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Abstract

Objectives: To estimate the added value of dostarlimab compared to durvalumab and
pembrolizumab as first-line treatment for adult patients with primary advanced or recur-
rent endometrial cancer (EC) in Spain using a Multi-Criteria Decision Analysis (MCDA)
framework. Methods: Following the Evidence and Value: Impact on Decision Making
(EVIDEM) framework and International Society for Pharmacoeconomics and Outcomes
Research (ISPOR) recommendations, 25 Spanish experts (12 medical oncologists and 13
hospital pharmacists) weighted and scored 11 quantitative and 5 qualitative criteria based
on an evidence matrix from a literature review. Results: Efficacy and safety were weighted
as the most important criteria. Dostarlimab showed positive added value in both compar-
isons with scores of 0.58 versus durvalumab/durvalumab + olaparib and 0.50 versus pem-
brolizumab. Dostarlimab and pembrolizumab are the only therapies reimbursed in the
Spanish public health system; therefore, their comparative assessment is of clinical and
strategic relevance. While pembrolizumab may show longer progression-free survival
(PFS) and response duration in specific subgroups, the evidence for dostarlimab—includ-
ing a statistically significant improvement in overall survival (OS) in the overall popula-
tion as a primary endpoint, more robust data, and favorable long-term quality-of-life out-
comes —was considered by the expert panel to support a more favorable assessment. Con-
clusions: Within the MCDA framework, experts consider dostarlimab an option with a
higher value contribution for adult patients with primary advanced or recurrent EC. Its
clinical benefits, improved quality-of-life outcomes, and alignment with healthcare prior-
ities promote treatment continuity and adherence in clinical practice. MCDA provided a
transparent approach for multidimensional evaluation of these therapies.

Keywords: multi-criteria decision analysis; MCDA; dostarlimab; endometrial cancer;
EVIDEM,; Spain
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1. Introduction

Endometrial cancer (EC), which originates in the inner lining of the uterus, is the
most common form of uterine cancer and is therefore often referred to as uterine cancer
[1]. It represents the most frequently found gynecological malignancy in developed coun-
tries, with an incidence that continues to increase due to population aging and the rising
prevalence of risk factors, such as obesity and metabolic disorders [2]. According to the
most recent data from the 2026 report of the Spanish Society of Medical Oncology (SEOM),
uterine cancer ranks as the fourth most common form of cancer among women in Spain,
with an estimated number of 7759 new cases projected for 2026 [3]. In terms of mortality,
1716 deaths due to malignant uterine tumors were reported in 2024 [3].

Most EC cases are diagnosed at ages between 65 and 75 years [4]. While approxi-
mately 80% of cases are diagnosed at an early stage, up to 20% of patients present with
advanced disease or experience recurrence [4], and prognosis in this population remains
poor [5].

EC s a clinically and molecularly heterogeneous malignancy influenced by epidemi-
ological, hormonal, metabolic, and genetic factors. Established risk factors include ad-
vanced age, certain ethnic backgrounds, elevated body mass index, prolonged estrogen
exposure, tamoxifen therapy, early menarche, late menopause, low parity, metabolic syn-
drome, and familial or inherited genetic predisposition [6]. At the molecular level, The
Cancer Genome Atlas (TCGA) identified four major molecular subgroups of EC: POLE-
ultramutated, microsatellite instability-hypermutated, copy-number low, and copy-num-
ber high tumors [4,7]. In clinical practice, this classification is commonly approximated
using surrogate markers, including POLE mutation status, mismatch repair (MMR) sta-
tus, and p53 expression [4,7]. Defects in the MMR system lead to microsatellite instability
(MSI), classified as high (MSI-H) or low (MSI-L) according to the degree of instability in
MMR protein-coding genes [8]. Tumors with deficient mismatch repair and high mi-
crosatellite instability (IMMR/MSI-H) account for approximately 25-30% of EC cases and
are typically associated with an intermediate prognosis [8,9]. In contrast, the majority of
tumors exhibit proficient mismatch repair and microsatellite stability (pMMR/MSS), rep-
resenting roughly 75% of cases [10]. These molecular features have prognostic relevance
and increasingly inform therapeutic decision-making. In the advanced or recurrent set-
ting, immune checkpoint inhibitors have become particularly relevant [4,7].

For decades, the combination of carboplatin plus paclitaxel represented the standard
first-line systemic therapy for advanced or recurrent EC [11]. However, outcomes were
limited, with a median overall survival (OS) of less than three years [5].

The inclusion of immunotherapy in first-line disease management has significantly
altered this treatment paradigm [12,13]: phase III clinical trials evaluating immune check-
point inhibitors in combination with chemotherapy have demonstrated meaningful im-
provements in clinical outcomes [13]. Accordingly, dostarlimab, durvalumab (as mono-
therapy for dAMMR/MSI-H patients and in combination with olaparib for pMMR/MSS pa-
tients), and pembrolizumab combined with chemotherapy have received regulatory ap-
proval in Europe for the first-line treatment of adult patients with primary advanced or
recurrent EC who are candidates for systemic therapy [14-16]. Dostarlimab and pembroli-
zumab are anti-PD-1 antibodies, durvalumab is an anti-PD-L1 antibody, and olaparib is a
PARP inhibitor [17-19].

Nevertheless, while these therapeutic advances have improved patient outcomes,
they have also increased the complexity of clinical decision-making. Recent international
clinical guidelines emphasize that molecular classification should be integrated into the
diagnostic and therapeutic pathway of EC, as MMR/MSI status, POLE mutations, and p53
abnormalities have important prognostic and predictive implications and guide treatment
selection in advanced or recurrent disease [4]. Healthcare systems face increasing pressure
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to ensure timely and sustainable access to innovative, high-cost therapy [20]. Furthermore,
the rapid incorporation of several immune checkpoint inhibitor-based regimens into first-
line therapy has created a scenario in which comparative value assessment should con-
sider not only efficacy and safety, but also biomarker-defined populations, quality of evi-
dence, patient benefit, and health-system sustainability [5,15,16]. In this dynamic environ-
ment, Multicriteria Decision Analysis (MCDA) offers a structured and transparent ap-
proach [21] which is being increasingly used in real practice to prioritize certain healthcare
interventions or assess the value of drugs [22]. MCDA is a widely adopted tool that pro-
vides a systematic, multidimensional, and transparent framework for evaluating pharma-
ceuticals by considering a wide range of factors and their respective contributions to the
decision-making process [21].

This study aimed to apply an MCDA approach to assess the value of three first-line
treatments in adult patients with advanced or recurrent primary EC who are candidates
for systemic therapy within the Spanish context, taking a comprehensive approach. Spe-
cifically, we sought to assess the value contribution of dostarlimab compared to durval-
umab and pembrolizumab. By providing a structured evaluation, this analysis aims to
inform more evidence-based decision-making regarding the use of these three treatments.

2. Materials and Methods
2.1. Study Design

The MCDA methodology was applied in accordance with the recommendations of
the International Society for Pharmacoeconomics and Outcomes Research (ISPOR) [15,20].
The study was designed following the Evidence and Value: Impact on Decision Making
(EVIDEM) framework, which promotes transparent and structured healthcare decision-
making by integrating multiple value dimensions [16]. The EVIDEM framework com-
prises 20 criteria, of which 13 are quantitative and 7 are qualitative/contextual. The 13
quantitative criteria are grouped into five domains (CORE Model): need for intervention
(three criteria), comparative outcomes of the intervention (three criteria), type of benefit
provided by the intervention (two criteria), economic consequences (three criteria), and
level of knowledge or evidence regarding the intervention (two criteria). The qualita-
tive/contextual criteria are grouped into three domains: normative criteria, feasibility cri-
teria and opportunity costs. The methodological process comprised four sequential
phases: constitution and training of the Scientific Committee, evidence identification and
construction of the evidence matrix, individual weighting and scoring by the expert panel,
and calculation of the overall value contribution of each treatment comparison. This de-
sign was considered appropriate for the study objective because the aim was to assess the
multidimensional value contribution of available first-line treatment options, rather than
to establish direct comparative clinical effectiveness.

2.2. Scientific Committee

A Scientific Committee (SC) was established, composed of five experts appointed
based on their recognized expertise in EC management and their active involvement in
healthcare decision-making processes. The SC participated in all stages of the project and
included three medical oncologists and two hospital pharmacists from five healthcare cen-
ters across Spain. Before starting work, the Committee members attended an online meet-
ing to receive training on the methodology. The role of the SC was to review the available
evidence, agree on the final set of criteria and sub-criteria, and ensure that the evaluation
framework was clinically relevant and applicable to the Spanish healthcare context.

https://doi.org/10.3390/jcm15155808


https://doi.org/10.3390/jcm15155808

J. Clin. Med. 2026, 15, 5808

4 of 23

2.3. Evidence Matrix

A rapid review was conducted, consisting of a comprehensive, manual, and orga-
nized analysis of the published literature [21,22], with the aim of gathering relevant infor-
mation on the disease, its current management in Spain, and the available evidence on
dostarlimab and its comparator drugs. The international database PubMed was searched
using Medical Subject Headings (MeSH) and free-text terms combined with the Boolean
operators “AND” and “OR” (Supplementary Table S1). In addition, grey literature was
reviewed by consulting topic-related scientific journals and the websites of relevant na-
tional and regional healthcare societies.

Following the EVIDEM methodology, the first step was to define the evaluation
framework for advanced or recurrent EC and the treatments authorized in Europe [10].
Based on the evidence gathered, a preliminary list of potential criteria and sub-criteria
was developed for inclusion in the evaluation framework. This list was previously shared
with the SC, which reviewed it and selected those considered relevant. The results were
then presented at a virtual meeting, during which they were discussed and a consensus
was reached. The criteria and sub-criteria ultimately included in the evaluation frame-
work were selected by simple majority. The evidence identified in the literature review
was then mapped to the chosen criteria and sub-criteria to construct the evidence matrix,
which presented the relevant information in a structured and standardized manner.

The evaluation framework and the corresponding evidence matrix were subse-
quently included in an online questionnaire for weighting and scoring, respectively. An
explanatory video on the MCDA methodology was also provided to help participants un-
derstand the framework and the assessment process. The questionnaire was pilot-tested
before launch to verify clarity, internal consistency, and usability of the online platform.

2.3.1. Participants

A total of 25 participants, including 20 external experts and the 5 members of the SC,
completed the questionnaire. Among them, 12 oncologists and 13 hospital pharmacists
(HP), representing 11 of the 17 Spanish autonomous communities (ACs). Experts were
selected and invited to participate by the sponsor, based on their expertise in the manage-
ment of EC. Experts were selected based on their clinical experience in the management
of advanced or recurrent EC, their involvement in hospital-based decision-making, and
their representation of the two specialties most directly involved in treatment selection
and access decisions: medical oncology and hospital pharmacy. Geographic diversity
across Spanish autonomous communities was also considered. They were provided with
a personalized access password via email, along with a link to the online questionnaire
hosted on a website dedicated to the project. Weighting and scoring were performed in-
dividually and independently by each expert. Once submitted, individual responses and
aggregated results were locked and could not be modified.

All procedures followed were in line with the ethical standards of the Declaration of
Helsinki. Given the nature of the study, which did not involve the collection of clinical
data from participants nor the evaluation of drugs or interventions in humans, approval
from an ethics committee was not required, as defined in Royal Decree 957/2020, of 3 No-
vember [23], and in the Memorandum of Cooperation between Ethics Committees [24].
All participants were required to provide informed consent before joining the project; this
was mandatory to be able to participate in the study. The questionnaire was launched and
made available between 10 October and 20 October 2025.

2.3.2. Criteria Weighting and Scoring

The weighting process makes it possible to determine the relative importance of the
criteria and sub-criteria within the evaluation framework. To this end, participants con-
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ducted a hierarchical weighting exercise, allocating points to each item out of a total of
100 (with higher scores indicating greater importance), first across the criteria and then
across the corresponding sub-criteria. This hierarchical approach ensured that the relative
importance of each criterion was captured within the overall structure of the EVIDEM
framework and that weights could subsequently be normalized for the calculation of
value contribution.

Subsequently, each participant assigned a score to each criterion and sub-criterion in
the evidence matrix. For the quantitative criteria, two options were considered. Scores for
the absolute criteria or sub-criteria (those not involving comparisons with alternative in-
terventions) ranged from 0 to 5, where 0 represented the lowest value and 5 the highest.
In the case of relative criteria or sub-criteria (those involving comparisons with alternative
interventions), the scoring scale ranged from -5 to 5 to capture the full spectrum of com-
parative effects. A positive score indicated that dostarlimab was considered to provide
greater value than the comparator for the criterion assessed, whereas a negative score in-
dicated lower value relative to the comparator. A score of 0 indicated no relevant differ-
ence or insufficient evidence to support a directional judgement. The comments and re-
flections that prompted the experts’ scores were compiled in a qualitative manner.

Finally, the contextual (qualitative) criteria encompass factors related to the
healthcare system, such as the organizational impact, equity, and acceptability of the in-
tervention. These criteria were not scored quantitatively, but were classified qualitatively
as having a negative, neutral, or positive impact. This classification helps to contextualize
the value contribution of dostarlimab within the specific framework of the Spanish
healthcare system.

2.3.3. Statistical Analysis and Value Contribution Calculation

For each criterion and sub-criterion, the mean, standard deviation (SD), and the min-
imum and maximum scores were calculated. Based on the scores assigned by the partici-
pants and the corresponding weights of the criteria, the total value contribution was cal-
culated for dostarlimab vs. durvalumab/durvalumab + olaparib and dostarlimab vs. pem-
brolizumab. The value contribution (Vx) of each quantitative criterion was calculated as
the product of its normalized weight (Wx; }Wx = 1), derived using the hierarchical
weighting method, and its standardized score (Sx = score/5). The resulting value contri-
butions were expressed on a scale ranging from -1 to 1, where -1 indicates a negative or
zero contribution and 1 indicates a positive contribution. The overall value contribution
was obtained by summing the individual value contributions across all quantitative crite-
ria (V = ) Vx). All statistical analyses were performed using Stata software, version 14
(StataCorp LP, College Station, TX, USA).

Within the EVIDEM framework, subcriteria can be used to provide a more detailed
understanding of the main criteria by breaking down complex dimensions of value. How-
ever, they are not mandatory for calculating the overall value contribution. In this study,
subcriteria were collected to support interpretation and provide a more granular descrip-
tion of treatment differences. To avoid double counting, they were not included in the
final value calculation, as their content was already captured within the corresponding
main criteria. Therefore, the final value contribution was calculated using only the main
quantitative criteria, while subcriteria were used descriptively to contextualize the results.

3. Results

Of the 20 decision criteria included in the EVIDEM framework, the expert panel se-
lected 11 of the 13 quantitative criteria and 5 of the 7 qualitative/contextual criteria. In-
cluded and excluded criteria are shown in Supplementary Table S2. During the review
process, the panel further defined specific sub-criteria within 9 quantitative and 2 qualita-
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tive criteria. Furthermore, the literature review conducted to complete the evidence ma-
trix did not identify any published indirect comparisons between dostarlimab and the
evaluated comparators, confirming a lack of existing comparative data in this setting.

3.1. Weighting of the Criteria

As shown in Figure 1, the experts considered the efficacy and safety of treatment to
be the most relevant criteria, receiving the highest mean (SD) scores (19.4 [6.0] and 15.2
[5.2], respectively). The remaining criteria were rated more consistently, with mean scores
ranging from 7.2 to 9.3 points, except for the two lowest-rated criteria: population size and
other medical costs of the treatment, which received mean (SD) scores of 4.9 (2.4) and 3.3
(2.5) points, respectively.

The distribution of the 100 points across the comparative sub-criteria showed a gen-
erally balanced allocation of relative importance within each criterion. However, within
the efficacy domain, OS was assigned greater importance than the other sub-criteria (Fig-

ure 1).
19. Min Max Med SD 298
Efficacy — Y 10.0 35.0 20.0 6.0 Overall survival e Min Max Med SD
= X

Safety —152g 5.0 25.015.0 5.2 g Progression free survival - 25.0 60.0 40.0 9.8
Quality of evidence 93¢ 30 200100 42 & Duration of response 128, 20.0 50.0 30.0 6.5
Costofintervention . 92¢ 5.0 250 50 6.0 Responserate 155 5.0 300 150 6.4
Disease severity . 85¢ 0.0 300 90 62 Severe/Very severe AEs 378 5.0 250 150 6.1
k3 . o 15.0 60.0 40.0 10.0
Expert consensus/CPG 8.0 0.0 20.0 10.0 55 & AEs leading to discontinuation 326 PP Rr Ty
Type of therapeutic benefit 76, 00 17.0 80 37 _ , CommonandverycommonAgs 206 150 600300119
3¢ 55.2 b Kend LN
Patient reported outcomes 75 1.0 150 7.0 31 SEE ) AR 265.0 80.0/50.0 15.0

Tag Convenience/Treatment _——
Unmet needs - 2.0 100 70 28 +23 adherence 4438 20.0 75.0 50.0 15.0
Size of affected population 49, 00 120 50 24 582 Cost of administration 53.0 20.0 80.0 50.0 18.4

£ —————
Other medical costs 3. 0.0 10.0 3.0 25 ° g 8 Hospitalization cost due to an AE 47.0 20.0 80.0 50.0 18.4

3 .0 10.0 3.0 2. R
0 5 10 15 20 25 30 0 20 40 60 80
(@) (b)

Figure 1. Experts allocated a total of 100 points across the overarching criteria and 100 points within
each main criterion among their corresponding sub-criteria. (a) Relative importance of the criteria
(a,b) sub-criteria. AE, adverse events; CPG, clinical practice guidelines; HRQoL, health-related qual-
ity of life.

3.2. Scoring of the Criteria

The ‘disease severity’ criterion received the highest mean (SD) score (4.5 [0.5]) within
the ‘need for intervention” domain, followed by the ‘unmet needs’ criterion (mean [SD],
4.1 [0.8]). Regarding the comparative criteria, all outcomes were scored at group level in
favor of dostarlimab. In comparison with durvalumab/durvalumab + olaparib, the highest
mean (SD) scores were 2.9 (1.3) for cost of intervention and 2.2 (1.3) for patient-reported
outcomes (PROs). With regard to the comparison with pembrolizumab, the scores were
1.8 (1.6) for efficacy and 1.6 (1.6) for cost of intervention. For the remaining absolute crite-
ria, the “Expert consensus/CPG’ received a score of 4.7 (0.6) and the ‘Quality of evidence’
score was 4.2 (0.7) (see Table 1 for the scores assigned to each criterion and comments
from the expert panel).
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Table 1. Scores assigned to each criterion and comments from the expert panel.

Criteria Scores Comments
50
45 4.5 - The expert panel agreed that advanced or
40 recurrent EC is a very severe disease, pri-
) marily due to its poor prognosis, low sur-
3.5 Min 4.0 . L. .
vival rates, and limited treatment options.
Disease se- 30 Max >0 In addition, this condition mainly affects
verity 25 SE_" 0.5 older and often frail women, further wors-
20 Median 4.0 ening clinical outcomes and overall prog-

15 nosis.
- The expert panel considered that the dis-

1 ease has a profound impact on patients’
02 quality of life.
00
50
- The expert panel agreed that only a small
5 proportion of EC cases are diagnosed at
4.0 advanced stages or present as recurrent
35 Min 1.0 disease. Consequently, they considered
Size of the 30 28 Max 4.0 the affected population to be relatively
affected 25 sD 1.0 small, despite the observed increase in
Median 3.0 prevalence.

opulation . .
pop 20 - Several experts attributed this increase to

15 rising rates of obesity and sedentary life-
10 styles, as well as to improved survival
05 rates associated with the availability of
00 more effective treatments.

- The panel agreed that, despite recent ad-
vances in molecular classification and the
emergence of novel therapies, access to
comprehensive molecular testing remains
uneven. This limitation hampers the indi-
vidualized selection of optimal therapeu-

50 tic strategies and restricts the full imple-

45 mentation of precision medicine ap-

4.0 ; proaches.

35 - While experts acknowledged the signifi-

30 Min 20 cant progress made with immunotherapy,
Unmet s Max 5.0 they emphasized that, despite offering du-
needs a0 SD 0.8 rable efficacy for some patients, these

' Median | 4.0 treatments continue to pose specific clini-

12 cal and management challenges.

10 - The panel highlighted the ongoing need to

05 improve patients’ quality of life, which is

0.0 substantially affected by both the disease

itself and treatment-related adverse
events.

- Experts also noted that clinical research in
this setting remains limited and that EC
lacks clearly defined therapeutic goals in
advanced or recurrent stages, which con-
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strains the development and evaluation of
more effective treatment options.

Dostarlimab vs. durvalumab/durvalumab +
olaparib

Dostarlimab was associated with im-
proved OS and duration of response, par-
ticularly in patients with dAMMR/MSI-H
tumors. In contrast, the combination of
durvalumab plus olaparib showed prom-
ising PFS results in the pMMR/MSS popu-
lation and may represent a potential op-

>0 tion for selected subgroups, albeit at the
4.0 expense of increased toxicity.
3,0 - Akey advantage of dostarlimab lies in the
2,0 1.7 1.8 longer follow-up period and the robust-
10 Min | -3.0/-2.0 ness and consistency of the results ob-
OYO Max | 5.0/5.0 served in the RUBY trial, especially re-
' SD 1.9/1.6 garding OS outcomes.
Efficacy 1.0 Median | 2.0/20 Dostarlimab vs. pembrolizumab
-2,0 - The expert panel considered that the avail-
3.0 able evidence for dostarlimab suggested a
40 favorable OS profile and greater robust-
50 ness of evidence, supported by a longer
’ VS. Vs, follow-up period. However, in terms of
%L:Jrr\gll%naa%/ pembrolizumab PFS and duration of response, pembroli-
+ olaparib zumab may show numerically higher out-
comes in specific subgroups, although ad-
ditional data and longer follow-up are re-
quired to confirm these findings.

- In the dIMMR/MSI-H population,
dostarlimab appears to provide a greater
therapeutic benefit, whereas in the
PMMR/MSS population, pembrolizumab
may offer slightly superior results for spe-
cific efficacy parameters, such as PFS.

5.0 Dostarlimab vs. durvalumab/durvalumab +
olaparib
40 - Both treatments were considered to have
30 overall manageable safety profiles. How-
2.0 1.6 Min -2.0/-2.0 ever, dostarlimab, when administered as
10 4 Max | 5.0/5.0 monotherapy, was associated with a more
0.0 sD 2.1/1.6 predictable toxicity profile. Although a
Median | 1.0/0.0 higher incidence of very severe AEs was
Safety 10 reported with dostarlimab, it exhibited a
-2.0 more favorable profile in terms of very
-3.0 common AEs, which positively influenced
40 the panel’s overall assessment of the
50 RUBY study results.
VS. vs. - In contrast, the addition of olaparib was
cé‘:gg'ﬂ"%i%’ pembrolizumab associated with an increased toxicity bur-
+ olaparib den, particularly hematological adverse

events such as anemia and thrombocyto-
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penia, as well as higher rates of permanent
treatment discontinuation.

Dostarlimab vs. pembrolizumab

- Most experts agreed that both treatments
present broadly comparable toxicity pro-
files. However, dostarlimab was consid-
ered to have the advantage of a longer fol-
low-up period and a more established ad-
verse event reporting system, which en-
hances the robustness and consistency of
the available safety data. Some experts
perceived dostarlimab as potentially bet-
ter tolerated, with fewer severe adverse
events and lower rates of treatment dis-
continuation.

Dostarlimab vs. durvalumab/durvalumab +

olaparib

- Based on expert panel assessment of pa-
tient-reported outcome data, the
dostarlimab regimen is perceived as more
advantageous than that of durvalumab.
This benefit appears to outweigh the re-
quirement for a daily oral treatment in
combination regimens, as dostarlimab
may improve adherence, reduce the thera-

5.0 peutic burden, minimize administration
4.0 errors, and better preserve patients” qual-
30 ity of life. In contrast, the addition of
20 olaparib to the treatment regimen in-
o 29 Min | 0.0/1.0 creases toxicity, negatively affects quality
' Max [ 5.0/4.0 of life, and is associated with a higher risk
0.0 sD 1.3/1.4 of adherence issues. Overall, dostarlimab
PROS -1.0 1.2 Median | 2.01.0 is perceived as a more convenient and bet-
20 ter-tolerated option, with a more favorable
30 quality-of-life profile for patients.
Dostarlimab vs. pembrolizumab
40 - Dostarlimab appears to provide more fa-
5.0 vorable outcomes in terms of long-term
dur\f;lim ab/ vs. quality-of-life, particularly in the
durvalumab Pembrolizumab dMMR/MSI-H population. Nevertheless,
+ olaparib its longer treatment duration may repre-

sent a disadvantage for some patients in
terms of comfort and adherence. Con-
versely, pembrolizumab offers the ad-
vantage of a shorter treatment duration;
however, this does not translate into an
improvement in patients’ quality of life.
Notably, the reported quality-of-life out-
comes for pembrolizumab derive from the
PMMR population and indicate a slight
deterioration in this parameter.
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- The experts agreed that immunotherapy

in this setting is not a curative treatment;

50 however, dostarlimab provides clinically
meaningful benefits in terms of survival

42 and quality of life. In particular, the panel
40 highlights its favorable impact on PFS and
35 33 i OS, especially in patients with
Type of 30 ::;: ;'Z dM.MR/MSI-H tumors, who tend to ex-
therapeutic 25 : hlli')lt more durable responses to treat.ment.
benefit - SD 09 - With regard to quality of life, dostarlimab
: Median 4.0 is considered to have a positive effect, as it
15 maintains and, in some cases, improves
10 disease-related symptoms without impos-
05 ing a substantial additional toxicity bur-
den. However, some experts note that the
0.0 magnitude of the benefit appears to be
more limited in the pMMR/MSS popula-
tion.
Dostarlimab vs. durvalumab/durvalumab +
olaparib
- The panel considers dostarlimab to be a
more economical option than durvalumab
and the durvalumab-olaparib combina-
tion, both in terms of direct pharmacologi-
cal costs and indirect healthcare-related
costs.
5.0 - Its use as intravenous monotherapy, to-
4.0 gether with a predefined maximum treat-
30 29 ment duration of three years, contributes
20 16 min | o.0-10 to a more cost-efficient .anI:n‘oachf partlcu—
Max | 5.055.0 larly when compared with combination
10 regimens that continue until disease pro-
00 SE_, e gression or unacceptable toxicity.
Costofin-  -10 Median | 2020 Although individual costs may vary de-
tervention pending on local pricing, reimbursement
50 conditions, and funding agreements, ex-
perts generally agree that dostarlimab rep-
40 resents a more economical and efficient
-5.0 vs. option for the healthcare system.
durvalumab/ VS. Dostarlimab vs. pembrolizumab
durvalumab Pembrolizumab - Opverall, dostarlimab is generally consid-
+ olaparib ered a more cost-effective option than

pembrolizumab, primarily due to its
lower annual pharmacological cost. How-
ever, variability in pembrolizumab dosing
(including weight-based adjustments) and
differences in pricing and reimbursement
agreements at national or regional levels
could diminish the cost-effectiveness ad-
vantage of dostarlimab.
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Dostarlimab vs. durvalumab/durvalumab +
olaparib

Dostarlimab and durvalumab have
comparable costs when used as mono-
therapy. However, when durvalumab
is combined with olaparib, overall
costs increase substantially. This in-

5.0 crease is driven by the higher toxicity
40 profile of olaparib, which results in
3.0 more hospitalizations, additional sup-
- 18 portive treatments, and higher phar-

' min | 0.0m1.0 macy-related costs, including those as-
10 0.4 Max | 50040 sociated with outpatient pharmaceuti-
0.0 . 6 cal consultations.

Other medi- -1 _ Dostarlimab vs. pembrolizumab
cal costs 20 Median | 1.0/0.0 - The experts did not identify substan-
50 tial differences between the two treat-
' ments in terms of overall cost impact.
40 Pembrolizumab is administered over
-5.0 vs. a shorter treatment period, which
durvalumab/ VS could limit long-term expenditure,
durvalumab pembrolizumab while dostarlimab may offer an ad-

+ olaparib vantage due to its lower toxicity pro-
file, potentially translating into re-
duced hospitalization and manage-
ment costs; this perception may be
supported by the accumulated experi-
ence with dostarlimab in the treat-
ment of endometrial cancer in a first-
line setting.

- Most experts consider that the availa-
ble evidence in favor of dostarlimab is
strong or moderately strong. This as-
sessment is supported by an ESMO-
MCBS score of 4 and a high GRADE

5.0 level, both being key indicators of the
45 42 robustness and reliability of the evi-
40 dence.
. - The panel particularly valued the data
' Min 3.0 from the RUBY study due to its rigor-
Quality of 3.0 Max 5.0 ous methodological design, which in-
ovidence 25 SD 0.7 cluded randomization, double-blind
20 Median 4.0 conditions, and a comparator group.
15 In addition, the study provided evi-
dence supporting clinically meaning-
10 ful improvements in both PFS and OS
05 as primary endpoint, particularly in
0.0 the AMMR/MSI-H population, which

led the expert panel to assign a high
degree of confidence in the strength of
the evidence.

Some experts noted that, in the
pMMR/MSS population, the magni-
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tude of benefit appears more modest.
However, the majority of the panel
agreed that dostarlimab remains an
appropriate and valuable therapeutic
option for this patient subgroup.

>0 4.7 - Dostarlimab is strongly supported by

45 leading national and international

4.0 clinical practice guidelines, with high-

35 Min 3.0 quality evidence (Grade I). The

3.0 Max 50 strength of the recommendation var-
Expert con- 25 - 0 ies according to the patient popula-
sensus/CPG tion: a grade 1A recommendation,

20 Median 50 based on robust evidence, for the

1.5 dMMR/MSI-H population, and a

1.0 grade 1B recommendation, based on

05 moderate evidence, for the

0.0 PMMR/MSS population.

AE, adverse event; ESMO, European Society of Medical Oncology; GRADE, Grading of Recommen-
dations, Assessment, Development and Evaluation; MCBS, magnitude of clinical benefit scale; MSI-
H, microsatellite Instability-High; MSS, microsatellite stable; OS, overall survival; PFS, progression-
free survival; pMMR, proficient mismatch repair; QoL, quality of life; SD, standard deviation
Among the comparative criteria, values on the left (min, max, SD, and median) represent the com-
parison with durvalumab/durvalumab + olaparib, whereas values shown on the right refer to the

comparison with pembrolizumab.

3.3. Scoring of Sub-Criteria

The various comparative sub-criteria were scored to gain a more detailed under-
standing of the parameters that most distinguish the treatments (Figure 2). The sub-crite-
ria were ranked according to the scores obtained in the weighting exercise.

In the comparison group between dostarlimab and durvalumab/durvalumab +
olaparib, the greatest differences in efficacy were found in the OS score (mean [SD], (2.16
[1.8]) and in the response rate (1.72 [2.3]). With regard to safety, the greatest difference
was found in the sub-criterion of common and very common AEs, with a score of 2.0 (2.0).
In terms of PROs sub-criteria, both patient’s quality of life and treatment convenience re-
ceived high scores (2.72 [1.4] and 1.96 [1.2], respectively). Finally, in relation to other med-
ical costs, dostarlimab was considered less costly compared to durvalumab/durvalumab
+ olaparib.

In comparison with pembrolizumab, efficacy also favored dostarlimab, particularly
in terms of OS (2.64 [1.5]). Other efficacy-related parameters also favored dostarlimab,
albeit with smaller differences (around 0.88). With regard to safety, dostarlimab also re-
ceived favorable scores, with the sub-criterion for common and very common AEs being
the highest (0.68 [1.4]). For PROs, the improvement in adherence was scored at 1.24 (1.6),
and quality of life at 0.68 (1.7). Lastly, differences in other medical costs were less pro-
nounced, with values ranging from 0.28 (1.5) to 0.40 (1.3).
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Figure 2. Mean sub-criteria scores. (a) Dostarlimab vs. durvalumab/durvalumab + olaparib (A) and

(b) dostarlimab vs. pembrolizumab. AE, adverse event; HRQoL, health-related quality of life.

3.4. Contextual Criteria Scoring

The expert panel assessed the extent to which contextual criteria influenced the over-
all value of the intervention. These criteria were classified into three categories according
to their interaction with the healthcare context: those that align with the context and sup-
port the intervention (positive impact), those that conflict with the context and hinder its
implementation (negative impact), and those that do not clearly exert either a favorable
or unfavorable influence. This type of qualitative analysis is inherently complex and,
while useful for framing and contextualizing therapeutic strategies, may not fully capture
the breadth or nuance of individual expert opinions, and therefore should be interpreted
with caution.

As illustrated in Figure 3, the contextual criteria were generally perceived as having
a positive impact on the value of the intervention. The negative impact reported by 28%
of experts in relation to system capacity and intervention use was primarily attributed to
the absence of a shared-risk agreement for dostarlimab. This limitation was considered to
restrict access when compared with pembrolizumab, which had benefited from such
agreements. Conversely, the negative perceptions regarding opportunity costs and afford-
ability reflected concerns among some experts due to the high costs associated with these
therapeutic alternatives.

80%

0% 20% 100%

Mandate and scope of the health system FEPEA 88%

40% 60%

Population priorities and access

Common objective and specific interests

System capacity and appropriate use of intervention

Opportunity costs and affordability

4% 16% 80%
20% 80%
28% 16% 56%

32%

28%

40%

m Negative Impact

= Neutral Impact

m Positive Impact

Figure 3. Scores of the contextual criteria.

3.5. Value Contribution of Dostarlimab

The sum of individual weights and scores assigned by the panel members across all
criteria resulted in overall value estimates on a scale from 0 to 1, indicating that
dostarlimab provides a positive added value regardless of the comparator. The compari-
son of dostarlimab versus durvalumab/durvalumab + olaparib resulted in a value of 0.58,
while the comparison with pembrolizumab yielded a value of 0.50 (Figure 4). The ob-
served difference of +0.08 reflects greater safety, better PROs, and greater cost-effective-
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Comparative criteria

ness compared to durvalumab/durvalumab + olaparib. In terms of treatment efficacy, both
comparisons resulted in a similar value contribution of 0.07. Therefore, the total value
contribution was positive in both comparisons, with a slightly higher value observed ver-
sus durvalumab/durvalumab + olaparib than versus pembrolizumab. This difference was
not mainly attributable to efficacy, but rather to other value dimensions, particularly
safety, PROs, and economic criteria.

Disease severity 0.08 Disease severity 0,08

Size of affected population 0.03
Unmet needs [ 0.06

Size of affected population m 0,03
Unmet needs mmm 0,06

Efficacy 0.07 Efficacy 0,07
Safety 0.04 M Safety |1 0,01
Patient reported outcomes 0.03 g Patient reported outcomes | = 0,02
| Type of therapeutic benefit - 0.05 :_2 Type of therapeutic benefit 1 0,05
0.05 g Costof intervention| 0,03
Other medical costs| I 0.01 E Other medical costs || 0,00
Quality of evidence 0.08 Quality of evidence 0,08
Expert consensus/CPG 0.07 Expert consensus/CPG 0,07
Total Value MCDA estimate 0.58 Total Value MCDA estimate I 0,50
0.00 0.10 0.20 0.30 0.40 0.50 0.60 0.70 0.80 0.90 1.00 0.00 0.10 0.20 0.30 0.40 0.50 0.60 0.70 0.80 0.90 1.00
Value Contribution Value Contribution
(@) (b)

Figure 4. Value contribution of each comparison. (a) Dostarlimab vs. durvalumab/durvalumab +
olaparib (b) and dostarlimab vs. pembrolizumab. CPG, clinical practice guidelines; MCDA, mul-

ticriteria decision analysis.

3.6. Final Meeting

A final meeting was held with the SC to perform a qualitative evaluation of the study
results. This meeting was used to assess the plausibility and consistency of the quantita-
tive findings, clarify areas of uncertainty, and contextualize the results according to clini-
cal practice and healthcare decision-making in Spain.

3.6.1. Weighting of Criteria

With regard to the weighting established during the assessment, the SC agreed that
efficacy and safety parameters typically receive the highest scores, while the remaining
criteria tend to fall within expected ranges. They highlighted that the overall therapeutic
benefit is largely captured within the efficacy domain and emphasized that variability in
other medical costs does not constitute a key aspect of the assessment. With respect to the
efficacy sub-criteria, the SC agreed that OS represents the parameter providing the great-
est value, followed by PFS. In contrast, panel members assigned lower scores to the re-
sponse rate and duration of response. Although relevant in an incurable disease, these
outcomes were considered to involve greater uncertainty regarding long-term benefit.
Concerning AEs, the SC noted that the finding whereby AEs leading to treatment discon-
tinuation received lower scores than severe or very severe AEs may appear counterintui-
tive. However, this was attributed to the relatively low frequency of discontinuations due
to AEs with the therapies evaluated, as well as to risk—benefit considerations inherent in
the treatment of a serious disease such as EC. In this context, the SC considered that con-
tinuing an effective treatment is often preferable to discontinuation due to AEs. Finally,
the experts expressed some disagreement regarding the weighting assigned to PROs, as
adherence and HRQoL received similar scores. Given that most of the evaluated treat-
ments are administered intravenously, the SC considered that adherence played a less
critical role in this context, whereas HRQoL was regarded as deserving greater relative
importance.
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3.6.2. Scoring of Criteria

With regard to the evidence matrix, particularly in the comparison between
dostarlimab and durvalumab/durvalumab + olaparib, differences emerged between the
perspectives of oncologists and hospital pharmacists. Oncologists primarily focused on
clinical trial design and efficacy outcomes, highlighting the OS benefit observed with
dostarlimab and the comparatively less mature safety data available for durvalumab. In
contrast, hospital pharmacists emphasized adherence to reference clinical guidelines, in
which both treatments are similarly positioned. Nevertheless, both groups acknowledged
that dostarlimab may offer more favorable efficacy and safety outcomes overall. No addi-
tional comments were provided by the SC regarding the remaining sub-criteria. Regard-
ing the comparison with pembrolizumab, the experts perceived a consistent trend in favor
of dostarlimab in terms of both efficacy and safety. This assessment was supported by the
robustness of the available data and by the characteristics of the patient populations in-
cluded in the clinical trials, which also encompassed patients beyond those with endome-
trial histology. Hospital pharmacists noted that, although the frequency and profile of
toxicities may differ between treatments, the overall impact on HRQoL appears to be com-
parable, and emphasized the need for further evidence on the long-term use of pembroli-
zumab.

The SC also expressed disagreement with the cost-related findings, as these were de-
rived exclusively from publicly available information and did not account for confidential
pricing or funding agreements.

3.6.3. Scoring of Sub-Criteria

Regarding the comparative sub-criteria, the SC considered that the analysis against
pembrolizumab more accurately reflects clinical reality, particularly by clearly highlight-
ing OS as the most relevant outcome. The remaining parameters were considered to fall
within a similar range, although with a consistent trend in favor of dostarlimab, likely
attributable to its longer follow-up duration (approximately 3 years).

3.6.4. Scoring of Contextual Criteria

Regarding the contextual criteria, the SC emphasized the importance of interpreting
these results in light of the qualitative judgment provided by the SC, given the inherent
complexity of these issues. They highlighted that contextual criteria often require a nu-
anced interpretation that goes beyond mere quantitative scoring.

3.6.5. Value Contribution

Finally, with respect to the overall value contribution, the SC agreed that the results
were coherent and consistent with their clinical experience and expectations, and no ad-
ditional comments or modifications were proposed.

4. Discussion

The present study aimed to assess the value contribution of dostarlimab in the first-
line treatment of adult patients with advanced or recurrent primary EC who are candi-
dates for systemic therapy in Spain. To our knowledge, this is the first MCDA applied in
the field of EC in Spain and the first MCDA that estimates the value of a treatment for EC.

MCDA has been increasingly recognized as a suitable methodology for comprehen-
sively capturing the multidimensional value of healthcare interventions [21,23,24]. Its
growing popularity in recent years reflects its ability to integrate, in a transparent and
structured manner, all the attributes associated with therapeutic alternatives across mul-
tiple disease areas. This holistic perspective is particularly relevant in settings character-
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ized by complexity and uncertainty, where traditional single-criterion approaches may be
insufficient. The MCDA approach is intended to complement, rather than replace, con-
ventional health technology assessment methodologies, and its results should therefore
be interpreted as reflecting the structured preferences of a multidisciplinary panel within
a defined context [25]. Indeed, MCDA has frequently been applied in the evaluation of
orphan drugs [26,27] and has shown increasing applicability within the Spanish
healthcare context [28,29], with the EVIDEM framework being the most widely employed
[30,31]. From a health technology assessment (HTA) perspective, MCDA has emerged as
a valuable tool to support, rather than dictate, decision-making processes. A recent sys-
tematic review reported that HTA bodies have employed MCDA approaches in up to 40%
of studies related to drug pricing decisions [32,33], underscoring its relevance in contem-
porary healthcare decision-making.

The use of MCDA has been particularly prominent in oncology [34-36], which rep-
resents the most extensively studied therapeutic area using this methodology [37]. This is
unsurprising, given the high unmet medical need, the complexity of treatment pathways,
the relevance of survival outcomes, and the substantial toxicity and economic burden as-
sociated with cancer therapies. Previous authors have emphasized the importance of con-
ducting MCDA at a regional level to adequately reflect contextual and healthcare system-
specific factors influencing value perception [38].

In line with methodological recommendations, especially for oncology-focused
MCDA studies, the present work incorporated a multidisciplinary panel including oncol-
ogists and hospital pharmacists [39,40], and involved a substantial number of experts, as
recommended in prior publications [41-43]. Furthermore, the hierarchical weighting
strategy and value measurement approach employed in this study are consistent with
those most frequently used in oncology MCDA research [33,44,45] and align with ISPOR
methodological recommendations [44]. These elements collectively strengthen the robust-
ness, transparency, and contextual relevance of the study design.

Overall, the MCDA results indicate that dostarlimab showed a positive added value
in both comparisons in the first-line treatment setting, with total value contributions of
+0.58 relative to durvalumab/durvalumab plus olaparib and +0.50 relative to pembroli-
zumab. These values fall within the range observed in other analyses employing the EVI-
DEM framework [22,31,41,46-50]. Nevertheless, these results should be interpreted in
light of differences in the maturity and availability of evidence across comparators.

It is important to highlight that dostarlimab and pembrolizumab are currently the
treatments funded by the Spanish National Health System [51]. Therefore, the comparison
with pembrolizumab is particularly relevant in the context of approved and funded treat-
ments in Spain.

Consistent with previous oncology-focused MCDA studies, the criteria contributing
most substantially to the overall value were those related to disease severity, treatment
efficacy, and safety, clearly outweighing cost-related criteria [42]. This pattern reflects the
clinical reality of decision-making in oncology, where outcomes such as OS and PFS, as
well as the toxicity profile of treatments, are prioritized over economic considerations
[30,52]. In this context, the significant contribution of the quality of evidence criterion ob-
served in our study is also in line with recent publications highlighting the importance of
robust and mature clinical data in value assessment exercises [53-55].

The contribution of efficacy-related criteria is supported by the available evidence
indicating that dostarlimab may have favorable effects on OS and PFS compared with
pembrolizumab [56,57]. Although pembrolizumab may show higher PFS and duration of
response in specific subgroups, the available evidence for dostarlimab includes statisti-
cally significant OS in the overall population as the primary endpoint and more mature
evidence compared to pembrolizumab. These findings are also consistent with recent eco-
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nomic evaluations in which dostarlimab has been identified as a cost-effective option com-
pared with pembrolizumab or the durvalumab-plus-olaparib combination, particularly in
the dAMMR/MSI-H and pMMR/MSS populations [58,59]. Overall, the consistency between
the MCDA results and the clinical and economic literature reinforces the credibility of the
value estimates generated in this study.

From an economic perspective, the analysis has limitations as it was conducted using
publicly available economic data without taking into account potential pricing and reim-
bursement agreements at the national or regional level. Although the results favored
dostarlimab, qualitative findings suggested that pembrolizumab might offer advantages
under such agreements that were not considered. Since the completion of this work and
prior to its publication, the situation regarding pembrolizumab in Spain has changed [60].
Therefore, while the economic analysis remains relevant, the cost of treatments is an un-
certain factor, and as such, there are certain limitations to the results of this criterion. De-
spite the strengths of the MCDA methodology in capturing the multidimensional value
of therapeutic interventions, several limitations inherent to this approach apply to the pre-
sent study. Firstly, the EVIDEM framework is based on a predefined set of criteria, which,
while comprehensive, may not fully capture all potentially relevant dimensions of value
in specific clinical contexts. In addition, MCDA processes are subject to inherent cognitive
complexity and variability arising from expert deliberation, which has been widely re-
ported in the literature [41,44,61]. This includes potential biases related to the subjective
selection and weighting of criteria, particularly when hierarchical weighting strategies are
used. Although qualitative criteria were reported to contextualize ethical and subjective
aspects of value, these elements are inherently difficult to quantify and cannot be fully
integrated into the calculation of the total value contribution. Sensitivity analyses using
alternative weighting scenarios were not performed. Although such analyses may be use-
ful to explore the robustness of MCDA findings, they were not prespecified in the present
study, which was designed as a single structured elicitation exercise based on the prefer-
ences of the participating expert panel. Future MCDA studies in this setting could pro-
spectively incorporate sensitivity analyses to assess the impact of alternative weighting
assumptions on the overall value contribution. The focus of the study, restricted to the
Spanish healthcare system, represents another limitation, as it may limit the extrapolation
of the findings to other settings, despite recommendations supporting region-specific
MCDA analyses. While previous authors have recommended including patient perspec-
tives [40,62,63], putting this into practice remains challenging due to the lack of standard-
ized methodologies. Although patient input could not be included in this study, the expert
panel was highly robust, consisting of 12 oncologists and 13 HP representing 11 of the 17
ACs, ensuring a broad and meaningful professional perspective.

Finally, the contextualization of certain criteria relied exclusively on publicly availa-
ble information, as there was no access to confidential data, such as negotiated drug prices
or future financial agreements. The absence of head-to-head clinical trials and reliance on
price estimates derived from other indications further limit the accuracy of some compar-
isons. Future studies incorporating more mature clinical data and access to confidential
economic information could therefore provide additional value and refine the conclusions
of the present work.

The potential influence of sponsorship represents an important consideration when
interpreting the results of this study. Although the sponsor was involved in the funding
of the research, the selection of criteria, weighting, and scoring processes were conducted
independently by a multidisciplinary panel of external experts, following internationally
recognized methodological standards (ISPOR and EVIDEM). No individual-level scores
were modified or adjusted by the sponsor, and all value estimates reflect the aggregated
judgments of the participating clinicians and hospital pharmacists.
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5. Conclusions

The results obtained through a structured MCDA suggest that dostarlimab is a treat-
ment option that offers a higher overall value contribution for adult patients with ad-
vanced or recurrent primary EC, particularly in terms of OS, compared to other conven-
tional alternatives. This finding was observed across the two treatment comparisons eval-
uated and reflects the integration of available clinical evidence, expert judgement, and
contextual considerations within the Spanish healthcare setting. Pembrolizumab and
dostarlimab are currently the only options available to patients under the Spanish public
healthcare system; therefore, the comparison between these two treatments is particularly
relevant within the current Spanish healthcare context [51]. In terms of efficacy,
dostarlimab has demonstrated a statistically significant OS as the primary endpoint,
providing an overall benefit in the overall population and more robust clinical evidence.
In addition, available results suggest potentially more favorable long-term quality-of-life
outcomes and a manageable toxicity profile, which could promote treatment continuity
and adherence in clinical practice compared to pembrolizumab. Based on the available
evidence, the expert panel considered these attributes to favor dostarlimab over pembroli-
zumab. Nevertheless, these comparative findings should be interpreted with caution, as
they are not based on direct head-to-head evidence between dostarlimab and the compar-
ators, but rather on a structured assessment of the available evidence and expert scoring.

The assessment of contextual criteria further indicates that dostarlimab is generally
well aligned with the priorities of the national healthcare system, particularly regarding
access to innovative therapies for vulnerable patient populations. The expert-perceived
improvements in efficacy, HRQoL, and survival, together with the potential for long-term
optimization of healthcare resource use, support the consideration of dostarlimab as a
valuable therapeutic option in the management of first-line treatment for adult patients
with advanced or recurrent primary EC who are candidates for systemic therapy in Spain.
The MCDA methodology has played a crucial role in this study, as it provides a system-
atic, transparent, and multidimensional framework to support decision-making, enabling
a comprehensive evaluation of healthcare technologies based on various criteria beyond
clinical efficacy alone.

Supplementary Materials: The following supporting information can be downloaded at:
https://www.mdpi.com/article/10.3390/jcm15155808/s1, Table S1: Search strategy; Table S2: In-

cluded and excluded criteria;

Author Contributions: Conceptualization: M.-P.B.-G., CM.L., CM,, R.D,, F.S.; Methodology: A.C.,
A.A,; Data collection: M.-P.B.-G., CM.L., CM,, R.D., E.S., EC-MCDA Group; Formal analysis: A.C.,
A.A.; Writing—original draft preparation: A.C.; Writing—review and editing: M.-P.B.-G., CM.L,,
CM.,, RD, AA, ES,; Funding acquisition: A.C., A.A; Resources: A.C., A.A.; Supervision: M.-P.B.-
G., CML, CM, RD. F.S. All authors have read and agreed to the published version of the manu-

script.
Funding: This research was funded by GLAXOSMITHKLINE, S.A.

Institutional Review Board Statement: All procedures followed were in line with the ethical stand-
ards of the Declaration of Helsinki. Given the nature of the study, which did not involve the collec-
tion of clin-ical data from participants nor the evaluation of drugs or interventions in humans, ap-
proval from an ethics committee was not required, as defined in Royal Decree 957/2020, of 3 No-

vember , and in the Memorandum of Cooperation between Ethics Committees.

Informed Consent Statement: Informed consent was obtained from all subjects (scientific commit-
tee and external experts) involved in the study. Written informed consent has been obtained from

the scientific committee and external experts to publish this paper.

https://doi.org/10.3390/jcm15155808


https://doi.org/10.3390/jcm15155808

J. Clin. Med. 2026, 15, 5808

19 of 23

Data Availability Statement: All data presented in this study are available on the Supplementary

Materials. Further inquiries can be directed to the corresponding author.

Acknowledgments: This work was made possible through the collaboration of the members of the
EC-MCDA Group. The following members provided consent to be acknowledged individually: Al-
fonso Yubero, Hospital Clinico Universitario Lozano Blesa, Zaragoza; Ana Santaballa, Hospital Uni-
versitari i Politécnic La Fe, Valencia; Belén Padrén, Complejo Hospitalario Universitario de Ourense,
Ourense; Diego Soto, Hospital Clinico Universitario de Valladolid, Valladolid; Estibaliz Iza, Hospi-
tal Universitario de Cruces, Bizkaia; Fernando Galvez, Hospital Universitario Virgen de las Nieves,
Granada; Garbine Lizeaga, Hospital Universitario Donostia, Gipuzkoa; Javier Alvarez, Hospital
Universitario La Paz, Madrid; Laura Poyatos, Complejo Hospitalario Universitario de Caceres, Ca-
ceres; M.2 José Agustin, Hospital Universitario Miguel Servet, Zaragoza; Maria Quindés, Hospital
Universitario A Corufia, A Corufa; Mariam Soriano, Hospital Universitario Nuestra Sefiora de Can-
delaria, Santa Cruz de Tenerife; Paz Pacheco, Hospital Clinico San Carlos, Madrid; Purificacién Esté-
vez, Hospital Universitario Virgen del Rocio, Sevilla; Ratl Lépez, Hospital Universitario de Toledo,
Toledo; Santiago Gonzalez, Hospital Universitario San Pedro de Alcantara, Caceres; Sara Garcia,
Complejo Hospitalario Universitario de Canarias, Santa Cruz de Tenerife; Maria Josep Carreras,
Hospital Universitari Vall d"Hebron, Barcelona. Additionally, we would like to thank Maria Soler
and Daniel Pinto from Outcomes’10 (a ProductLife Group Company) for their support during pro-

ject development.

Conflicts of Interest: Maria-Pilar Barretina-Ginesta reports personal fees for consultancy services,
lectures, membership of advisory boards, as well as travel allowances from AstraZeneca, GSK, MSD,
AbbVie, Eisai, Regeneron, Genmab, and Pharmaé&. She also holds an unpaid position as Vice-Pres-
ident of GEICO. Cristina Martin Lorente reports funding for the present work from GSK, as well as
personal fees for consultancy, lectures, and travel allowances from AstraZeneca, GSK, MSD, and
Pharmaé&. Constanza Maximiano reports funding for the present work from GSK, as well as per-
sonal fees for consultancy, lectures, expert testimony, advisory board participation, and travel sup-
port from AstraZeneca, GSK, AbbVie, PharmaMar, and MSD. Ratl Diez reports personal fees for
consultancy from AstraZeneca, Pfizer, Novartis, and GSK, as well as honoraria for participation in
educational activities (Actualfarma Congress and Aula y Ciencia: Best of ASCO). He reports no
other conflicts of interest. Francesc Soler reports funding for the present work from GSK and per-
sonal fees for consultancy from GSK. Ana Calvo Barbero and Asis Ariznavarreta Martin are em-
ployees of Outcomes’10 which received funding from GSK for contributions to the study design,
data collection, analysis and interpretation, project coordination, and manuscript preparation. All
external experts received honoraria for their participation according to standard fair-market-value

procedures.

Abbreviations

The following abbreviations are used in this manuscript:

ACs Autonomous communities

AE Adverse event

CPG Clinical practice guidelines

CSI Critical & Sensitive Information

dMMR Deficient mismatch repair

dMMR/MSI-H Deficient mismatch repair / microsatellite instability-high

EC Endometrial cancer

EC-MCDA Endometrial cancer multi-criteria decision analysis

ESMO European Society of Medical Oncology

ESMO-MCBS European Society of Medical Oncology Magnitude of Clinical Benefit Scale
EVIDEM Evidence and Value: Impact on Decision Making

GRADE Grading of Recommendations, Assessment, Development and Evaluation
HP Hospital pharmacist(s)
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HRQoL Health-related quality of life
HTA Health technology assessment
ISPOR International Society for Pharmacoeconomics and Outcomes Research
MCDA Multi-criteria decision analysis / multicriteria decision analysis
MeSH Medical Subject Headings
MMR Mismatch repair
MSI Microsatellite instability
MSI-H Microsatellite instability-high
MSI-L Microsatellite instability-low
MSS Microsatellite stable / microsatellite stability
(O8] Overall survival
PFS Progression-free survival
pPMMR Proficient mismatch repair
PMMR/MSS  Proficient mismatch repair / microsatellite stable
PROs Patient-reported outcomes
QoL Quality of life
SC Scientific Committee
SD Standard deviation
SEOM Spanish Society of Medical Oncology
Vx Value contribution of each quantitative criterion
Wx Normalized weight
Sx Standardized score
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