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EXECUTIVE INSIGHTS

An Inconvenient Truth? 
Japan, Innovation, Drug Pricing, MFN. 
How U.S. most-favored-nation (MFN) pricing reshapes the Japan business case

Key takeaways

•	 Japan represents meaningful MFN exposure, given its strategic importance to global 
pharma revenues and its transparent, often lower NHI prices relative to the U.S. 

•	 The exposure is real but not uniformly severe; therapy area, payer channel and product 
archetype will determine whether Japan meaningfully influences U.S. MFN rebate 
calculations 

•	 There are reasons for cautious optimism, as GDP PPP adjustments, basket-country 
averaging and GLOBE/GUARD pilot caps may limit the likelihood that Japan alone 
becomes the binding benchmark 

•	 Risk is likely to concentrate in oncology, immunology and chronic/metabolic categories, 
while rare/orphan and cell and gene therapies appear relatively more insulated 

•	 Pharma companies should act now rather than wait for policy certainty by quantifying 
exposure, optimizing launch sequence, maximizing Japan pricing and reassessing 
partnering/commercialization strategies

Japan’s exposure to U.S. MFN pricing is meaningful given its commercial importance and 
transparent pricing system, but the risk is more nuanced than headline price gaps imply, 
creating room for cautious optimism if companies quantify exposure and act early and 
purposefully (see Figure 1)
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Japan has always been a paradoxical market in global pharma — and appears intuitively 
problematic in the context of MFN

Japan is large, important to brands and too significant to dismiss. For many innovative 
products, Japan represents a meaningful share of global revenue (5%-20% for top-selling 
drugs), matters strategically and carries weight in global launch narratives (see Figure 2). 
Pricing, however, is not always especially strong (see Figure 3). Sometimes it is good. Often 
it is acceptable. Sometimes it is low. Importantly for this discussion, it is transparent.

Figure 1
Japan and US MFN — Meaningful exposure, but reasons for cautious optimism

Note: GDP-PPP=gross domestic product based on purchasing power parity; GLOBE=Global Benchmark for Efficient Drug 
Pricing Model; GUARD=Guarding U.S. Medicare Against Rising Drug Costs Model; MFN=most favored nation; 
WAC=wholesale acquisition cost
Source: L.E.K. research and analysis 

Reasons for concern Reasons to be hopeful

Japan a meaningful contributor to total brand 
economics
Exiting or not launching in Japan has significant 
impact on overall brand value

11

Typically, very low prices vs. U.S.
Japan average pricing is ~20%-30% of U.S. gross 
levels, although this differs materially by 
therapeutic area

2

Pricing difficult to obscure
Japan prices can be easily referenced, unlike 
those of some other major markets

3

Referencing risks Japan being a net economic 
negative
Gains from launching can be outweighed by 
losses from MFN-driven rebates in the U.S.

4

No public evidence of government 
accommodation to date
No public signals of MFN accommodation in 
pricing decisions, policy or trade 
otiations — Japan continues to exert downward 
pressure on pricing

5

3

4

5

U.S. benchmark not as high as it first appears
Benchmark can reach only about 50% of WAC, 
reducing the true reference point

1

GLOBE/GUARD impact limited to 25% of 
beneficiaries’ spend
The Medicare spend subject to rebates is limited 
— constraining overall exposure to much less than 
would initially meet the eye

2

Japan GDP PPP multiplier raises reference price
The ~1.65x multiplier applied to Japan prices 
significantly reduces chance of direct referencing

3

GLOBE/GUARD Method II further buffers impact
Basket-country averaging further reduces 
likelihood of direct Japan referencing

4

Industry and government response gaining 
momentum
Behind closed doors, growing sense of urgency, 
with actions being formulated at the industry and 
government level

5

Japan and US MFN — Meaningful exposure, but reasons for cautious optimism
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Figure 2
Japan brand sales as a percentage of global total

(Percentage of 2024 revenues)

Note: *58 top drugs launched in Japan prior to 2023 with public global data
Source: IQVIA; company data; RAND Corp.; L.E.K. analysis
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Figure 3
Japan pricing vs. other major markets

(2022, gross prices as % of U.S. WAC, before GDP PPP adjustment)

Source: RAND Corporation; L.E.K. analysis
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That transparency matters in a world where the U.S. is exploring MFN pricing principles.

The U.S. remains the critical market for pharmaceutical return on investment. It 
disproportionately funds R&D, supports group profitability, and determines whether 
innovative assets create significant economic value or no more than accounting profits. 
But U.S. pricing is also a clear outlier and can be multiples of what is paid in other major 
pharmaceutical markets. Executive Order 14273 of April 2025 set the MFN agenda in 
motion and sought to redress what many see as an unsustainable and unfair global 
imbalance, through ensuring U.S. patient access to lower-priced medicines, pushing 
overseas markets to pay more, and shifting more of the burden of drug discovery and 
development outside the U.S.

MFN policy implementation evolved from an initial voluntary pressure campaign that 
yielded 17 bilateral agreements to TrumpRx as the direct-to-consumer delivery mechanism 
and ultimately to three MFN pricing models (see Figure 4). Across models, the mechanism 
rebates U.S. prices down to international references — with the full economic impact 
borne by the U.S. business. In Medicaid, GENEROUS (Generating Cost Reductions for 
U.S. Medicaid Model) is voluntary and may give way to additional bilateral agreements. 
In Medicare, GLOBE (Global Benchmark for Efficient Drug Pricing Model) and GUARD 
(Guarding U.S. Medicare Against Rising Drug Costs Model) remain in test phase, capping 
rebates at the spend associated with 25% of enrollees. Full rollout seemingly would require 
legislation, the path for and ultimate design of which remain uncertain — though even a 
moderate package would reshape economics for in-scope products. Regardless, it would 
be imprudent for manufacturers to assume the issue will simply pass; the more durable 
posture is to plan for a structurally reshaped pricing landscape.
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Figure 4
Overview of GENEROUS, GLOBE and GUARD models

Note: MFN=most favored nation; GENEROUS=Generating Cost Reductions for U.S. Medicaid Model; GLOBE=Global 
Benchmark for Efficient Drug Pricing Model; GUARD=Guarding U.S. Medicare Against Rising Drug Costs Model; SMI=Sup-
plementary Medical Insurance; CMS=Centers for Medicare & Medicaid Services; HHS=Department of Health and Human 
Services; MFP=maximum fair price; IRA=Inflation Reduction Act; USP DC=USP Drug Classification; USP MMG=USP 
Medicare Model Guidelines; *Retroactive rebate payment commitment; **Eligible beneficiaries limited to randomized 25% 
during model test period; model can be expanded to 100% either by the HHS secretary after completion and evaluation 
after the test, or earlier by congressional decision
Source: CMS; L.E.K. research and analysis

GENEROUS GLOBE GUARD

Insurance 
program Medicaid Medicare Part B Medicare Part D

Enrollment Voluntary Mandatory Mandatory

MFN rebate 
mechanism

• MFN rebate — difference 
between Medicaid net 
price and global bench-
mark price

• Rebate recipient — federal 
CMS/HHS and state 
Medicaid agencies

• No impact on patient 
copay or supply chain 
economics

• MFN rebate — difference 
between standard 
Medicare Part B payment 
amount and global 
benchmark price

• Rebate recipient — SMI 
Trust Fund

• Patient coinsurance 
reduced

• Impact on supply chain 
economics — provider 
margin squeeze

• MFN rebate — difference 
between Medicare Part D 
net price and global 
benchmark price

• Rebate recipient — SMI 
Trust Fund

• Patient coinsurance 
reduced

• No impact on supply chain 
economics

In-scope drugs

• Branded outpatient
• Marketed and newly 

launched

• Branded 
physician-administered

• Marketed and newly 
launched

• Branded outpatient
• Marketed and newly 

launched

Notable 
exclusions

• Cell and gene therapies
• Vaccines

• High-spending drugs with 
active MFP under IRA 
system

• Drugs outside seven USP 
DC

• Part B spend of <USD 100 
million

• High-spending drugs with 
active MFP under IRA 
system

• Drugs outside 17 USP 
MMG

• Part D spend of <USD 69 
million

Time period
Jan. 1, 2026* to Dec. 31, 2030 
(no beneficiary scope cap 
due to voluntary nature)

Oct. 1, 2026 to Sep. 30, 2031 
(test period)*

Jan. 1, 2027 to Dec. 31, 2031 
(test period)*

Percentage of 
beneficiary spend 
subject to rebates

100% of Medicaid 25% of Medicare Part B, 
randomized
(limitation during model test 
period)**

25% of Medicare Part D, 
randomized
(limitation during model test 
period)**

Overview of GENEROUS, GLOBE and GUARD models
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Japan’s pricing regime looks especially exposed; prices are unusually transparent and 
typically fall far below those in the U.S. The National Health Insurance (NHI) program’s 
prices are set through a defined rules-based methodology with formal caps on achievable 
premiums. Outcomes are made public, and confidential rebating between manufacturer 
and payer is absent. Postlaunch, the Ministry of Health, Labour and Welfare’s price 
survey takes about 3% off prices in an average year, though that headline figure masks 
considerable variation: Innovators with price maintenance premia hold up reasonably 
well, while post-loss of exclusivity products see materially steeper cuts. Further triggers, 
including market expansion repricing and cost-effectiveness analysis, push in the same 
direction. Recent reforms have offered some selective relief, notably the elimination of 
spillover repricing, but on the whole the trajectory still runs opposite to U.S. dynamics and 
the price gap continues to widen over the lifetime of a given drug.

What does the pharma sector’s actual Japan exposure look like?

Our analysis suggests that while manufacturer complacency is misplaced, the picture 
is more nuanced than headline exposure would imply. First, MFN exposure varies 
significantly by therapeutic area and the associated mix of U.S. payer channels. Exposure 
is concentrated in specialty oncology, immunology, and chronic and metabolic categories in 
the GUARD model, while pediatric rare and cell and gene therapies are more insulated (see 
Figure 5).
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Second, Japan’s prices look problematic on an unadjusted basis, but the 1.65x GDP PPP 
(gross domestic product based on purchasing power parity) per capita adjustment reduces 
the likelihood that Japan becomes the sole benchmark (see Figure 6). Basket-country 
averaging under GLOBE/GUARD Method II further dampens Japan’s impact.

Figure 5
Directional MFN in-scope exposure by rebate model and drug archetype

Note: MFN=most favored nation; GENEROUS=Generating Cost Reductions for U.S. Medicaid Model; GLOBE=Global 
Benchmark for Efficient Drug Pricing Model; GUARD=Guarding U.S. Medicare Against Rising Drug Costs Model; IV=intra-
venous; SC=subcutaneous; CV=cardiovascular; USP DC=USP Drug Classification; IRA=Inflation Reduction Act; USP 
MMG=USP Medicare Model Guidelines; hATTR=hereditary transthyretin amyloidosis; HAE=hereditary angioedema 
Source: CMS; Federal Register; L.E.K. research and analysis
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Part D 
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pharmacy 
injectable)
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self- injection)
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Growing Part D 
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Negligible 
Medicare 
exposure

Part B 
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Specialty
non-

oncology

Chronic/
metabolic

Rare/
orphan
adult

Rare/
orphan

pediatric

Cell and 
gene

therapies

• Moderate Medicaid 
(age profile)

• No spend threshold

• Mostly outside Part B
• CV agents not in seven 

USP DC
• Blood products largely 

generic

• Medicaid via disability 
pathway

• No spend threshold

• Split by USP DC and 
volume

• E.g., full on comple-
ment inhibitors, none 
on ERTs

• Split by USP MMG and 
route of administration

• E.g., oral/SC hATTR or 
HAE may clear USD 69 
million

• Limited Medicaid (age 
profile)

• No spend threshold

• Part B negligible, 
especially >USD 100 
million

• Part D negligible, 
especially >USD 100 
million

• Explicitly excluded
• Not explicitly carved 

out, but many below 
USD 100 million

• Part D negligible 
(typically IV only)

• IV oncology biologics 
(seven USP DC)

• >USD 100 million 
unless IRA selected

• Oral oncology small 
molecules (17 USP 
MMG)

• >USD 69 million unless 
IRA selected

• SC biologics (17 USP), 
>USD 69 million

• Dual-channel exposure 
possible

• Primary exposure 
channel

• Diabetes, CV, 
respiratory in 17 USP 
MMG

• Many already IRA 
selected

• IV biologics (seven USP 
DC), >USD 100 million

• Dual-channel exposure 
possible

• Working-age Medicaid, 
major biologics

• No spend threshold

• Varies by indication
• Higher: diabetes, 

metabolic
• Lower: CV, respiratory

High Medium Low None

Directional MFN in-scope exposure by rebate model and drug archetype
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However, if Japan were to be set as the binding international benchmark, some drugs 
could face material U.S. MFN rebates (see Figure 7). GENEROUS would drive the deepest 
rebates, up to approximately 40%-80% of U.S. net price (given no 25% pilot cap), while 
GLOBE and GUARD are structurally softer at about 10%-25%. Rare/orphan and cell and 
gene therapies are relatively modest across all three. 

Figure 6
Impact of GDP PPP adjustment on Japan price differential

Branded drug gross prices as a percentage of U.S. 
Before GDP PPP adjustment GLOBE/GUARD 
benchmark countries* 
(2022) 

Branded drug gross prices as a percentage of U.S. 
After GDP PPP adjustment** GLOBE/GUARD 
benchmark countries* 
(2022) 

Note: GDP PPP=gross domestic product based on purchasing power parity; GENEROUS=Generating Cost Reductions for 
U.S. Medicaid Model; GLOBE=Global Benchmark for Efficient Drug Pricing Model; GUARD=Guarding U.S. Medicare 
Against Rising Drug Costs Model; IMF=International Monetary Fund; *Excluding Denmark and Israel due to the lack of 
comparable data for 2022; **Adjusted based on 2022 GDP PPP ratios
Source: IMF 2022 and 2026 data; RAND Corp.; L.E.K. research and analysis
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Figure 7
Directional estimate of MFN rebates as a percentage of US net price by drug archetype (not drug specific), 

with Japan prices assumed as binding international benchmark

Directional estimate of MFN rebates as a percentage of U.S. net price by drug archetype (not drug specific), with JPN price 
as international benchmark
(Percentage of net price in respective channels, higher percentage = higher rebate)

Note: GENEROUS=Generating Cost Reductions for U.S. Medicaid Model; GLOBE=Global Benchmark for Efficient Drug 
Pricing Model; GUARD=Guarding U.S. Medicare Against Rising Drug Costs Model; CGTs=cell and gene therapies; MFN=-
most favored nation; onc=oncology; CMS=Centers for Medicare & Medicaid Services
Source: CMS; Federal Register; L.E.K. analysis
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MFN exposure also is not uniform across company types (see Figure 8). 

Global large biopharmas face direct rebate exposure where Japan prices anchor MFN 
calculations, particularly on products with wide U.S.-Japan price gaps; with their scale and 
access infrastructure, they can delay or deprioritize Japan launches and pursue bilateral 
agreements as needed. 

Japan-headquartered large biopharmas face full MFN rebate exposure across Japan-
developed products, with limited flexibility to defer Japan launches. They may reorder 
global launch sequence and shift clinical lead and life cycle planning outside Japan to 
protect U.S. economics, although the conundrum is harder to resolve than for peers 
headquartered elsewhere, given social obligations to Japan. 
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Global emerging biopharmas have less direct exposure where Japan entry is deferred, but 
MFN may jeopardize planned Japan launches; some will forgo Japan altogether or reopen 
licensing decisions, and at minimum will seek protections in partnering agreements to 
safeguard the U.S. opportunity. 

Japan biotech also faces challenging constraints: Japan development looks less attractive 
than taking intellectual property (IP) to the U.S. first, creating incentives to relocate IP and 
lead-asset development outside Japan — with the risk that much of the value-added is 
realized offshore and Japan-originated drugs never launch domestically.

Figure 8
Japan MFN implications vary materially by company archetype — Japan-HQ players face the most 

constrained set of responses

MFN implications by company archetype

Note: MFN=most favored nation; HQ=headquartered; IP=intellectual property
Source: L.E.K. analysis

Global large
biopharma

Japan-HQ large 
biopharma

Global emerging 
biopharma

Japan
biotech

• Japan prices may anchor MFN rebate calculations, pressuring global 
profitability on products with large U.S. – Japan price gaps

• Companies may delay or deprioritize Japan launches; bilateral 
agreements may be needed depending on U.S. exposure

• Full MFN rebate exposure across Japan-developed products, with limited 
flexibility to defer Japan launch

• Companies may reorder global launch sequence and shift clinical lead and 
life cycle planning outside Japan to protect U.S. 

• However, conundrum more difficult to resolve than for ex-Japan-HQ’d 
company given social obligations to Japan

• MFN may jeopardize planned Japan launches; limited direct rebate 
exposure if Japan entry is deferred

• Companies may forgo Japan launch altogether and/or reexamine 
licensing agreements and entry decisions already under consideration — 
and at the very least will seek protections in partnering agreements to 
protect the U.S. opportunity

• Japan development may become less attractive vs. taking IP to the U.S. 
first, creating an incentive to relocate IP and lead-asset development 
outside Japan

• Large portions of value-added may be realized outside Japan, never 
benefiting the domestic ecosystem

• Japan-originated drugs may never launch in Japan, leading to an access 
gap vs. the U.S. for therapies that were invented in Japan

Japan MFN implications vary materially by company archetype — Japan-HQ players face the 
most constrained set of responses
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So, what should companies do? 

Companies need a practical response, with five elements running in parallel (see Figure 9):

1.	 Quantify MFN exposure: Map it across products, U.S. channels and policy models; 
estimate drug-level rebates and Japan’s economic contribution

2.	 Optimize launch sequence: Test whether Japan is the marginal binding reference, and 
sequence launches (e.g., high public price with confidential net pricing) to mitigate MFN 
drag

3.	 Maximize Japan pricing: Pursue all premium pathways within NHI rules, explore foreign 
reference pricing adjustment within global launch sequence and limit postlaunch price 
compression (e.g., manage indication expansion)

4.	 Advocate Japan pricing reform: Track NHI reform and bilateral trade developments, 
engage industry associations (e.g., Japan Pharmaceutical Manufacturers Association) 
and model upside under improved Japan pricing or trade-driven MFN carve-outs

5.	 Reassess Japan business case and partnering agreements: Quantify Japan stand-alone 
net present value after accounting for MFN drag, compare “launch with rebates” versus 
“delay” at portfolio level, and revisit out-licensing terms (pricing outcomes, royalties, 
pricing control, MFN reporting access)
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Figure 9
Japan MFN requires a five-part playbook — quantify, optimize, maximize, adv ocate and reassess

Note: MFN=most favored nation; NHI=National Health Insurance; FRP=foreign reference price; JPMA=Japan 
Pharmaceutical Manufacturers Association; NPV=net present value
Source: L.E.K. analysis

Reassess Japan 
business case, 

partnering 
agreements

• Quantify Japan stand-alone NPV net of MFN drag to set 
break-even

• Compare “launch with rebates” vs. “delay launch” across the 
portfolio

• Build a portfolio-level go/no-go decision framework
• Reassess out-licensing terms and economics — clauses related to 

pricing outcomes, royalties, pricing control, MFN reporting access

Advocate Japan 
pricing reform

• Track Japan’s policy response — including potential NHI pricing 
reform and bilateral trade agreements that could ameliorate 
Japan’s impact on MFN

• Engage industry associations (e.g., JPMA) to shape advocacy on 
both pricing reform and trade negotiations

• Model upside scenarios under improved Japan pricing or 
trade-driven MFN carve-outs

Maximize Japan 
pricing

• Pursue all premium pathways within NHI pricing rules
• Explore FRP adjustment within global launch sequence
• Limit postlaunch price compression (e.g., manage indication 

expansion in Japan)

Optimize launch 
sequence

• Test whether Japan is the marginal binding reference for MFN 
methods

• Sequence launches to mitigate MFN drag (e.g., high public price 
with confidential net pricing)

• Impact: If Japan is not the binding reference, MFN cost of 
launching may be near zero

Quantify MFN 
exposure

• Map MFN exposure across products, U.S. channels and policy 
models

• Estimate drug-level rebates and Japan’s economic contribution
• Impact: Exposure may be more contained than assumed — but still 

material

Japan MFN requires a five-part playbook — quantify, optimize, maximize, advocate and reasses
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This is where L.E.K. can help

L.E.K. Consulting can help companies size their exposure, identify the products and 
therapeutic areas that matter most, model the U.S. and Japan profit and loss implications, 
and define practical response options. That includes portfolio screening, therapeutic area 
prioritization, company and product exposure assessment, launch and life cycle strategy, 
and support on pricing, market access and policy response.

Japan matters commercially, strategically and politically. The challenge now is to preserve 
that value while managing the risk that Japan’s price transparency erodes economics 
elsewhere — a balancing act that will reward those who quantify exposure, sequence 
launches and plan early.
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