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Introduction

In August 2022, President Joe Biden signed into law
the Inflation Reduction Act (IRA) aimed at reforming
federal spending toward lowering healthcare costs,
among numerous other aims. Although the future of this
legislation is under question, as will be explored toward
the end of this discussion, the enactment of the IRA
marks the start of an inevitable waterfall of bipartisan
policy action and drug pricing reform, which industry

stakeholders will need to monitor. At a little more than one
year since the passage of this act, it is likely that every drug
manufacturer understands the tenets of the IRA and its
direct implications for cross-functional decision making.
However, this brief publication seeks to build on that
understanding, by illustrating the indirect implications of
the IRA that manufacturers will need to consider as part of
their new product planning and portfolio strategy.

Market Sentiment

Before evaluating indirect IRA implications, it is beneficial to briefly review market sentiment towards the IRA and the
changing policy landscape. While IRA-related actions taken by pharmaceutical executives do not seem to have had a
negative impact on financial valuation or market capitalization overall, the strategic responses illustrate which provisions of
the IRA pharmaceutical manufacturers are most wary of. Examples include:

Price Negotiation: As the shining achievement of the IRA,
all manufacturers are wary of the implications of Medicare’s
ability to negotiate drug prices. With biologics being given
a 13-year period prior to being eligible for negotiation,
compared to the shorter 9-year period for small molecules,
manufacturers may find incentives to pursue assets in the

In November 2022, Eli Lilly withdrew its Phase
I blood cancer small molecule asset due to
concerns around the IRA’s impact on small
molecule oncology assets.

Lo,

Also in November 2022, Alkermes announced
the spin-off of a pure-play, development-stage,

considers portfolio strategy and life cycle planning in the
rare/orphan archetype.

biologic and cell/gene therapy markets, potentially devaluing @Ikemfe * oncology-focused division to capitalize on
small molecule programs. biologic§ longer period of exemption from price
negotiation.
Price Negotiation: The IRA exempts orphan drugs from the In October 2022, Alnylam announced the:
Medicare negotiation process, but only for drugs approved in halt ofits Phase I Program for Amvuttra n
a singular orphan indication. This may impact how pharma Q/Aln lam’ Stargardt disease, given the drugis already
’ yiam, approved for rare disease hereditary ATTR

amyloidosis and will be limited by the single-
orphan exclusion of the IRA.

Part D Redesign: The out-of-pocket (OOP) spending cap
for Part D beneficiaries beyond the catastrophic coverage
limit will increase fulfilment and adherence for otherwise
inaccessible, high-cost, specialty therapies. This may also
increase the value attributed to assets in the specialty care,
pharmacy benefit archetype (as further outlined in Figure
4, which describes the characteristics a sample of product
archetypes most likely to be impacted by the IRA).

In March 2023, Pfizer completed its
acquisition of Seagen, a manufacturer of

é Pfizer
numerous specialty assets, citing provisions

®Seagen@ of the IRA as key drivers for the transaction.
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Figure 1.

Recent Industry Response to
the Inflation Reduction Act

Merck CEO Comments on the
IRA at the Galien Forum

Dr. Vasant Narasimhan, M.D. Rob Davis, Merck's CEO,
expressed concerns that there highlighted a possible impact on

will be “significantly fewer drug discovery and investment
Aug 16, medicines in some of the most strategy stating it will change “the

Novartis CEO Comments on
Consequences of the IRA

2022 important diseases for the way you think about how to invest

elderly being developed by in discovery and development and

ourindustry as a consequence changing the way you think about
of this policy” large and small molecules”

Expectations of Biopharma Response

that are less impacted by Medicare overall or fit
negotiation exclusions/delays
@ Higher pricing at launch, to offset lower annual
/\ﬂ price increases, stymied by the IRA’s inflation-
based cap on price increases

:‘r’ Re-focus of drug development efforts on assets

Alkermes Considers Separating
its Oncology Business from CNS Pfizer Acquires Seagen and
The IRA has placed greater Cites IRA as Key Driver

importance on biologics over small Pfizer strikes $43B deal to

molecules as a potential acquire Seagen in order to
treatment. With Alkermes’s withstand coming headwinds
oncology assets being biologics of IRA and Medicare price

there is a perceived yet unstated negotiation through Seagen’s
influence of the Act on Alkermes’ portfolio of biologics and
oncology development plans specialty therapeutics

IRA Enacted

Biden signed the Inflation
Reduction Act into Law
L Sep 8,
which includes several 2022
key prescription drug
provisions (non-
exhaustive):

a Mandated Medicare Drug Price Negotiations
e Price Increase Limits

© $2000 annual cap on Part D OOP Costs
o Elimination of cost sharing for adult vaccines

Alnylam Halts Eye
Drug Development

Alnylam attributed halted
phase 3 study of Amvuttra
in Stargardt Disease to the
IRA. Due to Amvuttra's prior
orphan status in ATTR, the
company expressed concermns
that pricing negotiation due
to an additional orphan label

Lilly Discontinues Cancer
Drug Development

Eli Lilly cited Biden’s Inflation
Reduction act as the reason for
scrapping its $40 million
hematologic cancer drug. An Eli
Lilly spokesperson stated “the
IRA changes many dynamics for
small molecules in oncology and
when we integrated those
changes with this program and
its competitive landscape, the
program’s future investment no
longer met our threshold”

AstraZeneca CEO
Suggests Fewer Drug
Cancer Launches in US

On an investor call, AstraZeneca
CEO Pascal Soriot mentions that
AZN may no longer launch new
cancer drugs in the US unless it’s
for a large enough indication as
“there is a disincentive to start
with small indications™

Merck Sues the US
to Block the Inflation
Reduction Act

The lawsuit likely aims to stop
the US from publishing the first
list of drugs that would be
subject to pricing negotiation by
Medicare, with Merck alleging
that the IRA violates the First
and Fifth Amendments by
forcing the company to give
discounts without the option
of walking away

e Limits on insulin cost sharing
6 Expanded eligibility for Medicare Part D Low-Income Subsidy Program
0 Delayed implementation of Trump-era drug rebate rule

Indirect Impacts of Key Provisions of the IRA

Part D Redesign: 1rA Part D Redesign limits patient
out-of-pocket costs, removes the “donut hole” or coverage gap,
redistributes Medicare cost burden to manufacturers and Part D
plans, and reduces the threshold at which catastrophic coverage

begins by about ~40%.

IndirectImpactof Part D Redesign - Payer Cost Sharing:
Although manufacturers will statutorily be subject to 20%
of drug costs in the catastrophic phase under the IRA,
this cost burden should be perceived as the ‘floor’ in the
context of the higher cost burden that plans will also be

mercalls ©2023 Mercalis Inc. All rights reserved.

subject to (i.e., 60% in the catastrophic phase in 2025,
compared to 20% in 2024). Given the increased exposure
that Part D plans will face in the catastrophic phase in
2025 and beyond, payers may push some of that cost
burden towards manufacturers in the form of increased
demand for rebates, resulting in manufacturers potentially
being subject to more than the statutory 20%. This is also
more likely to occur in mature and/or competitive markets,
such as for assets in certain oncology or cardiometabolic
indications, as is further illustrated in Figure 4.
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Figure 2.
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Indirect Impact of Part D Redesign - Temporal
Considerations of Catastrophic Cost Sharing for
Manufacturers: In some indications where patients
use multiple therapies, experience comorbidities, or are
prescribed high-cost specialty regimens (e.g., oncology),
patients are likely to meet the catastrophic limit early in
the calendar year. Given that, manufacturers who were
previously paying only during the coverage gap in the
same indication, would be subject to 20%+ cost-share
across the calendar year meaning many companies with
branded assets in markets resembling the aforementioned
characteristics will see a significant erosion of potential
net revenue.

Price Negotiation: As outlined in the IRA, the 50
Part B and Part D Medicare drugs with the highest spend
(spread across 2026-2031) may have price controls,
or price negotiations, implemented to lower prices and
overall spend. Through this “negotiation” process, a
maximum fair price (MFP) will be determined, and pricing

mercalls ©2023 Mercalis Inc. All rights reserved.

Pre- and Post-IRA Cost Burden by Channel

~$3,250

Catastrophic 2
Coverage

Initial y
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2024 2025

for products may utilize the negotiated price or contract
price, whichever is lower.

Indirect Impact of Price Negotiation — Competitive
Negotiations: Even if a manufacturer’s product isn’t
selected for direct CMS negotiations, manufacturers
will need to be aware of negotiation activity within the
competitive landscape. Drugs that are not selected for
price negotiation but are in the same market basket
as negotiated assets may face subsequent downward
pricing pressure from payers (in both the Medicare and
Commercial channels). This is most likely relevant where
assets are deemed to be therapeutically interchangeable
or provide little differentiation to patients. Additionally,
drugs that are not particularly high cost, but are launched
or approved in indications with sizeable Medicare patient
populations may also be targets for price negotiation given
their aggregate cost burden to Medicare, as is alluded to in
Figure 4 with cardiometabolic drugs.
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Inflation-Based Rebating: starting in 2022,
manufacturers are required to pay a rebate to the federal
government if prices for Part B single sourced drugs and
biologics or Part D drugs rise faster than the rate of inflation,
measured by CPI-U.

Indirect Impact of Inflation-Based Rebating -
Commercial Revenue May Outweigh Medicare Costs:
Under the IRA, manufacturers are required to pay back,
in the form of rebates, the difference between the
inflation rate and the price growth rate. For example, if a

product’s price increased by 4% and CPI-U was 3% for
that defined time period, the manufacturer would owe
1% in inflationary rebate penalties to CMS (Figure 3). In
many scenarios, revenue in the Commercial channel may
offset negative impacts on revenue in Medicare created
by inflationary rebates, dependent upon the distribution
of commercially insured vs. Medicare lives. Manufacturers
may also consider channel-dependent differential price
growth strategies in the context of this IRA provision and
their portfolio.

Figure 3.
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Indirect Impacts of the IRA on Portfolio Strategy

In light of the combined effects of these key provisions of
the IRA, drug manufacturers will need to carefully consider
their portfolio and new product planning strategies
(including launch and LCM pricing). This critical, policy-

mercalls ©2023 Mercalis Inc. All rights reserved.

informed decision-making becomes even more crucial
for organizations whose portfolios contain products with
characteristics most likely to be impacted directly or
indirectly by the IRA.
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Figure 4.
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Some negative impact expected on manufacturers who have portfolio or pipeline products with this characteristic

Significant negative impact expected on manufacturers who have portfolio or pipeline products with this characteristic

As demonstrated in Figure 4, there is notable complexity
in how provisions of the IRA will impact different product
characteristics. The heat map visualization in Figure
4 emphasizes the interplay within product portfolios
that will influence the strategic considerations of drug
manufacturers. In addition to the elements highlighted in
Figure 4, further intricacies exist along the axes of specific
therapeutic areas, indications, disease prevalences (e.g.
single-orphan provision), and other product-specific
attributes.

Despite potential uncertainties around the viability of
the IRA arising from ongoing lawsuits involving Merck,
BMS, BI, and others, it is important to note the strong
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bipartisan support for drug pricing reform (Figure 5),
ongoing initiatives from the Centers for Medicare &
Medicaid Innovation (CMMI) (e.g. High-Value Drug List
Model, or “$2 generic” model), and various other drug
pricing priorities. Taken together, these trends confirm
the market’s unequivocal shift toward exerting pressure
on drug manufacturers and other key stakeholders to
reduce drugs costs for Americans. Triangle Insights can
support pharmaceutical manufacturers in navigating
an ever-evolving policy landscape with respect to drug
pricing reform and partnering within the industry to
develop and refine portfolio and pipeline strategies that
remain adaptable and cogent in the face of change.
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Figure 5.

Majorities Across Partisanship Say There Is Not Enough Government
Regulation When It Comes To Limiting The Price Of Prescription Drugs

Percent who say there is not as much regulation as there should be when it comes to...

Making sure prescription drugs

are safe for people to use Limiting the price of prescription drugs

Total 47% 73%
Party ID
Democrats 49% 82%

Independents  [ERFA 67%

68%

Republicans 46%

NOTE: See topline or full question wording.
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