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Introduction: the disconnect between HEOR & investment

Despite investors’ pivotal role in shaping biomedical innovation, the interaction between investors and health
economics and outcomes research (HEOR) professionals remains unfortunately limited [1,2]. A key focus area for
HEOR professionals is to quantify the value of emergent health technologies from the perspectives of patients,
payers and health systems [3-6]; whereas investors evaluate potential pipeline programs through the lens of risk-
adjusted financial returns based on a wide range of market signals [7-9]. Both groups, however, aim to understand
what society values, how much society is willing to pay and how to allocate our aggregate resources accordingly. Yet
to date, these conversations happen largely in parallel, with little cross-fertilization.

This disconnect has consequences. The HEOR community often debates questions about value, pricing and
innovation efficiency that do not always fully reflect the investment decision-making process [7,8,10,11]. Likewise,
investors rarely or inconsistently draw on rigorous HEOR evidence when evaluating therapeutic areas or setting
expectations for pricing and market access. As a result, policy debates, especially in an era of rapidly evolving global
policy landscapes, can become polarized, and the evidence base used to inform such debates often does not fully
reflect the real-world market dynamics 8,11].

Trained as a health economist, I joined a leading multistage investment firm over 2 years ago. Headquartered in the
US, my company is a science-driven investment firm that allocates capital to companies across the world developing
new medicines, diagnostics and other health technologies. When I joined, I was struck by how little structured
dialogue existed between investors and the HEOR community. Many investors viewed HEOR as an academic box- Py
ticking exercise — something performed for regulators or health technology assessment bodies, rather than a source ~ %%% Becaris
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of insight into market behavior that could meaningfully improve investment decision-making. Conversely, many
HEOR professionals misunderstand investors’ motives, assuming that the pursuit of profit implies indifference to
patient outcomes [12]; or they fail to appreciate the unique market mechanisms for healthcare inputs, and how and
why these differ from competitive markets for most other goods and services.

This narrative perspective article, written primarily for an HEOR audience, seeks to bridge that divide. It presents
a perspective informed by first-hand experience in both worlds, rather than based on comprehensive reviews, on a
range of topics across three key domains: profits, incentives and societal value; coverage, pricing and patient access
and public policy and innovation elasticity. Each section combines economic reasoning, real-world case examples
and implications for advancing HEOR methods and practice.

Profits, incentives & societal value

Who are investors & how do they make decisions?

To bridge the divide, it is essential first to clarify who investors are and how they make decisions. Investors in
biomedical technologies are market-based agents who study every available qualitative and quantitative signal —
scientific, commercial, regulatory and behavioral — to determine what society values today and what it might value
tomorrow [8,9,12]. Their role is to allocate scarce capital to development programs most likely to produce innovations
that the market will recognize as valuable because they restore or prolong patients’ health and wellbeing.

Atan investment firm like mine, the investment team comprises individuals trained in a wide range of disciplines
including medicine, biology, chemistry and finance. Their analysis of a potential project goes far beyond net
present value (NPV) modeling (7): they evaluate the scientific rationale, probability of success, existing and future
treatment landscape, potential pricing and payer dynamics. The ultimate question is whether the project will
yield a product that addresses important unmet needs and whether the expected risk-adjusted return justifies the
investment allocation, relative to other opportunities available in health or non-health sectors in the broader capital
market [9,12].

While the names of funds in the investment industry might sound foreign to HEOR professionals, it is likely
that we all have a financial stake in the success of biomedical innovations. For many funds, capital comes from
limited partners (LPs) — large institutional investors such as pension funds, university endowments and charitable
foundations [13]. These LPs often represent the savings of ordinary citizens. Returns from venture capital and public
equity investments fund scholarships, research grants and retirement income. Because of this linkage, the financial
success of biomedical investments transcends the health gains from successful products, and biomedical technology
investors must stay competitive to attract and retain funding.

Profit as a market signal of societal value

In academic or policy discussions about healthcare, profit is often portrayed as being in tension with patient and
societal welfare. In the current market design for healthcare coverage, profit serves as an essential feedback signal
for the value of medicines [(14. When a product generates profit, it reflects society’s revealed willingness to pay for
its clinical and economic benefits. Therefore, there is a natural alignment between market success and the societal
value generated by innovative health technologies [14-16].

The profit motive is also an inevitable feature of competitive capital markets. Investors operate under a fiduciary
duty to allocate capital efficiently and generate competitive returns [9,12]. Due to the competitive and dynamic nature
of capital markets, a project with a positive NPV does not automatically get funded — it must meet a competitive
hurdle rate relative to other available opportunities [7]. The profit motive under these market mechanisms compels
investors to focus on innovations that society demonstrably values and is willing to pay for.

Consider the decision to fund an early-stage gene therapy company. The costs are immense, timelines long and
outcomes uncertain [17,18]. Investors fund these projects when they believe that payers, patients and regulators
will recognize the therapy’s value — when the expected future cash flows justify the risk. That expectation depends
critically on society’s past behavior: whether previous therapies in similar areas achieved reimbursement and uptake at
certain price points. Profit expectations thus embody collective social judgments about value. For some disease areas
with significant unmet needs, the lack of profit incentives means we do not see a robust pipeline of investment.
Next-generation antibiotics are a prominent example: despite antimicrobial resistance being linked to over one
million deaths annually, private investments in next-generation antibiotics have been diminishing since the 1980s
due to insufficient economic incentives driven by a series of scientific, economic and regulatory challenges [19,20].
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The role of competition & ‘me-too’ drugs

The competitive nature of the capital market helps explain why ‘me-too’ drug development is not wasteful
duplication but an expected feature of market incentives. These drugs are often portrayed as wasteful duplications
that inflate costs without delivering incremental societal benefit [21-23]. However, such arguments sometimes fail to
understand the history behind these drugs and underestimate their societal benefits.

From an investor and innovator perspective, the race typically starts when basic science research indicates the
promise for a particular mechanism of action. Early in any race to treat or cure a disease, everyone hopes to be
first-in-class or best-in-class. Eventually, as clinical trials reveal more information about each compound, some
realize that they will not be first or best; if they think they may be close enough to the ‘winning drug, they
might continue development to at least compete on price. These co-equal followers — labeled as ‘me-toos” — are the
byproduct of many innovators trying to be first and/or best. The classic case example is statins: despite being later
entrants, atorvastatin and rosuvastatin became blockbuster drugs in the statin class, demonstrating not only superior
LDL-cholesterol reduction in Phase I trials but also improved cardiovascular outcomes in landmark post-approval
trials [24,25]. More recently, the race to develop HCV cures is an excellent example of how such competition played
out to society’s great benefit [26-28].

From a societal perspective, multiple entrants in a race are preferable [21,22,29]. First, our probability of achieving
success is higher with more pipeline programs in development. Even if two pipeline programs have the same
efficacy and safety profiles at the end of Phase II, they could have very different outcomes in Phase III. The
recent experience with Bruton’s tyrosine kinase inhibitors in multiple sclerosis illustrates this vividly: Merck KGaA’s
evobrutinib and Sanofi’s tolebrutinib both showed substantial MRI lesion reductions in Phase II trials against the
same target, yet both failed to separate from the active comparator in Phase III relapsing MS trials — possibly due to
differences in CNS penetrance and patient selection rather than the mechanism itself (30,31]. Meanwhile, Novartis
and other developers continue Phase III programs for the same class, informed by what these earlier candidates
revealed [32]. Second, payers have the opportunity to extract lower prices from innovators in exchange for larger
market share [26,28,33-36]. Moreover, patients have more choices, and are more likely to find treatments compatible
with their preferences or find alternatives if one treatment fails or is poorly tolerated.

Considerable scientific knowledge is also generated from these parallel efforts. Scientific innovation is a cumulative
process, where trial and error and iterations produce advances that are sometimes incremental and sometimes
radical [37,38]. Each effort accumulates important scientific knowledge that can advance the fight against diseases.

Recommendations for HEOR

Taken together, the observations about incentives and competition offer important lessons for how HEOR frame-
works should evolve. As a field, we should put aside our ‘distaste’ for profits and gain a deeper understanding of the
market-based mechanisms that allocate capital for investment [9,14]. Doing so will allow us to better appreciate how
profits align incentives across investors, innovators and societal wellbeing. For disease areas with significant unmet
needs which lack innovations, we can also explore how HEOR methods can better incentivize those innovations —
an area where the market fails to recognize and reward societal value, and where government can play a more active
role.

Coverage, pricing & patient access

Can drug companies charge whatever they want?

A recurring misconception in both public and academic discourse is that pharmaceutical companies set prices
arbitrarily and payers mustaccept them [39,40]. In reality, the net price, the unit price paid to innovators, is determined
by centralized (e.g., UK) or decentralized (e.g., US) negotiation processes between payers and innovators, not to
mention rent-seeking middlemen (e.g., pharmacy benefit managers (PBMs) and hospital groups) in the healthcare
services delivery chain [41]. The respective shares of drug spending accruing to different entities reflect the relative
bargaining power of each party and the negotiation framework.

Current debates tend to be overly fixated on prices — and very often only the launch prices — of innovative
therapies [42-44]. From the investors’ point of view, what matters is the discounted net profits. Price is certainly an
important factor, but price without volume does not generate profit. The higher the price, the more likely payers
will put up access barriers for patients (e.g., prior authorization, denials, higher co-pays), creating a price/volume
trade-off that many health economists ignore when viewing prices as static [42,43].
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Over the product lifecycle, negotiation is not a one-and-done process. Negotiation and renegotiation happen
continuously and better approximate the true societal value of medicines as real-world outcomes data accumulate.
In contrast, cost-effectiveness analyses used to estimate the value of innovative therapies tend to rely heavily on
pricing and trial data at launch, under conditions of high uncertainty, and are rarely updated [5,42,44,45].

The story of Zolgensma, the one-time gene therapy for spinal muscular atrophy, illustrates this well. Priced at
$2.125 million at launch — widely labeled the world’s most expensive drug at the time of launch — this was still
roughly half the 10-year cumulative cost of Spinraza, the incumbent chronic therapy, which carries a list price
of $750,000 in year one and $375,000 annually thereafter [46]. When payers and governments chose to cover
Zolgensma, they validated not its headline list price but the therapy’s value proposition. Investors could reasonably
interpret that outcome as relevant signals to fund other one-time cures. Had payers balked, the chilling effect on
gene therapy R&D would likely have been immediate. Similar dynamics played out for cures for hepatitis C virus
(HCV) infection and novel immuno-oncology treatments.

Incentive misalignment between different players can also arise. While the net prices of innovative drugs have
remained steady or even declined over time, total spending has risen due to rent-seeking behavior by middlemen such
as PBMs [41,47]. Innovators are also not without fault: while most drugs go generic following loss of exclusivity [33],
there are instances of patent gaming (48] aimed at extracting additional profits after exclusivity ends.

Market signals sent by coverage and reimbursement decisions sometimes reveal discrepancies between what
society signals it is willing to pay versus what it actually pays for effective innovative treatments. The race to find a
cure for HCV is a noteworthy example [26-28]. Before curative HCV pills were approved beginning in 2013, payers
covered HCV treatment based on injected interferon — a difficult-to-tolerate treatment that worked only 40% of
the time, costing around $40,000 per course, implying a willingness to pay of $100,000 per cured patient [26]. Yet
when Gilead Sciences launched the first ‘nearly perfect’ HCV cure for $84,000 per patient, it triggered a media
storm [26]. The demand for these drugs pressured short-term payer budgets, and some payers limited coverage to
patients with advanced disease; courts eventually forced them to cover the drugs per their labels [49]. Meanwhile,
competition from other HCV therapies drove costs-per-cure down dramatically — net DAA costs fell more than
80% from their initial levels within less than a decade (35]. Such discrepancies between short-term budgetary focus
and long-term societal benefit can result in lack of access and hinder future innovations.

Rethinking value assessment through generalized cost-effectiveness analysis

To understand the alignment between market prices and the societal value of innovative therapies, we need to
examine the analytic frameworks used in value assessment. Outside the US, health technology assessment agencies
play a significant role in coverage and reimbursement decisions, particularly in countries with single-payer systems.
In the US, the Institute for Clinical and Economic Review routinely produces assessments, though these are
inconsistently referenced by payers and rarely inform negotiations directly [50,51].

Central to these assessments are traditional cost-effectiveness analyses (TCEAs) that take narrow health system
perspectives and focus only on immediate health gains and cost savings to health systems. The limitations of TCEAs
are well documented [3-5,45,521. The narrow focus on the health system perspective means that TCEAs tend to
understate the true societal value of innovation and fail to reflect real-world market dynamics (e.g., price drops
due to genericization) [42,43]. These assessments are also disproportionately applied to innovative pharmaceuticals,
while healthcare services — which take up a much larger share of total health spending — are rarely subject to the
same scrutiny. Due to these flaws, applying insights from TCEAs in coverage and reimbursement decisions can
result in delays or total lack of access to much-needed therapies, and subsequently hinders long-term innovation.

Australia offers a vivid illustration of the interaction between value assessment, price negotiations and access
barriers. Trikafta was approved by the Australian Therapeutic Goods Administration in March 2021, yet the Phar-
maceutical Benefits Advisory Committee (PBAC) deferred reimbursement for over a year, citing cost-effectiveness
concerns — despite the drug’s transformative clinical profile being well-established in four global Phase I1I trials [53,54].
For that period, Australian patients with cystic fibrosis were denied government-funded access to a therapy already
covered in the US and more than 19 other countries. Cystic Fibrosis Australia described the situation as one where
“lives are lost, families destroyed, and futures put on hold while protracted negotiations play out”, noting that the PBAC
framework had found Trikafta “well above commonly accepted cost-effectiveness thresholds” 53). Trikafta was eventually
listed on Australia’s Pharmaceutical Benefits Scheme in April 2022 — more than 2 years after its US approval [s5].
This delay was heavily influenced by the TCEA methodologies that failed to account for long-term genericization,
caregiver burden and the full productivity value of restoring near-normal lung function to patients. Similar access
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delays have been documented across other high-income countries that are members of the organization for eco-
nomic co-operation and development (OECD) in drugs across a wide range of therapeutic areas (56], underscoring
that flawed value assessments have real and measurable consequences for patients.

An updated alternative, generalized cost-effectiveness analysis (GCEA) methodology, builds on decades of
methodological progress and offers a more comprehensive approach to estimating a treatment’s full range of societal
benefits [3-5,52,57]. GCEA expands TCEA methodology by considering a broader range of value elements important
to patients and their loved ones (e.g., productivity gains, caregiver burden and scientific knowledge spillover [5,571),
and accounts for real-world market dynamics (e.g., steep price drops due to competition and genericization) [42,43].

Empirical analyses using GCEA methodology illustrate the discrepancy in TCEA-based value estimates and
the real-world societal benefits of innovative medicines. For example, in a study conducted by Lakdawalla and
colleagues for 20 high-impact therapies, original TCEAs indicated cost-effectiveness for 8 of the 20 therapies;
adjusting for a subset of value elements showed that 17 out of 20 were cost-effective [s8]. These empirical findings
help to explain observed market outcomes in coverage — for example, why payers would cover the cystic fibrosis
treatment Trikafta despite TCEA not considering it cost-effective.

While GCEAs can better approximate societal value and validate market-based outcomes, they are unlikely to
play a significant role in price negotiations under the market-based mechanisms in the US. Payers compete with each
other and seek to maximize profits within short-term budgetary constraints [44,50,51]. Their ultimate customers are
employers that compete for talent in the labor market in part based on the quality of insurance plans they offer their
employees. To attract and retain customers while maximizing profits, payers must strike a delicate balance between
budgetary control and denying or limiting coverage of medicines that are recognized by patients and physicians
as generating significant societal value. Denying a much-needed drug solely on the grounds of budgetary control
is likely to provoke public outrage, resulting in reputational damage and customer attrition. Recent events in the
US illustrate just how acute this tension can be. In December 2024, Anthem Blue Cross Blue Shield announced a
policy to cap anesthesia reimbursement at arbitrary time limits during surgeries — a move that triggered immediate
backlash from the American Society of Anesthesiologists, state governors and the public. Anthem reversed the
policy within days [59]. Shortly before, UnitedHealthcare faced sustained public fury over high claim denial rates,
culminating in a KFF analysis showing the insurer denied approximately one in three in-network ACA claims in
2023 — a level of coverage restriction that generated congressional scrutiny and threatened the company’s market
standing [60). These episodes illustrate the competitive market discipline that constrains payer behavior: insurers
who are perceived as systematically denying medically necessary coverage face tangible commercial consequences.

There is an inherent tension between the objectives of payers and the nature of value estimates from GCEAs:
payers are short-term budgetary entities that focus on 1- or 3-year decision time horizons, whereas GCEAs look at
the lifetime value for cohorts of patients, accounting for genericization and other market dynamics [42,50].

Contrary to the belief that GCEA is simply a way for innovators to raise value estimates and justify higher prices,
GCEA adaptations do not always raise the estimated prices of innovative medicines [58]. A comparison between
GCEA value estimates and market prices for innovative pharmaceuticals also shows that society tends to extract most
of the societal benefits from marketed drugs [4,27,58]. But GCEAs can help reinforce the effectiveness of market-based
mechanisms. There is a natural alignment between the factors that investors consider in the investment decision
process and the value elements outlined in the GCEA value flower [5,58]. The GCEA framework can provide a more
structured framework for investors to think through value drivers and estimate their potential impacts on returns
of investment programs.

Cidara Therapeutics offers a successful pilot application based on the author’s experience. Investors and
economists worked together to construct a GCEA analysis earlier in the product development lifecycle for its
lead asset CD388 — a seasonal influenza treatment — to inform the societal value narrative and discussion [61]. The
analysis better supported internal and external conviction, and the company was subsequently acquired by Merck
at a valuation of $9.2 billion USD (62).

Out-of-pocket costs & market distortions

Beyond value frameworks, out-of-pocket (OOP) costs introduce an entirely different set of distortions in the delivery
of innovative health technologies, negatively affecting patient affordability and access. Copayments, deductibles
and coinsurance are designed to prevent overutilization of care due to information asymmetry and moral hazard —
a well-established rationale in health economics for preventing overconsumption of services [63-66]. But for high-
value, life-saving drugs, this reasoning backfires. Premium-paying patients do not have an incentive to overconsume
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treatments such as chemotherapy or gene therapy; OOP costs merely result in delays or abandonment of necessary
care. It has been shown across disease areas that OOP costs pose significant barriers to patient access and adherence
to physician-prescribed treatments [67]. As a result, high OOP costs lead to suboptimal use of effective medicines,
subsequently resulting in greater healthcare resource utilization and suffering for patients and their loved ones.

OOP costs arise from misalignment of incentives for agents in the drug distribution system. In the US, the drug
distribution system is rife with intermediaries, including PBMs, wholesalers, hospital systems and insurers. Each
intermediary takes a share of rebates and discounts [41,68]. The resulting ‘gross-to-net bubble’ means that list prices
can be multiples higher than what manufacturers actually receive, while patients’ cost-sharing is based on inflated
list prices. Studies show that rebates for top-selling drugs can exceed 80% of list price [47. As a result, patient OOP
spending has risen even as net prices remained flat or fell over time [69].

The opacity in prices and the share of drug spending pocketed by different parties distort public perception and
policy debates. Patients often blame innovators for high drug costs (usually referring to list prices) when the real
problem lies in misaligned incentives across the supply chain and high OOP costs. From an investor’s standpoint,
these distortions create uncertainty in the uptake of innovative therapies. From a societal standpoint, they represent
inefficiency and inequity.

Recommendations for HEOR

To truly improve access while sustaining innovation, HEOR professionals should gain a deeper understanding
of the market design for the development and coverage of innovative health technologies. Under market-based
mechanisms, prices are dynamic and our methods and data inputs (e.g., health economic modeling) should
reflect those changes over time. We should consider and incorporate how prices change due to competition and
genericization [42,43]. Competition is not always a certainty, but almost certainly drives prices down after a drug goes
generic [33,43). We can conduct scenario analyses taking into account the number of drug candidates in development
and do sensitivity analyses on pricing dynamics.

There is also too little discussion of how current pricing decisions will impact future innovations [70]. The
prices set for innovations today signal society’s willingness to pay for innovations in certain disease areas or novel
mechanisms of action, and these are important tools for influencing how investors think about funding decisions for
tomorrow’s medicines. A deeper understanding of market-based mechanisms will also reveal that these mechanisms
are by no means perfect. HEOR methods can help improve these market designs and better align stakeholder
actions with societal welfare maximization. For example, GCEA methods can be applied to better appreciate the
value of innovative medicines [3-5,52].

Although reducing or eliminating OOP costs will likely improve patient access to needed medicines and therefore
improve outcomes, reducing or eliminating those costs might logically lead to premium increases, at least in the
short term. Raising premiums could theoretically lead to stricter formulary design and lower rates of being insured.
But it is worth considering how much insurance premiums would need to rise to compensate for abolishing
OOQOP costs for physician-prescribed and insurer-approved medicines. In the US in 2024, commercially insured
patients paid $54 billion in OOP costs [71] for prescription medicines. Incorporating those costs directly into the
$1644.6 billion [72) total spending by privately insured Americans in the same year implies premiums would need
to increase by 3.3%. But it is worth noting that improved outcomes are also likely to reduce downstream medical
costs, offsetting some or all the need to raise premiums in the first place. Future HEOR studies can extend our
existing literature and simulate the net welfare gain or loss in the short and long run to better inform policy reform
on reducing or eliminating OOP costs.

Public policy through the investors’ eyes
Price controls & pharmaceutical innovation
Pricing of innovative pharmaceuticals remains one of the most widely debated topics despite drugs representing a
much smaller share of total healthcare spending than healthcare services [73]. Government price control of innovative
pharmaceuticals has been proposed worldwide as a way to lower costs and improve access. In the US, Congress
passed the Inflation Reduction Act (IRA) with a specific provision allowing the government to negotiate prices of
high-impact drugs with innovators.

It is indisputable that reduced revenue and profits will reduce innovation incentives based on economic theory
and existing empirical evidence [39,74,75]. The debates center around the likely magnitude of the impacts on
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pharmaceutical innovations (i.e., the elasticity of innovation in response to reductions in reward size) and the
impacts on patient wellbeing.

The approaches used in policy analyses (e.g., simulations conducted by the Congressional Budget Office) and
empirical studies typically fail to capture the range of key factors considered in the investment process for pipeline
programs [7,8,10,11]. These factors have been discussed and illustrated in a published real-world case example using
NPV modeling (7. Among these factors, policy uncertainty itself is one of the most overlooked. Following the
IRA, investors have become acutely sensitive to longer-term policy risks. Given such policy uncertainty, investors
will often assume a ‘worst case scenario’ (e.g., zero profit after year 9, when government-set prices take effect) to
ensure that an investment program is commercially viable. Failure to consider the key drivers in the investment
decision process risks underestimating the likely real-world impact of these policies on innovation, particularly for
carly-stage programs.

Three years after the passage of the IRA, early empirical evidence has emerged showing its negative impacts on
innovation. Research has shown that the IRA reduced the number of assets under development, particularly for
small-molecule drugs, and that even for drugs developed and approved, their maximal potential is not realized due
to the shorter time window for additional indication expansion [74-76].

Many proponents of price controls believe that we are overpaying for innovative medicines, or that we can
improve the efficiency of the R&D system with price controls. However, TCEAs used to assess value tend to
underestimate the true societal value of innovative medicines due to their methodological and data limitations [3-
5,45,52,58]. Moreover, the competitive nature of capital markets makes it highly costly for innovators to develop
‘ineffective’ therapies. Given these considerations, market-based mechanisms, despite their imperfections, arguably
better approximate societal welfare maximization than a centralized price control system.

Global value distribution, free-riding & Most Favored Nation policies

The current administration has enacted a set of ‘America First’ policies, including tariffs and Most Favored Nation
pricing, to ensure that other countries pay their ‘fair share’ for global pharmaceutical innovation [77]. Analyses
show that approximately 67% of discounted profits from drugs accrue from the US market (based on one recent
peer-reviewed estimate, with other analyses suggesting higher shares) [16,78,79]. This disproportionate contribution
sustains global R&D.

These policies are, unfortunately, unlikely to achieve their intended goals. While reference pricing might improve
affordability to the overall health system for drugs already launched, it might not necessarily translate to greater
access for patients without insurance reform that significantly lowers or eliminates OOP spending. For drugs about
to be launched, as US revenue constitutes a significant share of the return, it makes financial sense for companies
to limit or forgo ex-US launches to preserve the majority of a drug’s NPV. This will likely further exacerbate
cross-country disparities. These skewed incentives will ultimately lower the return on pharmaceutical investment,
resulting in less funding for future innovation efforts.

It is worth noting that some have argued that these policies were proposed so that pharmaceutical companies
can pressure ex-US governments to raise their prices and increase their contribution to pharmaceutical innovations.
However, this is less likely given that many ex-US countries usually have a single-payer system with a fixed budget
set by the government in the short term, and individual innovators have relatively weaker bargaining power. Such an
outcome is more likely to be achieved through trade negotiations between countries than between a pharmaceutical
company and a country, as shown in the US-UK trade deal negotiated in December 2025 (o).

Currently, the full potential of innovative medicines is not realized globally. The lag can be staggering, even for
patients in high-income OECD countries who experience significant delays in access [56]. The American public
enjoys greater and more timely access to the most innovative therapies, partly due to a robust market-based system
that incentivizes innovation and facilitates access. Outside the US, access challenges can be partially explained by
disagreements between innovators and countries on the ‘fair’ price to pay. In some single-payer systems such as
the UK and Canada, TCEAs are used to justify paying lower prices for innovative medicines. For all the reasons
discussed above, this is likely to result in a lose-lose situation, hindering global innovation and making us all worse
off in the long run.

Recommendations for HEOR
There are many alternative policy solutions that policymakers can consider to achieve improved patient access and
sustainable innovation. HEOR can better inform such discussions through a more accurate representation of the
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investment decision-making process and the various market-based mechanisms discussed above. For example, we
can better model the impacts of price-control policies on innovation by conducting project-level analyses that better
align with real-world investment practices [7]. To improve affordability, we can estimate the impacts of insurance
reform (e.g., eliminating copays for lifesaving medicines) on utilization of effective medicines and long-term health
and economic gains. In designing a potential global differential pricing mechanism, we can look for alternative
approaches that better reflect the true societal value of these therapies to patients worldwide.

Additional reflections & caveats

While the lessons and recommendations in this article are largely drawn from US experience, they are broadly
relevant to HEOR professionals and health system stakeholders globally. The diseases we seek to cure do not respect
national borders. Understanding how biomedical investment decisions are made, what drives capital toward some
therapeutic areas and away from others, and what pricing outcomes sustain future R&D is relevant to all health
systems that depend on a global innovation pipeline.

First, the specific examples and market dynamics described here are US-centric by design. The US funds a
disproportionate share of global pharmaceutical R&D through its market-based pricing system [16,79], and its
policy choices have consequences that extend well beyond its borders. This creates a shared interest among HEOR
professionals across the globe in getting value assessments right: not just as a tool for allocating short-term domestic
health budgets efficiently, but as part of a broader question about how the global costs and rewards of pharmaceutical
innovation are distributed across borders. The existing system of global contribution to pharmaceutical innovation
is under increasing political pressure from both directions [78,80. HEOR can play a more active role in addressing
this: developing value frameworks that support a more equitable and transparent global contribution to R&D
efforts, rather than treating pricing purely as a domestic budget optimization problem.

Second, while some specific lessons may not translate directly to every health system context, the underlying
analytic principles can still be referenced. Understanding how innovation happens and what signals drive pipeline
development enables more productive engagement with pharmaceutical companies and investors, better-designed
incentive mechanisms and more informed policy advocacy, particularly in areas where the development pipeline is
thin and the unmet needs are significant. The discussion of OOP cost design applies wherever payers must balance
access against moral hazard, timely and equitable access, and premium sustainability; the specific mechanisms differ
across health systems, but the underlying trade-off is universal. And policies to control pharmaceutical prices are
no longer purely domestic decisions, given the global interdependence of pharmaceutical markets; the lessons in
Section 4 are therefore directly relevant to any health system considering such interventions.

Third, and most directly applicable to a concern many HEOR practitioners will probably recognize: in many
countries, HEOR is institutionally defined as a tool for allocating a fixed budget determined externally by the
government. The pressure to stay within that mandate — to optimize within constraints rather than question the
constraints — is real and understandable. But methodological evolution is part of the normal development of any
scientific field, and HEOR is no exception. Value assessment frameworks, patient preference methods, and real-
world evidence methodologies are among the many areas where the field has evolved in response to new evidence
and policy needs. That evolution was not a departure from HEOR’s mandate; it was an expansion of it. The
argument for incorporating broader societal value elements, dynamic pricing, and patient-centered outcomes into
value assessment represents a similar trajectory.

The stakes of getting this right extend beyond any individual coverage decision. When value assessment frame-
works systematically underestimate the societal benefits of innovative medicines (as the empirical evidence reviewed
in this article suggests they do), the consequences are not merely methodological [58]. Resources may be misallocated
away from technologies that generate substantial societal value toward those that appear cost-effective only because
the framework fails to capture the full picture. Patients may be denied or delayed access to treatments whose true
value is poorly represented in the models used to assess them [53,55. And the signals sent by these assessments reach
further than the immediate coverage decision: developers and investors observe which markets produce assessments
that recognize the value of innovation and which do not, and this shapes where future R&D investment flows.
Despite their best intentions, HEOR professionals who work within systems that consistently produce assessments
concluding that innovative therapies are not cost-effective at their launch prices may, over time, contribute in-
advertently to the pipeline gaps and access disparities they observe downstream. Value assessment is not only a
retrospective accounting exercise; it also provides a forward-looking signal identifying what a health system values
and what it expects from the innovation ecosystem.
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These points apply even for those who accept the fixed-budget framework entirely. Even within fixed budget
constraints, current methods can be improved. Failure to account for dynamic pricing over the product lifecycle, for
patient risk aversion, or for value elements beyond direct health system costs does not merely produce a conservative
estimate — it produces an inaccurate one. Inaccurate estimates, even when consistently applied, risk systematically
misallocating scarce resources. Extending HEOR methods more consistently beyond pharmaceuticals and into all
health technologies would also address an implicit asymmetry in how we currently assess value across different
types of health expenditure. These improvements do not require abandoning the fixed-budget constraing; they are
simply part of the ongoing work of making the methods more accurate.

Finally, underlying all the HEOR work we do is a single principle: value assessment should reflect what patients
and society gain or lose, regardless of who is making the decision [6]. Specifically on value element selection: not
every value element is relevant to every assessment, nor is every element feasible to quantify within realistic time
and data constraints [3,4]. The recommendation is not to mandate a comprehensive societal perspective for every
value assessment. Rather, it is to encourage modelers and value assessors to explicitly consider the relevance and
feasibility of broader value elements before setting them aside — and where possible, to build a holistic model first,
then customize it to the specific stakeholder perspective and decision context. In single-payer systems where the
payer’s mandate is to reflect population preferences, this is particularly relevant: the payer’s perspective and the
societal perspective are less different than institutional practice sometimes implies. We can start comprehensively
and narrow deliberately; what we should avoid is starting narrowly and never asking whether we should have looked
further.

It is also worth acknowledging that many of the changes discussed in this article extend beyond what HEOR
professionals can achieve unilaterally. Improving how value is assessed, how OOP costs are structured, and how
innovation incentives are calibrated requires coordinated engagement with payers, policymakers, patient advocates,
and innovators. HEOR is well positioned to contribute to these conversations — not as an advocate for any
stakeholder, but as a source of rigorous, transparent analysis that can help surface the trade-offs that political and
commercial pressures tend to obscure. Better evidence does not automatically produce better policy, but it is a
precondition for it. Where HEOR professionals engage across these communities — in policy forums, in advisory
roles, in collaborative research — they can help shift conversations from zero-sum disputes over price toward more
productive questions about how to design systems that sustain innovation while ensuring that its benefits reach the
patients who need them.

Conclusion
Bridging the divide between HEOR professionals and investors is not about one side adopting the other’s perspective
entirely, but about fostering a shared understanding of the complex interplay between societal value, market
dynamics, investment decisions and R&D processes. By embracing a more holistic view of value assessment,
incorporating dynamic pricing and acknowledging the long-term impact of policy decisions on future R&D, both
communities can contribute to a healthcare ecosystem that is more efficient, equitable and effective in delivering
life-changing innovations to patients worldwide.

The journey toward this alignment will require ongoing dialogue, a willingness to challenge ingrained assumptions
and a collective commitment to maximizing both health gains and sustainable investment in biomedical progress.
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Summary points

e The interaction between biomedical investors and health economics and outcomes research (HEOR) professionals
remains limited, despite both communities sharing the goal of understanding what society values and how to
allocate resources accordingly.

e Profit serves as an essential market signal of societal value: when a product generates profit it reflects society’s
revealed willingness to pay for its clinical and economic benefits, creating a natural alignment between societal
value, market success and innovation incentives.

e 'Me-too’ drug development is not wasteful duplication but an expected feature of competitive market incentives;
it increases the probability of clinical success, drives in-class price competition and expands patient choice.

e Traditional cost-effectiveness analyses rely heavily on launch-time data under high uncertainty, rarely account for
post-exclusivity price erosion, and can systematically underestimate the true societal value of innovative
medicines when these relevant impacts and market dynamics are omitted.

e Generalized cost-effectiveness analysis offers a more comprehensive framework that can incorporate
patient-centered value elements, real-world market dynamics including genericization and competitive pricing
pressures that traditional cost-effectiveness analyses may ignore.

e Drug pricing policy debates are disproportionately focused on launch prices; the shares of drug spending accruing
to different parties are determined by negotiation, shaped by bargaining power of payers, manufacturers, and
intermediaries, and evolve substantially over the product lifecycle.

e Out-of-pocket costs are primarily driven by insurance benefit design rather than manufacturer pricing; addressing
patient access and affordability therefore requires insurance reform, not solely drug price reduction.

e Policy simulations assessing the impact of price controls on innovation (such as Congressional Budget Office
models) fail to capture key investment decision factors, including policy uncertainty, hurdle rates, and
project-level NPV dynamics, risking systematic underestimation of long-term innovation impacts.

e HEOR has a significant opportunity to evolve: by incorporating investor-relevant value drivers, modeling dynamic
pricing and quantifying the impact of insurance design on access and long-term innovation incentives, it can
better inform both policy and investment decision-making.

e Bridging the divide between HEOR and biomedical investment requires ongoing dialogue, a willingness to
challenge assumptions on both sides, and shared commitment to improving patient welfare through sustainable
innovation.
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