting affordability
challenges about 1.5 to 2 times higher than their White counterparts. 7 Moreover, enrollees with certain
chronic conditions, such as diabetes, report higher rates of affordability challenges than other enrollees.”?

Although there are a variety of factors that shape individuals’ use of medications, out-of-pocket spending plays
a role in affordability and access. Inthe next section, we focus specifically on the 10 drugs selected for the first
cycle of Medicare drug price negotiation to determine the total cost to Medicare and the out-of-pocket costto
Medicare enrollees for these drugs.
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D. MEDICARE UTILIZATION AND SPENDING FOR SELECTED DRUGS

SUMMARY: Altogether, about 7.7 million unique Medicare enrollees in 2022 used one or more of the 10 drugs
selected for the first cycle of Medicare drug price negotiations, which represents about 15 percent of all
Medicare Part D enrollees in 2022. Overall, total spending for the 10 selected drugs more than doubled, going
from about $20 billion in 2018 to about $46 billion in 2022, anincrease of 134 percent. This increaseis more
than three times as fast as the rate of growthin total spending on all Part D drugs over the same time period.
Overall, enrollee out-of-pocket spending totaled $3.4 billion in 2022, a 116 percent increase since 2018.
Among enrollees who do not receive the low-income subsidy (LIS), the average annual out-of-pocket spending
ranged from a high of $6,497 per enrollee taking Imbruvica to alow of $261 per enrollee taking NovoLog/Fiasp
in 2022.

We used Prescription Drug Event (PDE) data and Part D enrollment data to examine prescription drug use and
spending in Medicare Part D in calendar year 2022 for each of the 10 drugs covered under Part D selected for
the first cycle of Medicare drug price negotiations. We followed CMS’s approach for identifying each drug. For
the purposes of this report, total drug spending is based on gross drug costs, which represent total spending
for the prescription claim, including Medicare, plan, and beneficiary out-of-pocket spending. Out-of-pocket
spending is based on the actual enrollee payment and does not include any third-party payments or rebates.
We examined use, total spending, and out-of-pocket spending for each of the 10 drugs among all Part D
enrollees and separately by whether an enrollee receives LIS. We present estimates separately for LIS and
non-LIS enrollees because non-LIS enrollees, who make up about 72 percent of the program’s enrollment, have
higher out-of-pocket costs thanenrollees who receive LIS.2% We alsoexamined the demographic
characteristics of enrollees who used each of the selected drugs in calendar year 2022.

Our approach to analyzing use and spending for the 10 selected drugs is different from CMS: we examined
use, total gross drug spending, and out-of-pocket spending for the full 2022 calendar year whereas CMS
examined use and total gross drug spending from June 1, 2022 through May 31, 2023. Thus, differences
between the estimates presentedinthis report and the figures reported by CMSreflect differences in the time
periods examined for the analyses. Additional details on the methodology are presentedin the Appendix,
Section B.

Use of the Selected 10 Drugs

Table 4 presents utilization of the 10 drugs covered under Part D selected for the first cycle of Medicare drug
price negotiations, separately for LIS and non-LIS enrollees and for both sets of enrollees combined.

Altogether, about 7.7 million unique enrollees in 2022 used one or more of the 10 drugs selected, which
represents about 15 percent of all Medicare Part D enrollees (about 53 million) in 2022. About 1.1 million
enrollees took more than one of the selected drugs; most enrollees took only one of the selected drugs. These
drug use estimates include all Part D enrollees who used each drug in 2022; they are not limited to enrollees
who used these drugs for the conditions shown in Table 2.

Among the 53 million Medicare Part D enrollees in 2022, Eliquis (3.5 million), Jardiance (1.3 million), and
Xarelto (1.3 million) have the highest number of Medicare Part D enrollees who used eachdrug in 2022." The
3.5 million Part D enrollees who used Eliquis in 2022 represent about 6.6 percent of all Part D enrollees.
Imbruvica and Stelara had the lowest share of Part D enrollees who took the drug in 2022 (less than0.1
percent).

* CMS examined use and total gross spending for the drugs selected for negotiation for price applicability year 2026 for the time period
required by the IRA. CMS reportsthat there are 8.2 million unique enrollees taking these drugs from June 1, 2022 through May 31,
2023.
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Overall, a greater share of LISenrollees used the selected drugs compared to the share of non-LIS enrollees (18
percent of all LIS enrollees compared to 13 percent of all non-LIS enrollees). The largest difference is seen for
NovoLog/Fiasp (2 percentage point difference betweenthe proportion of LIS enrollees taking the drug and
non-LIS enrollees taking the drug). Differences are consistent with existing researchthat shows people with
lower income have greater prevalence of chronic conditions such as diabetes.8!"

Table 4. Medicare Part D Enrollees’ Calendar Year 2022 Use of Drugs Selected for the First Cycle of
Medicare Drug Price Negotiations

Drug Name LIS Non-LIS All
Total Share of LIS Total Share of LIS Total Share of
Numberof | Enrollees Number of Enrollees Number of Medicare
LIS Taking Each Medicare | TakingEach | Medicare Enrollees
Enrollees Drug Part D Non- Drug Part D Taking Each

Takingthe | Amongthe | LISEnrollees | Amongthe | Enrollees Drug Among
Drugin CY Entire LIS Takingthe | EntireNon- | Takingthe the Entire

20222 Part D Drugin LISPart D Drugin Part D
Population® CY2022 Population® CY2022 Population®

Eliquis 1,013,000 6.8% 2,492,000 6.5% 3,505,000 6.6%
Jardiance 562,000 3.8% 759,000 2.0% 1,321,000 2.5%
Xarelto 370,000 2.5% 941,000 2.5% 1,311,000 2.5%
Januvia 426,000 2.8% 459,000 1.2% 885,000 1.7%
Farxiga 280,000 1.9% 359,000 0.9% 639,000 1.2%
Entresto 203,000 1.4% 318,000 0.8% 521,000 1.0%
Enbrel 26,000 0.2% 21,000 0.1% 47,000 0.1%
Imbruvica 4,000 <0.1% 18,000 <0.1% 22,000 <0.1%
Stelara 10,000 <0.1% 10,000 <0.1% 20,000 <0.1%
NovoLog/Fiasp 431,000 2.9% 332,000 0.9% 763,000 1.4%
Total 2,724,000 18% 5,019,000 13% 7,743,000 15%
Unduplicated

Number of

Enrollees Taking
these Drugs*©
Source: ASPE analysis of 2022 Medicare Prescription Drug Event data and Part D Enroliment Data.

Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approachfor
identifying each drug. ASPE estimates may differ from druguse figuresreported by CMS due to differences in the time
period thatis examined.

aThe drug use estimates arefor all Part D enrollees using the drug and not limitedto those using the drug forthe
conditions shownin Table 2.

bThe denominators are about 15 million LIS enrollees, about 38 million non-LIS enrollees, and about 53 million total Part D
enrollees.

‘About 1.1 million enrollees took more than one of these drugsin 2022.

For most of the selected drugs, the number of Medicare enrollees taking each drug increased between 2018
and 2022 (see Appendix Section D for detailed estimates), however there were some notable exceptions.
Among drugs with increased use over time, the greatest increasesin utilization were for Jardiance (505

* Disparitiesin health by socioeconomic status, includingincome, are welldocumented in existing research and driven by anumber of
factors, such as access to care and reduced access to social resources such as stable housing. For more information, please see here.
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percent), Farxiga (454 percent), Entresto (246 percent), and Eliquis (113 percent). Theseincreases inuse may
reflect many factors, including, for example, the addition of new labeled indications, increasedincidence of the
conditions treated by these drugs, and greater enrollment in Medicare Part D.

There were two drugs where use declined over time. The use of Januvia declined about 4 percent and the use
of NovolLog/Fiasp declined about 5 percent from 2018 to 2022. There was one drug, Imbruvica, where
utilization estimates fluctuated over time, increasing from 2018 to 2021 and then declining in 2022.

Total Gross Drug Spending for Each of the Selected Drugs

Table 5 presents total gross drug spending by LIS status in 2022 for each of the 10 drugs selected for the first
cycle of Medicare drug price negotiations. Total gross drug spending for all selected drugs across all enrollees
(LIS and non-LIS) was $46.4 billion in 2022, which represents about 19 percent of total Part D spending in
2022." Total gross drug spending was higher for non-LIS enrollees than LISenrollees because there are more
non-LIS enrollees than LIS enrollees taking the selected drugs.

Average annual total spending per enrollee for eachselected drug was generally similar for LISand non-LIS
enrollees. For all enrollees, annual total gross drug spending per enrollee was highest for Imbruvica
(5129,000), followed by Stelara ($117,000) and Enbrel ($57,000), and lowest for NovoLog/Fiasp™ ($3,300),
followed by Farxiga ($4,000) and Eliquis (S4,300)in 2022.

* Part D total gross drug spendingin 2022 was about $240 billion.
" The drug isalso identified with the proprietary names: NovolLog; NovolLog FlexPen; NovolLog PenfFill; Fiasp; Fiasp FlexTouch; Fiasp
PenfFill.
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Table 5. Medicare Enrollees’ Average Annual Total and Average Annual Per Enrollee Total Drug
Spending in Calendar Year 2022 for Each Part D Drug Selected for the First Cycle of Medicare Drug
Price Negotiations

LIS Non-LIS All
Drug Name TotalGross Drug | Average | TotalGross Drug | Average | TotalGross Drug | Average
Spendingin CY Annual Spendingin CY Annual Spendingin CY Annual
2022 Total 2022 Total 2022 Total
Drug Drug Drug
Spending Spending Spending
Per Per Per
Enrollee Enrollee Enrollee
Taking Taking Taking

theDrug theDrug theDrug
Eliquis $4,327,661,000 $4,272 | $10,893,089,000 $4,371 | $15,220,750,000 $4,342
Jardiance $2,696,085,000 $4,800 | $3,156,148,000 $4,156 | $5,852,233,000 $4,430
Xarelto $1,664,938,000 $4,496 | $4,108,174,000 $4,365 | $5,773,111,000 $4,402
Januvia $2,072,517,000 $4,864 | $2,025,788,000 $4,416 | $4,098,305,000 $4,631
Farxiga $1,213,446,000 $4,340 | $1,371,404,000 $3,817 | $2,584,850,000 $4,046
Entresto $1,023,359,000 $5,035 | $1,466,361,000 $4,616 | $2,489,720,000 $4,780
Enbrel $1,440,679,000 | $56,270 | $1,214,619,000 | $57,083 $2,655,298,000 | $56,639
Imbruvica $574,326,000 | $130,529 | $2,279,703,000 | $128,059 | $2,854,029,000 | $128,548
Stelara $1,277,103,000 | $124,292 | $1,062,480,000 | $109,545 | $2,339,583,000 | $117,131
NovolLog /
Fiasp $1,400,059,000 $3,248 | $1,135,711,000 $3,421 $2,535,770,000 $3,323
Total* $17,690,173,000 - | $28,713,477,000 - | $46,403,649,000 -

Source:ASPE analysis using the Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approachto drug
definition. ASPE estimates differfromdrug use and spending estimates produced by CMS primarily due to differencesin
the time period examined. Enrollees are included in the analysis if they have takena selecteddrug during the time period
examined. Total drugspendingis basedon gross drug costs, which represent total spending for the prescription claim,
including Medicare, plan, and beneficiary payments.

Table 6 presents average annual total gross spending per enrollee over time. Results show that from 2018 to
2022, there was anincrease in total drug costs per enrollee over time for each of the 10 selected drugs.
Average total gross spending per enrollee changedthe most for Stelara, with a 97 percent increase ($59,000
per enrollee in 2018 to $117,000 per enrollee in 2022), Entresto, witha 51 percent increase (53,200 per
enrollee in 2018 to $4,800 per enrollee in 2022), and Imbruvica, with a 51 percent increase (585,000 per
enrollee in 2018 to $129,000 per enrollee in 2022). For comparison, the average Social Security benefit
increased 24.9 percent over the same period.” For all of the selected drugs, with the exception of
Novolog/Fiasp, average gross drug spending per enrollee exceeded the increase in average total Part D drug
spending per enrollee during the same time period.

Overall, total gross spending for the 10 selected drugs more than doubled, going from about $20 billion in
2018 to about $46 billion in 2022, an increase of 134 percent. Atthe sametime, Part D totalgross drug
spending grew by about 43 percent, going from about $168 billion in 2018 to $240 billion in 2022. The rate of

* ASPE analysis of Social Security Administration data
(https://www.ssa.gov/policy/docs/statcomps/supplement/2023/5c.html#table5.c2, accessed October 4, 2023).
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growthin spending for these 10 drugs is more than three times as fast as spending for all Part D drugs over this

period.

The increasein gross drug cost per enrollee taking each of the selected drugs is consistent with existing
researchon the increases inthe list price of each drug over time. For example, since Eliquis first came on the
market in 2012, its list price has increased by 124 percent while the corresponding increase in the Consumer
Price Index for All Urban Consumers (CPI-U), measuring price changes for all goods and services, was 31
percent.®2 Similarly, Stelara has had multiple price increases, withthe most recent price increase of about 4
percent occurring in January 2023. 8 Since its approval in 2009, Stelara’s price has increased by about 184
percent.® Athird exampleis Imbruvica, which has had a lifetime price change of about 108 percent since it

came on the marketin 2013.85

Table 6. Average Annual Total Gross Spending per Enrollee Taking Each Drug Selected for the First
Cycle of Medicare Drug Price Negotiations Over Time (2018 —2022)

Annual Average Percent
Percent Change Change
Per Year from 2018 -
Drug Name 2018 2019 2020 2021 2022 (2018 — 2022) 2022
Eliquis $3,031 | $3,369 $3,761 $4,024 $4,342 9% 43%
Jardiance $3,063 | $3,433 $3,995 $4,224 $4,430 10% 45%
Xarelto $3,197 | $3,595 $3,968 $4,154 $4,402 8% 38%
Januvia $3,511 | $3,769 $4,135 $4,344 $4,631 7% 32%
Farxiga $3,093 | $3,622 $3,799 $3,686 $4,046 7% 31%
Entresto $3,162 | $3,649 $4,250 $4,363 $4,780 11% 51%
Enbrel $41,500 | $44,470 | $48,890 | $51,475| $56,639 8% 36%
Imbruvica $85,128 | $95,787 | $110,363 | $120,964 | $128,548 11% 51%
Stelara $59,355 | $72,934 | $85,671 | $97,027 | $117,131 19% 97%
Novolog/Fiasp $3,002 | $3,158 $3,221 $3,248 $3,323 3% 11%

Source: ASPE analysis using the Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approachto drug
definition. ASPE estimates differ fromdrug use and spending estimates produced by CMS primarily due to differencesin
the time period examined. Enrollees are included in the analysis if they have takena selecteddrug during the time period
examined. Spending estimates are notadjustedfor inflation. Total spendingis based on gross drug costs, which
represent total spending for the prescription claim, including Medicare, plan, and beneficiary payments.

Total Annual Out-Of-Pocket Spending for Selected Drugs

In 2022, out-of-pocket costs for the drugs selectedfor the first cycle of Medicare drug price negotiations
totaled $3.4 billion. Out-of-pocket spending in calendar year 2022 for each of the 10 drugs is presentedin
Table 7. As expected, enrollees receiving LIShad lower out-of-pocket payments for each drug comparedto
enrollees not receiving LIS. Average out-of-pocket spending for each drug among LISenrollees was less than
S35 per enrollee, with the exception of Imbruvica, which had the highest average out-of-pocket costs at about
$187 per enrollee in 2022.

Among non-LIS enrollees, average out-of-pocket costs were considerably higher, ranging from a high of about
$6,500 for each enrollee taking Imbruvica to a low of about $261 for each enrollee taking NovoLog/Fiasp in
2022.

For all enrollees, average annual out-of-pocket spending per enrollee was highest for Imbruvica ($5,247),
followed by Stelara ($2,048), and Enbrel ($921). These out-of-pocket spending estimates are driven largely by
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non-LIS enrollees, who represented about 72 percent of the program’s enrollmentin 2022. The average out-
of-pocket spending as a share of total spending was highest for Eliquis and Xarelto; for each of these drugs,
out-of-pocket spending per enrollee represented about 10 percent of total gross drug costs per enrollee.
Across all 10 drugs, total out-of-pocket spending for the selected drugs for price applicability year 2026
represented about 7 percent of total gross drug spending for these drugs in 2022.

Table 7. Average Annual Part D Out-Of-Pocket Spending in Calendar Year 2022 for Each Drug
Selected for the First Cycle of Medicare Drug Price Negotiations

LIS Non-LIS Total

Drug Name TotalOut- | Average | TotalOut-Of- | Average | TotalOut-Of- | Average Out-Of-

Of-Pocket Annual Pocket Annual Pocket Annual Pocket
Spendingin [ Out-Of- | SpendinginCY | Out-Of- | SpendinginCY | Out-Of- Spending

CY 2022 Pocket 2022 Pocket 2022 Pocket asa
Spending Spending Spending | Percent of
Per Per Per Gross
Enrollee Enrollee Enrollee Drug

Spending?®
Eliquis $31,396,000 $31 | $1,514,962,000 $608 | $1,546,358,000 $441 10%
Jardiance $11,029,000 $20 | $372,318,000 $490 | $383,346,000 $290 7%
Xarelto $11,011,000 S30 | $580,598,000 $617 | $591,609,000 $451 10%
Januvia 58,488,000 S20 | $230,403,000 $502 | $238,891,000 $270 6%
Farxiga $5,156,000 $18 | $160,870,000 $448 | $166,026,000 $260 6%
Entresto $5,176,000 $25 | $180,625,000 $569 | $185,802,000 $357 7%
Enbrel $529,000 $21 $42,658,000 $2,005 $43,187,000 $921 2%
Imbruvica $823,000 $187 | $115,666,000 $6,497 | $116,489,000 $5,247 4%
Stelara $299,000 $29 $40,800,000 $4,207 $41,099,000 $2,058 2%
Novolog/Fiasp | $6,140,000 S14 $86,532,000 $261 $92,672,000 S121 4%
Total $80,048,000 - | $3,325,431,000 - | $3,405,479,000 - 7%

Source: ASPE analysis using the Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approach to drug definition. ASPE
estimates differ from drug use and spending estimates produced by CMS primarily due to differencesin the time period examined.
Enrolleesare included in the analysisifthey have taken a selected drug during the time period examined. Out-Of-Pocket spendingis
based on the actual enrollee payment, not including third party payments, asit represents the amount paid by enrollees and may play
an important role in drug affordability and an enrollee’s decision to purchase the medication or forgo it. Total spendingisbased on
gross drug costs, which represent total spending for the prescription claim, including Medicare, plan, and beneficiary payments.
apercentis calculated by dividing average annual out-of-pocket spending per enrollee by average annual total gross drug spending per
enrollee for each selected drug and multiplying by 100, with the exception of the total row. Forthisrow, percentiscalculated by
dividing total annual out of pocket spending across all selected drugs by total annual gross drug spending across all selected drugs and
multiplying by 100.

From 2018 to 2022, total out-of-pocket spending on the selected drugs grew 116 percent, going from $1.6
billion in 2018 to $3.4 billion in 2022; this is substantially greater than total out-of-pocket spending for all Part
D drugs, which increased by about 10 percent in the same time period.

Table 8 shows how enrollee average annual out-of-pocket spending for each drug changed over time, from
2018 to 2022. During this time period, average out-of-pocket spending per enrollee increasedat least 10
percent for all drugs, with the exception of NovolLog/Fiasp, which showed a reduction of about 28 percent for
all enrollees, from $168 per enrollee in 2018 to $121 in 2022. However, the average annual out-of-pocket

* ASPE analysis of PDE data finds that out-of-pocket spending for all Part D drugs totaled $16.7 billion in 2018 and $18.5 billionin 2022.
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spending estimates for NovoLog/Fiasp fluctuated from year to year between 2018 to 2022, with declines in
more recent years.”

For the remaining drugs, average annual out-of-pocket spending per enrollee increased more than 10 percent
from 2018 to 2022. Stelara had the largestincrease (190 percent)in annual out-of-pocket spending from 2018
to 2022, going from $709 per enrollee in 2018 to $2,058in 2022. This is followed by Imbruvica where out-of-
pocket spending grew by about 36 percent from $3,854 per enrollee in 2018 to $5,247 per enrollee in 2022.
These increases may be driven by the nearly 25 percent statutoryincreaseinthe catastrophicthresholdin
2020, going from $5,100 in 2019 to $6,350 in 2020, which resulted in greater cost-sharing for enrollees,
particularly those who take higher cost drugs.

For eight of the drugs, average annual out-of-pocket spending declined from 2018 to 2019 before increasing
againin subsequent years. This decline may reflect multiple factors, including the closing of the Part D
coverage gap which beganwith the Affordable Care Act in 2010 and accelerated withthe Bipartisan Budget Act
of 2018.

Table 8. Average Annual Part D Out-Of-Pocket Spending per Enrollee Taking the Selected Drugs
from 2018 to 2022 for Each Drug Selected for the First Cycle of Medicare Drug Price Negotiations

Annual Average

Percent Changein | Percent Change

Out-of-Pocket in Out-of-Pocket

Spending (2018—- | Spending from
Drug Name 2018 2019 2020 2021 2022 2022) 2018 - 2022
Eliquis $358 $348 $405 $422 $441 6% 23%
Jardiance $256 $226 S277 $285 $290 4% 13%
Xarelto $357 $356 S419 $435 $451 6% 26%
Januvia $240 $224 $258 $264 $270 3% 12%
Farxiga $206 $214 $255 $242 $260 6% 26%
Entresto $315 $300 $362 $351 $357 4% 13%
Enbrel $803 $758 $839 $870 $921 4% 15%
Imbruvica $3,854 | S3,885| $4,591 | $5,043 | S$5,247 8% 36%
Stelara $709 $662 $863 | $1,272 | $2,058 33% 190%
Novolog/Fiasp $168 $151 $173 $134 $121 -7% -28%

Source: ASPE analysis using the Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approachto drug
definition. ASPE estimates differ fromdrug use and spending estimates produced by CMS primarily due to differencesin
the time period examined. Enrollees are included in the analysis if they have takena selecteddrug during the time period
examined. Out-Of-Pocket spendingis basedon the actual enrollee payment, notincluding third party payments, as it
represents the amount paid by enrolleesand may play an importantrolein drug affordability and an enrollee’s decisionto
purchase the medicationor forgo it.

Out-of-Pocket Spending for SpecificPopulations

We carried out additional analyses to understand out-of-pocket spending on the selected drugs for specific
populations. First, separatelyfor enrollees taking at least one of the selected drugs and those taking more

* The reason for thisdecline is not known and may be due to a variety of factors, including the implementation of the Part D Senior
Savings Model (PDSS) with certain Part D sponsors, which went into effect January 1,2021. The Model tests changesto the Part D
benefit design and includesrequirementsthat enrollees of participating plans would generally not need to pay more than $35 fora
monthly supply of certain insulin products. Details about the PDSS Model are available here: https://innovation.cms.gov/innovation-
models/part-d-savings-model.
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than one of the selected drugs, we examined the total Part D out-of-pocket spending to better understand
how spending on selected drugs contributes to their total Part D drug spending. We also examined the
number of enrollees who spent more than $1,000in out-of-pocket costs for each of the selected drugs.

Total Part D Out-Of-Pocket Spending Among Enrollees Taking the Selected Drugs

Among enrollees who take at least one of the selected drugs, those taking Imbruvica had the highest average
annual out-of-pocket spending per enrollee on all Part D drugs ($5,700) and those taking Januvia had the
lowest average annual out-of-pocket spending per enrollee on all Part D drugs (5690). For enrollees who take
Imbruvica, about 93 percent of their total average Part D out-of-pocket costs are for the selected drugs. (Table
9). Overall, for the entire population of enrollees who take at least one of the selected drugs, out-of-pocket
spending on the selected drugs represents about 52 percent of the average annual spending per enrollee on all
of their Part D drugs.

Table 9. Total Part D Out-Of-Pocket Spending and Out-Of-Pocket Spending on Selected Drugs

All
Drug Name Number of Average Out-of- Average Out-of- Share of Out-of-Pocket
Enrollees Pocket Spending PocketSpending | Spendingon SelectedDrugsas

Per Enrolleefor all | Per Enrollee for a Percentage of Total Part D

Part D Drugs Selected Drugs® Out-of-Pocket Spending
Eliquis 3,505,000 $917 $496 54%
Jardiance 1,321,000 $830 $402 48%
Xarelto 1,311,000 $923 $514 56%
Januvia 885,000 $686 $369 54%
Farxiga 639,000 $827 $393 48%
Entresto 521,000 $954 $588 62%
Enbrel 47,000 $1,137 $943 83%
Imbruvica 22,000 $5,677 $5,290 93%
Stelara 20,000 $2,347 $2,086 89%
Novolog/Fiasp 763,000 $692 $208 30%
Total 7.7 million $852 $440 52%

Source: ASPE analysis using the Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approachto drug
definition. ASPE estimates differ from drug use and spending estimates produced by CMS primarily due to differencesin
the time period examined. Enrollees are included in the analysis if they have takenselected drugs during the time period

examined.

aAverage out-of-pocket spending captures out-of-pocket costs for all selected drugs. If an enrollee takes more than one
of the selecteddrugs, then the average out-of-pocket cost shown for eachdrugincludes their spending on all of the
selecteddrugs they use.

About 1.1 million enrollees used more than one of the selected drugs in 2022. For these enrollees, average
out-of-pocket spending for all Part D drugs and average out-of-pocket spending on the selected drugs are
presentedin the Appendix, Section D. Among this population, average annual out-of-pocket spending per
enrollee for all Part D drugs is highest for enrollees who take Imbruvica ($5,400) and lowest for NovolLog/Fiasp
(5800). Similarly, the share of average out-of-pocket spending for selected drugs as a percentage of average
Part D out-of-pocket spending for all drugs per enrollee is highest for enrollees who take Imbruvica (91
percent) and lowest for enrollees who take NovolLog/Fiasp (43 percent). Overall, average out-of-pocket
spending per enrollee on the selected drugs accounts for about 59 percent of average out-of-pocket spending
per enrollee for all Part D drugs among this group of enrollees.
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Enrollees with Out-of-Pocket Spending of more than $1,000 on the Selected Drugs

We also examined enrollees with out-of-pocket spending of more than $1,000 for each drugin 2022.
Imbruvica had the highest percentage of enrollees (64%) with out-of-pocket payments of more than $1,000,
with average out-of-pocket spending of $8,162 per enrollee among this population. This is followed by Stelara
where about 27 percent of enrollees taking the drug paid more than $1,000 in out-of-pocket costs in 2022;
average out-of-pocket spending was $7,280 per enrollee for this drug. The largest number of enrollees
spending more than $1,000 in annual out-of-pocket costs was for Eliquis, with about 591,000 such enrollees
spending an average of $1,326. Please see Appendix Section D for the full set of estimates for each drug.

Demographic Characteristics of Enrollees Taking the 10 Selected Drugs

The demographic characteristicsof all (LIS and non-LIS) individuals enrolled in the Part D programin 2022 as
well as the Part D enrollees taking each of the 10 drugs selected for the first cycle of Medicare drug price
negotiations are available in Appendix Section D. With certain exceptions discussed below, the distribution of
Medicare enrollees taking each of the selected drugs follows the general distribution of demographic
characteristics among the Medicare Part D population in 2022. Differences in the share of enrollees taking
each drug by demographic characteristicsreflect a variety of factors, including but not limited to specific
health conditions that are more prevalentin certain populations (e.g., women are more likely to develop
rheumatoid arthritis than men) and differences in risk factors, comorbidities, and access to health care. 8¢

Gender: The gender distribution of enrollees using these drugs in 2022 was similar to that of the general
Medicare Part D population for about half of the drugs. For the remaining drugs, there was a 10-percentage
point or greater difference between men and women’s representationin the Medicare Part D population
compared to the share of men and women using each drug. Jardiance, Farxiga, Entresto, and Imbruvica have a
greater proportion of use by men compared to their share of the Part D population. Enbrel had a much larger
share of women (72 percent) taking the drug than men (28 percent).

Age Group: There are some differences in the share of enrollees who take each drug by age group compared
to the age distribution of the overall Part D population. For example, enrollees under the age of 65, who may
be eligible for Medicare based on disability or end-stage renal disease, make up a much larger share of users
for Stelara (43 percent), Enbrel (33 percent), and NovolLog/Fiasp (30 percent) compared to this age group’s
representationin the Medicare Part D population (19 percent). Enrollees under the age of 65 make up a
smaller share of users for Eliquis (9 percent) and Imbruvica (7 percent) compared to their representationin the
Part D population.

In general, the share of users for each drug among ages 65— 79 is similar to the proportion of enrollees
representedin the Part D population. Enrollees in the 80 — 84 age group represent about 11 percent of the
Part D population and generally, the share of users for this age group is also similar for most of the drugs.
Eliquis and Imbruvica have the highest share of enrollees using each of these drugs in the 80 — 84 age group
(17 percent for each drug). The lowest shares of enrollees in this age group are for Stelara (4 percent)and
Enbrel (6 percent).

Enrollees in the 85 and older age group represent about 10 percent of the Part D population and generally,
differences betweenthe share of the Part D population in this age group and the share of users for each drug
areless than 10 percentage points. The greatest differenceis for Eliquis (about 9 percentage point difference
compared to the sharein the Part D population); about 19 percent of Eliquis users are 85 or older. The share
of enrollees ages 85 and older is less than 5 percent for Jardiance, Enbrel, and Stelara.
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Racial and Ethnic Groups: Consistent with the composition of the entire Medicare Part D population, the
majority of enrollees taking each of the 10 drugs selected for the first cycle of Medicare drug price
negotiations are White. For Januvia and Farxiga, the difference between the share of White enrollees taking
each of these drugs and this group’s representationin the Part D population is greater than 10 percentage
points, with a smaller share of White enrollees taking these drugs compared to this group’s representationin
the Part D population.

For other racial/ethnic groups, the share of users is generally similar to the group’s representationinthe Part D
population, with some exceptions. Blackenrollees represent about 16 percent of the total users for Januvia,
16 percent for Farxiga, 18 percent for Entresto, and 17 percent for NovoLog/Fiasp. For these drugs, the share
of Blackenrollees using each drug is relatively high compared to Blackenrollees’ representationin the Part D
population (11 percent). For other racialand ethnic groups, differences were 5 percentage points or less
between the group’s representationin the Part D population and their share of users for each drug, with one
exception. We observed the highest share of Latino enrollees using Januvia (about 16 percent), a proportion
thatis 6 percentage points greater than Latino representationin the Part D population (10 percent).

Geographic Area: Ingeneral, the majority of both Part D enrollees and enrollees taking each drug reside in
urban areas.

We also examined average out-of-pocket spending for all enrollees by demographic characteristics forall
enrollees (Appendix Section D). There are differences in average out-of-pocket payments by demographic
characteristics, notably for gender, where men have higher payments thanwomen across all drugs. Ingeneral,
enrollees under the age of 65 pay less thanthose in other age groups for each of the selected drugs. Across all
drugs, White enrollees pay more out-of-pocket thanenrollees from other racial and ethnic groups. For the
majority of selected drugs, enrollees residing in rural areas pay more in average out-of-pocket costs than
enrollees in urban areas, withthe exception of Enbrel and Stelara. These differences in average out-of-pocket
spending for the selected drugs are likely driven by a variety of factors, including differences in LIS status and
eligibility for patient assistance programs.

State and Territory Estimates

Table E1in the Appendix presents state andterritory estimates of use and average (mean) out-of-pocket
spending among all (LIS and non-LIS) Medicare Part D enrollees for the drugs selected for the first cycle of
Medicare drug price negotiations. The combinations of state and drug with the largest number of enrollees
were both for Eliquis, with about 282,000 users in Florida and about 277,000 users in California. Average
annual out-of-pocket costs were highest for Imbruvica, for enrollees (LIS and non-LIS) residing in North Dakota
(58,237) and Utah ($8,179). Fewerthan 500 enrollees used Imbruvica in each of these twostates. Many of
the estimates for American Samoa, Guam, the Northern Mariana Islands, and the U.S. VirginIslands are
suppressed due to the small Medicare population in these territories and CMS disclosure rules. 87

Collectively, these results show that the gross drug costs for the 10 drugs selected for price applicability year
2026 represent a substantial portion of total Medicare gross drug spending and enrollees taking these drugs
spend about $3.4 billion in out-of-pocket costs. For enrollees taking the selected drugs, average out-of-pocket
costs for the selected drugs represent about 52 percent of their average total out-of-pocket drug spending in
2022. For the majority of these drugs, gross drug spending and out-of-pocket spending has increased over
time.
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E. CONCLUSION

Seven of the 10 selected drugs relied on at least one form of federal contribution or support relevant to their
drug development, although the nature of federal support was unique to eachdrug. The most common type
of federal support was use of the R&D tax credit, which applies to sevendrugs. Government interest patents
are a less common type of support, which only one drug received.

Our findings show that the total drug costs for the 10 drugs selected for the first cycle of Medicare drug price
negotiations are substantial. In2022, the total Medicare gross drug costs for the selected drugs were $46.4
billion, which represents about 19 percent of total Medicare Part D drug spending.” About 15 percent of all
Part D enrollees used one of the selected drugsin 2022. Moreover, Medicare gross drug spending has been
increasing for these drugs from 2018 to 2022 at more than three times the rate of spending for all Part D
drugs.

For enrollees who take these drugs, the out-of-pocket costs can be significant. In2022, average annual out-of-
pocket spending of Medicare Part D enrollees who used one of the 10 drugs selected for the first cycle of
Medicare drug price negotiations ranged from a high of $5,247 per enrollee for Imbruvica to a low of $121 per
enrollee for NovolLog/Fiasp. Enrollees who do not receive the LIS have higher out-of-pocket spending: in
2022, their average annual spending on out-of-pocket costs for these drugs ranged from a high of $6,497 per
enrollee for Imbruvica to a low of $261 per enrollee for NovoLog/Fiasp. Additionally, from 2018 to 2022, out-
of-pocket spending per enrollee increased for all drugs, with the exception of NovoLog/Fiasp. Stelarahad the
largest increase (190 percent)in annual average out-of-pocket spending from 2018 to 2022, going from $709
per enrollee in 2018 to $2,058in 2022.

The distribution of Medicare enrollees taking each of the selected drugs by demographic characteristics
follows the general distribution of demographic characteristics among the Medicare Part D population in 2022,
however, there are key exceptions. For example, for Enbrel, there was a much larger share of women taking
the drug thanmen, and enrollees under the age of 65, who may be eligible for Medicare based on disability or
end stagerenal disease, made up a much larger share of users for Stelara, Enbrel, and NovolLog/Fiasp
compared to this age group’s representationin the Medicare Part D population. These and other differences
in the share of enrollees taking each drug may reflect a variety of factors, including but not limited to specific
health conditions that may arise in certain demographic populations and differences in risk factors,
comorbidities, and access to health care.

Prior to the COVID-19 pandemic, the median income of Medicare enrollees was estimated to be about $30,000
per person and about 1 in 4 Medicare enrollees were estimated to have incomes of below $17,000.88 |fa
typical Medicare enrollee with a median income of about $30,000 annually was taking Imbruvica, their out-of-
pocket cost for that drug alone would be about 22 percent of theirincome, which could pose significant
financial hardship.

The IRAincludes provisions to increase accessibility and affordability of prescription drugs for Medicare
enrollees, reduce the rate of growthin Medicare drug spending, and improve the financial sustainability of the
Medicare program. These IRA provisions include authorizing the HHS Secretaryto directly negotiate with
participating manufacturers the prices of certain high expenditure, single source drugs without generic or
biosimilar competition that meet the eligibility criteria set forth in the law. In addition, the $2,000 cap on out-
of-pocket spending under Part D that goes into effect in 2025 is also expected to help enrollees who take high-
priced prescription drugs, such as some of the selected drugs presentedin this report.* Collectively, the IRA

* ASPE analysis indicates that total gross drug spendingin 2022 was about $240 billion.
T As required by the IRA, the amount of the cap will be adjusted annually to reflect the rate of growth in per capita Part D costs.
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Medicare drug-related provisions will strengthen the program’s ability to serve people with Medicare now and
for generations to come.
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APPENDIX

Section A: Inflation Reduction Act Projected Impacts

Existing researchfinds that the IRA’s Medicare drug-related provisions are expectedto save Medicare
enrollees and taxpayers billions of dollars. For example:

Hadthe insulin cap for Medicare Part B and Part D been in effectin 2020, 1.5 million Medicare
enrollees would have paid $761 million less in out-of-pocket costs, which translates to about $500 a
year in average annual savings per person among those benefiting from the provision. 8°

The elimination of cost-sharing for Advisory Committee on Immunization Practices (ACIP)
recommended adult vaccines covered under Part D would have saved 3.4 million enrollees who
received a vaccine under Part D in 2021 about $234 million in out-of-pocket costs, which translates to
about $70 per enrollee receiving a vaccine.%°

When the vaccine, insulin, and Part D redesign provisions, which include a $2,000 annual cap that
begins in 2025 and is adjusted for inflation annually thereafter, are allin effect in 2025, researchers
project about a $7.4 billion reduction in annual out-of-pocket spending. This would affect nearly 1 in 3
Part D enrollees (18.7 million enrollees in 2025) and these enrollees are expected to save about $400
per year. ®* About 1.9 million of these enrollees are projected to save even more -- at least $1,000 in
2025 -- under the IRA.®?
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Section B: Clinical Context for Selected Drugs for the First Cycle of Medicare Drug

Price Negotiations

Table B1. FDA Indications of the Ten Selected Drugs™

Drug Name

FDA Indications

Eliquis (apixaban)

Factor Xainhibitor indicated:

1.

2.

3.

To reducethe risk of stroke and systemic embolism in patients with nonvalwvular atrial
fibrillation

For prophylaxis of deepvein thrombosis (DVT), whichmay lead to pulmonary embolism
(PE), in patients who have undergone hip or kneereplacement surgery

For the treatment of DVT and PE, and for the reduction in the risk of recurrent DVT and
PEfollowing initial therapy

Jardiance
(empagliflozin)

Sodium-glucose co-transporter 2 (SGLT2) inhibitorindicated:

1.

2.

3.

To reducethe risk of cardiovascular death and hospitalizationfor heartfailurein adults
with heartfailure

To reducethe risk of cardiovascular death in adults with type 2 diabetes mellitus and
established cardiovascular disease

Asan adjunctto dietand exercise to improve glycemic control in adults and pediatric
patients aged 10 yearsand older with type 2 diabetes mellitus

Xarelto
(rivaroxaban)

Factor Xainhibitor indicated:

1.

u b WwN

o

9.

10.

To reduceriskof stroke and systemicembolism in nonvalvular atrial fibrillation

For treatment of DVT

For treatment of pulmonary embolism PE

For reduction in the riskof recurrence of DVT or PE

For the prophylaxis of DVT, which may lead to PE in patients undergoing knee or hip
replacementsurgery

For prophylaxis of venousthromboembolism (VTE) in acutely ill medical patients
Reduce therisk of major cardiovascularevents in patients with coronary arterydisease
Reduce therisk of major thromboticvascularevents in patients with peripheralartery
disease (PAD), includingpatients afterrecent lower extremityrevascularizationdue to
symptomatic PAD

Treatmentof VTEand reductionin the risk of recurrent VTE in pediatric patients from
birth to lessthan 18 years

For thromboprophylaxis in pediatric patients 2 years and older with congenital heart
disease after the Fontan procedure

Januvia (sitagliptin
phosphate)

Dipeptidyl peptidase-4 (DPP-4)inhibitor indicated as an adjunctto dietand exercise to improve
glycemic control in adults with type 2 diabetes mellitus

Farxiga
(dapagliflozin)

SGLT2 inhibitor indicated:

1.

2.

4.

Reduce therisk of sustained eGFRdecline, end stage kidneydisease, cardiovascular
death, and hospitalization for heart failure in adults with chronickidneydisease at risk of
progression

To reducethe risk of cardiovascular death, hospitalizationfor heartfailure, and urgent
heart failure visitin adults with heart failure

Reduce therisk of hospitalization for heart failure in adults with type 2 diabetesmellitus
and either established cardiovascular disease or multiple cardiovascular risk factors
Asan adjunctto dietand exercise to improve glycemic control in adults with type 2
diabetes mellitus

* FDA Indications are based on the most recent label for the product as of September 2023.
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Drug Name

FDA Indications

Entresto (sacubitril’;
valsartan)

1. To reducethe risk of cardiovascular death and hospitalizationfor heart failurein adult
patients with chronicheartfailure. Benefits are most clearlyevidentin patients with left
ventricularejection fractionbelow normal

2. Forthe treatmentof symptomatic heart failure with systemicleft ventricular systolic
dysfunction in pediatric patients aged one year and older. Entresto reduces NT-proBNP
and is expectedto improve cardiovascular outcomes

Enbrel (etanercept)

A tumor necrosis factor (TNF) blockerindicated for the treatment of:
1. Rheumatoid Arthritis
2. PolyarticularJuvenile Idiopathic Arthritis in patients aged 2 years or older
3. Psoriatic Arthritis (PsA)
4. Ankylosing Spondylitis
5. Plaque Psoriasis in patients 4 years or older

Imbruvica (ibrutinib)

Kinase inhibitorindicatedfor the treatment of:
1. Adultpatients with chroniclymphocytic leukemia (CLL)/Small lymphocyticlymphoma
(SLL)
2. Adult patients with CLL/SLLwith 17p deletion
Adult patients with Waldenstrom’s macroglobulinemia
4. Adultand pediatric patients age 1 year and older with chronic graft versus host disease
after failure of one ormorelines of systemic therapy

w

Stelara
(ustekinumab)

Human interleukin-12 and -23 antagonist indicated for the treatment of:
Adult patients with:
1. Moderate to severe plaque psoriasis who are candidatesfor phototherapy or systemic
therapy
2. Active PsA
3. Moderatelyto severely active Crohn’s disease
4. Moderatelyto severely active ulcerative colitis
Pediatric patients 6 years and older with:
1. Moderate to severe plaque psoriasis, who are candidates for phototherapy or systemic
therapy
2. PsA

Novolog/Fiasp
(insulin aspart
recombinant)

Rapid-acting human insulin analogindicated to improve glycemic controlin adults and pediatric
patients with diabetes mellitus

Source:ASPE analysis of Drugs@ FDA

* The active moiety as defined by CMS is sacubitrilat.
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Table B2. Common Health Conditions Treated by the Selected Drugs and Clinical Health

Consequences

Condition Description Health Consequences of Disease Progression

Blood clots An acute condition where a mass of blood cells Withoutimmediate treatment, certain types
and other substances formin blood vessels to of blood clots can cause life threatening
reduceor obstruct bloodflow.% Dependingon complications, such as pulmonaryembolisms,
the location of the blood clot, immediate which can lead to heart attack, stroke, and
treatment may be required. deathif nottreated immediately. *

Diabetes A chronic condition caused by insulin dysfunction. | Over time, uncontrolled diabetes damages

There are two types®:

Type 1: An autoimmune disease where the body
does notmake insulin (or onlymakes a small
amount).

Type 2: The body does not produce sufficient
insulin (insulin deficiency) or becomes resistant to
insulin’s functionleading to limited efficiency of
the insulin thatis produced. (Thisisthe most
common type of diabetes among the Medicare
population.)

organs. Serious complicationsinclude
diabetic ketoacidosis, chronic hyperglycemia,
heartdisease, stroke, kidney problems, end-
stage renal disease, nerve damage,
amputations, and others.%®

Cardiovascular
Disease, including
coronaryor
peripheral artery
disease and heart
failure

Coronary arterydisease occurs when thereisa
build-up of plaquein the artery walls thatlead to
the heartcausingthemto narrow over time,
resultingin reducedbloodflow to the heart.®”

Peripheralartery disease occurs whenthereisa
build-up of plaquein the artery walls thatare in
the legs or lower extremities.

Heartfailure occurs when the heart muscleshave
weakenedand cannot pump sufficient amounts of
blood throughout the body.*®

Coronary arterydisease can cause permanent
damage to the heartand other organs (e.g.,
liver and kidneys) and increased risk of
sudden heartattack and stroke.

Peripheralartery disease canlead to limb
amputation and increasedrisk of heart attack
and stroke.

Heartfailure can leadto other problems
including changes in the size and functioning
of the heart, damage to liver and kidneys,
fluid retentionin organs and limbs, and
sudden cardiac arrest, stroke, and death.1®

Chronic Kidney
Disease

Chronic kidneydiseaseis a progressive disease
that resultsin agradual decline of kidney
function. Loss of kidney function causesbuildup
of waste and excess fluids in the body. 0!

Chronic kidneydisease canlead to end stage
kidney failure, which can be fatal without
dialysis or akidney transplant.

Autoimmune
conditions:
Psoriasis, psoriatic
arthritis,

Psoriasisis a chronic skinconditionthat causes
build-up of skin cellsand inflammation of the skin
due to immune system overreaction. It causes
red and scaly rashes and inflammation.

Psoriatic arthritis is a form of arthritis with a skin
rash (psoriasis). It causes pain in the joints and
chronic inflammation of the joints. Patients
experience pain and fatigue.

Although thereis no cure for psoriasis, if it
goesuntreated, itcan resultin inflammation
of joints and increased risk for other
conditions suchasjointdamage, heart
disease, inflammatoryboweldisease, and
(type 2) diabetes.’? Itcan also lead to
psoriatic arthritis, which may cause damage
to other organs and resultin limited mobility
and pain.
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Condition

Description

Health Consequences of Disease Progression

Rheumatoid
arthritis

An autoimmune conditionthat causeschronic
inflammation of the joints. Patients with this
condition haveflare ups of pain, swelling, and
fatigue.

Severe damage to joints and major organs
frominflammation, leading to serious
complications, such as loss of mobility,
blockages and clotsin arteries and blood
vessels, and damage to organs (e.g., lungs and
kidneys).

Autoimmune
conditions:
Crohn’s disease
and ulcerative
colitis

Crohn’s diseaseis achronic, inflammatory,
autoimmune disease of the digestive tract that
causes inflammation of the small and large
intestines.

Ulcerative colitisis a chronicinflammatory
autoimmune disease that causesinflammation of
and ulcerson the largeintestine.

Untreated Crohn’s disease and ulcerative
colitiscan resultin serious conditions, such as
bowel obstruction, colorectal cancer, life-
threatening abscesses, sepsis, and death.1%
They can lead to life-threatening
complications, such as toxic megacolon, in
which inflammation spreads into the deepest
layers of the colon causing the colonto stop
working. This conditionrequires immediate
treatmentthatmay include surgery. 104

Blood Cancers

Blood cancers affect development or function of
blood cells, oftenoccurring whenthere is
unrestrainedblood cellgrowth, which affects the
functioning of normal bloodcells. Leukemia,
lymphoma, and myeloma are the three major
typesof blood cancers.

Without adequate treatment, patients with
blood cancers havereduced lifespan. With
treatment, 5-yearsurvival ratesare 67
percentfor leukemia, 74 percent for non-
Hodgkin’s lymphoma, 89 percentfor
Hodgkin’s lymphoma, and 60 percent for
mye|oma. 105,106,107

Source:ASPE analysis of peerreviewedand greyliterature.

Notes: 2Even with appropriate treatment and management of these conditions, patients can experience progressive
worsening of healthdue to the nature of the condition.

Prevalence of Clinical Conditions Among Medicare Enrollees

Our review of existing data finds that the conditions treated by the selected drugs are prevalent among the
Medicare population. For example:

e About 1in 4 enrollees have chronic kidney disease, which has been increasing over time among
Medicare enrollees, with an increase of about 10 percentage points between 2012 and 2020. 108

e Although estimates for the number of Medicare enrollees with rheumatoid arthritis are not available,
the data that is available indicates that about 35 percent of traditional Medicare enrollees have
arthritis (osteoarthritis or rheumatoid arthritis). 10°

¢ Among Medicare fee-for-service enrollees, in 2018, about 0.40 percent of 25.1 million Medicare
enrollees (about 100,000 enrollees) ages 67 or older had a diagnosis of Crohn’s disease and 0.64
percent (about 161,000) had a diagnosis of ulcerative colitis. 110

e Although prevalence estimates for blood cancers is not available for recent years among the Medicare
population, existing research shows that about 15 percent of Medicare enrollees have a cancer
diagnosis. 111
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Section C: Data and Methods

Examining Federal Contributions and Support Relevant to Drug Development for the Selected Drugs

The Bayh-Dole Act of 1980 requires that patents developed from federally funded research must acknowledge
the federal support in a government interest statement within the patent. Therefore, government interest
statements are a strong indicator of federal investment in the development of the intellectual property that
underpins a drug. To identify patents associated with each small molecule drug, we used a compilation of
FDA’s Orange Book data from 2005 through 2018. We used data from a range of dates because patents expire
and are removed from the Orange Book in subsequent publications so relying on a single extract mayresultin
missing some patents associated witha drug. We then matched the patent numbers to the U.S. Patent and
Trademark Office’s PatentsView database!!? as wellas NIH patent and licensing data 3. 114 to identify
government interest statements (we use both the government interest statement and assignee data files).

The federal R&D tax credit subsidizes qualified research expenses, including drug discovery, preclinical
research, andclinical research. !> The most expensive part of drug development are clinical trials, 116 so we first
identified which clinical trials a manufacturer used for FDA approval and whether the trials were conducted in
the United States. Then, we searchedthe Security and Exchange Commission’s data from the corporate filing
the year of the clinical trials. We searched for mentions of the 10 selected drugs and the R&D tax credit.*” We
do not count drugs where the R&D credit was not explicitly mentioned, even though it is possible that a
company claimed it without reporting it in the filings.

Across both of these measures, we use a conservative approach. There are also other ways one could evaluate
federal contributions to a drug’s development.

Medicare Enrollees’ Use and Expenditures for the Selected Drugs

We used Prescription Drug Event (PDE) data and Part D enrollment data to examine prescription drug use and
spending in Medicare Part D over time (2018 — 2022) for each of the 10 drugs selected for the first cycle of
Medicare drug price negotiations. We examined prescription drug use and spending for each of the 10 drugs
for all Part D enrollees and separately by whether an enrollee receives LIS. We present estimates separately
because enrollees who do not receive LIS, who make up about 72 percent of the program’s enrollment, have
higher out-of-pocket costs thanenrollees who receive LIS.118 We alsoexamined demographic characteristics
of enrollees who used each of the 10 selected drugs in calendar year 2022 and their average out-of-pocket
spending. Estimates are also presented by state of residence.

We constructed use and spending estimates for each of the selected drugs by following CMS’ approach for
identifying eachdrug. Thatis, we identified each drug based on the active moiety/active ingredient and the
holder of the marketing application and used National Drug Codes (NDCs) toidentify these drugs in the PDE
data.” Consistent with CMS guidance, the NDCs for drugs with the same active moiety/active ingredient and
the same primary manufacturer are considered a single drug, so Part D use and spending estimates for these
NDCs are summed.

Our approach to analyzing use and spending for the 10 drugs differs from CMS in the time period examined.
Although we present trends over time, we focus specifically on calendar year 2022. We examine use and
spending for calendar year whereas CMS, as required by the IRA, examines total gross drug spending from

* For a complete description of how CMS defines a drug and the drug aggregation policy, please see Section 30 of the CMS revised
guidance , which is available here: Medicare Drug Price Negotiation Program: Revised Guidance, Implementation of Sections 1191 —
1198 of the Social Security Act for Initial Price Applicability Year 2026 (cms.gov).
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June 1, 2022 to May 31, 2023. Thus, differences in use and spending estimates between this Report and CMS
estimates primarily reflect differences in the time period examined for analyses. *

* Other sources of differences between the CMS and ASPE drug use and spending estimates arise from differencesin claims runout.
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Section D: Medicare Utilization and Spending Estimates for Selected Drugs
Table D1. Number of Medicare Enrollees Using the 10 Selected Drugs over the 2018-2022 Period

Percent Change
Drug Name 2018 2019 2020 2021 2022 (2018 — 2022)
Eliquis 1,647,000 2,169,000 2,642,000 3,125,000 ( 3,505,000 113%
Jardiance 218,000 422,000 595,000 885,000 1,321,000 505%
Xarelto 1,051,000 1,134,000 1,185,000 1,258,000 | 1,311,000 25%
Januvia 920,000 938,000 935,000 935,000 885,000 -4%
Farxiga 115,000 140,000 194,000 386,000 639,000 454%
Entresto 151,000 222,000 283,000 395,000 521,000 246%
Enbrel 46,000 46,000 44,000 46,000 47,000 2%
Imbruvica 22,000 25,000 27,000 26,000 22,000 1%
Stelara 10,000 11,000 13,000 16,000 20,000 103%
Novolog /
Fiasp 805,000 802,000 783,000 774,000 763,000 -5%

Source: ASPE analysis of 2022 Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approachfor
identifying each drug. ASPE estimates may differ from druguse figuresreported by CMS dueto differences in the time
period thatis examined. Enrollees areincludedin the analysis if they have taken a selected drug during the time period

examined.

Table D2. Total Part D Out-Of-Pocket Spending for Enrollees Taking More than One of the Selected
Drugs for Price Applicability Year 2026

Drug Name Number of Average Out-of- | Average Out-of- | Share of Average Out-of-
Enrollees Pocket Spending | Pocket Spending | Pocket Spending for
Per Enrollee for | Per Enrollee for Selected Drugsasa
all Part D Drugs | All Selected Percentage of Average Part
Drugs? D Out-of-Pocket Spending
Per Enrollee for all Drugs
Eliquis 543,745 $1,117 $674 60%
Jardiance 459,589 $988 S576 58%
Xarelto 235,949 $1,085 $649 60%
Januvia 312,148 S844 $522 62%
Farxiga 263,454 $967 $556 58%
Entresto 310,270 $1,090 $723 66%
Enbrel 8,184 $1,122 $885 79%
Imbruvica 4,629 $5,383 $4,899 91%
Stelara 3,478 $2,372 $2,041 86%
Novolog/Fiasp 268,505 $802 $346 43%
Total 1.1 million $1,000 $593 59%

Source: ASPE analysis using the Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approachto drug
definition. ASPE estimates differ from drug use and spending estimates produced by CMS primarily due to differencesin
the time period examined. Spending estimates are not adjustedfor inflation. Total spending is based on grossdrug costs,
which represent total spending for the prescription claim, including Medicare, plan, and beneficiary payments.

aAverage out-of-pocket spending captures out-of-pocket costs for all selected drugs. If an enrollee takes more than one
of the selecteddrugs (asis true forall the population shownin this table), then the average out-of-pocket cost shown for
each drugincludes theirspending on all of the selected drugs theyuse.
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Table D3. Number of Enrollees Spending More than $1,000 in Out-of-Pocket Costs in 2022 on
Selected Drugs for Price Applicability Year 2026

Share of Enrollees

Number of Enrollees

Average Out-of-Pocket

Taking Each Drug who Who Spent More than Spending Per Enrollee for

Spent More than $1,000 | $1,000in Out-of-Pocket | Each Drug Among Those who
Drug Name in Out-of-Pocket Costs | Costs for Each Drug Spent More than $1,000
Eliquis 17% 591,351 $1,326
Jardiance 10% 125,910 $1,312
Xarelto 17% 227,383 $1,324
Januvia 9% 79,590 $1,287
Farxiga 8% 48,641 $1,319
Entresto 14% 71,130 51,362
Enbrel 19% 8,915 S4,433
Imbruvica 64% 14,127 $8,162
Stelara 27% 5,480 $7,280
Novolog/Fiasp 1% 9,822 $1,347

Source: ASPE analysis using the Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Drugs are identified using NDCs, with aggregation of NDCs for each drug consistent with CMS approachto drug
definition. ASPE estimates differfrom drug use and spending estimates produced by CMS primarily due to differencesin
the time period examined. Out-Of-Pocketspendingis basedon the actual enrollee payment, notincluding third party
payments, as it represents the amount paid by enrollees and may play an importantrolein drug affordability and an
enrollee’s decision to purchase the medicationor forgo it.
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Table D4. Demographic Characteristics of Medicare Part D Enrollees in Calendar Year 2022 Taking
Drugs Selected for the First Cycle of Medicare Drug Price Negotiations

Medicare
Part D

Enrollee Characteristics | Population Eliquis Jardiance Xarelto Januvia Farxiga
Total (N in Millions) 53.1 3.5 1.3 1.3 0.9 0.6
Gender

Women 56.4% 52% 45% 49% 55% 46%

Men 43.5% 48% 55% 51% 45% 54%
Age

<65 18.8% 9% 21% 11% 16% 20%

65-69 22.1% 15% 28% 19% 22% 26%

70-74 21.7% 19% 24% 21% 22% 23%

75-79 16.5% 20% 16% 20% 18% 16%

80-84 10.7% 17% 8% 15% 12% 9%

85+ 10.1% 19% 4% 14% 10% 5%
Race & Ethnicity

White non-Latino 72.3% 80% 63% 79% 57% 61%

Black non-Latino 10.7% 9% 14% 9% 16% 16%

Latino 10.1% 6% 13% 7% 16% 14%

Asian American 3.7% 2% 6% 2% 7% 6%

AmericanIndian 0.3% 0% 1% 0% 0% 0%

/ Alaska Native

Other or Unknown 2.8% 2% 4% 3% 3% 3%
Geographic Area?

Urban - Metropolitan 80.9% 80% 82% 80% 82% 80%

Rural- Micropolitan 8.9% 10% 9% 10% 9% 10%

Rural- All Other 6.3% 7% 6% 7% 7% 7%

Unclassified 3.9% 3% 2% 3% 3% 2%

Source: ASPE analysis of 2022 Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Percentagesare calculatedfor each demographic category using the total number of enrollees as the
denominator. Percentages may notadd up to 100 due to missing data.

ASPE estimates may differ from druguse figuresreported by CMS due to differences in the time period thatis examined.
3Geographicarea estimates are based on mappingof beneficiary county and zip code informationin the Medicare
Enroliment Database to Census Core-Based Statistical Areas (CBSAs). Enrolleesresiding withina CBSA thatis metropolitan
are classified as urban. Enrollees areclassifiedas rural if they reside in areas that can be mapped to a county and a zip
code thatis either amicropolitan area (rural - micropolitan) or an area thatis nota metropolitan or a micropolitan area
(rural-all other).
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Table D5. Demographic Characteristics of Medicare Part D Enrollees in Calendar Year 2022 Taking
Drugs Selected for the First Cycle of Medicare Drug Price Negotiations

Enrollee Medicare Part D
Characteristics Population Entresto | Enbrel | Imbruvica Stelara Novolog/Fiasp
Total (N in Millions) 53.1 0.5 0.05 0.02 0.02 0.8
Gender
Women 56.4% 38% 72% 42% 59% 54%
Men 43.5% 62% 28% 58% 41% 46%
Age
<65 18.8% 18% 33% 7% 43% 30%
65-69 22.1% 20% 25% 18% 23% 22%
70-74 21.7% 20% 20% 24% 18% 20%
75-79 16.5% 18% 13% 22% 11% 14%
80-84 10.7% 13% 6% 17% 4% 8%
85+ 10.1% 10% 3% 12% 2% 6%
Race & Ethnicity
White non-Latino 72.3% 68% 68% 81% 77% 65%
Black non-Latino 10.7% 18% 11% 10% 9% 17%
Latino 10.1% 9% 14% 5% 7% 11%
Asian American 3.7% 3% 3% 2% 2% 3%
AmericanIndian 0.3% 0% 1% 0% 0% 1%
/ Alaska Native
Other or Unknown 2.8% 3% 3% 3% 4% 3%
Geographic Area?
Urban - Metropolitan 80.9% 81% 80% 81% 82% 77%
Rural- Micropolitan 8.9% 10% 10% 10% 9% 11%
Rural - All Other 6.3% 7% 7% 7% 6% 8%
Unclassified 3.9% 2% 2% 3% 3% 3%

Source: ASPE analysis of 2022 Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Percentagesare calculatedfor each demographic category using the total number of enrollees as the

denominator. Percentages may notadd up to 100 due to missing data.
ASPE estimates may differ from druguse figuresreported by CMS due to differences in the time period thatis examined.

3Geographicarea estimates are based on mappingof beneficiary county and zip code informationin the Medicare

Enrollment Database to Census Core-Based Statistical Areas (CBSAs). Enrolleesresiding withina CBSA thatis metropolitan
are classified as urban. Enrollees areclassifiedas rural if they residein areas that can be mapped to a county and a zip
code thatis either amicropolitan area (rural - micropolitan) or an area thatis nota metropolitan or a micropolitan area

(rural—all other).
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Table D6. Average Out-of-Pocket Spending per Enrollee in 2022 by Demographic Characteristics for
Enrollees Taking Drugs Selected for the First Cycle of Medicare Drug Price Negotiations

Enrollee Characteristics Eliquis Jardiance Xarelto Januvia Farxiga
Total (Avg OOP Cost) $S441 $290 $451 $270 $260
Gender
Women $418 $232 $420 $235 $209
Men S466 $338 $481 $312 $303
Age
<65 $124 $95 $135 $76 S91
65-69 $416 $333 $439 $277 $305
70-74 S480 S361 $505 $318 $318
75-79 $493 $349 $510 $325 $304
80-84 $488 $322 $509 $315 $279
85+ $470 $284 $487 $299 $252
Race & Ethnicity
White non-Latino $499 $373 S512 $367 $339
Black non-Latino $170 $134 $179 S144 $132
Latino $171 $114 $160 s101 $104
Asian American $241 $172 $220 $148 $149
AmericanIndian / Alaska
Native $268 $194 $264 S162 S144
Other or Unknown S466 $328 S488 $270 $292
Geographic Area?
Urban - Metropolitan $439 $286 S447 $264 $258
Rural- Micropolitan $452 $304 S468 $302 $269
Rural- All Other S457 $318 $481 $302 S272
Unclassified $435 $295 S447 $269 $260

Source: ASPE analysis of 2022 Medicare Prescription Drug Event data and Part D Enrollment Data.
Notes: Percentagesare calculatedfor each demographic category using the total number of enrollees as the
denominator. Percentages may notadd up to 100 due to missing data.
3Geographicarea estimates are based on mappingof beneficiary county and zip code informationin the Medicare
Enroliment Database to Census Core-Based Statistical Areas (CBSAs). Enrolleesresiding withina CBSA thatis metropolitan
are classified as urban. Enrollees are classifiedas rural if they reside in areas that can be mapped to a county and a zip
code thatis either amicropolitan area (rural - micropolitan) or an area thatis nota metropolitan or a micropolitan area

(rural—all other).
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Table D7. Average Out-of-Pocket Spending Per Enrollee in 2022 by Demographic Characteristics for
Enrollees Taking Drugs Selected for the First Cycle of Medicare Drug Price Negotiations

Enrollee Characteristics Entresto Enbrel Imbruvica Stelara Novolog/Fiasp
Total (N in Millions) $357 $921 $5,247 $2,058 $121
Gender
Women S311 $813 $5,016 $1,900 S106
Men $385 $1,195 $5,411 $2,285 $140
Age
<65 $120 $284 $2,531 $693 $52
65-69 $360 $1,157 $5,383 $2,982 $148
70-74 S421 $1,286 $5,750 $3,152 S164
75-79 $434 $1,350 $5,665 $3,294 $157
80-84 $431 $1,267 $5,387 $2,955 $142
85+ $407 $1,099 $4,732 $2,575 S114
Race & Ethnicity®
White non-Latino S441 $1,169 S5,601 $2,360 $152
Black non-Latino $153 $243 $3,649 S777 S59
Latino $148 $198 $3,092 $665 $49
Asian American $196 $750 $3,060 $1,000 $82
AmericanIndian / Alaska
Native $221 S861 $4,939 S573 S96
Other or Unknown $381 $1,310 $5,555 $2,303 $137
Geographic Area?
Urban - Metropolitan $353 $941 S5,227 $2,130 $119
Rural - Micropolitan S368 $856 S5,433 $1,763 S130
Rural- All Other S371 S777 S5,286 $1,590 S136
Unclassified $391 $958 $5,041 $1,915 $102

Source: ASPE analysis of 2022 Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: Percentagesare calculatedfor each demographic category using the total number of enrollees as the
denominator. Percentages may notadd up to 100 due to missing data.
ASPE estimates may differ from druguse figuresreported by CMS due to differences in the time period thatis examined.
3Geographicarea estimates are based on mappingof beneficiary county and zip code informationin the Medicare
Enroliment Database to Census Core-Based Statistical Areas (CBSAs). Enrolleesresiding withina CBSA thatis metropolitan
are classified as urban. Enrollees are classifiedas rural if they reside in areas that can be mapped to a county and a zip
code thatis either amicropolitan area (rural - micropolitan) or an area thatis nota metropolitan or a micropolitan area

(rural-all other).
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Section E: State and Territory Estimates

Table E1. State and Territory Estimates of Medicare Part D Enrollees Use and Out-of-Pocket Spending in Calendar Year 2022 for Drugs
Selected for the First Cycle of Medicare Drug Price Negotiations

State/Territory Eliquis Jardiance Xarelto Januvia Farxiga Entresto Enbrel Imbruvica Stelara NovolLog/
Number of Number of Number of Number of Number of Number of Number of Number of Number of Fiasp

Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Number of

(Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) Enrollees
(Mean OOP)
Alabama 65,335 23,631 20,718 16,934 13,779 12,165 736 356 403 11,923
($375) (5268) (5384) (257) ($207) ($306) (5742) ($4,794) ($1,969) ($116)
Alaska 5,674 2,072 1,902 1,016 751 804 91 33 39 897
(5282) (5202) (5285) (5148) (5209) (5240) (5778) (51,450) (5739) (580)
Arizona 70,671 20,731 25,329 13,697 11,821 8,739 963 397 264 11,918
(5481) ($310) (5508) (5287) (5299) (5441) (81,107) ($6,319) (52,744) (5126)
Arkansas 36,101 11,071 11,662 6,653 6,001 7,745 367 172 160 8,372
($460) ($308) (5493) ($318) (5282) ($381) ($746) ($5,461) ($1,699) ($117)
California 276,925 163,642 112,892 102,974 63,762 46,328 5,360 2,140 1,616 54,355
(5378) (5197) (5373) (5182) (5198) (5287) (8775) (54,297) (51,727) (564)
Colorado 42,767 14,724 20,995 5,757 5,374 3,561 667 302 262 5,780
(§514) (8322) (5447) (8361) (5308) (5440) (81,221) ($5,307) (52,620) (5124)
Connecticut 49,040 18,638 18,638 13,037 7,965 6,970 585 341 321 6,961
($433) ($263) (5409) (5261) ($249) ($349) ($1,081) ($4,659) (51,447) ($117)
Delaware 12,619 5,192 6,213 3,173 2,620 1,779 153 72 76 2,885
(5456) (333) (5488) ($319) ($307) (5384) (§725) (54,337) (51,854) (5145)
District of Columbia 4,021 2,111 1,449 1,391 495 954 42 24 17 982
($258) ($106) (5277) ($90) ($133) ($113) ($451) ($4,826) (51,877) ($41)
Florida 281,663 82,611 105,434 62,352 47,164 49,033 3,122 1,709 1,287 57,830
(5424) (5309) (5434) (5252) (5252) ($356) (51,042) ($5,588) (52,454) (586)
Georgia 106,973 36,439 35,030 28,811 26,436 17,090 1,485 689 613 26,579
(5419) (5289) (S446) (5282) (5249) (5324) (§738) (54,998) (2,363) (8119)
Hawaii 9,667 7,905 4,462 4,044 2,965 2,206 129 85 31 1,718
($302) ($218) ($320) ($191) ($179) ($249) ($1,004) ($3,455) ($3,024) ($135)
Idaho 19,243 5,043 5,603 1,939 3,029 1,300 262 116 114 3,638
(8570) (5442) (5607) (5397) ($376) (5588) (51,324) (56,536) ($3,043) (5167)
Hlinois 131,629 52,659 53,451 31,294 18,199 20,577 1,432 894 674 30,527
(5481) (8333) (5506) (8339) ($324) (5403) (5935) (85,474) (52,584) (8127)
indiana 80,679 29,884 29,714 18,414 13,920 13,785 919 472 419 18,711
($470) ($358) (5480) ($367) ($321) ($396) ($1,007) ($6,228) ($1,506) ($133)
lowa 36,099 11,639 14,759 6,822 4,115 3,170 289 262 164 11,236
(652) (5469) (5641) (5488) (5437) (5568) (51,308) (56,868) (52,808) (5246)
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State/Territory Eliguis Jardiance Xarelto Januvia Farxiga Entresto Enbrel Imbruvica Stelara Novolog/
Number of Number of Number of Number of Number of Number of Number of Number of Number of Fiasp
Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Number of
(Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) Enrollees
(Mean OOP)
Kansas 28,706 9,856 11,761 5,838 4,763 3,290 226 194 161 9,847
(5585) (5466) (8597) (5460) ($419) (5544) (81,115) ($6,305) ($3,513) (5180)
Kentucky 60,145 23,016 22,756 20,109 15,035 11,013 867 360 467 16,191
($373) ($260) (5382) (5249) ($238) ($304) ($615) ($5,568) (51,862) ($114)
Lovisiana 55,173 23,375 19,267 15,999 10,933 13,396 638 312 331 13,175
(8372) (5237) ($391) (5236) (5232) (5289) (5514) (54,500) (51,015) (593)
Maine 21,411 7,087 6,123 4,003 2,030 1,382 305 114 212 3,904
(5413) (5262) (5432) (5228) (5223) (6338) (5940) (54,994) (1,783) (589)
Maryland 49,133 18,635 19,246 11,489 8,310 7,991 574 283 328 12,342
($422) (5268) (5444) (5280) ($285) ($319) ($749) ($3,747) ($1,571) ($122)
89,220 29,592 26,488 15,912 7,623 8,474 1,480 506 780 16,175
Massachusetts
(5429) (5261) (5457) (5237) (5217) ($341) ($913) ($3,927) (51,977) (5103)
Michigan 140,497 43,186 49,997 34,939 23,433 18,828 2,157 908 758 34,262
(5381) (5262) ($397) (271) (5272) (5344) (5958) (54,793) (1,708) (5132)
Minnesota 47,666 15,339 24,882 6,579 3,343 3,643 595 468 315 15,608
($620) ($415) ($609) ($431) ($417) ($563) ($1,795) ($6,349) ($2,791) (5187)
Mississippi 32,758 14,424 12,700 9,070 9,836 8,263 460 237 277 11,751
(S416) (5284) (5442) (5262) (5221) (5326) ($616) (56,040) ($3,875) (5103)
Missouri 75,267 25,761 26,606 15,360 13,602 10,755 724 444 402 17,935
(5482) ($353) (5497) ($339) ($323) ($412) ($921) ($6,462) (52,342) ($127)
Montana 10,246 3,175 4,486 1,928 991 858 197 83 62 2,759
(590) (5418) (5624) (5445) (5433) ($559) (51,195) (56,617) (52,698) (5163)
Nebraska 20,217 6,539 9,688 3,015 3,446 2,701 136 145 91 5,120
(5657) (§503) (5666) (8502) (5443) (6555) (51,508) (87,527) (54,466) (5202)
Nevada 26,095 10,084 11,072 4,567 5,122 3,531 246 187 77 4,605
(5438) ($325) (5468) (5298) ($291) ($385) ($1,182) ($6,307) ($3,007) (5122)
. 15,661 4,225 5,303 2,330 1,247 1,084 199 105 145 2,254
New Hampshire
(5548) (5429) (5598) (5421) (5349) (5486) (51,385) ($6,391) (51,679) (5147)
New Jersey 98,962 34,158 38,816 33,088 21,978 15,827 1,397 576 625 15,427
(5409) (8312) (5442) (5265) (5258) ($365) (5882) (54,711) ($2,091) (5142)
New Mexico 15,148 5,927 9,830 5,122 3,128 1,802 415 126 93 4,686
($396) (5234) (5386) (5236) ($225) ($350) (5986) ($5,371) (5945) ($100)
New York 232,211 96,359 85,662 84,846 52,838 42,893 3,549 1,619 1,687 50,246
(5342) (5205) (5347) (5174) (5195) (5265) (5754) ($3,479) (51,459) (589)
North Carolina 128,168 48,497 43,875 25,622 20,963 17,228 1,512 734 657 27,304
(5462) ($309) (5468) (5292) (5265) ($362) (5912) (85,273) ($1,817) (8122)
North Dakota 6,950 2,156 2,049 1,113 782 442 39 52 30 3,127
($740) ($607) ($816) ($653) (5606) ($656) ($2,299) ($8,237) ($1,099) ($251)
December 2023 RESEARCH REPORT 41




State/Territory Eliguis Jardiance Xarelto Januvia Farxiga Entresto Enbrel Imbruvica Stelara Novolog/
Number of Number of Number of Number of Number of Number of Number of Number of Number of Fiasp

Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Number of

(Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) Enrollees
(Mean OOP)
Ohio 154,951 47,381 56,550 38,828 27,466 20,776 1,449 1,037 785 32,535
(5480) (8335) (5499) (5354) ($330) ($411) (81,270) ($5,940) ($1,851) (5126)
Oklahoma 45,287 15,093 13,333 8,885 7,602 6,783 674 232 130 11,924
($459) ($349) (5494) ($325) ($307) (5408) ($711) ($5,732) ($1,496) ($129)
Oregon 46,189 14,035 14,539 4,416 3,156 4,591 505 269 327 7,187
(8597) (5383) (8576) (8375) ($380) (6509) (51,025) (85,723) ($1,357) (8123)
Pennsylvania 186,859 70,774 67,493 37,064 20,515 23,179 1,770 1,138 1,135 44,881
($431) ($312) (5437) ($330) ($277) ($375) (5997) ($5,687) ($2,662) ($140)
Rhode Island 13,648 4,708 4,694 2,335 909 1,162 153 57 95 1,539
(5464) (5299) ($521) (5276) (5297) (5433) ($871) (56,022) ($2,116) (5111)
south Carolina 67,064 22,809 20,889 16,588 15,667 12,138 747 403 398 13,936
(S461) (8312) (5477) (8312) (5293) (5347) (5909) (54,969) (2,759) (5128)
South Dakota 8,519 2,775 3,691 1,463 1,131 660 65 62 29 2,984
(§729) ($544) (5748) (8576) ($537) ($601) ($1,154) ($6,312) (5387) ($195)
Tennessee 84,509 27,776 29,840 18,364 16,434 12,537 1,162 467 406 19,085
(S446) ($300) (5448) (5295) (5267) ($380) (51,142) (56,346) (52,608) (5138)
Texas 221,456 98,642 86,347 69,546 58,231 35,489 3,772 1,239 940 47,933
(5430) (5289) (5444) (5264) ($250) ($365) (5§743) (85,267) ($1,810) (8131)
Utah 22,004 6,746 8,482 3,021 3,359 1,184 234 103 115 4,527
($567) (5475) ($610) (5440) (5418) ($521) ($1,724) ($8,179) ($3,349) ($152)
Vermont 9,439 2,722 2,531 1,369 673 707 152 66 83 1,627
(5492) ($332) (5587) (5339) ($317) (S441) (51,385) (54,686) (51,673) (5128)
Virginia 80,720 25,676 25,864 19,855 12,823 11,410 832 478 405 15,480
(8507) (5336) (8520) (8329) ($301) (5406) (81,137) (56,262) (52,740) (5126)
Washington 57,670 25,794 26,808 9,017 6,186 5,922 1,023 374 427 10,926
($568) ($348) ($555) ($321) ($346) ($449) ($1,341) ($6,113) ($1,956) (5149)
West Virginia 27,045 10,492 9,994 9,104 4,879 5,211 363 141 165 9,942
(8325) (5227) (5347) (5227) (5214) (5288) (5635) ($3,967) (1,330) ($92)
Wisconsin 67,515 22,370 23,365 10,727 6,224 6,439 768 441 402 15,070
($534) ($390) ($563) ($390) ($363) ($443) ($1,250) ($6,113) ($1,959) ($152)
Wyoming 5,775 1,384 1,939 858 720 302 68 35 22 1,262
(653) (503) (5659) (5473) (5453) ($589) (51,274) (§7,118) (52,945) (5186)
American Samos ($750) (*) (*) (*) (*) (*) (**) (**) (**) (**)
Guam 137 87 76 115 17 31 ** ** * *
(5736) (5596) (51,006) (5830) (5725) (5564) (**) (**) (*) (*)
Northern Mariana 28 * 13 15 * * ** ** *x *
Islands (5733) (*) ($657) ($533) (*) (*) (**) (**) (**) (*)
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State/Territory Eliguis Jardiance Xarelto Januvia Farxiga Entresto Enbrel Imbruvica Stelara Novolog/
Number of Number of Number of Number of Number of Number of Number of Number of Number of Fiasp

Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Enrollees Number of

(Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) | (Mean OOP) Enrollees
(Mean OOP)
Puerto Rico 22,623 12,070 15,745 13,620 14,898 2,553 813 140 148 1,005
(5100) (555) (590) (558) ($61) ($154) (5167) (3,165) (563) (538)
U.S. Virgi land 724 222 199 319 64 126 * * * 24
-5 Virgin lslands ($479) ($392) ($480) ($421) ($329) ($399) (*) (*) (*) ($211)
Total for the United 3,505,000 1,321,000 1,311,000 885,000 639,000 521,000 47,000 22,000 20,000 763,000
States? (5441) (5290) (5451) (§270) (5260) (6357) (5921) (85,247) (52,058) (§121)

Source: ASPE analysis using the Medicare Prescription Drug Event data and Part D Enrollment Data.

Notes: ASPE estimates may differ from drug use figures reported by CMS due to differences in the time period thatis examined.

* Data suppressedas per CMS disclosurerules (https://resdac.org/articles/cms-cell-size-suppression-policy).

** No utilization reported.
2 Total includes enrollees residing outside the United States.

OOP = Out-Of-Pocket
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