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Background and Objectives

* Accurately capturing the full impact of novel interventions in economic evaluations is important to reflect the true
value of therapeutic advances. Incorporating broader elements of value could substantially influence
cost-effectiveness estimates.’

* Therefore, there is a need to broaden the view of healthcare “value”, to include impacts beyond traditional clinical
and cost outcomes, ensuring that decision-making better reflects the full societal and patient benefit of
Interventions.

e |n 2018, ISPOR task force introduced the “Value Flower”, a framework that identified both core elements of value
and additional (broader) elements of value beyond those which are typically included in conventional
cost-effectiveness analyses (CEAs) (see Table 1).2

* The elements included in the ISPOR Value Flower are summarized below:

Table 1. The Professional Society for Health Economics and Outcomes Research (ISPOR) task force Value Flower

Use Element of value

Quality adjusted life-years (QALYs) gained

Core elements of value

Net costs
Common but inconsistently used elements of Productivity
value Family spillovers

Value of knowing

Insurance value: financial and health

Fear of contagion and disease

Severity of disease

Novel element of value
Value of hope

Real option-value

Equity

Scientific spillovers

Adapted from Lakdawalla et al.?

* While the Value Flower provides a structured conceptual framework, the ISPOR Task Force concluded that
additional research is needed to determine how these concepts should be operationalised within health technology
assessment (HTA) processes.?

* The extent to which inclusion of these broader elements of value affects quantitative estimates of treatment value
likely varies by disease area and treatment context.

* Furthermore, there is limited methodological and operational guidance for researchers and policymakers on how to
select, incorporate, and quantify these elements in CEAs.?

* Despite conceptualization of the ISPOR Value Flower and recognition of the importance of these broader impacts,
it remains unclear how consistently broader elements of value are operationalized in CEAs and HTA processes.

* We, therefore, wanted to explore the inclusion of broader elements of value from the ISPOR Value Flower in
economic evaluations to better understand the extent to which current practice depicts the true value of
interventions and reflects the full societal and patient impacts of care.

* Afocused review was conducted to assess the empirical application of broader elements of value in economic
evaluations.

* We searched the Tufts CEA Registry from 2021 to 2025 using key search terms representing the 10 broader elements
of value in the ISPOR Value Flower (Table 2). As this review was seeking to identify broader elements of value, the
two core elements of value were not included.

Table 2. Search terms used to identify Novel Elements of Value in the Tufts CEA Registry from 2021 to 2025*

Value Flower element Element of value
N/A “value element”
N/A “societal-level cost-effectiveness”
Productivity “productivity loss" OR “caregiver productivity”
Family spillovers “spillovers”
Adherence-improving factors** “adherence benefit”
Value of knowing “value of knowing”

i ) “insurance value” OR “financial risk protection” OR “risk reduction
Insurance value: financial and health

value”
Fear of contagion and disease “fear of contagion” OR “fear of disease”
Severity of disease “end-of-life" OR "severity-adjusted”
Value of hope “value of hope" OR "hope benefit”
Real option value “real option value” OR “option value”
Equity “equity weighting" OR “distributional cost-effectiveness”
Scientific spillovers “spillover”
Other societal benefits (e.g., macroeconomic, education, “macroeconomic impact” OR “education benefit” OR "environmental
environmental)** impact” OR “carbon footprint”

*Grey shading indicates general term of the Value Flower rather than a specific broader element of value.
**Additional elements of value to capture categories of value beyond core clinical outcomes.

* Titles and abstracts were screened by a single reviewer to determine whether ISPOR Value Flower element(s) were
explicitly referenced.
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Results
We identified 329 CEAs through the search strategy. Of these, 15 CEAs incorporated at least one of the 10 Value Flower elements assessed Figure 1. Identified CEAs that include broader elements of value
(Figure 1), representing likely <1% of CEAs uploaded to the Tufts CEA Registry between 2021 and 2025. Of the 15 CEAs, 10 included (N=15) by elements of value*

adherence-improving factors and productivity. Only 9 reported novel broader elements of value, including spillover effects, environmental impact, ~ -tA°™meyinclude morethan one broader element of value.

educational gains, health equity, insurance value, value of hope, and option value. Four CEAs quantified productivity and at least one other novel

broader value element. Reporting of broader elements of value was inconsistent. Where elements of value were quantified, methodological

variability and uncertainty were observed, highlighting a lack of standardized approach for including broader elements of value. The identified

broader elements of value across the 15 included CEAs are summarized in Figure 1.

* Broader elements of value were more frequently incorporated in CEAs evaluating high-cost, high-uncertainty interventions, such as gene
therapies and novel oncology treatments. These interventions tended to include a wider range of value components, including option value, Rea‘°l(°;i°1')’ B
equity, and scientific spillovers.

Productivity
(n=8)
Scientific

spillovers (n=2) Insurance value

(n=2)

Broader

elements of
value identified (n=2)
across CEAs

* |n contrast, more established pharmacological indications (e.g., HIV, diabetes) were more likely to adopt common but inconsistently used (N=15)
elements of value, primarily focusing on productivity gains and adherence-related outcomes. Severtyof Adherence-
: : : : : : : : . improving
 Overall, the inclusion of broader value elements appears to be linked to both the innovation level and uncertainty profile of the intervention, (n=1) factors (n=2)

as well as what is most meaningful to patients within a specific disease context, such as HIV, where long-term adherence is essential. Valus of hope

* Table 3 summarises the CEAs identified (N=15), categorised by broader element(s) of value included, disease, therapy type, and country. (n=1)
Table 3. Relevant CEAs identified (N=15) by reported broader element of value(s), disease area, therapeutic type, and country
CEA title description Broader value element(s) Disease area Therapeutic type Country
Generalized cost-effectiveness analysis of treatment value in Hepatitis C* Scientific spillovers Hepatitis C Cost-effectiveness modelling United States
Alleviating the burden of diabetes with Health Equity Funds: Economic evaluation of the health and financial risk protection o i i L. i i
. i Productivity; insurance value Diabetes Health financing intervention Cambodia
benefits in Cambodia®
Health, financial, and education gains of investing in preventive chemotherapy for schistosomiasis, soil-transmitted helminthiases, . ) ) i
.. ) Productivity Neglected tropical diseases Preventive chemotherapy Madagascar
and lymphatic filariasis in Madagascar: A modeling study®
Cost-Effecti f Lovotibegl Autot L(Lovo-Cel) G Th for Patients with Sickle Cell Di d
oS ectiveness of Lovotibeglogene Autotemcel ( OYO el el?e era|?y or Fatients wi icite et Hiseasean Productivity; scientific spillovers Sickle cell disease Gene therapy United States
Recurrent Vaso-Occlusive Events in the United States’
Mental health Digital hological
Effectiveness and cost-effectiveness of online recorded recovery narratives (NEON) in non-psychotic mental health problems? Productivity; value of hope entd i ea. ‘gl .a pSye c.> ogica UK
(non-psychotic disorders) intervention
Isavuconazole for suspected invasive pulmonary aspergillosis (Canada)® Productivity Invasive pulmonary aspergillosis | Antifungal pharmacotherapy Canada
An economic evaluation of eptinezumab for the preventive treatment of migraine in the UK Productivity Migraine Monoclonal antibody therapy UK
Cost-Effectiveness of Teduglutide for Pediatric Patients with Short Bowel Syndrome in Japan, Including Caregiver Burden’ Productivity Short bowel syndrome Hormone analogue therapy Japan
Productivity; adh - . . i .
The economic benefit of timely, adequate, and adherence to Parkinson's disease treatment: the Value of Treatment Project 212 ro ir:(;rlc\)’\l/i)r,\gafac:;f:ce Parkinson’s disease Pharmacological optimisation | Germany and UK
Cost-Effectiveness of Interventions to Improve HIV Pre-exposure Prophylaxis Initiation, Adherence, and Persistence Among Productivity; adherence- Behavioural / implementation i
. ) . HIV (MSM) . . United States
Men Who Have Sex With Men™3 improving factors intervention
Providing universal access to modern contraceptive methods: An extended cost-effectiveness analysis of meeting the . ) i i L.
L L. Insurance value Contraception Public health intervention Ethiopia
demand for modern contraception in Ethiopia®
How Does Option Value Affect the Potential Cost-Effectiveness of a Treatment? The Case of Ipilimumab for Metastatic Melanoma?® Option value / real option value Metastatic melanoma Immunotherapy United States
Distributional Cost-Effectiveness of Equity-Enhancing Gene Therapy in Sickle Cell Disease in the United States’® Equity Sickle cell disease Gene therapy United States
Thel t of Tocili bC Health Equity for | tients with COVID-19 in the USA: A Distributi L Cost-Effecti
€ Impact of focilizumab L-overage on Hea quity Tor np:nfl;ssis‘gv; inthe istributionat Los ectiveness Equity COVID-19 (hospitalised patients) | Immunomodulatory therapy United States
Cost-effectiveness of midostaurin in the treatment of newly diagnosed FLT3-mutated acute myeloid leukemia in France® Severity of disease Acute myeloid leukemia Targeted therapy France

 Studies from low- and middle-income countries (e.g., Ethiopia, Cambodia, Madagascar) more commonly captured broader value through financial risk protection and productivity gains, reflecting a stronger emphasis
on access, affordability, and population health impacts rather than more abstract value constructs.

* Overall, inclusion of broader elements of value appears to vary by country context, with high-income settings adopting a wider conceptual range of value elements, while LMIC settings focus on pragmatic and
system-level value such as risk protection and productivity.

* The figure below illustrates the country in which each CEA was conducted, alongside the broader element(s) of value reported.

Figure 2. Relevant CEAs identified (n=15) by reported broader element of value(s)

on country _ — * One CEA, published in 2023, was examined in greater depth, as it explicitly referenced the incorporation of broader elements
N e o) of value, providing further insight into their application.*
> Severity of disease / end-of-life * Awide range of novel value elements were identified as having been ‘reasonably estimated’ from the published literature
Productiviy (:1) ~' \& ' | S — within the relevant disease area, which may have facilitated their inclusion in the analysis.

 This CEA highlighted the value of a generalized CEA framework (as explicitly defined by study authors) in more accurately
reflecting the true value that novel therapies can offer to society, demonstrating a stepwise approach in which additional
value elements are layered onto a traditional CEA model.
« Compared with the base analysis, incorporating dynamic transmission and pricing effects led to a substantial reduction in
the ICER ($64,512 vs $6,406), illustrating the importance of capturing system-level and price-related feedback effects.
Expanding the model to include productivity losses and caregiver burden resulted in a further, though smaller, decrease in
the ICER ($6,406 vs $5,609), suggesting that while these factors are relevant, they may contribute less to overall value than
cetentifc soilovers (o b commonly assumed. Finally, applying the GRACE framework to account for elements such as differential valuation of life
Productivity; scientific spillovers (n=1) 4 N years versus quality of life, disease severity, and insurance value further reduced the ICER ($5,609 vs $4,487), reflecting
Productivityllz'qau;:]ye(rr;i-improving ~ \ '°.r°?ﬁffri,vci§ﬁaﬁf;‘c,“°” additional value dimensions that are particularly relevant in severe and infectious diseases.
: 4;{7 s el o= « Atthe time of this review, no other generalized CEA adopting such a comprehensive and holistic approach was

factors (n=2)
~ identified since.

B Insurance value (n=1)

Equity (n=1)
Real option value (n=1)

Conclusion

The ISPOR Special Task Force has played a key role in advancing a more comprehensive framework for evaluating healthcare interventions, highlighting important limitations of traditional economic evaluations that often
fail to capture full societal and patient value. Despite this progress, the incorporation of broader elements of value in published CEAs remains limited and inconsistent, indicating a gap between conceptual development
and real-world application. A key barrier appears to be the limited availability of empirical data and operational methods for quantifying these elements, which constrains their routine inclusion in economic evaluations.
This underscores the need for clear, practical methodological guidance to support the consistent definition, measurement, and application of broader value elements in CEAs, particularly to strengthen HTA and decision-
making processes. In this context, organisations such as ISPOR are well positioned to lead the development of standardised best-practice recommendations to improve consistency and comparability across studies.
Strengthening and standardising the integration of broader value elements would enable more comprehensive economic evaluations that better reflect the full societal and patient-centred value of health interventions.
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