BACKGROUND

U.S. policymakers are advancing Most Favored Nation (MFN) pricing frameworks
aimed at aligning domestic drug costs with international reference pricing.
Recent CMS proposals introduce distinct MFN-based models across Medicaid
outpatient drugs (GENEROUS) and proposed Medicare Part B (GLOBE)

and proposed Medicare Part D (GUARD). Each with different inclusion

criteria, reference country baskets, implementation timelines, and rebate
calculation methods. Understanding these policy mechanisms is essential for
manufacturers preparing launch and pricing strategies for future therapies.

OBJECTIVE

To characterize key differences across the MFN models and assess implications
for product launch planning, pricing strategy, access pathways, and
manufacturer operational readiness.

RESULTS

The models differ substantially in scope and mechanics. Proposed Medicare
models introduce MFN benchmarking through alternative inflation rebate
methodologies affecting approximately 25% of Part B and Part D beneficiaries
in selected geographic regions. Medicaid MFN models rely on voluntary
manufacturer participation through supplemental rebate agreements and define
pricing benchmarks at the NDC-9 level using the second-lowest international
net price adjusted by purchasing power parity. Inclusion criteria across the
models vary by therapeutic class, and spending thresholds. Exclusion criteria
may include 340B units, negotiated maximum fair price (MFP) drugs, and
potentially cell and gene therapies. Reference countries vary, with Medicaid
models emphasizing G/-aligned baskets and Medicare allowing broader OECD
country benchmarking. Timelines indicate staggered implementation beginning
in 2026-2027, with model performance periods extending through 2030-

2033.

DIFFERENCES IN PRODUCT INCLUSION CRITERIA ACROSS THE MODELS

GENEROUS GUARD

Medicaid Outpatient covered drugs (COD)

All a participating manufacturers’ single source and
innovator multiple source drugs under all a manufacturer’s
associated labeler codes listed in the Medicaid Drug
Rebate Program (“MDRP”)

A “model drug” is defined at the level of the NDC-9

Rebate Program

Analgesics

GLOBE

Subset of Part B rebate-able drugs that are single source
drugs or sole source biological products

HCPCS Level Il code with Medicare Part B FFS spending
greater than $100 million over a 12-month period; and

Anticonvulsants
Antidepressants
Antimigraine Agents
Antineoplastics
Antipsychotics
Antivirals

Bipolar Agents

Included drug categories:

Cardiovascular Agents

Immunological Agents
Metabolic Bone Disease Agents
Ophthalmic Agents

Antigout Agents
Antineoplastics

Blood Products and Modifiers
Central Nervous System Agents

REFERENCE COUNTRIES ALSO VARY BY MODEL

GLOBE and GUARD lists include those in GENEROUS and are still subject to change in final rules

Test changes to the Part D inflation rebate calculation for
certain Part D drugs in the Medicare Part D Drug Inflation

Sole-source drugs and sole-source biologics that are in
specific therapeutic categories

Included therapeutic categories:

POLICY OBJECTIVES OF MFN PRICING FRAMEWORK’

Changing how manufacturers price, launch, and deliver medicines in the U.S. and globally

&

 Establish MFN-Based Pricing

- for New Therapies

Ensure Medicaid drug pricing Promote MFN-aligned pricing at
reflects the lowest prices available in . launch and over time for new drugs
comparable developed markets across: across Medicare, Medicaid, and
the existing product portfolio commercial markets

S

Align Medicaid Pricing with
Global Benchmarks

METHOD

~ Reinvest International

- Revenue to Reduce U.S. Costs
~ Encourage reinvestment of
incremental overseas revenue

. to lower out-of-pocket costs for
U.S. patients and reduce taxpayer
. exposure.

4

~ Expand Direct

Distribution Options

Support development of direct-to-

- consumer and direct-to-business

.~ distribution models that improve

~ access and efficiency while reducing
.~ reliance on intermediaries

A structured policy review was conducted using publicly described Centers for Medicare & Medicaid Services (CMS) /Health and Human Services (HHS) model
parameters. Model design features were extracted and compared across: (1) Medicaid outpatient drug model (GENEROUS)"? and (2) proposed Medicare Part B
(GLOBE)*® and (3) proposed Medicare Part D (GUARD)**. Comparative domains included: pricing and rebate methodology, eligible product definitions, excluded
products, reference country basket, affected beneficiary population, and implementation timelines.

DISTINCT MFN FRAMEWORKS ACROSS MEDICAID AND MEDICARE PROGRAMS

Medicaid

Voluntary participation & prospective price setting

Participating manufacturers will enter into supplemental Medicaid Rebate

agreements with states through CMS to provide rebates based on MFN price

- The benchmark used to calculate the MFN price for a Covered Outpatient Drug (COD) would
be the second lowest country-specific manufacturer-reported net price, adjusted by gross
domestic product per capita using a purchasing power parity method

Participating manufacturers will have standardized coverage criteria for their
drugs with participating State Medicaid programs as negotiated

CMS will support implementation of the model by facilitating the provision of
manufacturer data to states to effectuate MFN pricing

GENEROUS

model

GLOBE

Gastrointestinal Agents

Genetic or Enzyme or Protein Disorder:
Replacement or Modifiers or Treatment

Immunological Agents

Metabolic Bone Disease Agents
Ophthalmic Agents

Respiratory Tract/Pulmonary Agents

3408 units

Blood Glucose Regulators

Central Nervous System Agents

CODs included in the Innovation Center’s Cell and Gene
Therapy model will not be included in the GENEROUS

Propose to treat biosimilar biological products and their
reference biological products as “multi-source” products.

Drugs that are subject to a negotiated Maximum Fair Price
(MFP), during the price applicability period

CMS states that it is considering excluding cell and gene
therapies (CGTs) from the GLOBE Model

Medicare

Mandatory participation, if selected, & retrospective price

Proposed models to assess a different Medicare CPI penalty rebate
calculations for certain drugs payable under Medicare Parts B and D if the

prices exceed those paid in economically comparable countries

- CMS states that the alternative calculation for manufacturer rebates would use a benchmark
derived from international pricing information instead of the current domestic benchmark

- The benchmark would be based on either manufacturer-reported international pricing
information or available information to CMS for economically similar countries

Once CMS has identified the drug or biological product’s category, it should
remain in that category for the entire Model performance period

EXCLUDED PRODUCTS CRITERIA IN THE MODELS VARIES

GUARD

Generics and biosimilar biological products

Sole-source drugs and sole-source biologics that are in
specific therapeutic categories

Drugs that are subject to a negotiated MFP, during the
price applicability period

Products that do not meet the minimum spend threshold
for the performance year beginning on January 1, 2027,
an amount equal to $69 million and for subsequent
performance years, the minimum spend threshold is
equal to the GUARD Model minimum spend threshold for
the prior performance year increased by the percentage
increase in the CPI-U

340B units

IMPLEMENTATION TIMEFRAME OF THE MODELS

GENEROUS
MEDICAID OUTPATIENT DRUGS

GENEROUS GLOBE GUARD : : :
Voluntary pilot started rolling basis
G7 minus US, plus Denmark & Switzerland = OECD countries with GDP benchmarks as of October 1, 2025 January 1, 2026, through
December 31, 2030
(%) Canada @ Australia () ltaly
<» Denmark < Austria ® Japan
{) France {) Belgium < Netherlands Application withdrawal deadline & to
® Germany (%) Canada 4= Norway apply March 31, 2026
() ltaly & Czechia ‘e: South Korea
@ Japan <» Denmark Spain
- A Participation agreements executed by
¢ Switzerland () France «» Sweden June 30, 2026
== United Kingdom @& Germany ¢ Switzerland
() Ireland == United Kingdom
% lsrael
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CONCLUSIONS

MFN frameworks represent a meaningful shift in U.S. pricing policy that may reshape global launch strategy
as U.S. reimbursement becomes increasingly tied to international prices. Manufacturers may face pressure
to delay launches, narrow initial country rollout, or adjust the timing of additional indications in lower-priced
markets to manage downstream rebate exposure. These trade-offs could directly influence when and how
patients gain access to new therapies, particularly in reference countries. Navigating this environment will
require earlier global pricing alignment, more rigorous scenario modeling across products and indications,
a deeper understanding of U.S. payer mix dynamics, and proactive access planning to minimize unintended

Performance period starts October
1, 2026, and runs 7 years through
September 2033;

5 years payments through 2031

Launch January 1, 2027, and run
through December 31, 2033;
5 years payments through 2031

Public comments were due by
February 23, 2026

Public comments were due by
February 23, 2026

Latest possible final rule publication
for model start November 2, 2026

Latest possible final rule publication
for model start August 2, 2026

consequences for reimbursement and patient access worldwide.



