Evidence Generation Recommendations to Support Global Pharmaceutical Launches Following Major Policy Changes.in the US (Inflation Reduction Act and Most Favored Nation) and EU (Joint
Clinical Assessments)

Md Sohail Aman, M.Pharm' Chetna Demla, MSc , Ray Gani, PhD 2

1 PharmaQuant Insights Pvt. Ltd., Kolkata, India, 2PharmaQuant International Limited, Hook, United Kingdom

EU Joint Clinical

US Most Favored Nation

Table 1: Key Strategic Actions and Implications

Focused Insights, Better Outcomes

HPR37

Findings from the four-phase framework demonstrate that

US Inflation Reduction Primary decisions made 3-5 years pre-launch including trial design
ici ' : . : : : Pricing & Access N Y P & &N,
Assessment (JCA’_ 2025) Act (IRA, 2022) (MFN) Pricing (Executive Phase Timeframe Policy Key Strategic Actions Evidence Focus g &7 Risk if Neglected comparator selection, and subgroup planning directly
Single European Union . Ord EO) 14297. 2025 : Implications . .. .
(EU)-wide evaluation of the United States (US) rder (EO) ’ ) Driver influence JCA outcomes, EU pricing negotiations, and long-
e : legislation enabled US MEN benchmarks US Determines JCA clinical term revenue sustainability across both EU and US markets.
added clinical benefit of ; i i iti d ' to | t Primary clinical value assessment Non-quantifiable JCA : -y : ‘cali
: Medicare price negotiation rug prices to Iowes lien Ph ith Y - 9 Evidence gaps at submission, misaligned SLR/ITCs/value
new therapies (oncology : i it Align Phase Il PICO with JCA endpoints; JCA-defined Informs pricing verdict; pricing : : : :
for high-spend eligible Organization for | 3-5 yrs pre- EU comparator(s) and endpoints; power i . / dossiers, weak price anchoring of OECD countries, or delayed
products and advanced . ST CEEIE R TG EIFE T D | . JCALSS o S A comparator evidence, | negotiations across all | weakness across EU-27; o , , ,
- single-source drugs through P rial Design aunc subgroup analyses; establis ospectivelv blanned | 27 EU states via ERP (bv | RWE unavailable at [RA negotiation readiness can constrain launch sequencing and
therapy medicinal products - prosp yp (by
Py P IRA. Small molecules will be Development (OECD) net infrastructure subgroups39-10 T A [T negotiation compress global revenues. To address these risks, the
(ATMPS) from 2025, orphan eligible beginning 7 years prices via the Centers for states separately)3? framework identifies three core strategic domains: early
drugs from 2028, and all . . : . . . . . '
nevfproducts from 2030) post-launch and biologics Medicare and Medicaid Compile JCA dossier with SLR/ITCs; Low EU launch prices integration of market access requirements into Phase |l
11 years post-launch, with Services (CMS) GENEROUS model any EU ERP cascade effects and . - - development and RWE activation at approval;
versus the standard of care negotiated prices effective Model and is projected to potential US IRP exposure scenarios D o MFN cenee s . implementation of global price linkage modelling and
and directly informing g P . . | 12-24 EU separately: model the IRA selection ITCs where no head-to- | benchmark risk; poor submission; low ERP P g P g g
; . 2026 for first batch of reduce prices for high-cost Evidence | months pre- = JCA%10+ = T - 7V . head RCT exists; early evidence certainty anchors and G7 MFN deliberate launch sequencing to manage reference pricing
national pricing and . . b ded th ‘me b % . eligibility timeline based on Medicare : _ _ . .
eimbursement decisions negotiated drugs, making randed therapies by 25- Assembly launch US IRA% o) &) [rrealuet e Chadk OECE modgllmg of o weakens both JCA bcjasket exposure; exposure; and sustained lifecycle execution through
early lifecycle evidence 40%, tightly linking US ST [T o7 R A sl leumaly | 2L 2PCRUIERE HEVEAA GUiRdolnes sl MUl I [eeeive [ prepemien proactive  negotiation  preparation and  adaptive

across all 27 member

planning essential.4>/13

reimbursement to

negotiations*’3

sequencing

commercialization strategies. Overall, coordinated evidence,

states. 1-3°

international pricing.®® Initiate structured post-

Netopri
Parallel EMA/JCA submission; activate | launch RWE collection et-price exposure

i under GENEROUS MFN
RWE from day one; prepare CMS value from day one; early

pricing, and execution planning across the product lifecycle is

Delayed EU access; list critical to maintaining pricing flexibility and protecting global

CORE POLICY INTERACTION: CONVERGING PRICING PRESSURES Regulatory EU JCA + oo s TS (ot [ER N requires price price ERP exposure; launch performance under converging policy reforms.
Most EU drug pricing is based on external reference pricing (ERP).3° The US MFN policy Submission | At approval RA+ | ol n’et F;ice P M’FP —— affi o4 | Bovernance beyond EU | GENEROUS net price
benchmarks Medicare and Medicaid prices against peer OECD and Group of Seven (G7) country & Market MFN®7-8 P D oy : ' - o TSNS MEAs; JCA verdict benchmarking without
and GENEROUS MFN targeting clinical and economic . )
Access indirectly informs complementary strategy

prices.®® Under the IRA, high-utilization Medicare drugs are subject to direct CMS price Medicaid prices s e mE e e
negotiation, with Maximum Fair Prices (MFP) effective from January 2026.4>13 This means i 15
integrated multi-market price modelling is essential prior to launch, as national decisions carry
global revenue consequences.’

1.European Union. REGULATION (EU) 2021/2282 OF THE EUROPEAN PARLIAMENT AND OF THE
COUNCIL of 15 December 2021 on health technology assessment and amending Directive
2011/24/EU. https://eur-lex.europa.eu/eli/reg/2021/2282/oj/eng.
Strong subgroup RWE 2.European Commission. Joint clinical assessments [Internet]. Brussels: EC; 2025 Jan [cited
materially improves IRA 2026 Apr]. Available from: https://health.ec.europa.eu/health-technology-

negotiation position° Weak IRA negotiation assessment/implementation-regulation-health-technology-assessment/joint-clinical-
V4

national negotiations’:3

Prospectively collected

Years 1-7/11 Continuous RWE for subpopulation

IV : : . e e subgroup RWE ) , assessments_en
TIER— years post- UsS benefits; monitor M.edlcare utilization; O S S early Iow-prlcg launches dossier; revenue 3.Schuster V. EU HTA Regulation and Joint Clinical Assessment — threat or opportunity? J Mark
27 7/]_]_ vears $98 5B Fvid approval IRA*11+ leverage JCA verdict across EU-27; d: utilizat 9 may constrain global compressed across EU Access Health Policy. 2024 May 13;12(2):100-4. doi: 10.3390/jmahp12020008. PMID:
EU member states 25-40% -~ V! en(.:e (eligible for | MFN &’ | adapt to MFN evolution; explore DTC need, utl |z§t|on an reference pricing ceilings and US without mature 38808311.
To qualify for MFP Congressional Budget Generation drerrEle spend tracking for IRA o - 4.United States Congress. PUBLIC LAW 117-169—AUG. 16, 2022.

via ERP and potential
MFN-like
mechanisms*7/:8

Keys: CMS, Centers for Medicare and Medicaid Services; DTC, Direct-to-consumer; EMA, European Medicines Agency; ERP, External reference pricing; EU, European Union; G7, Group of Seven; IRA, Inflation Reduction Act;
ITC, Indirect treatment comparison; IRP, Internal reference price; JCA, Joint Clinical Assessment; MEA, Managed entry agreement; MFN, Most Favored Nation; OECD, Organization for Economic Co-operation and
Development; PICO, Population, intervention, comparison, and outcome; RCT, Randomized controlled trials; SLR, Systematic literature review; RWE, Real-world evidence; US, United States

* |RA price negotiation for small molecules- selection: 7 years, price applicability: 9 years; biologics- selection: 9 years, price applicability: 13 years

Estimated US list price negotiation)*
reduction for high-cost

therapies under MFN’

subject to a single JCA

http://congress.gov/117/plaws/publ169/PLAW-117publ169.pdf

5.Centers for Medicare and Medicaid Services. Medicare drug price negotiation program: final
guidance for third cycle [Internet]. Baltimore: CMS; 2025 Nov 28 [cited 2026 Apr]. Available
from: https://www.federalregister.gov/documents/2025/11/28/2025-21501/medicare-
program-inflation-reduction-act-ira-medicare-drug-price-negotiation-program-final-guidance

6.The White House. DELIVERING MOST-FAVORED-NATION PRESCRIPTION DRUG PRICING TO
AMERICAN PATIENTS. Executive order. May 12, 2025. Fed Regist. 2025 May 15;90(93):20749—
51. Document No. 2025-08876.

7.Herspiegel Consulting. Most favored nation (MFN) and the future of pharmaceutical pricing
and access [policy brief on the Internet]. Herspiegel;, 2025 [cited 2026 Apr]. Available from:
https://herspiegel.com/white-paper/most-favored-nation-policy-pricing-and-access/

8.Carlton Fields. CMS gives most-favored-nation pricing for drugs a new platform in its pilot
GENEROUS Model [Internet]. 2025 Nov 14 |[cited 2026 Apr]. Available from:
https://www.carltonfields.com/insights/publications/2025/cms-gives-most-favored-nation-
pricing-for-drugs-a-new-platform

9.Sarri G, Vinals L, Leisle L, Claverie Chau |, Smalbrugge D, Lucassen K, et al. Mapping methods
gaps between EU joint clinical assessments and local health technology assessment decision-
making: an environmental scan of guidance in select EU markets and harmonization
challenges. ] Comp Eff Res. 2025;14(5). doi: 10.57264/cer-2024-0240. PMID: 40008768.

10.Johns A, Andrade A, Johal S, Ryan J. EU Joint Clinical Assessment: a framework for optimising
use with cost-effectiveness decision-making. J Mark Access Health Policy. 2025 Oct
9:;13(4):52. doi: 10.3390/jmahp13040052. PMC12551043.

11.Rodwin MA. Negotiating Medicare drug prices: a new attempt to control purchase prices. J
Law Med Ethics. 2025 Spring;53(1):147-57. doi: 10.1017/jme.2025.59. PMID: 40254952.

12.US Department of Health and Human Services. HHS, CMS set most-favored-nation pricing
targets to end global freeloading on American patients [press release on the Internet].
Washington DC: HHS; 2025 May 20 [cited 2026 Apr]. Available from:
https://www.hhs.gov/press-room/cms-mfn-lower-us-drug-prices.html

13.Congressional Budget Office. How CBO estimated the budgetary impact of key prescription
drug provisions in the Reconciliation Act [Internet]. Washington DC: CBO; 2023 Feb [cited
2026 Apr]. Available from: https://www.cbo.gov/system/files/2023-02/58850-IRA-Drug-
Provs.pdf

14. Department of Health & Human Services. Medicare Drug Price Negotiation Program:
Revised Guidance, Implementation of Sections 1191 — 1198 of the Social Security Act for

Initial Price Applicability Year 2026
LIl T T
[m]: iy ok [m]
‘ - ..E.'I : " ol =, '.*
|-E:L"'. Ty 3
m PharmaQuant i‘-l

selection forecasting®!!

Office (CBO) 10-year
Medicare savings from
IRA negotiations?3

negotiation: small-
molecule/biologic post-
approval 4>

scientific verdict for new
oncology and ATMPs
from Jan 20251

Figure 1: Recommendation Framework to Optimize Global Launch

Study Aims

* This research sought to develop an integrated global evidence generation and launch planning
framework addressing US MFN and IRA, and EU JCA requirements.

e Additionally, it aimed to provide strategic recommendations for trial design, evidence planning,
launch sequencing, and post-launch market access optimization.
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 Atargeted literature review was conducted using MEDLINE to identify published literature on
these policies. Legislative texts, regulatory guidance documents, and official government
communications were also reviewed.
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* Primary sources included Regulation (EU) 2021/2282, P.L. 117-169, EO, dated May 12, 2025,
HHS/CMS implementation guidance, and EUnetHTA methodologic14297al documents.46:14

* A four-phase strategic framework for addressing US MFN and IRA and EU JCA requirements
was synthesized across the drug development lifecycle and is presented in Table 1.

* A three-domain recommendation on evidence strategy, pricing architecture, and
execution/adaptation was developed and is presented in Figure 1.
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Expected outcome

Optimized global launch revenue under converging IRA, MFN, and JCA
policies
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