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Inflation Reduction Act of 2022 — 3 key mechanisms in the IRA
There are three key mechanisms in the IRA that will enable Medicare to exert
pricing pressure on drug manufacturers

___ Mechanism | Descriptons

IRA authorizes Medicare to directly negotiate drug prices for certain high expenditure, single source
Medicare drugs covered under Part B (physician-administered products) and Part D (retail products),
(i.e. drugs with no generic or biosimilar competition).

Medicare drug price
negotiation

IRA requires drug manufacturers to pay a rebate to the federal government if prices for single-source
drugs and biologicals covered under Medicare Part B and nearly all covered drugs under Part D
increase faster than the rate of inflation (CPI-U).

Inflation rebates in
Medicare

Before the IRA implementation, there were 4 Medicare Part D phases: deductible, initial coverage,

coverage gap and catastrophic coverage, each with its own cost-sharing structure and responsibilities

for beneficiaries, plan sponsors, drug manufacturers and Medicare, manufacturers are required to
Part D manufacturer provide 70% price discount for Part D branded drugs during the coverage gap phase.

discount requirement  With the IRA implementation, the coverage gap phase will be eliminated, drug manufacturers are
required to pay 10% price discount during the initial coverage phase and 20% in the catastrophic
coverage phase for Part D branded drugs, replacing the 70% price discount in the coverage gap
phase.

Source: CMS.gov, groupH research and analysis
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Drug Price Negotiation: Criteria for Inclusion in IRA Negotiations
Single-source branded drugs with high budget impact will be required to

participate in the price negotiation, with those having highest budget impact

being prioritized for initial negotiations

Total Drugs Undergoing IRA Negotiation
Medicare Parts D and B

20
drugs Biological products without

18
will be prioritized for negotiation
16 Must be at least since

20 20
15
15 Part B Part B

14 FDA approval date*, as of the date Must be at least since

12 that the list of drugs selected for licensure date*, as of the date that the

10 10 Part B negotiation is published: list of drugs selected for negotiation is

= For 2026 negotiation: list to be published:
Part D published on September 1, 2023, = For 2026 negotiation: list to be
so the small-molecule drugs published on September 1, 2023, so
Part D Part D Part D ) )
Part D selected must have been the biological products selected must

approved on or before have been licensed on or before
September 1, 2016 September 1, 2012

2026 2027 2028 2029 2030+

* The IRA’s reference to FDA approval is the section of the Federal Food, Drug, and Cosmetic Act that establishes the
traditional approval pathway or licensure of biological products under the Public Health Service Act, not FDA'’s accelerated
approval program

oo

o N b~ O

Source: CMS.gov, groupH research and analysis


https://biotech.law.lsu.edu/blaw/fda/fdcact5a.htm#:%7E:text=manufacturing%2C%20and%20controls).-,(c)(1),-Within%20one%20hundred
https://uscode.house.gov/view.xhtml?req=(title:42%20section:262%20edition:prelim)#:%7E:text=(a)%20Biologics%20license

Drug Price Negotiation: Criteria for Exclusion from IRA Negotiations @

Orphan drugs, small biotech drugs, plasma-derived products, low-budget impact
drugs are excluded from IRA price negotiations; biologics with high likelihood of

near-term biosimilar launches within two years are indirectly excluded
Direct Exclusions Indirect Exclusions: Biosimilar Delay

= Biologics with high likelihood of imminent launches of

=  Drugs that have “Orphan Drug Designation(s)” from the FDA for only one biosimilar competitors within the next two years are
rare disease or condition are excluded from IRA price negotiations excluded because the are likely to undergo steep price
= If a drug has designations for more than one rare disease or condition, it will declines irrespective of IRA negotiation

not qualify for the Orphan Drug Exclusion even if the drug has not been

approved for any indications for the additional rare disease(s) or condition(s) - [Fop 20, i [feRmaire S e g o el sl £ el

. . . o . be highly likely to occur before September 1, 2025
= CMS will only consider active designations and active approvals (as opposed

to “withdrawn” designations/approvals) when evaluating a drug for exclusion = CMS will decide whether there is a high likelihood of
biosimilar market entry based on two factors:

WACIG -8 = Drugs with annual Medicare spending of less than $200M are excluded = Whether an application for licensure of the biosimilar

Impact Drug = E.g., the 2026 determination is based on data from June 1 ‘22 to May 31 23 product has been accepted for review or already approved
by the FDA, and

The IRA excludes so-called “small biotech” drugs from price negotiations,

= “Clear and convincing” evidence that the biosimilar
but only from

product will be marketed within two years of the selected

To qualify under this “Small Biotech Exception”, manufacturers must prove drug publication date, including demonstrating that there
that this drug represents: are no patent barriers to entry and operational readiness
. of total expenditures for drugs under Medicare Part D, and to bring the biosimilar product to market
. of the company’s Medicare Part D revenues (i.e. 280% of the = CMS will NOT grant a request to delay selection of a

company’s Medicare revenue must from a single Part D drug) L
reference product for negotiation if more than one year

has passed between licensure of the biosimilar and its
marketing

All plasma-derived products are excluded from IRA price negotiations

Source: CMS.gov, groupH research and analysis



Drug Price Negotiation: Prioritization Criteria for Inclusion in IRA Negotiations

The IRA requires CMS to consider certain manufacturer-specific factors and

O

information about therapeutic alternatives in negotiating the “maximum fair price
(MFP)” for selected drugs within the statutory price ceiling

Identify the therapeutic

alternative(s)

Determine starting point for
the initial offer of MFP

Process and
considerations
for determining
the initial offer

of the MFP

Evidence about therapeutic
alternatives

Comparative therapeutic
advance and cost

Prescribing information
Comparative effectiveness
Unmet needs fulfillment

Evidence about pricing info
of therapeutic alternatives

= Part D drug: net of all price

concessions (including
rebates)

= Part B drug: the average

sales price (ASP) of the
therapeutic alternatives

Potential
Improvements in

Effects on
(e.g. elderly)

Once MFP is
determined, it
only applies to
Medicare Part

B and Part D
beneficiaries,

it does not
apply to
commercial
insurance plan

Original Medicare

Medicare Plan

Plan

sponsored by CMS MFP

except for Part D

Beneficiariei\

Part A
(Hospital)

i

Part B
(Medical)

)

Part D
(Rx Drugs)

o

Source: CMS.gov, groupH research and analysis
* IRA implementation refers to MFP implementation for Part B drugs in 2028 and for Part D drugs in 2026

are Advantage Plan

(“Part C”)
sponsored by
CMS-designated

concerns and

commercial insurers

Additional benefits
(e.g. dental)

“¢

and

of
production and distribution

Prior
information

, and
in the US

Commercial plans will continue to
use average sales price at this
point, but IRA will likely catalyze a
shift from average sales price to
MFP for all commercial plans (just
like the shift from average
wholesale price to average sales
price after the implementation of
the 2003 Medicare Modernization
Act)




Drug Price Negotiation: Timelines and Key Deadlines for Price Negotiation

While the first negotiation cycle takes place between October 2023 and August
2024, the timelines for a regular negotiation cycle of subsequent years are
different from years but they are consistently the same

Deadline for ; i
manufactures to sign Deadiine for CMS t Deadline for CMS to Dl?;?slriiolraggﬂt;r:(s)
Key deadlines price negotiation f?a ropos d MFF? make a final wiiten ?or the ne potiated MFP
for 2026 agreements with CMS offer propose offer for the MFP 9
e Jan, 2023 Jan. 2025 Jan, 2027
negotiation Feb Mar Jul : >
Jan, 2024 - L Jan, 2026
Deadline for manufactures Deadline for Deadline for generic/biosimilar
to submit economic/market manufactures to approval and market entry to avoid
2026 data for selected drugs accept or counteroffer extension of price applicability period
Negotiation September 1, October 1, September 1, January 1, December 31,
2023 2023 2024 2026 2026
o . Price Appli ility Peri
Negotiation Period Epf el 5] [HETe .
Sel dd (Year 1) Price
elected dru . S . : el Applicabilit
publication dagte Initiation of the Completion of MFP publication Effective date of End of the initial ml?-‘eriod y
negotiation the negotiation date the negotiated price applicability (Year 2)
process process price year
2027
Negotiation* February 1, February 28, November 1, November 30, December 31,
2025 2025 2025 2025 2027
Deadline for
manufactures to sign Doadine for OIS ¢ Deadline_ for CMS to Deadline for generic/biosimilar ‘
Key deadlines price negotiation of?:r I?oe c?sred MFIS make a final written approval and market entry to avoid
for 2027 agreements with CMS prop offer for the MFP extension of price applicability period
or 2Us Jan, 2025 ! Jan, 2026 1 Jan. 2028
negotiation Feb Mar Jun Jul Oct _m : .
28 1 1 1 15 31 g
- | Jan, 2027
Deadline for manufactures Deadline for Deadline for CMS to
to submit economic/market manufactures to publish explanations
data for selected drugs accept or counteroffer for the negotiated MFP

Source: groupH research and analysis of Medicare Drug Price Negotiation Initial Memorandum
* 2027 negotiation timeline represents a regular negotiation timeline for the subsequent years’ negotiations



List of 10 Drugs Selected for 2026 Price Negotiation

More than half of the first 10 drugs selected for 2026 price negotiation are high-
selling blood thinners or antidiabetics, 7 out of 9 manufacturers on the list have
filed lawsuit against IRA drug negotiation program

Drug Name | Manufacturer | _Indication | _ Class / MOA Manufacturer’s Comment

{h Bristol Myers Squibb

Cardiovascular

Anticoagulant

"Unlike a true 'negotiation,’ this program guarantees that the government will secure

diseases (Factor Xa inhibitor) the products it wants at the prices it dictates.”
- — . Antidiabetic “Those draconian provisions impose fines two-and-a-half to 25 times greater than the
Jardiance \* (IHD }snog"g}f;;gnfr Type 2 diabetes (SGLT2 inhibitor) statutory penalty for criminal tax fraud, making clear that they are unconstitutionally
excessive as a matter of law.”

“y Xarelio - Cardiovascular Anticoagulant "That provision is the legal equivalent of a gun to the head because it would require the

— janssen )’ gemee  diseases (Factor Xa inhibitor) manufacturer to give up access to nearly 40% of the U.S. health care market. It is akin
3 P Autoimmune IL-12 / IL-23 to the government taking your car on terms that you would never voluntarily accept and

Riclaa diseases monoclonal antibody threatening to also take your house if you do not 'agree’ that the taking was 'fair."

m . g .
Jgtla'llgl”lp‘t/i??l 9 MERCIK Type 2 diabetes /(A\Slggibiitﬁi:bi tor) "This is not 'negotiation.' It is tantamount to extortion."
CJ;E g . “« ’ . . i , . ,

farxiga AstraZeneca Type 2 diabetes Antidiabetic IRA's Medicare price negotiation measures ‘run headlong into the goals' of the 1983

(dapagliflozin)zsio™

(SGLT2 inhibitor)

Orphan Drug Act.”

\? Entresto

(sacubitri/valsartan) tablets

U NOVARTIS

Heart failure

Angiotensin receptor
neprilysin inhibitor

“The result would fundamentally jeopardize the development and supply of essential,
life-saving drugs for the people who depend on them.”

' m AMN Autoimmune Anti-TNE “The enactment of the Inflation Reduction Act is a loss for patients and the future of
- diseases innovation. This law misses the mark on both fronts.”
. b . M — . “ TTrY) .
Imbruvics "\eh armacyclics'  B_cell cancers BTK inhibitor The Sepate :econc://atlon package proposes price controls rather than government
420, An AbbVie Company negot’atlons.
- i O “ , . .
Novo@og’ Antidiabetics Unfortunately, we have seen CMS take aggressive steps to carry out unilateral price

Fiaspr

novo nordisk”

Diabetes

(insulin analog)

Source: CMS.gov, groupH research and analysis, company lawsuit filings/press releases

setting without consideration for the impact on patients living with chronic disease or
the overall healthcare system.”

O
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Inflation Rebate Requirement: Inflation Rebate Calculation and Potential Impact on Drug Price
Most Medicare-covered drugs will be subject to the inflation rebate requirement
under the IRA, which may potentially impact on future drugs launch prices

IRA requires drug manufacturers to pay a rebate to the federal government if prices for single-source drugs
and biologicals covered under Medicare Parts B and D increase faster than the rate of inflation (CPI-U)

Inflation Rebate Calculation Differences Between Parts D & B Potential Impact on Drug Price

* Manufacturers are incentivized to launch at a higher

= The IRA will require drug = Nearly all Part D drugs are subject ice. “baking in” ofice | into the initial | h
manufacturers to pay back the to the inflation rebate requirement, price, “baxing In- price Increases Info e initiat faunce
difference between their drug while only single-source agents and price and foregoing real price increases year-to-year
price increases and the rate of biologics in Part B are subject to the . However, Med.icare Part D plan sponsors and commercial
inflation rebate requirement insurers are still be aple to neg_ohate rebate_s and refuse

coverage for drugs with very high launch prices
*  Forexample, if a drug price = Price changes for Medicare Part B

® For drugs that have no therapeutic alternatives
available or if they are covered under a Part D

increases 5.4% YoY and matches

will be measured based on the
5.4% inflation, then no rebate is

average sale price (ASP)

owed “protected class” (drugs that are mandatorily covered

- If drug price increases 10% YoY, = Price changes for Medicare Part D by Part D plans), they may have more leverage on drug
but inflation is 5.4%, then a 4.6% will be measured based on the launch price increase and are less impacted by the
rebate is owed for each unit sold average manufacturer price (AMP)* inflation rebate penalties

* Manufacturers’ willingness to take a higher price
increase and pay the rebate may also depend on the
proportion of sales to commercial plans as the
rebate only applies to the sales to Medicare

Source: CMS.gov, groupH research and analysis
* Also known as drug list price, which does not reflect manufacturer rebates/discounts negotiated with pharmacy benefit managers and payers



Inflation Rebate Requirement: Part B & D Drug Price Increase Compared to Inflation Rate Between 2017 and 2021
The percent of Part B and D drugs that have annual price increases greater than
inflation fell sharply in 2021, but this is likely due to an abnormally higher

inflation rate that exceeded most price increases

US Inflation Rate Percent of Drugs with Price m

2017-2021 Increases Exceeding Inflation
Medicare Part B & Part D Drugs; 2017-2021

Inflation rate has a significant
impact on the numbers of drugs
9% - 100% - with price increases exceeding the

8.3% . ) . . .
» ’ 90% inflation rate — a higher inflation rate
o | |
8% / ’ generally translates to fewer drugs
70, /) 80% 1 PartD exceeding that rate
/ ,
/) 70% - =  Agreater proportion of Part D drugs
6% - 5.4 60% have price increases that exceed
60% - inflation than Part B
5% A )
’ 50% - = Drug_ deve]opers have more latitude
4%, - to raise prices in years where
2.99% 40% - inflation is higher and not incur
3% - ' inflation rebate penalties
30% A
11.7% 8%
2% 20% { PartB 24%
1% - 10% -
1.0%
0% - 0% -
2017 2018 2019 2020 2021 2022 2017 2018 2019 2020 2021

Source: groupH research and analysis of CMS’s releases for 2017-2021 Medicare Part D and Part B drug spending, US Bureau of Labor Statistics
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Part D Manufacturer Discount Program: 4 Part D Coverage Phases Before IRA Implementation

There are 4 Medicare Part D coverage phases before the IRA implementation;

O

enrollees, plan sponsors, drug manufacturers and Medicare are responsible for a
certain percentage of the drug cost depending on which phase they are in

Deductible Initial Coverage Phase

< $505

= Medicare Part D plan resets
on January 1st every year

® The deductible amount can
vary from one plan to another
and may change each year
(e.g., deductible must be no
more than $505 in 2023), but
not all Part D plans have a
deductible

® For the plans that have a
deductible, beneficiaries must
meet this initial out-of-pocket
cost before moving on to the
next phase

= After the deductible limit is
reached, the plan covers 75% of
the drug cost, while beneficiaries
pay the remaining 25%

® Once the total spending
(including deductible, and the
combined cost paid by plan
sponsors and beneficiaries for
plan-covered drugs) reach the
threshold, the coverage gap
phase begins

= The threshold between the
initial coverage and the
coverage gap phases may
change every year

= CMS set the amount at
$4,660 for 2023

Source: CMS.gov, groupH research and analysis

< $4,660

Most plans have a coverage gap
(also known as the “donut hole”),
the gap was designed to limit the
plan sponsors’ cost and incentivize
enrollees to take generics before
using branded drugs

Beneficiaries pay no more than
of the drug cost in this phase,
manufacturers pay to discount
" price, while the plan
sponsors pay the remaining
(plan pays 75% for all the generics)

<$7,400

When the total out-of-pocket spending
reaches the limit set by CMS for that year
(e.g., the limitis $7,400 in 2023,

), the beneficiaries
get the catastrophic coverage, which
assures a lower cost-sharing amounts (~5%)
for covered drugs )
Medicare and plan sponsors cover the
majority share

Items that count towards the out-of-pocket
limit ($7,400) include:

= The during the
initial coverage phase
= The

during the coverage gap
phase (i.e., 95% of the branded drugs’
cost spent in the coverage gap phase)

Catastrophic coverage phase continues until

, Part D plan resets on January
1 of the next year, starting again with a
deductible (if applicable)



Part D Manufacturer Discount Program: Expansion of Discount Requirement for Part D Branded Drugs

IRA expanded manufacturers’ discount requirements through replacing a limited @
cost-sharing in coverage gap phase with a no-limit share in catastrophic
coverage phase, in addition to expanding discounts to LIS* beneficiaries

Before IRA
75%
100%
5%

25% A 15%

5%
Deductible Initial Coverage  Catastrophic
Coverage Gap Coverage

Source: CMS.gov, groupH research and analysis
*LIS: Low-income subsidies beneficiaries

LEGEND

. Enrollee

. Plan Sponsor
(Commercial Payer)

. Drug Manufacturer

. Medicare (CMS)

Deductible

After IRA

Initial Catastrophic
Coverage Coverage



Part D Manufacturer Discount Program: Expansion of Discount Requirement for Part D Branded Drugs @

IRA implementation will dramatically incentivize enrollees to use expansive drugs
with minimal costs and negligible burden to CMS, despite at the tremendous

expense of manufacturers and plan sponsors

Pre-IRA* Drug Coverage Duties

US; By Payer Type

$160,000

$140,000

$120,000

$100,000

$80,000

$60,000

$40,000

$20,000

$0

44% 56%

$2,000
Annual
Price

18%24%
[

LEGEND

Enrollee

Plan Sponsor
(Commercial Payer)

16%

6%

$20,000 $200,000

Annual
Price

Annual
Price

Source: CMS.gov, groupH research and analysis
* Calculations based on 2023 thresholds

Post-IRA** Drug Coverage Duties = The increase of plan sponsor’s
US; By Payer Type share will likely push it to take
appropriate measures to reduce
$160,000 utilization of expensive drugs:
Plan . :
$140.000 sponsors = Remove certalrj expensive
’ : drugs (drugs with
will take on . .
tor share 60% therapeut'lc glternatlves and
$120,000 gr?ca ¢ are not within the 6 Part D
of paymern protected classes) from
for high-price formula
$100,000 agents ry
= Create more restrictive
$80,000 prescription prioritization
criteria and step-through
requirements to limit use of
$60,000 brand-name drugs
= All Part D plans are required to
$40.000 add drugs that have Medicare
negotiated prices to the
$20,000 60% formulary, this will likely create
259,47% 1/ﬂ. 1% pricing pressure on other drugs
$0 with similar indication or push
$2,000 $20,000 $200,000 them off the formulary
Annual Annual Annual
Price Price Price

** In 2025 (the first year after IRA implementation), the thresholds toward "Initial Coverage” and “Catastrophic Coverage” are $540 and $6,380 respectively
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Decision Tree

Whether a drug is likely to be selected for IRA price negotiation? @

Step 1 Step 2
Examine the criteria E ine th iteria iati lusi
for negotiation inclusion xamine the criteria for negotiation exclusion

Step 3

Conclusion

No

Is or will this drug be
covered by Medicare

No

Part B (physician-
administered products)
or Part D (retail products)
plan?

Yes

Has this drug been, or
do you expect it will be a
single-source brand-
name drug without any
generics or biosimilar

—>» This is not a plasma-derived product, correct?

Yes

alternatives on the
market, for more than 7
years (for small
molecule drug) or 11
years (for biologics)
from the date of FDA
approval?

Source: CMS.gov, groupH research and analysis
* Only for the first 3 years’ negotiation (2026-2028) ** latest data: 2021 top 50 Medicare spending is = 788.5 million for Part D and = 197.5 million for Part B

years from the date of FDA approval, correct?

>
>
No
>

l,Yes
No

This drug is not or will not be eligible for “Small Biotech Drug” exemption*? > Unlikely to be
l/ Yes selecteq {e]g
_ o _ IRA price
This drug does not have or is not No  Does this drug have or is likely to receive No negotiation
likely to receive the FDA “Orphan == FDA “Orphan Drug Designation” for more >
Drug Designation”, correct? than one rare disease/condition?

Yes Yes

N
2 7 years (for small molecule drugs) or 2 11 years (for biologics) after FDA approval, ©

does the Medicare revenue of this drug exceed or is likely to exceed $200 million?

>
l, Yes No
Is the drug on the top 50** Medicare annual spending list or is it likely to be the top

50 Medicare annual spending drug? No Higher risk of
Yes being selected

for IRA price

This drug does not have or is not likely to have biosimilar market entry for at least 13 Yes > negotiation




Decision Tree
Risk assessment for Medicare Part D discount requirement

Step 1 Step 2 Step 3

Determine drug category Examine annual cost per patient Conclusion

Is or will this drug be

covered by Medicare Yes Does or will the annual cost per patient on Medicare Part D discount

?
Part D plan ) this drug exceed $540*? requirement has
lower impact on this drug

Yes
\ 4
Does or will the annual cost per patient on Ves Medlcare. Part D discount
this drug exceed $10,111**? — requirement has

higher impact on this drug

Source: CMS.gov, groupH research and analysis
** $540 is the threshold where a Part D drug is required to provide discount 0

**$10,111 is the cutting point where manufacturers are required to provide more discount than the maximum discount prior to IRA implementation



Decision Tree

Risk assessment for inflation rebate requirement

Step 1 Step 2

Compare sales to Medicare and

Compare price increase and inflation =
sales to commercial insurers

No >

No

Will future price increase o .
likely to exceed inflation? Will this drug receive =~
Yes more revenue from

- sales to Medicare

than sales to Yes
commercial insurers?

Source: CMS.gov, groupH research and analysis

Step 3
Conclusion

IRA inflation rebate
requirement has lower
impact on this drug

IRA inflation rebate

requirement has higher
impact on this drug
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