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Abstract

Objectives:The reimbursement process for innovative health technologies inHungary lacks any
formalized assessment of clinical added benefit (CAB). The aim of this research is to present the
development, retrospective testing, and implementation of a local assessment framework for
determining the CAB of cancer treatments at the Department of Health Technology Assessment
of the National Institute of Pharmacy and Nutrition in Hungary.
Methods: The assessment framework was drafted after screening existing methods and a
retrospective comparison of local reimbursement dossiers to that of German and French
methods. TheMagnitude of Clinical Benefit Scale of the European Society forMedical Oncology
was chosen to rate the extent of CAB in oncology, as part of a conclusion complemented by the
assessment of endpoint relevance and the quality of evidence. Several rounds of retrospective
assessments have been conducted involving all clinical assessors, iterated with semistructured
discussions to consolidate divergence between assessors. External stakeholders were consulted to
provide feedback on the framework.
Results: Retrospective assessments resulted in average more than 75 percent concordance
between assessors on each element of the conclusion. Input from ten stakeholders was also
incorporated; stakeholders were generally supportive, and they mostly commented on the
concept, the elements of the framework, and its implementation.
Conclusions: The procedure is suitable for routine use in the decision-making process to
describe the CAB of antineoplastic technologies inHungary. Further extension of the framework
is required to cover more disease areas for structured and comparable conclusions on CAB of
innovative health technologies.

Health technology assessment (HTA) is an evidence-based scientific method used to assess the
added value, and ultimately, the reimbursement of innovative health technologies. In order to
help local decisionmaking, some national HTA bodies provide a conclusion on the clinical added
benefit (CAB) of health technologies in their remit (1). However, the exact procedure of
formulating a conclusion on CAB is unique to each setting, as policy goals, methodological
guidelines, capacities, and other technical circumstances may differ (2). European HTA bodies,
such as the ones operating in Germany (Institut für Qualität und Wirtschaftlichkeit im Gesund-
heitswesen—IQWiG) (3) or France (Haute Autorité de Santé—HAS) (4) have developed their
own classification systems to assess CAB; other countries like Hungary have not done so. The
reason for this delay might be related to the legal framework and resource constraints of HTA in
the Central and Eastern European region, which has been discussed by other researchers (5;6).

Although frameworks already exist for making recommendations in clinical practice (e.g.,
GRADE) or in reimbursement decision making (the ones used by HAS or IQWiG), their
modification is not advised (7). Adopting other agencies’ classification is also not trivial as
according to Boucaud-Maitre et al. (8), there were not more than 50 percent concordance in
ratings betweenHAS and IQWiG, discrepancies potentially caused by differences in choosing the
locally appropriate comparators and target populations. This raises the need for the development
of a new, tailored framework, which could facilitate evidence-based reimbursement, in adherence
with tasks, timelines, the local legal environment, and resource constraints in the daily routine of
Hungarian HTA. Moreover, the legislation of the European Commission on joint clinical
assessments for health technologies envisages an environment where sufficient information is
available to conclude on the added benefit (9).

We propose a procedure embracing the Magnitude of Clinical Benefit Scale developed by the
European Society forMedical Oncology (ESMO-MCBS) as a core component to assess the extent
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of CAB for antineoplastic medicines. The ESMO-MCBS scores
drugs based on their impact on survival (baseline score) but enables
upgrading/downgrading based on toxicity and quality of life out-
comes (adjusted score) into a three-point (A–C) or a five-point
(1–5) scale depending on curative and noncurative settings,
respectively (10).

The aim of this research is to present the development, pilot
testing, stakeholder consultation, and implementation of the pro-
posed framework for assessing the CAB of antineoplastic drugs at
the Department of HTA of the National Institute of Pharmacy and
Nutrition (NIPN).

Methods

The design process of the framework can be divided into the steps of
drafting, testing, feedback assessment from stakeholders, and
implementation. Internal and external phases can be distinguished
bywhether the contributors of the steps were employees of NIPN or
other stakeholders are involved (Figure 1).

Review and Retrospective Analyses of Local Reimbursement
Dossiers

First, two medical assessors screened the document repositories of
European HTA agencies for current practices on CAB assessment.
We concluded on using the Transparency Committee Doctrine of
HAS (4) and the General methods v6.1 of IQWiG (3) as a basis for
the development of our procedure.

In order to investigate whether the distribution of CAB categor-
ies of dossiers submitted to NIPN was similar to those evaluated by
HAS and IQWiG, retrospective analysis was performed on all
reimbursement dossiers (irrespective of their indication) submitted

to the Department of HTA in 2019 and 2020. The corresponding
clinical added value (CAV) was retrieved from the assessments
published on HAS’s website. Categories CAV I–II were merged
as “Major added value.” This allowed us to perform a comparison
with the distributions of CAV categories presented in a recently
published study (8) comparing the scoring systems of IQWiG and
HAS. Next, the reimbursement submissions were categorized based
on the authorized therapeutic indications.

Internal Development

Adraft framework was proposed and then further elaborated in two
rounds of internal discussions, with emphasis on the feasibility of
the proposed procedure.

Retrospective Testing

The retrospective testing and the implementation of the framework
were done in four consecutive rounds. First, the matured draft
version of the procedure was piloted by two previously uninvolved
assessors, and their feedback was also discussed and incorporated
into the documentation. They evaluated two current reimburse-
ment dossiers using ESMO-MCBS and compared them to the
published score available at the ESMO website (round #1). Add-
itional rounds (#2–#4) of retrospective assessments involved all
available clinical assessors (n = 7 or 9) to identify any divergence
and to build consensus on handling such cases.

Feedback from Stakeholders

A call for open consultation and aworking paper onCABwas posted
on thewebsite ofNIPNon 15 June 2021, with a deadline for feedback

Figure 1. The schematic representation of the framework development.
The designing of the framework can be divided into the steps of development, retrospective testing and feedback, and implementation; we can also distinguish internal and external
phases, depending on whether the contributions were made solely by NIPN employees or if other stakeholders were involved.
Notes. Some retrospective test and the stakeholder consultation were performed simultaneously, for time-saving purposes.
CAB, clinical added benefit; NIPN, National Institute of Pharmacy and Nutrition; SOP, standard operating procedure.
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on 17 September 2021. Disseminationmaterials briefly described the
procedure of formulating the conclusion on the CAB in general, and
its potential impact on the reimbursement process. There was no
restriction on who could reply to the call, but twenty-four entities
(patient organizations, medical societies, academic centers, public
bodies, industry associations, and consultancy firms) were invited to
comment on the working paper. A self-administered questionnaire
was provided for stakeholders in which respondents could express
their response on a four-level Likert scale to a predefined set of
questions on four different domains (Supplementary Table 2). Their
feedback was also gathered as comments without restrictions via a
standardized commenting form which included the lines number of
the beforementioned disseminationmaterials and the category of the
comment (major/minor/linguistic) for each comment. After closing
this consultation period, the working group developed consolidated
answers for each comment. The working paper and the framework
itself were amended if deemed necessary.

Implementation

Broad internal discussions were performed to integrate the results
of pilot (round #1) and retrospective testing (round #2–4) as well as
the input from stakeholders. These discussions were used to elicit
questions to be answered in order to reach alignment on procedural
and methodological details for the implementation of concluding
on CAB (i.e., integration into the Department’s assessment pro-
cedure). The Department’s internal knowledge repository was used
to capture all relevant findings and to facilitate dissemination
among assessors. Eventually, a summary of the framework was also
anticipated for publication to inform stakeholders.

Results

Review and Retrospective Analysis of Reimbursement Dossiers

As a result of the review, several factors were identified which can
influence the conclusion onCAB in the assessments ofHTA bodies:
disease severity, innovation, unmet need, relevance of endpoints,

magnitude of benefit, quality of evidence, public health importance,
and patient value. Table 1 presents the distributions of CAB/CAV
categories of dossiers submitted to NIPN in 2019–2020 as classified
by HAS and published CAV/CAB categories of dossiers from HAS
and IQWiG in 2011–2017 (8). The distribution of CAV categories
among dossiers evaluated by both HAS and NIPN in 2019–2020
does not differ strikingly from those evaluated by HAS in 2011–
2017 (8). However, there was a substantial proportion of dossiers
which was not evaluated by HAS but was submitted to NIPN
(23 percent). Moreover, between systems used by different coun-
tries the differences are more prominent: IQWiG tends to consider
more pharmaceutical products to be characterized with “Major”
clinical benefit, whereas HAS rarely uses this category (8). These
results together emphasized the need for developing a system
tailored to Hungary.

Most evaluated compounds belonged to the field of oncology
and hematology (41 percent), followed by rheumatology (11 per-
cent), neurology and psychiatry (9 percent), cardiovascular diseases
(9 percent), and immunology (5 percent).

Internal Development

Based on our targeted review of other HTA bodies’ guidance, we
concluded that the determination of CAB is influenced by the
nature of the considered endpoint(s), the extent of the difference
compared to the comparator, and the reliability and accuracy of the
results.

To align the current practices with the formulation of the
conclusion on the CAB, the four domains in the developed frame-
work are considered as equal contributors to the conclusion:

(i) information on the relevance of the considered clinical end-
points;

(ii) the existence/extent of the added benefit, and
(iii)–(iv) the quality of evidence supporting it, which has two

subdomains: (iii) the level of evidence and (iv) the risk of bias (RoB)
associated with it in the cases of clinical trials.

To evaluate the relevance of an endpoint, we rely on the guide-
lines’s recommendations (11–13): In the case of a life-threatening

Table 1. Comparison of the Distribution of CAB/CAV Categories Across Dossiers Submitted to HAS, IQWiG, and NIPN

CAV categories reported by Boucaud-Maitre et al, 2020

NIPN retrospectively assigned CAV levels retrieved from HAS
(2019–2020) n = 213 (102 in 2019 and 111 in 2020) HAS (2011–2017) IQWiG (2011–2017)

Category n (%)
% of evaluated by

HAS Category n (%) Category n (%)

CAV I/II (major/
important)

4 (1.9) 2.4 CAV I/II (major/important) 2 (1.0) Major 20 (10.5)

CAV III (moderate) 25 (11.7) 15.2 CAV III (moderate) 31 (16.2) Considerable 32 (16.7)

CAV IV (minor) 43 (20.2) 26.2 CAV IV (minor) 57 (29.8) Minor 16 (8.4)

CAV V (no improvement) 75 (35.2) 45.7 CAV V(no improvement) and CAV
insufficient*

101 (52.9) No proof of
benefit

106 (55.5)

CAV insufficient 17 (8.0) 10.4 Not quantifiable 15 (7.9)

Not evaluated by HAS 49 (23.0)

Total 213 (100.0) 100.0 Total 191 (100.0) Total 191 (100.0)

Notes. 2011–2017 HAS and IQWiG classifications were adapted from Boucaud-Maitre et al, 2020, in the case of NIPN 2019–2020 we present the retrospectively assigned HAS classification
categories retrieved from HAS’s website. * these two categories are merged in Boucaud-Maitre et al, 2020.
CAB, clinical added benefit; CAV, clinical added value; HAS, Haute Autorité de Santé; IQWiG, Institut für Qualität und Wirtschaftlichkeit im Gesundheitswesen; n, number of assessed dossiers;
NIPN, National Institute of Pharmacy and Nutrition.

International Journal of Technology Assessment in Health Care 3

https://doi.org/10.1017/S0266462322000411 Published online by Cambridge University Press

https://doi.org/10.1017/S0266462322000411


disease, mortality as an endpoint or survival endpoints are the most
relevant and morbidity and/or quality of life are secondary. In case
of non-life-threatening diseases, morbidity and quality of life end-
points are preferred. We consider endpoints relevant for patients if
they are associated with either improved overall survival or
improved/sustained quality of life.

We decided to use the ESMO-MCBS for scoring the extent
(magnitude) of clinical benefit of antineoplastic drugs.We assigned
categories for determining the extent of benefit from the ESMO-
MCBS scores (Supplementary Table 1). Scores A and 5 were con-
sidered as “Major added benefit,” scores B, 4, and 3 as “Important,”
and scores C and 2–1 were categorized as “Minor added benefit.” In
cases where statistically significant difference on a relevant end-
point in the PICO of the reimbursement submission was not
observed (e.g., because a single-arm study does not have the com-
parator determined by PICO), we assigned the categories ‘No proof
of benefit’ or the category ‘Not quantifiable’ in cases where meth-
odological issues emerged as well.

In the case of indirect comparisons, where the dual rule of the
ESMO-MCBS cannot be used (only relative efficacy can be derived,
direct comparison is not available), we are not able to determine the
extent of CAB. However, the conclusion on the existence of CAB
always preludes the conclusion on its extent. First our conclusion
includes information on the existence of the CAB: (i) the existence of
the CAB is possible; (ii) it is not proven (=No proof of benefit), or
(iii) it cannot be determined based on the presented evidence (=Not
quantifiable). If the existence of CAB is possible—in the cases of
direct comparisons—we can extend the conclusion with determin-
ing its extent.

Classification of the level of evidence was adapted from one of
the published SOPs of ESMO (14). Different levels of evidence were
merged into a simplified rating scale with the categories of high–
moderate–low levels of evidence (Supplementary Table 3).

• HIGH: large, good quality randomized controlled trials (RCT)
andmeta-analyses of these without considerable heterogeneity.

• MODERATE: small RCTs or large RCTs with susceptible bias and
meta-analyses of these or meta-analyses with considerable
heterogeneity or indirect comparison.

• LOW: cohort studies, case reports, and indirect comparisons
(15) where the methodology is not clearly presented in the
submitted application for reimbursement or if the indirect
comparison carries serious methodological flaws.

Due to capacity constraints, the conclusion refers to an external
source of RoB assessment (e.g., from IQWiG/EUnetHTA reports,
Cochrane, or other published sources) for the time being.

Retrospective Testing

The framework was tested in the field of oncology. In the pilot
round #1, the results were consistent with the scores published on
the ESMO website.

As a next step, all clinical assessors of the Department retro-
spectively evaluated submission dossiers in three consecutive
rounds (three different dossiers in each round, with increasing
complexity). Average results had more than 75 percent concord-
ance between assessors on each element of the conclusion in all
rounds, except for two categories (“RoB” (51.7 percent in round #2)
and the category “Endpoint relevance” (61.9 percent in round #4;
Supplementary Table 4). The highest concordance rates between
assessors were observed regarding the levels of evidence and the
baseline ESMO-MCBS scores (Table 2). The causes of the discord-
ance, in the cases of adjusted ESMO-MCBS scores, were due to the
different evaluation of toxicity, or in cases of dossiers requiring
adjustments based on progression-free survival (PFS) plateaus. As
for the categories representing the extent of benefit, the concord-
ance between assessors was high in most cases. The low concord-
ance initially observed regarding the RoB was caused by the
differences on the whole study level versus the RoB associated with
the relevant endpoints. The lowest concordance was found regard-
ing the endpoint relevance.

Each round was followed by detailed discussions, and the
internal guidance was consensually revised to cover the questions
raised during assessments. These questions concerned incomplete
data regarding toxicities, evaluation of RoB, and decisions on end-
point relevance. The experts of ESMO have been consulted via
email on certain issues related to subgroup analyses, evaluation of
PFS plateaus, and indirect comparisons. For clarifying questions
regarding toxicity-related downgrading, the Department of Phar-
macovigilance at NIPN was contacted.

Feedback from Stakeholders

Finally, ten stakeholders responded to the call from which two
responded only to the questionnaire and two responded only to
the commenting form, while six participants provided feedback via
both instruments.We received one response from academic centers
and one from public bodies and two responses from each of the
following entities: patient organizations, medical societies, industry
associations, and consultancy firms.

A total of seventy-two comments were received from eight
participants on the standardized commenting form. In general,
the initiative to develop a new procedure to assess CAB was
welcomed by all stakeholders and it was also agreed that the

Table 2. Concordance Between Assessors During the Three Rounds of Retrospective Assessments

Extent of CAB

Pilot test round no. Endpoint relevance Category
Baseline score with

ESMO-MCBS
Adjusted score with

ESMO-MCBS Level of evidence Risk of bias

Round #2 n = 7 85.7% 83.3% 100.0% 76.2% 85.7% 57.1%

Round #3 n = 9 77.8% 76.9% 100.0% 77.8% 88.9% 85.2%

Round #4 n = 7 61.9% 90.5% 76.2% 76.2% 90.5% 90.5%

Average (SD) 75.1% (15.1) 83.5% (6.2) 92.1% (11.9) 76.7% (13.8) 88.4% (2.7) 77.6% (13.6)

Notes. Round #1was a small volume pilot therefore that is not presented here. In each round, three different dossiers were retrospectively evaluated. Each round consisted of three previously not
evaluated dossiers. From round to round, the complexity of the evaluated dossiers increased.
CAB, clinical added benefit; ESMO-MCBS, European Society for Medical Oncology – Magnitude of Clinical Benefit Scale; n, number of participating medical assessors.
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proposed framework would greatly contribute to an increase in the
quality of assessment reports in Hungary. Most of the responses
were concerned with the following topics: (i) concepts used in the
framework; (ii) aspects considered during the formulation of the
conclusion on CAB, and (iii) methodology to decide on the extent
of CAB. Patient organizations andmedical associations shared their
opinion mainly about relevant outcomes, emphasizing that
patients’ perspective is important to be included. Industry associ-
ations, consultancy firms, and academic centers provided in-depth
feedback concerning methodological issues, including the assess-
ment of available evidence, the relevance of endpoints, and the
classification of CAB in the final conclusion. After careful consid-
eration, their suggestions were implemented and the framework
was refined accordingly.

Eight out of ten stakeholders filled in the questionnaire. Answers
were regrouped as concordant (fully agree, rather agree) and dis-
cordant (fully disagree, rather disagree) responses. The system
describing the quality of clinical evidence was welcomed. Opinions
were also generally supportive about the scale used to score the
extent of CAB and all of the respondents had a positive attitude
toward the implementation of the ESMO-MCBS and shared the
opinion that the proposed framework might improve the quality of
HTA reports (questions D2 and A4, respectively, in Figure 2).

Kendall’sCoefficient ofConcordance (Kendall’sW)was calculated
to assess the concordance of responses between stakeholders. The
coefficient was found to be significant with a value of .367 (p = .002)
that can be interpreted as a fair agreement in this context (16).

Implementation

In terms of operative issues, the final version the working paper was
shared with the stakeholders and the rollout date of 1 Jan 2022 was
agreed upon internally; a set of common phrases for the assessment
template were drafted to ease reporting. A sequential escalation

procedure was designed to support the clinical assessors, should
uncertainty in formulating the conclusion on CAB arise.

Figure 3 presents the procedural steps of the consolidated
framework as it is formally implemented in the assessment proced-
ure. Determination of CAB is based on the scientific evidence
submitted by the Applicant, determining the PICO structure of
the analysis. The targeted literature review serves to decide whether
higher quality scientific evidence is available.

The HTA report examines and uses common phrases to con-
sistently report the relationship between the characteristics of the
CAB and the incremental health gain quantified in the
cost-effectiveness analysis. The outcomes considered in determin-
ing the CAB are expected to be the same or overlap to a large extent
with the outcomes that are the source of the incremental
health gain.

Discussion

This paper describes the development, pilot and retrospective
testing, stakeholder input assessment, and implementation of a
framework designed for concluding on CAB in Hungary. Although
many elements of this framework are already in use and assessed in
the critical appraisals, a standardized and transparent system is
lacking.

Using frameworks similar to the one presented here to guide the
value assessment of health technologies is not unique. Recent
research shows that such value frameworks are being tailored to
geographic regions and types of health technologies (17). Using
existing frameworks, like ESMO-MCBS, in a national setting is not
unique either. In Korea, the American Society of Clinical Oncology
and the ESMO-MCBS were adapted to produce a reliable frame-
work (18). In Canada, multicriteria decision analysis methods were
applied to the development of a value assessment framework for
antineoplastic drugs. In addition, researchers validated the

Figure 2. Distribution of stakeholder responses.
In total, ten stakeholders provides feedback from which two did not answer the questionnaire and two did not give any additional comments. Figure shows the responses of eight
stakeholders to the questionnaire.
*missing values= 1; **missing values= 2. A1-D2: IDs of questions of the stakeholder questionnaire (see Supplementary: stakeholder questionnaire). Domain A: feedback regarding
the procedure of drawing conclusion on CAB (clinical added benefit). Domain B: feedback regarding the system used for describing the quality of evidence. Domain C: feedback
regarding the scale used for scoring the extent of CAB. Domain D: feedback regarding the therapeutic field chosen for introduction (solid tumors).
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framework by assessing the correlation of the resulting scores and
ESMO-MCBS thresholds for meaningful benefit (19). In Slovenia,
the overall time to access novel antineoplastic pharmaceuticals and
its correlation with ESMO-MCBS scores were assessed. Researchers
found that time to access is similar for drugs with or without
substantial CAB. According to their conclusion, integrating the
ESMO-MCBS into reimbursement deliberations could improve
access to drugs with substantial clinical benefit (20). A similar
analysis is planned in Hungary after our framework is
routinely used.

The proposed procedure could serve as a pillar for the charac-
terization of the relationship between the CAB and the incremental
health gain quantified in the cost-effectiveness analysis. A recently
published article about HAS’s system (21) found convergence
between the independent clinical and economic appraisal pro-
cesses: the CAV rating is positively associated with the disease
severity, the quality-adjusted life-year gain provided by the drug,
and the validation of the incremental cost-utility ratio in the
Economic Opinion. A similar validation process could be per-
formed in the case of our framework in the future.

One limitation of this research is that the extent of CAB is
currently based on the ESMO-MCBS. Although 41 percent of
reimbursement dossiers concern treatments for oncological dis-
eases, there is a need to develop guidance for other therapeutic
areas. In cases where the ESMO-MCBS cannot be used (indirect
comparisons and therapeutic areas other than solid tumors) we can
only give conclusions on the possibility of the existence of CAB
instead of categorizing its extent. This is an area for further devel-
opment.

We are aware that the ESMO-MCBS is not free from bias itself
(22). The developing authors proposed an updated version of the
scale, which could deal with hematological malignancies as well and
incorporates guidelines for meta-analyses to be evaluated (23). It is
also notable that ESMO states that therapies with scores A–B or 4–5
are characterized with substantial clinical benefit. Our categoriza-
tion is somewhat more rigorous; we consider therapies scoring A or
5 as representing a major added benefit. We argue that innovative
therapies often come at a significant cost; it is important to distin-
guish therapies with the highest CAB. Adaptation of the ESMO-
MCBS for HTA purposes is not exceptional; the Austrian Institute
for Health Technology Assessment also incorporated it in its
assessments, and they also adapted the scoring system for their
purposes (24). The authors found that a minority of the assessed
dossiers met the meaningful benefit criteria and concluded that
both the original and the modified ESMO-MCBS can help to
identify potentially beneficial cancer medications and thus support
the fair allocation of limited healthcare resources. Furthermore, a
recent analysis of oncological approvals in Europe highlighted that
using ESMO-MCBS in the assessment of drug dossiers and reim-
bursement negotiations, especially for drugs with low or question-
able clinical benefit, might be beneficial (25).

One might notice that the last round of retrospective assess-
ments resulted in a slightly lower concordance rate than the
previous ones in the cases of endpoint relevance and adjusted
ESMO-MCBS scores. In our opinion, the reason for this was the
increasing complexity of dossiers selected for retrospective analysis
(more advanced diseases often with surrogate endpoints and older
dossiers where updatedOS results were available). The adjustments

Figure 3. Schematic presentation of the process of formulating conclusion on CAB.
*In cases where the conclusion cannot be drawn on the extent, we provide conclusion only on the existence of CAB.
**High: large, good quality randomized controlled trials (RCT) andmeta-analyses of these without considerable heterogeneity. Moderate: small RCTs or large RCTs with susceptible
of bias and meta-analyses of these or meta-analyses with considerable heterogeneity or indirect comparisons. Low: cohort studies, case reports, and indirect comparisons where
the methodology is not clearly presented in the submitted application for reimbursement or if the indirect comparison carries serious methodological flaws. Further details are
presented in Supplementary Table 2.
***Categories based on use of an internationally accepted tool (e.g., GRADE or Cochrane RoB2).
CAB, clinical added benefit; PICO, population-intervention-comparator-outcome.
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for ESMO-MCBS baseline scores can result a higher value if
reduced toxicity or improvement in quality of life is observed.
In studies where the primary endpoint is not OS, adjustments
consider the survival advantage as well. In the cases of adjusted
ESMO-MCBS scores in our retrospective assessments one cause of
discordance was the evaluation of toxicity, since formal statistical
hypothesis testing was rarely carried out. Determination of PFS
plateaus is also a critical point and requires aid from a statistical
expert. The relevance of endpoints might be up for scientific debate.
According to the EUnetHTA and EMA guidelines, the primary
interest is survival in life-threatening diseases, but in individual
situations, other survival-related outcomes could serve as a good
primary endpoint if the OS results are supporting it (e.g., diseases
where progression is a validated surrogate for OS). These situations
are not always self-evident and require a consolidated position of
the assessors.

The lack of validation of the proposed framework to already
existing value frameworks may be viewed as a limitation. However,
we argue that a perfect alignment could also mean that it is
unnecessary to use an assessment method other than the reference.
One may also suggest that the CAB assessment should be extended
beyond the scientific evidence directly supporting the economic
analysis through conducting a full-scale systematic review. We
reply that we follow the concept of critical assessment ensuring
the best possible evidence is used for the analysis by a necessary
confirmatory, targeted literature review. Using the assessment of an
external party on RoB can be identified as a limitation, yet we
consider it to be a necessary temporary solution to optimize
resource use.

Our conclusion on CAB consists of four elements, which are
intentionally not merged into a single score. This way the potential
loss of relevant information is lower; however, direct comparison
with other European systems is more difficult.

According to their feedback, the concept of the framework is
welcomed by local stakeholders, who generally supported the
framework and its introduction into the local HTA process. How-
ever, proposals concerning some methodological issues were
received and refinements of the framework were amended as a
response to stakeholder feedback. In the questionnaire, most dis-
agreements were found regarding the framework’s usefulness in the
learning process of stakeholders and details of the ESMO-MCBS,
primarily due to the limited awareness of stakeholders about these
attributes. It should also be mentioned as a limitation that further
assessment of stakeholder answers was restricted due to the low
number of responses.

The public consultation of the procedure contributes to the
transparency of the development and strengthens the validity of
its use for decisionmaking. The conclusion onCAB can accompany
the formerly proposed conceptual framework (26) of assessing
sources of uncertainty in the cost-effectiveness analyses submitted
in the reimbursement dossiers. Finally, the assessment of CABmay
contribute to transparently formulate the position of NIPN in the
appraisal committees.

Some aforementioned methodological issues are subjects of
future research. First, additional questions may arise from the
definition of a clinically or patient-relevant endpoint that can be
well defined for patients with certain diseases, for other diseases
might be the subject of debate or evolving over time with the
development of medical science. First, our basic rule is that a
CAB measured on a patient-relevant endpoint must be supported
with either increased life expectancy or increased/sustained quality
of life. Second, the conclusion on CAB does not currently include

information on the extent and significance of the innovation,
unmet medical need, the severity of the disease, and its public
health significance, all of which may be important considerations
for deciding on reimbursement.

Conclusion

We demonstrated the development, retrospective testing, feedback
assessment, and implementation of a procedure for describing the
CAB of pharmaceuticals, specifically tailored for the local health
policy environment in Hungary.

Considering its strengths and limitations, we believe the pro-
posed procedure is suitable for routine use in the local decision
making on pharmaceutical treatment of solid tumors in Hungary.
However, extensions of the framework are required to cover more
disease areas to provide structured and comparable conclusions on
CAB of innovative health technologies.
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