Working Paper

The Global Economics of
Pharmaceutical Innovation,
Pricing and Access

The New Geopolitics of
Pharmaceutical Pricing

HEPA Series 2026/1
UPF-BSM Working Paper No. 20
September 2026

BARCELONA
upf.| SCHOOL OF
MANAGEMENT

UPF Barcelona School of Management working paper.
Health Economics and Pharmacoeconomics Series (HEPA), Issue 2026/1.



THE GLOBAL ECONOMICS OF PHARMACEUTICAL
INNOVATION, PRICING AND ACCESS. The New
Geopolitics of Pharmaceutical Pricing

HEPA Series 2026/1
UPF-BSM Working Paper No. 20
September 2026

Jaume Puig-Junoy

Distinguished Professor, UPF-Barcelona School of Management

ORCID: https://orcid.org/0000-0003-1695-3108
Email: Jaume.puig@bsm.upf.edu



mailto:Jaume.puig@bsm.upf.edu

Health Economics and Pharmacoeconomics Series (HEPA). Issue
2026/1

Competing Interests
The author serves as Vice-President of the Advisory Committee on the Financing of Pharmaceutical
Benefits (CAPF) of the Spanish Ministry of Health. No other competing interests are declared.

Funding and Support
No specific funding or other support was received for the preparation of this working paper.

Disclaimer

The views expressed in this working paper are solely those of the author and do not necessarily reflect
the views or positions of the Advisory Committee on the Financing of Pharmaceutical Benefits (CAPF),
the Spanish Ministry of Health, or UPF Barcelona School of Management.

Author Responsibility
The author was solely responsible for the conception, research, analysis, drafting, and revision of this
working paper and takes full responsibility for its content.

Data Availability
No original datasets were generated for this working paper. All evidence and data discussed are drawn
from publicly available sources cited in the text.

Use of Al-Assisted Tools

OpenAl’'s ChatGPT was used to support English-language editing, translation, document formatting,
and the preparation of selected visual materials. The author reviewed and revised all Al-assisted output
and takes full responsibility for the final content.

Copyright and Licence
© 2026 Jaume Puig-Junoy. This work is licensed under a Creative Commons Attribution 4.0
International Licence (CC BY 4.0).

HOW TO CITE THIS WORKING PAPER:

Puig-Junoy J. The global economics of pharmaceutical innovation, pricing and access: the new
geopolitics of pharmaceutical pricing [Internet]. Barcelona: UPF Barcelona School of Management;
2026 Sep. (Health Economics and Pharmacoeconomics Series; HEPA 2026/1). Report No.: UPF-BSM
Working Paper 20. Available from: https://www.bsm.upf.edu/en/working-papers.



https://www.bsm.upf.edu/en/working-papers

ABSTRACT

This working paper brings together ten short chapters on pharmaceutical innovation,
pricing and access at a moment when drug policy has become part of a wider
geopolitical debate. It examines cost-reducing innovation, opportunity cost, cost-
effectiveness thresholds, market size and innovation, Most-Favored-Nation pricing,
Medicaid savings, launch sequencing, international reference pricing, free-riding
claims and European spillovers. The paper is not a systematic review. It is an
evidence-based reading of recent academic papers, policy documents and empirical
estimates, with attention to what they imply for decisions by firms, payers and
governments. The central message is simple: pharmaceutical policy cannot be
reduced to lower prices or higher revenues alone. Better decisions require evidence
on value, incentives, affordability, access and dynamic effects. Health economics and
economics can help make these trade-offs explicit, especially when medicines, R&D,
production and trade are increasingly linked to international strategy.

RESUMEN

Este working paper reune diez capitulos breves sobre innovacién farmacéutica,
precios y acceso en un momento en el que la politica del medicamento forma parte
de un debate geopolitico mas amplio. Analiza la innovacién que reduce costes, el
coste de oportunidad, los umbrales coste-efectividad, el tamafio del mercado y la
innovacion, la politica de nacidn mas favorecida, los ahorros en Medicaid, la
secuencia de lanzamientos, los precios internacionales de referencia, el argumento
del free riding y los efectos indirectos sobre Europa. No es una revision sistematica.
Es una lectura basada en la evidencia de articulos académicos, documentos de
politica y estimaciones empiricas recientes, orientada a la toma de decisiones de
empresas, financiadores y gobiernos. El mensaje central es claro: la politica
farmacéutica no puede reducirse solo a bajar precios o aumentar ingresos. Mejores
decisiones requieren evidencia sobre valor, incentivos, asequibilidad, acceso y
efectos dinamicos. La economia de la salud y la economia pueden ayudar a hacer
explicitas estas disyuntivas, especialmente cuando los medicamentos, la |+D, la
produccion y el comercio estan cada vez mas vinculados a la estrategia internacional.



INDEX

AN = I ¥ O SO 4
INTRODUCGTION. ...ttt e e et e e e e b e e e e aneeeeas 6
PART I. Innovation, Value and Opportunity COSt ...........ccooviiiiiiiiiiiieeeeeeeeein, 7
Chapter 1. Cheaper and better: the fourth quadrant of health innovation ...... 8
Chapter 2. Raising NICE's threshold: opportunity cost, political choice, and
analytical RUMITITY .........ueeie e 13
Chapter 3. More revenue, more innovation? What we know about market size
and pharmaceutical INNOVatioN ..............coooiiiiiiii 18
PART Il. The MFN Turn in U.S. Drug PriCing .........ccooviiiiiiiiiiiiiiiiiiiiieeceeeeeeee 23

Chapter 4. The MFN turn in U.S. drug pricing: net prices, trade leverage, and
[aUNCh UNCEMAINTY..... oo 24

Chapter 5. MFN pricing in Medicaid: savings, uncertainty, and the limits of static
ESHIMALES .. 29

Chapter 6. The market's verdict on MFN pricing: good news for pharma, warning

SIGNS TOr BEUFOPE ...t 34
PART Ill. Europe, Launches and the Geopolitics of Pricing ..............cccevvvvnnnnnnn. 39
Chapter 7. MFN and JCA: the new map of pharmaceutical launches.......... 40
Chapter 8. The UK-US pharmaceutical agreement: health costs and warning
SIGNS fOr EUFOPE... ..o 45
Chapter 9. The incomplete myth of global pharmaceutical free riding ......... 49
Chapter 10. US Drug Pricing After MFN: The Senate Democratic Framework and
European SpPillOVETS.........coooiiiiieee e 53
CONCLUSION ...ttt et e e e e st e e e e s anneeeeeesnnneeeeeaannneeaaeans 57



INTRODUCTION

Pharmaceutical innovation, pricing and access are no longer separate technical
debates. They now sit at the intersection of health outcomes, public budgets, industrial
strategy and international economic relations. Medicines are central to modern health
care because they prevent disease, extend survival and improve quality of life, but
they are also a major source of expenditure and a strategic sector for research,
production, trade, employment and GDP. This working paper starts from that tension.
It asks how we should think about value, affordability, incentives and access when
pharmaceutical policy is increasingly shaped by both evidence and geopolitics.

The decisions discussed in this paper should be based on scientific evidence. This
applies to the R&D decisions of pharmaceutical companies and to the decisions of
public and private payers on pricing, reimbursement, cost-effectiveness thresholds,
coverage, launch sequencing, market access, international reference pricing and
regulatory autonomy. The paper is built around the analysis and commentary of recent
scientific papers, policy documents and empirical estimates. Its purpose is not to
summarize the literature mechanically, but to extract messages that are relevant for
decision-making. Some evidence is strong, some is partial and some points only to
plausible mechanisms. Keeping these distinctions visible is part of the contribution.

Health economics, and economics more generally, are useful because they make
trade-offs explicit. They help distinguish value from price, willingness to pay from
opportunity cost, static savings from dynamic effects, and national decisions from
international spillovers. This is especially important in a pharmaceutical environment
in which R&D, production, launch strategies and distribution are increasingly
connected to trade policy, industrial policy and geopolitical pressure. The aim of the
paper is therefore modest but practical: to use economic reasoning and empirical
evidence to improve the understanding of medicines as health technologies, economic
goods and strategic assets.
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CHAPTER 1. CHEAPER AND BETTER: THE FOURTH
QUADRANT OF HEALTH INNOVATION

The fourth quadrant of health innovations

It is usual to represent the relationship between incremental costs and health
outcomes in the so-called cost-effectiveness plane’. In this plane, the X axis
represents incremental health outcomes, while the Y axis represents incremental
costs. On paper, the Southeast (SE) quadrant is easy to interpret: the new product
dominates (better and cheaper) the comparator.

Far from the fourth quadrant of almost non-existent innovations, the health sector
often rewards innovations with limited incremental value while providing weak
incentives for innovations that reduce the cost of care (Northeast quadrant, NE).
Programs such as Choosing Wisely? represent a notable exception in the
appropriate direction, although aimed at costly interventions with limited benefit.

AC

North west North east

AE

South west South east

Figure 1. The four cost-effectiveness quadrant. Source: Klok and Postma, 2004’



Cheaper and more effective?

The academic debate on the policy and management of health innovations takes
for granted something that, in other economic sectors, is not assumed from the
outset. Consider the evolution of innovation in the mobile phones and personal
computers that we all use every day: it shows that it is possible to innovate by
improving quality with falling prices. Why is this not possible in healthcare? Why is
healthcare not more effective and cheaper every day?

The answer of the Rebitzer brothers?, identical twins, is far from the conventional
one in the literature on economic evaluation, stalled in the gloomy discussion on
cost-effectiveness thresholds, applicable to innovations that are somewhat more
effective and inevitably more costly: "Our view is that the healthcare sector
generates the wrong kind of innovation. It is too easy to profit from low-value
innovations and too difficult to profit from cost-reducing innovations."

Three case studies that save social costs, improve quality of life and have taken
time to become widespread: hospitalization at home®, palliative care, and
medication review for primary care physicians and their older multimorbid patients
with polypharmacy’.



Why Cost-Reducing Health

Innovations Go Missing
Analytical synthesis adapted from Rebitzer and Rebitzer, Chapter 1

Barrier

for cost
reduction

problem

Patent
incentives favor
profitable
treatments

Switchover
disruption

Professional
and social
norms

Mechanism

Weak incentives Care decisions are

made by providers
and patients, while
most savings
accrue to payers.

Common-agency No single payer

wants to cover the
full transition cost

when other payers
also benefit.

Market exclusivity
rewards high-priced
products more
reliably than
prevention or
stewardship.

High-value
innovations diffuse
slowly when they
disrupt workflows,
roles, or business
models.

Cost reduction may
be resisted if it is
perceived as
rationing rather
than better care.

Example

Cost-reducing
innovations
struggle to find a
clear buyer.

Hospital-at-home
required a
public-sector
jump-start before
wider adoption.

Underinvestment
in antibiotics,
vaccines, and
prevention;

overinvestment in

low-value
extensions.

Electronic health
records diffused
slowly compared
with less

disruptive surgical

innovation.

Palliative care
and medication

review need trust,

legitimacy, and
professional
commitment.

Response

Shared-savings
contracts;
payment models
that reward
lower-cost,
high-quality care.

Large-payer
commitment;
reimbursement
signals;
coordinated
adoption across
payers.

Subscription
models; advance
market
commitments;
patent buyouts or
prize-like
mechanisms.

Reduce
implementation
friction; redesign
workflows; frame
innovation
around clinical
value.

Present
stewardship as
an ethical duty;
align cost
reduction with
healing and
patient value.

Source: Adapted from Rebitzer JB, Rebitzer RS. Why Not Better and Cheaper? Healthcare and Innovation.
Oxford: Oxford University Press; 2023; and related Rebitzer and Rebitzer articles on hospital-at-home,
subscription models, and patent buyouts.

from Rebitzer and Rebitzer?

Table 1. Why valuable cost-reducing health innovations go missing. Source: adapted
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Heading southeast: on incentives and patents

Kenneth Arrow showed in 19628 that market power does not necessarily provide
socially optimal incentives for invention. The Rebitzers import concepts from
economic theory on this behavior and build cases applied to the temporary
monopolies of pharmaceutical patents.* The patent system first favors the
invention of new treatments rather than vaccines with the same or greater value in
terms of health. Patents incentivize treatments aimed at advanced stages of
cancer rather than at early stages. Until recently, the portfolio of new products has
produced very few antibiotics. The patent life cycle incentivizes the development
of low-value interventions and a multiplicity of associated patents
disproportionately linked to the most profitable drugs, whose extension of the
period of exclusivity generates greater profits. Innovators with a dominant market
position shift patients' consumption to a new version of the drug before the patent
expires (evergreening). Killer acquisitions eliminate, block and delay potential
competing products.

Heading southeast: toward a new narrative

Are there solutions for technological change better aligned with the value of health?
First, something that should not be done neither paying for innovations unrelated
to additional therapeutic value (as opposed to value-based pricing) nor paying
according to the cost incurred in R&D instead of the value in terms of health (cost-
based pricing). And, second, two public procurement policies that align industrial
incentives with health incentives: subscription models® and public purchase of
patents™®.
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CHAPTER 2. RAISING NICE'S THRESHOLD:
OPPORTUNITY COST, POLITICAL CHOICE AND
ANALYTICAL HUMILITY

Increase in NICE thresholds

On December 1st, 2025, the UK government announced an increase in the cost-
effectiveness thresholds' used by the National Institute for Health and Care
Excellence (NICE)? in the evaluation of new medicines to determine which are
cost-effective for use in the NHS. NICE is one of the few cases in which these cost-
effectiveness thresholds are made explicit®. Moreover, NICE Technology
Appraisals also carry a binding NHS funding requirement when a technology is
recommended (i.e., they constitute a decision).

The NICE chief executive has justified this decision by stating*: "In a health service
funded by general taxation it is right that government decides on the level of health
spend in the UK. The newly agreed thresholds aim to support the life sciences
sector and broader economy."

I QALY value

QALY value when adjusted for inflation

49.3|
i I
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) i i
— x
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(2013
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Countries and (year) QALY was set

Figure 1. Cost per QALY threshold vs. value if adjusted for inflation. Source: Charles
River Associates, 20263
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Geopolitical context

NICE has maintained its threshold at GBP 20,000-30,000 per QALY for a quarter
of a century. Since April 2026, it has been set at GBP 25,000-35,000. The
geopolitical context in which this measure is adopted is highly relevant given: (a)
the aggressive Most-Favored-Nation (MFN) policy® of the United States and its
accusations of global freeloading®; and (b) pressures from the British industry
regarding the alleged effects of "freezing" the thresholds’ on its global
competitiveness, the country's ability to attract investment, and patients' access to
innovations.

Since this concerns public spending, the new thresholds could be interpreted as
the socially acceptable willingness-to-pay established by the public decision-
maker, having made explicit objectives that go beyond QALY maximization - a kind
of "aspirational" value. On the other hand, in practice, NICE thresholds have in fact
increased over these 25 years through modifiers or severity-adjustment factors®
for QALYs (x1.2 or x1.7) and the application of a higher threshold under the Highly
Specialized Technologies (HST) Programme®.

k-thresholds

NICE's policy thresholds were not originally derived from empirical estimates of
health opportunity cost (marginal productivity of healthcare expenditure, or k-
thresholds™), which also depends on the budget constraint. It must be
acknowledged that the use of thresholds forms part of valuation, not of evaluation:
the cost-benefit ratio should inform the decision-maker but should not be the sole
decision criterion nor the most valid perspective''. The rudimentary CBA-style
simulation based on k-thresholds would already serve a great deal merely by
providing reasonable information about opportunity cost in terms of preventable
deaths, morbidity, and QALYs associated with public decisions'?. Using a threshold
is a political decision, not an evaluative one. Economists would do well not to
confuse the necessary exercise of better understanding opportunity cost with the
notion that such an exercise should replace the decision itself.
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Analytical humility in favor of credibility

There is no shortage of reasons for analytical humility when judging the use of
explicit and implicit thresholds in decision-making - whether for the Spanish NHS"
or any other healthcare system. Beyond the implicit theoretical assumptions that
always place us in a second-best situation, there are considerable weaknesses in
empirical estimates of k-thresholds?: the informational requirements needed
cannot be resolved simply by more econometrics or data mining; aggregate
estimates linking healthcare expenditure to population health outcomes remain far
removed from the dynamic and heterogeneous productivity of individual
interventions, and from their health impact; incremental variations are not the same
as marginal variations, etc. There is no guarantee that the least effective
interventions are being displaced. Substituting is not the same as adding
interventions, etc.
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CHAPTER 3. MORE REVENUE, MORE INNOVATION?
WHAT WE KNOW ABOUT MARKET SIZE AND
PHARMACEUTICAL INNOVATION

Why the Elasticity of Innovation Matters

The elasticity of pharmaceutical innovation with respect to market size measures
the percentage change in a specified innovation outcome associated with a 1%
change in the relevant measure of market size'. It is an essential parameter for
evaluating financing and pricing policies: it translates an expected change in
revenues into a possible change in future innovation. Without this evidence, many
policy claims cannot be tested. It is needed, for example, to estimate the impact
on innovation of MFN pricing, price controls, expenditure containment or certain
HTA decisions?. It also makes it possible to assess empirically the recurring claims
made by the industry and its associations about the alleged harm of these policies
to R&D.
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Figure 1. Average annual revenue per molecule, in billions of 2023 USD, by years
since launch, for each launch tier. The dashed line plots the ex-US portion of
revenue for US-launched drugs only, showing that even outside the US market, US-
launched drugs earn substantially more than drugs launched exclusively abroad.
Source: Adapted from Maini L, Tran MA, Feng J. The effect of market size on
pharmaceutical innovation: matching estimates to policy questions. Health Aff Sch.
2026;4(7):gxag160. doi:10.1093/haschl/gxag160. Figure 2, Panel B.

The Industry’s Argument: More Revenue, More Innovation

The pharmaceutical industry repeatedly advances this argument internationally.
PhRMA argues that other countries should pay a larger share of the global cost of
pharmaceutical innovation®. This argument underpins its opposition to MFN
pricing: if it results in lower prices in the United States, expected revenues will fall
and, with them, the incentives to develop new medicines. EFPIA advances a
similar argument in Europe. It advocates increasing public investment in innovative
medicines and reducing mechanisms such as clawbacks? linking greater

compensation for innovation to stronger incentives for future R&D?®. Both are policy
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claims about the relationship between market size and innovation. Establishing
their magnitude requires empirical evidence on the elasticity of pharmaceutical
innovation with respect to expected sales or revenues.

Which Elasticity Fits Which Policy Question?

Available estimates of how strongly pharmaceutical innovation responds to market
size vary widely. Maini et al.® ask how much of this variation is due simply to which
measure of innovation we adopt and how we measure the market. Their
contribution is not to estimate a new elasticity that replaces previous ones. They
hold the estimation method constant and change the measures used. In this way,
they show that there is no single elasticity applicable to every policy. The
appropriate elasticity depends on what changes - for example, prices or
quantities—and on which outcome is of interest: global innovation or the availability
of medicines in a specific market.

The Key Finding: Measurement Choices Change the Elasticity

The main finding of Maini et al.® is that how we measure matters. Under their
preferred specification, elasticities range from 0.21 to 0.30 depending on the
definitions of innovation and market. Estimates are lower when all medicines
launched globally are considered and higher when the sample is restricted to
medicines available in the United States. For the same sample, elasticities using
United States or global revenues are very similar, and the differences are not
statistically significant. This finding challenges the idea that an additional dollar of
revenue in the United States necessarily generates more innovation than a dollar

earned in other markets’.

From Evidence to Policy: Not All Elasticities Are Equally Useful

A reduction in prices in the United States, an MFN policy outside the United States
or an expansion of coverage® does not produce the same type of change in future
innovation. The elasticities in Maini et al.® arise from revenue variations that are
closer to changes in volume than to changes in prices. They should therefore not
be applied directly to price controls: volume-based elasticities need to be scaled to
reflect the different pass-through of price changes to profits’.
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Table 3. Matching elasticity estimates to policy questions.

Policy mechanism

Outcome: US
patient access

Outcome:
global
innovation

Notes and adjustments

US price reform (eg,

IRA negotiation)

Ex-US price reform
(eg, international
reference pricing,
MFN-style models)

US volume
expansion (eg,
Medicare Part D,
coverage
expansion)

Ex-US volume
expansion (eg,

coverage or access

expansion in ROW
markets)

“Launched in US"

rows, US market

size (elasticity =
0.30-0.47).

“Launched in US”
rows, global
market size
(elasticity =
0.28-0.45).

“Launched in US”

rows, US market

size (elasticity =
0.28-0.45).

“Launched in US”
rows, global
market size
(elasticity =
0.28-0.45).

“All drugs” rows,
US market size
(elasticity =
0.22-0.34).

“All drugs” rows,
global market
size (elasticity =
0.21-0.36).

“All drugs” rows,
US market size
(elasticity =
0.21-0.34).

“All drugs” rows,
global market
size (elasticity =
0.21-0.36).

Apply the elasticity to the US
revenue shock implied by the
reform. Because our identifying
variation is volume-like, these
elasticities should be scaled up
by the inverse of the
variable-profit share before
being applied to price-control
policies.

Because price changes pass
through to margins one-for-one,
the elasticity of interest does not
depend on where the price cut
takes place. Same scaling
adjustment as in the US price
reform row.

Revenue gains from volume
accrue only to the extent of the
variable profit on newly covered
units; apply the elasticity directly
to the revenue shock without
additional scaling.

Ex-US volume gains flow to the
global R&D budget but do not
directly lower the US entry
hurdle; otherwise, the same
logic as the US volume row.

Rows indicate the policy mechanism under evaluation; columns indicate the outcome of interest. Cells indicate which row of
Table 1 should be used; the final column notes caveats and necessary adjustments.

Source: Maini L, Tran MA, Feng J. The effect of market size on pharmaceutical
innovation: matching estimates to policy questions. Health Aff Sch.
2026;4(7):gxag160. doi:10.1093/haschl/qxag160. Table 3.
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CHAPTER 4. THE MFN TURN IN U.S. DRUG
PRICING: NET PRICES, TRADE LEVERAGE, AND
LAUNCH UNCERTAINTY

From international prices to MFN pricing

In May 2026, following the limited specificity of the May 2025 Executive
Order and the confidentiality of the initial 17 agreements with major
pharmaceutical manufacturers, the Council of Economic Advisers (CEA)’
provided the first detailed conceptual framework for MEN pricing, in line
with the main elements of international reference pricing (IRP) policies?.
By 31 August 2026, the Administration had expanded the number of
manufacturer agreements to 26.

The Administration expects the framework to cover most sole-source brand-name
drugs and biologics. Under the GENEROUS (GENErating cost Reductions fOr
U.S) Medicaid model, the reference list consists of Germany, Canada, Denmark,
France, Italy, Japan, the United Kingdom and Switzerland, with the benchmark
based on the second-lowest PPP-adjusted net price, corrected for differences in
GDP per capita adjusted by purchasing power parity (PPP).

What distinguishes the MFN model from European practice

Four important differences distinguish, with the information available so far, MFN
prices from the application of international reference pricing (IRP) in Europe.

First, the scope is much broader in the US: in addition to public programs, it also
includes private insurance and direct sales to patients.

Second, while in Europe IRP is used as one of the pricing criteria, explicitly or
implicitly, the main instrument of MFN is the signing of voluntary agreements
directly between the US government and pharmaceutical companies,
accompanied by the threat of trade sanctions in case of no agreement.

Third, the agreements are linked to time-limited tariff protections, currently
extending to January 2029, while IRP has been used continuously for two decades
in @ majority of European countries. Finally, the agreements have as a counterpart

the exemption from possible tariffs and mandatory MFN policies during this period
3
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The MFN Price Mechanism

How international net prices become a U.S. benchmark

o Reference basket

Germany, Canada, Denmark, France, ltaly, Japan, United Kingdom and
Switzerland.

Net prices
Manufacturer prices after rebates, discounts and other concessions.

PPP adjustment
Country prices are adjusted by GDP per capita using purchasing-power
parity.

Rank prices
Adjusted country prices are ordered from lowest to highest.

© WFN benchmark
The second-lowest adjusted net price becomes the U.S. MFN reference.

Application in the CEA framework
Existing drugs: Medicaid MFN and direct-to-consumer channels.
New launches: MFN applied prospectively to launch prices.

Policy instrument: Voluntary agreements backed by trade-policy pressure.

Key implementation uncertainties

Reliable access to confidential international net prices.
MFN price setting when few reference countries have launched the product.

Possible launch delays or sequencing changes in reference markets.

Source: Author's synthesis based on Council of Economic Advisers, Savings from Most-Favored-Nation (MFN)
Drug Pricing Policy, May 2026.

Figure 1. The MFN Price Mechanism
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U.S. Prescription Drug Prices

Relative to selected countries
All drugs, 2022; other-country prices are set to 100

Comparator = 100

Mexico 172%

Canada 229%

Italy 268%

United Kingdom 270%

All 33 OECD countries 278%

294%

Germany

France 326%

Japan 347%

100 200 300

Interpretation: 278% means that U.S. prices were 2.78 times the prices observed in the
comparator group, holding the analyzed market basket constant.

Source: Redrawn from ASPE/RAND, International Prescription Drug Price Comparisons: Estimates Using 2022 Data,
Figure 3.1. Values use IQVIA MIDAS data; net international prices are not observed.

Figure 2. U.S. Prescription Drug Prices Relative to selected countries. Source:
Mulcahy et al, 2024*

From the current market to new launches: how MFN is applied

The application framework distinguishes between a retrospective application for
medicines already on the market, and a prospective application, for new launches.
For already marketed medicines, the CEA defines for now three components:
Medicaid MFN, direct sales to patients through TrumpRx and coverage of GLP-1s
in Medicare Part D.

In Medicaid, the voluntary scheme focuses on those patented medicines whose
net price is above the MFN price. TrumpRXx allows patients to access discounted
prices in direct purchase, especially for GLP-1s and fertility treatments, although
its relevance will depend on its relationship with private insurance conditions®.

For new launches, companies have committed to applying MFN prices based on
the second-lowest net price observed in the reference countries.
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An important problem is that it has not yet been defined how to set the MFN price
when a new medicine has not been launched, or has only been launched, in one
of the reference countries. More than 70% of new medicines are approved first in
the US and industry itself may delay or postpone launches in some countries to
avoid a reduced MFN price®’.

The uncertainties conditioning the application of MFN

Still lacking important details, two implementation difficulties stand out in its
effective application: having reliable information on international net prices and
setting the MFN price when there are few observations in the reference markets.

Finally, the fact that the preferred instrument is confidential agreements gives MFN
policy a characteristic of diffuse risk and high uncertainty about its scope, temporal
continuity and enforceability.
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CHAPTER 5. MFN PRICING IN MEDICAID: SAVINGS,
UNCERTAINTY, AND THE LIMITS OF STATIC
ESTIMATES

What the Medicaid savings estimate shows

A recent and policy-relevant study' estimated Medicaid net savings from the
GENEROUS payment model (MFN pricing)? compared to current Medicaid federal
and supplemental state rebates®* for 82 brand-name drugs with annual Medicaid
expenditure 2$100 million in year 2024/25. MFN price is the second lowest price
observed in the eight countries in the GENEROUS basket, and they are prices
stemming from NAVLIN platform adjusted by purchasing power parity (GDP-PPP)
using prices as of 1 March 2026. Medicaid basic and inflation rebates were
estimated using previously published methods. Included drugs represented 53%
of total Medicaid drug net spending.

The findings demonstrate that the GENEROUS payment model resulted in savings
for forty-seven states and the District of Columbia with estimated savings totaling
34.7% of total net spending, and that to break even this pricing model it would be
necessary to increase the minimum statutory federal rebate from 23.1% to
49.2%"3. Using the paper’s result, these conclusions may also read as: estimated
savings equal 20.0% of gross spending in included drugs in the fifty states; and,
break-even would require increasing the federal rebate by around ten percentage
points, assuming state rebates remained unchanged.*
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Estimated Medicaid savings under GENEROUS/MFN pricing

Model-based estimate for 82 high-spending brand-name drugs across all 50 states and DC

Annual Medicaid net savings State-level savings

$8 6B 47 states + DC

estimated to save under MFN pricing
34.7% of net spending on included drugs

- savings share Already stronger rebates

2 ot

Equivalent statutory rebate ¥ o
estimated to have no net benefit because existing

231 o/o —_ 49.20/0 supplemental rebates exceed the MFN benchmark

Concentration among participating manufacturers

17 companies 87.8%

had signed agreements of Medicaid spending of estimated savings

Figure 1. Estimated Medicaid savings under GENEROUS/MFN pricing. Source:
Recreated from Hwang et al. (2026) and Urban Institute summary.

Data uncertainty and the limits of a single estimate

Three caveats suggest the need for more robust estimations. First, data
uncertainty may warrant a broader sensitivity analysis. Second, the current
heterogeneous status quo scenario should be extended to include alternative
scenarios involving improved state management. And third, dynamic medium- and
long-term net savings, alongside static short-term net savings, deserve

consideration.

A broader sensitivity analysis should consider sources of data and design
uncertainty affecting net savings®?: voluntary state and company participation;
degree of drug-level participation across manufacturers and states; incomplete
information on current net prices, and the degree of pass-through of discounts
obtained by intermediaries to payers; and GDP-PPP adjustment sensitivity to
specific measure and time period.
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The missing counterfactual: state Medicaid management

The study compares GENEROUS with current Medicaid rebates?, although states
may retain existing arrangements drug by drug when they are more favorable.
State best practice*>® is associated with the extent to which states negotiate
supplemental rebates, management of state preferred drug lists and prior-
authorization tools, pass-through of MCO/PBM rebates, value-based agreements,
subscription models, multistate purchasing pools, and other purchasing
arrangements. State rebate data range from 2.1% to 46.3%, excluding states with
rebates lower than 1%".

Alternative scenarios should include improved management of state supplemental
rebates* as a sensitivity analysis comparing current policy with MFN pricing. States
with high supplemental rebates are already getting a significant portion of what
GENEROUS promises to replace, which results in lower or zero net savings
attributed to MFN pricing.
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State Medicaid supplemental rebate arrangements

CMS summary of approved supplemental rebate agreement pathways, March 2026

Arrangement type CMS total Why it matters for the MFN counterfactual

Single-state SRA 33 State-specific supplemental rebates can already lower net
Medicaid prices before GENEROUS.

Multi-state SRA 34 Pooled arrangements may strengthen bargaining power
and reduce the incremental MFN gain.

SRA collections for MCO utilization 29 Extendg_supplemental reb_ate collection to managed-care
drug utilization where applicable.

Value-based purchasing SRA 43 Links supplemental rebates to observed or expected
therapeutic or clinical value.

48 states + DC participated in single-state and/or multi-state supplemental rebate arrangements;
Hawaii, New Jersey and New Mexico had no supplemental rebate arrangements.

Table 1. State Medicaid supplemental rebate arrangements. Source: Recreated
from Centers for Medicare & Medicaid Services, Medicaid Pharmacy Supplemental
Rebate Agreements (SRA), March 2026.

Static estimates, dynamic effects, and the need for better evidence

The GENEROUS pricing scenario of the study’? represents a short-term static
alternative. A medium- and long-term scenario should be considered: for launched
drugs, savings permanence depends on brand patent status; changes in formulary
and prior-authorization management may affect utilization and expenditure.
Prospective use of MFN pricing may affect launch timing/access’ through strategic
decisions of companies and ex-US payers in a price compression® scenario, and
greater confidentiality of net prices may lower future net savings attributed to MFN

pricing.

This study provides an early empirical model-based estimate of Medicaid net
savings from GENEROUS pricing policy™?. The limits and known unintended
effects of international reference pricing”® such as MFN pricing that anchor
domestic prices to ex-US prices require more comprehensive, robust, and
evidence-based studies to assess policy claims®
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CHAPTER 6. THE MARKET'S VERDICT ON MFN
PRICING: GOOD NEWS FOR PHARMA, WARNING
SIGNS FOR EUROPE

Most Favored Nation (MFN) policy in the United States

An MFN pricing policy was established in the United States in May 2025 through
Executive Order 14297 and, subsequently, through the letters sent in July of the
same year to 17 large pharmaceutical companies. These letters initially gave rise
to 17 bilateral agreements; by 31 August 2026, the Administration had announced
MFN agreements with 26 manufacturers. The stated objective was to reduce costs
for US patients and taxpayers and to stop the rest of the world from taking
advantage of the prices paid by the US".

MFN manufacturer agreements

To date, these agreements remain confidential. In general, the initial agreements
included varying combinations of four main publicly known elements: industry
commits to offering MFN prices (the second-lowest price in a basket of high-
income comparator countries) to public programs; industry commits to offering
MFN prices through the centralized TrumpRXx direct-to-consumer channel for some
of its medicines; industry commits to investments in manufacturing and R&D in the
US; the US government commits to exemption from future trade measures (tariffs)
and other MFN programs?.

The favorable response of stock markets

Stock market reactions inform the interpretation of whether MFN policies are
negative or positive for the pharmaceutical sector. Kirson et al.? indicate that, for
now, investors have made a positive reading of the impact of MFN policy on the
profitability of the pharmaceutical industry.

34



CAR

0.15 4 2025-9-30: First MFN
Announcement Date (Pfizer)
0.1 1
r < S~
/ - N \ e e —
o PR
0.05 /
e /
/
v
- — - /
= & -
e — — /
0 +—= "— e— S — e —
3 -
S i
-0.05
-0.1 -
Q\‘o Q q'\% 9 AV ~» qf\? ) s D q:\’Q QQ\ Q@, & & & Q% 3 QQ O >
S S S N S S S S N A N N N N N N N
A A A - ol - - g - - ol A A R A A
O O P P P O P I P I I I PO O IR R

Pfizer Other Companies that Received the MFN Letter = = Portfolio

Figure 1. Company and portfolio cumulative abnormal returns (CAR) around the first
MFN announcement date (Pfizer), September 16, 2025-October 14, 2025. Source:
Kirson et al®

The data for the 16 listed companies indicate that the negative impact of the MFN
policy announcement and the communication of the letters sent to the 17
companies has been more than offset by a positive and statistically significant
cumulative abnormal return (CAR) for most companies following Pfizer's signing of
the first bilateral agreement. The market appears to have anticipated the signing
of subsequent agreements after the first firm (Pfizer). For most companies, the
negative impact of the letters is more than offset by the positive impact of the
agreements on their share prices.
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Selected Abnormal Returns Around Key MFN Events

One-day abnormal returns relative to the S&P 500; values selected from Kirson et al., Table 1.

Company Ticker MFN letter Pfizer deal Own deal Own deal
7/31/2025 9/30/2025 date AR
Pfizer PFE -2.05% 6.59%*** 9/30/2025 6.59%***
AstraZeneca AZN -5.46%** 2.38%  10/10/2025 -0.51%
EMD Serono MKKGY -1.55% 3.22%**  10/16/2025 -4.67%***
Eli Lilly JEY -2.37%* 4.65%*** 11/6/2025 2.09%
Novo Nordisk NVO -5.63%** -0.04% 11/6/2025 -3.17%
Amgen AMGN -1.97% 2.74%*  12/19/2025 0.48%
BMS BMY -6.06%***(e) 2.10% 12/19/2025 1.60%
Genentech RHHBY -2.89%** 4.13%***  12/19/2025 1.54%
Gilead GILD -2.32% -1.67%  12/19/2025 2.03%
GSK GSK -4.69%*** 4.89%**  12/19/2025 0.61%
Merck MRK -4.50%*** 6.70%***  12/19/2025 0.55%
Novartis NVS -2.57%** 3.19%***  12/19/2025 0.47%
Sanofi SNY -7.58%***(e) 3.33%**  12/19/2025 0.36%
Johnson & Johnson JNJ -1.57% 2.12%* 1/8/2026 -0.84%
AbbVie ABBV -0.13%(e) 3.60%** 1/12/2026 -0.07%
Regeneron REGN -1.30% 0.29% 4/23/2026 2.95%**
Equal-weighted portfolie -3.30%*** 3.00%*** 2 &

European-headquartered companies are shaded.

* p<0.1; ** p<0.05; *** p<0.01; (e) indicates potential earnings confounding in source table.

Source: Editorial selection from Kirson NY, Dooley JM, Ge Z, Chandra A. Taking stock of most-favored nation deals: how have markets
reacted? Health Affairs Scholar, 2026; Table 1.

Table 1. Selected abnormal returns on Liberation Day and key MFN-related events
relative to the S&P 500 index. Source. Kirson et al®

Expected effects for Europe

Three highly relevant points for interpreting the stock market reaction in relation to
Europe fall outside the analysis by Kirson et al®: a) the differential impact for
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European industry; b) the US-United Kingdom agreement that places the UK
outside the radar of trade threats in exchange for concessions with a high
opportunity cost; and c) the expected impact on net prices for new medicines in
Europe’,.

First, the largest two-day CARs following the first MFN agreement were observed
among US manufacturers. Moreover, a descriptive aggregation of the company-
level abnormal returns reported by Kirson et al. across MFN-related events
suggests a less favorable overall pattern for several major European
manufacturers, notably Novo Nordisk and, with some potential earnings-related
confounding, Sanofi.

Second, the agreement signed by the US with the government of the United
Kingdom, under which the UK® commits to an increase in spending on new
medicines, an increase in prices and an increase in the cost-per-QALY threshold.
Likewise, as of today, the US government has opened negotiations aimed at
reaching a similar agreement with Italy and has threatened to open a procedure
with trade sanctions against Germany if it does not increase the price of new
medicines.

Third, it should be borne in mind that the broader MFN strategy indicates that the
US government may use trade and diplomatic pressure to encourage higher
foreign contributions to pharmaceutical revenues, including in European markets.
The US government may defend the net prices of its companies' new medicines
vis-a-vis European health systems, especially those that use HTA systems with
more restrictive access and pricing conditions™.
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PART IlI
EUROPE, LAUNCHES AND THE GEOPOLITICS OF PRICING
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CHAPTER 7. MFN AND JCA: THE NEW MAP OF
PHARMACEUTICAL LAUNCHES

MFN in the United States

The international context of the last year for launches of new medicines in Europe
is highly affected by changes in pharmaceutical policies on both sides of the
Atlantic. In the United States, on May 12, 2025, President Trump signed an
executive order to promote a Most-Favored-Nation (MFN) pricing policy.

Afterwards, the Center for Medicare and Medicaid Innovation launched the
voluntary GENEROUS model for Medicaid and proposed two mandatory Medicare
models, GLOBE for Part B and GUARD for Part D. These models use as reference
the prices observed in a basket of 19 countries outside the United States, which
includes the main European markets.

International launch strategies become interdependent and may affect patient
access: delays and even withdrawal from launch in large markets that seek to
apply strictly an international reference price observed in smaller and lower-income
countries; faster launch in countries with higher prices'.

JCA in Europe

In Europe, since January 12, 2025, the Joint Clinical Assessment (JCA)? has been
mandatory for new cancer medicines containing a new active substance and
advanced therapy medicinal products (ATMP), within the new European
framework for health technology assessment. Its scope is expected to be extended
to all orphan medicines in 2028.

Launches before and after MFN

The analysis by Ramagopalan and Ryan® compares two consecutive 12-month
time windows, defined from the executive order on MFN: the previous period, from
May 12, 2024 to May 12, 2025, and the subsequent period, from May 12, 2025 to
May 12, 2026. Each launch is counted only once per brand-country combination in
each period. Therefore, it is a before-after comparison of the MFN policy. The
additional effect of the JCA is not identified through its own time window, but by
comparing the evolution of medicines included and not included in its scope within
the 11 EU countries analyzed.
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Launch Declines After the MFN Executive Order

Change in new-product launches before versus after May 12, 2025, by cohort, orphan status and JCA
scope.

A. Launch change by cohort and orphan status
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Among orphan products, launches outside JCA scope were almost flat (-1.4%), while JCA-scope
launches fell by 22.9%.

Source: Redrawn from Ramagopalan SV, Ryan ML. Most-Favored-Nation pricing meets Joint Clinical Assessment: early evidence of
compounding pressure on European drug launches. J Comp Eff Res. 2026;15(7):e260110.

Figure 1. Launch declines after the Most-Favored-Nation executive order, by orphan
status and Joint Clinical Assessment scope. Source: Ramagopalan & Ryan?

Fewer launches in reference countries

Launches fell by 29.9% in the 19 MFN reference countries, compared with 10.5%
in the United States. In the 11 EU Member States included in this basket and
subject to JCA, the reduction reached 37.8%. This divergence is consistent with
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the incentive generated by international price referencing: maintaining launches in
the United States and reducing or delaying them in markets whose prices may
influence the US price.

Smaller reduction in orphan launches in Europe

In the 11 EU countries, launches of non-orphan medicines fell by 46.1%, compared
with 9.9% for orphan medicines. In the United States the opposite occurred: non-
orphans remained stable, while orphan medicines fell by 26.9%. Among European
orphan medicines, those currently subject to JCA reduced their launches by
22.9%, compared with 1.4% among those outside its scope. One possible
explanation proposed by the authors is that rest-of-world revenues account for a
larger share of the net present value of orphan medicines than of other new
medicines.

If the observed association persists, extending JCA to all orphan medicines in
2028* could reduce this relative resilience of European launches. The proposed
mechanism is the combination of MFN pressure with the additional evidence-
preparation requirements for the JCA. This will occur precisely when the US
models of international price referencing reach greater operational maturity.
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Pre- versus Post-MFN Launches in 11 EU Countries
Brand-country launches before and after May 12, 2025, stratified by orphan status and JCA scope.

Subgroup All launches Orphan only Non-orphan only

Total cohort (11 EU 527 -> 328 121 -> 109 406 -> 219
member states) (-37.8%) (-9.9%) (-46.1%)

By JCA scope

JCA-scope oncology + 135 -> 88 48 -> 37 87 -> 51
ATMPs (-34.8%) (-22.9%) (-41.4%)
Non-JCA-scope all other 392 -> 240 73->72 319 -> 168
classes (-38.8%) (-1.4%) (-47.3%)

Each launch is counted once per brand-country combination per period. ATMP: advanced therapy medicinal product; JCA: Joint
Clinical Assessment.

Source: Redrawn from Ramagopalan SV, Ryan ML. Most-Favored-Nation pricing meets Joint Clinical Assessment: early evidence of
compounding pressure on European drug launches. J Comp Eff Res. 2026;15(7):e260110; Table 1.

Table 1. Pre- versus post-Most-Favored-Nation new-product launches in the 11 EU
member states subject to JCA, stratified by orphan status. Source: Ramagopalan &
Ryan3
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CHAPTER 8. THE UK-US PHARMACEUTICAL
AGREEMENT: HEALTH COSTS AND WARNING
SIGNS FOR EUROPE

Geopolitics: an economic policy agreement

The United Kingdom (UK) has been the first country, and the only one to date, to
reach at the end of 2025 an agreement with the US government on the pricing and
financing conditions of medicines in exchange, mainly, for the guarantee of tariff
exemption in the US for imports of medicines and medical technologies from the
UK.

Industrial and commercial policy at the expense of health policy

The UK's commitments, if fulfilled as currently established, include explicit
commitments to increase spending on new medicines, the share of the NHS
budget devoted to medicines and net prices, alongside the separately agreed
increase in NICE’s cost-effectiveness threshold such as 1) the total volume of
spending on new medicines, 2) the percentage of health expenditure devoted to
medicines, 3) the cost per Quality-Adjusted Life Year (QALY) threshold and 4) the
net prices of new medicines. Likewise, these commitments may lead to more
restrictive use of lower-priced new medicines2.

The counterparts, in addition to the tariff exemption by the US, consist of the UK
price not being adopted as a reference in programs with Most Favored Nation
(MFN) prices and an ambiguous commitment, since it contains no measures to
force compliance, that companies will also launch new medicines in the UK. In
exchange, the US agreed to limit the extent to which low UK prices would anchor
its international benchmarking mechanisms?.
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Financial Cost of the UK-US Pharmaceutical Agreement

Estimated additional costs to the English NHS if higher new-medicine spending is funded within existing
NHS resources.

2026 2028 2030 2036
0.30% GDP 0.35% GDP 0.40% GDP 0.60% GDP
baseline target target target

By 2028 By 2036
£1.3bn

additional annual cost additional annual cost
£2.6bn cumulative £44.7bn cumulative

Additional pressure extends beyond NHS spending: Cross et al. cite modelling in which every £1bn
found within the NHS adds £118m in adult social-care costs.

Source: Redrawn from Cross S, Claxton K, Hill A. Health costs of the UK-US trade deal on pharmaceuticals. BMJ. 2026;394:€340588; Figure
1 and text

Figure 1. Financial cost of the UK-US pharmaceutical agreement for the English
NHS. Source: Cross et al*

Strong internal and external criticism of the agreement

The UK's commitments in this agreement within the framework of US MFN pricing
policies? have received strong criticism, including that added therapeutic value
(incremental contribution to health) and cost-effectiveness risk being pushed into
the background, the risk of politicization of the assessment that should guide
coverage and price decisions, and the anchoring of decision-making capacity to
the quantitative objectives of this agreement, with the loss of political
independence and decision-making capacity?.

Opportunity cost of the agreement

Cross et al.* have estimated an additional cumulative cost by the end of 2028 of
GBP 2.6 billion, and of GBP 44.7 billion by the end of 2036. The opportunity cost
of increasing the maximum cost-per-QALY threshold in funding decisions for new
medicines implies a cost in terms of the difference between the QALYs gained with
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the new medicines and the QALYs sacrificed by renouncing a more efficient
allocation with the same money from NHS services.

Under Cross et al.’s opportunity-cost assumptions, the additional NHS spending
could be associated with an estimated 229,000 excess deaths by 2036*, which
Cross et al. compare with recorded excess mortality during the Covid-19
pandemic. This figure could reach 291,000 deaths if social services costs are
considered.

Health Opportunity Costs: Excess Deaths by 2036

Cross et al. estimate the mortality impact if resources are diverted from existing NHS care to finance higher
spending on new medicines.

Covid-19 pandemic
England, Mar 2020-Jun
2022

137k

Direct NHS opportunity cost

229k

Including adult social-care
. gr
prevented if £44bn went to 287k
NHS services

0k 100k 200k 300k

Interpretation: the direct excess-death estimate alone exceeds the reported mortality of the Covid-19
pandemic in England over March 2020-June 2022. Including adult social-care effects raises the estimate to
291,000.

Source: Redrawn from Cross S, Claxton K, Hill A. Health costs of the UK-US trade deal on pharmaceuticals. BMJ. 2026;394:e340588; Figure
2 and text.

Figure 2. Health opportunity costs of the UK-US pharmaceutical agreement:
estimated excess deaths by 2036. Source: Cross et al*

EU health systems should be on guard

Other European governments could join an agreement with the US government
similar to the one signed by the UK, despite the difficulties of legislative
specification that the agreement may raise in each country. Germany, France, Italy
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and Spain are candidates to receive strong trade pressures in order to reach
agreements similar to the UK agreement or to modify their policies for regulating
prices of new medicines by increasing net prices?5.

The agreement signed by the UK government with the US implies, in theory,
uncertain counterparts for the UK in terms of industrial and commercial policy. In
view of the high opportunity cost in terms of health, some economists propose the
creation of a specific fund for the financing of new medicines separated from the
rest of the National Health Service (NHS) budget®.
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CHAPTER 9. THE INCOMPLETE MYTH OF GLOBAL
PHARMACEUTICAL FREE RIDING

The political narrative of global free riding

The existence of an important price differential for patented medicines between the
US and the rest of the world'! has been used in the US in the political direction of
the slogan "Put Americans First": price differentials have been used as evidence
that other rich countries are taking advantage of the US willingness to pay (global
free riding).23*

Pharmaceutical R&D as a global public good

A country’s contribution to the global public good generated by pharmaceutical
R&D does not depend only on the level of patented-drug prices of patented
medicines in each country.>® The estimate of each country's global contribution
must take into account the difference between the net price paid and marginal cost
multiplied by the volume of sales in each country. The measure of global free riding
should be based on this measure and not only on the price differential.

Frech et al. (2026) use as the measurement variable of global free riding the total
amount paid by each country for branded medicines above marginal cost, using
data on 2018 price differentials published by the RAND Corporation.”® The
contribution of each country to R&D is the product of the percentage represented
by the difference between the net price and marginal cost, assumed at 14.2% of
the US price in the main case and 24% in the sensitivity analysis over this net price,
multiplied by the volume of sales of patented medicines in each country.
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Selected contribution indicators from Frech et al. (2026)
Contribution to pharmaceutical R&D as a global public good, MC = 14.2% of the US price index

Country/region Total contribution  Per capita Per capita GDP per capita Brand-name
($bn) (%) vs US ($k) price index
United States 326.44 998.01 100.0% 62.27 100.00
Switzerland 3.02 354.11 35.5% 71.62 52.66
Japan 40.40 317.57 31.8% 39.18 48.55
Spain 13.03 279.13 28.0% 40.67 50.21
Italy 16.77 276.58 27.7% 41.22 47.38
Canada 10.59 285.69 28.6% 48.97 50.82
Germany 21.96 26417 26.5% 51.43 53.35
France 14.64 217.89 21.8% 44.14 42.80
United Kingdom 11.23 167.31 16.8% 45.88 42.72
Total world without US 164.28 170.77 17.1% 39.01 43.00

Source: Recreated from Table 1 in Frech HE 3rd et al., Health Economics, 2026. Per-capita ratio to US computed from Table 1 values

Table 1. Selected contribution indicators from Frech et al. (2026). Source:
Recreated from Table 1 in Frech et al.”

The exploitation hypothesis: unequal contributions to innovation

The per capita contribution index to global R&D of the five European countries with
the largest pharmaceutical markets is in all cases below 40% of the US index: it
ranges from 37.5% to 18.3% in the base case, and from 30.8% to 13.5% in the
sensitivity analysis. Among these five European countries and the United States,
the highest PPP-adjusted contribution index® corresponds, in both cases, to Spain,
and the lowest to the United Kingdom. The authors interpret their results as
compatible with the Olson-Zeckhauser ‘exploitation hypothesis’, whereby larger
countries contribute disproportionately more than smaller countries’.

This explanation is somewhat limited: countries with higher GDP contribute more
than proportionally, with "free riding" behavior being incomplete; these results are
simply compatible with a greater willingness to pay for innovation as countries'
global income increases.
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Country size and contribution to pharmaceutical R&D
Log-log relationship; MC = 14.2% of the US price index
@ United States Selected European markets

L Fitted line
In(contribution)

6 United Stafes
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In{(GDP)
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Source: Recreated from Figure 3 and Table 1 in Frech HE 3rd et al., Health Economic: irkey excluded from log plot because contribution is zero.

Figure 1. Country size and contribution to pharmaceutical R&D. Source:
Recreated from Figure 3 and Table 1 in Frech et al.” Turkey is excluded from the
log plot because contribution is zero.

When paying less does not mean free riding

As an alternative estimate to that of Frech et al. (2026), the relationship has been
analyzed'® between the adjusted per capita contribution to R&D, not each country's
global contribution, and GDP per capita, also adjusted by PPP, for countries with
a relatively similar income: OECD countries with an adjusted GDP per capita equal
to or above 60% of that of the US, which is precisely the reference-country group
in some of the Medicare programs under the US MFN pricing policy.” For this
group of countries, each country's total contribution to global R&D appears simply
to be proportional to population size and, within the income range of the selected
countries, rather inelastic with respect to GDP, with the United States also being
an extreme observation. This PPP-adjusted comparison is an author calculation
based on Frech et al.’s data’.

This result does not confirm the so-called "exploitation hypothesis" for these high-
income countries; rather, it detects the existence of an empirical "norm" of adjusted
per capita contribution to R&D from which the US departs markedly on the upper
side.™®
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CHAPTER 10. US DRUG PRICING AFTER MFN: THE
SENATE DEMOCRATIC FRAMEWORK AND
EUROPEAN SPILLOVERS

An implemented MFN architecture and an emerging Democratic framework

Drug pricing is again at the center of the U.S. health-policy debate. The June 2026
Senate Democratic RFI also starts from the observation that U.S. drug prices are
high relative to other high-income countries. The policy response is different. The
Democratic document is not a bill, but a Request for Information intended to inform
future legislation. It sets out three aims: lower manufacturer prices, lower patient
out-of-pocket costs and supply-chain distortions, and stronger biopharmaceutical
innovation .

The main difference is institutional. The RFI considers expanding the Medicare
negotiation created by the Inflation Reduction Act and places this within a broader
agenda on affordability, PBMs and innovation. MFN instead makes international
price benchmarking central and combines it with executive action, manufacturer
agreements and federal models. This broader shift also gives U.S. pharmaceutical
pricing a more explicit geopolitical dimension 2. The two approaches therefore
partly converge on the diagnosis and on the use of foreign prices, but not on the
policy architecture 3*.

International Prices Enter Medicare Negotiation

The Democratic RFI is notable because it explicitly brings international prices into
Medicare negotiation. It asks whether the HHS Secretary should be authorized to
use international price data as an additional negotiation factor. It also considers
adding an international reference-price component to the Maximum Fair Price
(MFP) ceiling. These are options for consultation, not adopted legislative
provisions .

This creates partial convergence with MFN, but not equivalence. Under MFN, the
international benchmark is a core pricing rule rather than one input into negotiation.
The Administration's prospective approach is intended to apply to new launches
across U.S. markets, and the Council of Economic Advisers explicitly links it to
lower U.S. prices and upward pressure on prices in other high-income countries
34 The relevant distinction is therefore not whether foreign prices matter, but how
directly they constrain the U.S. price 24.
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Table 1. Two architectures of U.S. pharmaceutical pricing reform

Core mechanism

International prices

Scope

Considers expanding Medicare negotiation;
international prices could inform negotiation
or the MFP ceiling.

Could be a negotiation factor or a third
component of the MFP ceiling.

Primarily Medicare, with options to address
other markets.

Uses international benchmarking as a central
pricing rule, alongside  manufacturer
agreements and federal models.

Central reference for prospective MFN and
other international-benchmark mechanisms.

Prospective MFN is intended for new
launches across U.S. markets.

Seeks views on out-of-pocket caps, LIS
expansion, net-price cost sharing and
PBM/supply-chain reform.

Lower benchmark prices, direct-to-consumer

PRI ARy discounts and selected coverage measures.

Seeks proposals on R&D funding and

Higher foreign contribution plus U.S.

Innovation incentives, biotechnology, clinical trials, . .
unmet need and scientific talent. SEHLETe T T D e I S,
Trade policy Contains no comparable tariff or Section 301 Pricing policy is explicitly linked to trade, tariffs

mechanism. and onshoring.

Note: The RFI column describes policy options under consultation, not enacted measures. Source: author's
elaboration based on references 1.

Europe Is No Longer Just a Reference Market

If European prices feed into U.S. prices, Europe ceases to be only a reference
market. MFN gives manufacturers an incentive to protect the U.S. benchmark
through higher launch prices, greater confidentiality or delayed launches in lower-
price countries. The size of these effects is not yet established for the 2026 policy.
The international channel is nevertheless explicit: the Administration links MFN to
a wider trade and industrial strategy that includes tariffs, onshoring and
manufacturer commitments 245,

Evidence on external reference pricing provides some indication of how this
mechanism can operate. Maini and Pammolli estimate entry delays of up to one
year per medicine in eight lower-income European countries . This is not evidence
on the current MFN policy, but it shows that linking national prices can affect launch
sequencing. The Democratic RFI could generate related, but narrower, incentives
if international prices became binding in Medicare negotiation, but the channel

would be narrower. This is an institutional inference, not a claim made in the RFI
’
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Table 2. Main channels of transmission to European health systems

Drug prices  and
pharmaceutical
expenditure
Launch  sequencing

and patient access

Regulatory autonomy

R&D and investment

Potential upward pressure on European net
prices and stronger incentives for
confidentiality.

Incentive to protect the U.S. benchmark
through later or higher-priced launches in
lower-price European markets.

Trade and tariff instruments may put pressure
on national pricing and reimbursement
choices.

Onshoring and tariff treatment may favour the
marginal location of production and R&D in
the United States.

More indirect; depends on whether
international prices materially affect Medicare
negotiation.

Similar incentives only if the international
benchmark becomes binding; likely weaker.

No equivalent trade channel; spillovers would
arise mainly through pricing incentives.

Competition for R&D and scientific talent
through domestic funding and incentives
rather than trade pressure.

Note: The table summarizes plausible institutional mechanisms and implications. The RFI column contains
analytical inferences, not statements made in the RFI, and the table does not present causal estimates of the
2026 MFN policy. Source: author's elaboration based on references 247,

Innovation, Trade and Regulatory Autonomy

The second maijor difference lies beyond pricing. The RFI devotes a full section to
innovation and asks for proposals on basic translational research, small
biotechnology firms, clinical trials and scientific talent . MFN also includes
innovation and production objectives, but combines them with trade policy. The
April

commitments and MFN agreements, while the Section 301 investigation of

2026 proclamation links preferential tariff treatment to onshoring
Germany brings national pricing and reimbursement policies into the trade-policy
debate 58,

For Europe, this may be the most consequential distinction. A dispute over
pharmaceutical prices can move from payer-manufacturer bargaining into trade
policy. USTR

unreasonable or discriminatory and whether it burdens or restricts U.S. commerce

is examining whether alleged German "underpayment" is
6. This can be interpreted as a potential constraint on European regulatory
autonomy. That interpretation is analytical and should not be attributed to the RFI

itself 2.
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CONCLUSION

1. Chapter 1 shows that the most valuable innovation is not always the most
expensive one. Cost-reducing, health-improving innovation is often neglected
because incentives, payment systems and narratives reward visible novelty more
than efficiency. The policy implication is to pay more attention to innovations that
improve outcomes and save resources.

2. Chapter 2 uses the NICE threshold debate to stress opportunity cost. Raising
thresholds is not a purely technical correction; it is a political choice about what the
health system is willing to displace. The implication is analytical humility: thresholds
need evidence, transparency and explicit budget consequences.

3. Chapter 3 reviews the evidence on market size and pharmaceutical innovation.
More revenue can stimulate innovation, but the elasticity depends on the policy
question and the measure used. The implication is that pricing policy should not
rely on a single mechanical claim about revenue and future medicines.

4. Chapter 4 explains the MFN turn in U.S. drug pricing. International
benchmarking can reduce U.S. prices, but it may also affect net prices, trade
leverage and launch incentives elsewhere. The implication is that MFN should be
assessed as an international policy, not only a domestic pricing tool.

5. Chapter 5 examines Medicaid savings under MFN-type pricing. Static estimates
can be informative, but they depend on assumptions about current rebates,
participation and state management. The implication is that savings claims should
be tested against realistic counterfactuals and sensitivity analyses.

6. Chapter 6 reads financial-market reactions to MFN as evidence about
expectations. Markets did not price MFN as a major negative shock for industry,
but this does not eliminate risks for Europe. The implication is to distinguish market
relief from the distributional effects of future policy design.

7. Chapter 7 studies launch sequence after MFN and JCA. When prices in one
market affect prices elsewhere, firms may delay, sequence or condition launches
strategically. The implication is that European access policy must consider how
reference pricing and joint assessment interact with global launch incentives.

8. Chapter 8 analyzes the UK-US pharmaceutical agreement. The agreement links
health spending, industrial policy and trade pressure in ways that can increase
costs for health systems. The implication is that European countries should treat
bilateral pricing arrangements as signals of wider geopolitical risk.

9. Chapter 9 revisits the claim that Europe free-rides on U.S. pharmaceutical
innovation. The evidence is more complex than the political narrative suggests.
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The implication is that fair contribution debates should use transparent indicators
of income, R&D, prices and purchasing power, not slogans.

10. Chapter 10 compares MFN with the Senate Democratic framework. Both
approaches use international prices, but they differ in institutional design, trade
links and spillovers. The implication is that Europe should prepare for several U.S.
pricing architectures, not only for one MFN scenario.

58



