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In today's rapidly evolving pharmaceutical industry, market access has become a pivotal
factor for success. The landscape is complex and dynamic, with constant changes in pricing,
reimbursement, and Health Technology Assessment (HTA) systems. Navigating these
complexities requires more than just traditional consulting; it demands innovation, speed, and
precision. Ingenious e-Brain is at the forefront of this transformation, leveraging advanced Al
and cutting-edge technologies to deliver unparalleled market access and strategy consulting
services.

Recent Advances in Health Technology Assessment (HTA), Pricing, and
Reimbursement in Europe

The regulatory landscape in Europe has seen a transformative shift with EU Regulation
2021/2282 on HTA, aimed at centralizing and harmonizing clinical assessments across
member states. This regulation introduces the concept of Joint Clinical Assessments (JCA),
designed to evaluate innovative pharmaceuticals and high-risk medical devices under a
unified framework. Starting from 2025, all new active substances in oncology and advanced-
therapy medicinal products (ATMPs) such as gene therapies and tissue-engineered products
will undergo JCAs, with orphan medicines following in 2028.

The new process streamlines the evaluation pathway by providing a single dossier
submission, reducing duplicative assessments that previously varied between member
states. Companies must align their clinical trial designs and outcomes with HTA requirements
early in product development. Joint Scientific Consultations (JSC) further assist by enabling
early dialogues with HTA bodies about key clinical trial elements such as population,
comparators, and endpoints.

Additionally, European pricing mechanisms are evolving towards value-based pricing models
where the cost-effectiveness of therapies is assessed through quality-adjusted life years
(QALYs). The European Medicines Agency (EMA) collaborates closely with HTA bodies to
ensure that clinical and economic evaluations are integrated. This leads to faster and more
efficient market access decisions for pharmaceutical companies. However, these
assessments, especially in oncology and rare diseases, involve increasingly complex metrics
that require sophisticated modeling approaches like network meta-analysis (NMA) and
indirect treatment comparisons (ITC).

U.S. Reforms in Pricing and Reimbursement: A Technical Overview

In the U.S,, the Inflation Reduction Act (IRA) has introduced a paradigm shift in how pricing is
negotiated, particularly under Medicare. Starting in 2026, Medicare will negotiate the prices of
the top 10 highest-cost drugs, expanding over the next few years. This affects products with
market exclusivity nearing expiry, including high-cost biologics, oncology drugs, and ATMPs.
The reform requires manufacturers to provide evidence-based data on the incremental cost-
effectiveness ratio (ICER) of their products relative to existing therapies, reshaping how
companies approach post-launch pricing.

The complexity of real-world evidence (RWE) collection has increased, especially as it relates
to the effectiveness of combination therapies in fields like oncology and autoimmune
diseases. Pharmaceutical companies must now demonstrate value through outcomes-based
contracts, requiring robust clinical and economic evidence to meet payer expectations. U.S.
regulations are pushing for greater price transparency, with laws mandating that
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manufacturers disclose net pricing, including rebates and discounts, further complicating the
pricing landscape.

The rise of value-based arrangements (VBAs), particularly in the oncology space,
necessitates that companies adopt advanced analytical techniques, such as propensity score
matching and longitudinal patient data analysis, to provide sufficient evidence of cost-
effectiveness. Payers and regulators increasingly rely on real-time health economics and
outcomes research (HEOR) data to justify reimbursement decisions for high-cost, innovative
therapies.
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EMA (European Medicines Agency),
EUnetHTA

Joint Clinical Assessments (JCA)
integrating safety, efficacy, and cost-
effectiveness. Involves value-based
assessment using QALY for decisions.

Reference-based pricing
(external/internal) and value-based pricing
(quality-adjusted life year - QALY).

Reimbursement decisions are largely
driven by QALY-based assessments and
cost-effectiveness thresholds. Individual
countries can have additional criteria.

Economic evaluations (CEA, CUA) are
required for most decisions, with a focus
on demonstrating QALY and cost-
effectiveness. Indirect treatment
comparisons (ITC) and network meta-
analysis (NMA) play a key role in pricing
and HTA outcomes.

Increasing reliance on RWE for post-
market HTA submissions, especially for
gene therapies and innovative ATMPs.
Adaptive trial designs are becoming more
common to align with payer and HTA
requirements.

HTA submissions are parallel to EMA
approval, but with a strict timeline under
Joint Clinical Assessments. Companies
must begin HTA preparation during clinical
trial phases.

Pricing is subject to external reference
pricing from other EU countries.
Increasing focus on price transparency
under new EU HTA regulations.

Widely used across EU countries, including
risk-sharing agreements, payment-by-
results, and conditional reimbursement
schemes.

FDA (Food and Drug Administration), CMS
(Centers for Medicare & Medicaid
Services)

HTA primarily focuses on clinical
effectiveness (FDA approval) and cost-
effectiveness (CMS reimbursement).

Free-market pricing with Medicare
negotiation for specific drugs under the
Inflation Reduction Act (IRA).

Reimbursement decisions by CMS are
driven by clinical evidence and real-world
evidence (RWE). Medicare uses ICER
(incremental cost-effectiveness ratio) for
some decisions.

U.S. market uses outcomes-based
contracts and focuses on demonstrating
real-world effectiveness through RWE and
ICER for value-based negotiations.

High focus on RWE for post-market
reimbursement decisions, especially in
fields like oncology and rare diseases.
CMS increasingly uses outcome-based
pricing models, which integrate RWE to
adjust pricing dynamically.

FDA approval is separate from
reimbursement processes.
Reimbursement decisions may take
months after approval, with separate
negotiations required for Medicare and
private payers.

The Inflation Reduction Act (IRA)
mandates price transparency for Medicare
negotiations, with drug prices and rebates
becoming public.

Outcomes-based contracts are commonly
used in oncology and rare diseases.
Agreementsinclude rebates and discounts
based on real-world outcomes and patient
adherence.
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How can Ingenious e-Brain Support You in Streamlining Your Market
Access Strategies?

Ingenious e-Brain stays at the cutting edge of these regulatory changes, offering sophisticated
market access and pricing strategies powered by artificial intelligence (Al) and machine
learning (ML). Our Al-driven analytics enable pharmaceutical companies to adjust their market
strategies dynamically by providing real-time insights into HTA trends, pricing regulations, and
reimbursement hurdles. We employ predictive modeling and simulation techniques such as
Markov models and Bayesian frameworks to project HTA outcomes and anticipate pricing
challenges across different markets.

Bespoke Strategy Consulting Tailored to Client Needs

Every pharmaceutical company has unique challenges and goals when it comes to market
access. A one-size-fits-all approach doesn’t work in this industry. Ingenious e-Brain stands out
by offering bespoke strategy consulting services tailored to each client’s specific needs. We
combine our deep industry knowledge with advanced data analytics to develop strategies that
are not only effective but also aligned with the long-term objectives of our clients.

Our solutions integrate data from network meta-analyses (NMA), indirect treatment
comparisons (ITC), and real-world evidence to help clients secure optimal market access for
their products. We also use adaptive trial designs to align clinical outcomes with payer
expectations, reducing the risk of post-launch pricing adjustments.

For example, our predictive models forecast how European HTA bodies evaluate ATMPs
based on real-world clinical data and QALY estimates. This proactive approach allows
companies to refine their clinical trial designs early and develop robust pricing models that
satisfy both regulatory and payer demands.

Case Study: Expedited Market Entry in Europe

One of our pharmaceutical clients faced challenges in entering multiple European markets
due to varying reimbursement policies and complex HTA processes. By leveraging our Al-
driven platform, we were able to provide real-time data on policy changes, predict the
outcomes of HTA assessments, and recommend optimal pricing strategies. As a result, the
client was able to secure market access in three key European countries six months ahead of
schedule, significantly boosting their revenue and market presence.

Case Study: Optimizing Reimbursement Across Multiple Markets

One of our clients, a leading global pharmaceutical company, faced significant challenges
navigating the diverse HTA processes across Europe for a new oncology drug. Ingenious e-
Brain implemented an Al-driven predictive modeling solution to streamline their JCA dossier
submission and align their pricing strategy with the EMA’s value-based assessment. By
anticipating the HTA evaluation timelines and integrating real-world evidence into the QALY
calculation, we reduced the time to secure market access by four months, increasing revenue
potential across five major EU markets.

Case Study: Streamlining Market Access for a Global Pharma Giant

A global pharmaceutical company needed to launch a new drug across multiple markets
simultaneously. The challenge was to navigate the diverse regulatory landscapes and secure
market access in record time. By leveraging our Al-powered platform, we automated the data
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collection and analysis processes, providing the client with a comprehensive market access
strategy within weeks. This accelerated approach enabled the company to launch the drug in
10 countries within three months, a feat that would have been impossible with traditional
methods.

Case Study: Enhancing Stakeholder Engagement for a Top Pharma Company

A top pharmaceutical company needed to improve its engagement with key stakeholders,
including payers, providers, and patients. Using our advanced data analytics and Al-driven
tools, we conducted a comprehensive stakeholder analysis that identified the key influencers
and decision-makers in the market. Based on these insights, we developed a targeted
engagement strategy that resulted in stronger relationships with stakeholders, improved
access to reimbursement, and increased patient adoption of the company’s products.

* Monitors regulatory updates from bodies like
the EMA, FDA, NICE, and CMS.

+ Tracks reference-based pricing and regional Rapidly explore formulary and
market conditions in real-time. claims data to make better
+ Track formulary listing in different geographies data-driven decisions

Self-Service
Analytics

Real-Time
Insights

®

Outcome-Based

Predictive Reimbursement Advanced
Modeling with Al Strategies Analytics
+ Predicts incremental cost-effectiveness + Evaluates real-time RWE to adjust prices Predicts payer and pharmacy benefit
ratios (ICER) and QALY outcomes. post-launch. managers responses to new product
+ Utilizes machine learning (ML) * Assists in crafting Managed Entry launches or indication expansions
algorithms for real-time scenario Agreements (MEA) based on patient
modeling. outcomes and value.

Why Ingenious e-Brain as your strategy consulting partner?

At Ingenious e-Brain, we combine cutting-edge Al tools with deep domain expertise in HTA
and reimbursement strategies. Unlike traditional consultancies that rely on manual data
collection, we utilize Al-driven predictive models to provide anticipatory insights into
regulatory changes, pricing negotiations, and reimbursement challenges. Our expertise
extends to complex therapies like gene editing, CAR-T cell therapies, and combination
treatments, where traditional incremental cost-effectiveness ratios (ICERs) fall short.

Our bespoke strategies go beyond data analysis to include risk-sharing agreements, value-
based pricing models, and outcome-based reimbursement contracts. Using advanced
economic modeling techniques such as partitioned survival analyses and stochastic
simulation models, we help companies maximize reimbursement potential while adhering to
evolving global regulations.
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If you're ready to take your market access strategy to the next level, contact Ingenious e-Brain
today. Let us show you how our Al-driven solutions can help you achieve success in an
increasingly complex market environment. Together, we can navigate the challenges, seize
the opportunities, and ensure that your products reach the patients who need them faster and
more efficiently than ever before.

Ingenious (< Brain

Future-Proofing Businesses

Visit us: www.iebrain.com Connect with us: contact@iebrain.com
INDIA (HQ) USA UK
Unit 207-208, 2" Floor, 8 The Green, Suite B, Dover, DE 13 Freeland Park, Poole, Dorset,
Welldone Tech Park Sohna 19901 United Kingdom, BH16 6FH

Road, Sector 48, Gurugram,
Haryana 122018

Phone No. +91 124 429 4218 Phone No. +1 347 480 2054 Phone No. + 44 207 193 3548
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