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Abstract: Early access to medicines allows the prescription of a medicine before it is available in
the public formulary to patients with severe or rare diseases with high unmet needs who have no
authorised therapeutic alternatives available. In this context, consistent decision making is difficult,
and a systematic assessment procedure could be useful to tackle complex situations and guarantee the
equity of medicines’ access. A multidisciplinary panel (MP) conducted four workshops to develop
an early access framework based on a reflective multiple criteria decision analysis (MCDA). A set of
12 criteria was agreed: eight quantitative (severity of disease, urgency, efficacy, safety, internal and
external validity, therapeutic benefit and plausibility) and four qualitative (therapeutic alternative,
existence of precedents, management impact and costs). Quantitative criteria were weighted using
a five-point scale. The relative importance of quantitative criteria had mean weights from 4.7 to
3.6, showing its relevance in the decisions. The framework was tested using two case studies, and
reliability was assessed by re-test. The re-test revealed no statistical differences, indicating the
consistency and replicability of the framework developed. MCDA may help to structure discussions
for heterogeneous treatment requests, providing predictability and robustness in decision making
involving sensitive and complex situations.

Keywords: early access; multicriteria decision analysis; MCDA; drug policy; assessment; pharmaceuticals

1. Introduction

Medicines in European countries require a marketing authorisation granted to confirm
quality, efficacy and safety before they can be placed on the market [1,2]. Additionally, other
milestones have to be reached before the medicine is commercially available to patients,
including health technology assessment (HTA) and decisions on pricing and reimbursement
(P&R) [2–4]. HTA measures the added value of a new health technology compared to
existing ones to formulate health policies and support decisions about coverage at a national
level. For this, HTA assesses the best evidence on relative efficacy/effectiveness, safety,
relevance to the quality of life and economic aspects [2,4,5]. Thus, post-authorisation
procedures aim to guarantee the provision of treatments with added value and benefit to
the maximum number of patients while ensuring public health care sustainability [5].

In order to optimise patient access to disruptive innovation, the European Medicines
Agency (EMA) has implemented pathways to accelerate access to market to medicines
addressing unmet needs, such as the priority medicines scheme (PRIME). Additionally,
approvals under special circumstances (conditional or exceptional) rely on less compre-
hensive data at the time of decision than normally required, with missing information
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being collected at later stages [6]. Through lowering the standard of evidence required for
authorisation, new challenges arise to HTA bodies and payers, who now lack robust data
and face substantial uncertainty to decide in regard to efficacy, safety and cost impact.

The unprecedented speed of new medicine’s approval in recent years parallels in-
creasing prices, uncertainties in clinical benefit and comparative effectiveness and cost-
effectiveness, and progressively constrained budgets. Thus, policy and health decision-
makers have to tackle to balance multiple objectives of health care systems: access to
innovation, fairness and equity while ensuring efficiency and sustainability [7]. This com-
plex scenario has prolonged the duration of the final access phase, leading to what is
referred to as market access barriers [7]. The gap between the time the medicine is ap-
proved by a regulatory agency and the moment is commercially available for prescription
can be notably long, and the scientific literature indicates significant timely differences
between European countries, especially in orphan drugs and oncology treatments [3,4,8].

Delay in access becomes an ethical dilemma in clinical areas for which therapeutic
needs are huge [9,10] and for people with serious, debilitating or life-threatening diseases
without available treatment options due to comorbidities, exhaustion of all treatment
options, adverse events, among others [10,11]. Lack of patient early access to promising
innovation may represent huge individual opportunity costs when available information
suggests that accessing a treatment earlier in the progression of a patient’s pathology may
avoid health deterioration, which will otherwise occur due to long waiting times until
official market authorisation. To fulfil special needs and to overcome access barriers to new
promising medicines in severe conditions with high unmet medical needs, early access
to medicines allows their provision before completing all the regulatory and/or access
decisions [3,12]. To this end, most countries have implemented some mechanisms as a
gateway to the prescription of medicines when they are not available through standard
procedures [12].

In Spain, the Royal Decree (RD) 1015/2009 regulates the availability of medicines
in special situations (MSS) [13]. The RD establishes the following: (1) requirements for
compassionate use of medicinal products in clinical research for patients who are not
part of a clinical trial; (2) conditions for off-label use of medicines; and (3) access through
importation to unauthorised medicines in Spain provided that they are lawfully authorised
or already marketed in other countries. In all of the previous circumstances, the RD states
the exceptionality of these medicines usage by limiting it to patients with no therapeutic
alternatives authorised. Although not foreseen in the RD, managing new indications for
which public coverage decisions have not yet been made is also a challenging situation [14].
The need to incorporate the “pre-reimbursed” (i.e., not yet covered) indications in the
RD has been previously highlighted [15]. In order to meet the conditions set out in the
RD for MSS use, hospitals perform an evaluation of each case through the Pharmacy and
Therapeutic Committees (PTC) and an individual authorisation is issued [16].

While the clinical benefits that early access can bring to those patients in need are
recognised, the use of MSS and pre-reimbursed indication may generate strains in the
system, as their financial coverage is not clearly established in the Spanish legislation.
In addition, the individual nature of the decisions and the atomised and uncoordinated
assessments carried out in different healthcare centres by the PTC may be a source of
inequity since the treatment indication decision may differ between them. In addition,
the treatment cost is often high and non-negotiable at this stage of the procedure, which
increases the financial burden to hospitals in a way unpredictable to foresee. The acceptance
of the marketing authorisation holder price at this point could perfectly interfere with the
P&R procedure and decision afterwards. In rare diseases, consecutive decisions may
lead to a substantial proportion of the target population being treated at high foreign
prices so that there is no incentive to request or accept lower local pricing to the company.
Additionally, the possibility that the medicines/indication is finally financed but with some
restrictions (sub-populations or sub-indications) [4] or finally not reimbursed in Spain can
generate access inequity between patients who have been treated in an early-access stage
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versus those that are treated after P&R decision is made. Moreover, clinicians’ relative
unfamiliarity with the regulations can lead to inappropriate access requests, and therefore,
health managers have to deal with clinicians’ and patients’ expectations. Situations as
previously described are a source of confusion and discomfort among physicians, patients
and payers.

Some European countries have developed programmes for drug access before a
P&R is decided, such as the French Temporary authorisation for use (ATU) or the early
access to medicines (EAMS) in the UK. The ATU programme has been running in France
since 1994 and allows access before the completion of P&R negotiations. Access to pre-
authorised medications in France may be granted through the nominative ATU (nATU:
for an individual patient) or cohort ATU (cATU: for a group of patients). However, as
a result of the expanded use of cATUs over recent years and the growth of a dedicated
budget in 2020, the French Ministry of Health proposed several reforms to the ATU System
showing its challenges and need to sort and delimit. However, to our knowledge, a specific
methodology for the assessment of these situations has not yet been reported.

In Catalonia, an informal assessment process of individual requests for MSS was
customary until 2018. Lack of standardised procedure could lead to inconsistency, vari-
ability, lack of predictability and even transparency of decisions and thereby question
their legitimacy. To redress these challenges and equity risks, the Catalan Health Service
(CatSalut) created the Advisory Committee of Medicines in Special Situations (CAMSE, for
its acronym in Catalan) in 2018 [17]. CAMSE is a multidisciplinary board whose composi-
tion is determined by local regulations and includes different professional backgrounds
and patient representatives to provide a holistic approach to MSS decision-making. The
main objectives of CAMSE are to evaluate and draw up coordinated proposals or recom-
mendations of use among hospital committees, periodically monitor the utilisation and
healthcare outcomes of MSS, and advise on individual requests (i.e., case-by-case) for the
use of non-authorised medicines and pre-reimbursed medicines/indications (from now on
NAM-PR) in Catalonia.

To accomplish the last purpose, it was proposed that a structured approach involving
multiple criteria may improve decision-making procedures [18]. Multicriteria decision
analysis (MCDA) enables a holistic assessment by a systematic, transparent and explicit
consideration of multiple aspects beyond the traditional criteria used by HTA [18–20]. This
methodology has been used to support different types of decisions and at different levels
and contexts: to set priorities by HTA among alternatives at the national level or by PTC
in the hospital setting, to support decision making about pricing and reimbursement or
to assist clinical decisions in specific areas such as oncology or orphan drugs [21–27]. The
Evidence and Value: impact on decision making (EVIDEM) is a reflective MCDA approach
that provides an adaptable framework that has been used in a variety of healthcare settings
to support the deliberative process. The framework provides a structured consideration
of criteria and a standardised process promoting the reflection of the stakeholders while
sharing their diverse perspectives [20,21,28].

Thus, the objective of the present study was to develop a reflective MCDA for the
assessment of individual early access medicines request to support decision making
in CatSalut.

2. Materials and Methods

The reflective MCDA (EVIDEM) was selected as the reference multicriteria frame-
work. Four sessions were planned for the qualitative study using a stepwise approach:
(1) selection and structuration of quantitative (core model) and qualitative (contextual
tool) criteria; (2) weighting of the quantitative criteria and testing the resulting framework
through assessment of one case study and refinement if necessary; (3) final validation
through assessment of a second case study; and (4) re-testing the framework after 6 months
of implementation in real setting by the CAMSE.
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2.1. Panel Design and Conduct of the Sessions

Eighteen panellists were invited to participate. Because the aim was to provide system-
atic methods to the activity that the CAMSE was already undertaking, the panel included
all of its members (n = 16): 3 policymakers, 5 clinicians (1 of them with bioethical back-
ground), 7 current members of PTC from 7 different hospitals (4 clinical pharmacologists
and 3 hospital pharmacists) and 1 patient representative. Additionally, one economist and
an additional policymaker from CatSalut were invited to collect perspectives on the final
steps of decision making by managerial staff, based on the assessments of CAMSE. The
panellists were classified as policymakers, evaluators, clinicians or patient representative.

The secretary of the Advisory Committee chaired the sessions, and two experienced
investigators trained the participants on reflective MCDA methodology.

2.2. Selection and Structuring Criteria

Before the development of the sessions, some criteria were preselected based on the
decision problem and according to previously published studies in other settings [24,27,29].
The selected criteria for the framework were based on MCDA Emerging Good Practices
Task Force and the reflective MCDA approach. Both consider requirements of completeness,
non-redundancy, non-overlap, and preferential independence of the criteria [28,30].

Based on previous MSS assessment, taking into account the recommendations of
the legislation for MSS use, and considering the approach of case-by-case requests, the
investigators identified, included and adapted some relevant criteria in the pilot framework
for evaluating MSS.

The panellists gave their insights about the proposed criteria and subcriteria, agreed
upon their definitions, and voted for the inclusion, inclusion with modifications or exclusion
of the criteria in the framework. The consideration of the qualitative or quantitative type of
criteria was also discussed.

Criteria were selected by consensus so that more than 50 per cent of the panellists
had to vote “yes” to include a criterion in the framework or “no” to exclude it. When
other combinations of answers were obtained, criteria were adapted. Once agreed, the
participants elicited the scores scales.

2.3. Weighting of Criteria of Early Access Framework

The weighting of the quantitative criteria of the framework was done using a non-
hierarchical 5-point scale. All panellists gave a relative weight per criteria, where 1 meant
lowest relative importance and 5 highest relative importance [28,30]. Criteria weights
were normalised to sum up to 1 for each participant: for the 5-point rating scale method,
each weight was divided by the sum of weights across all criteria; for the point allocation
method, criteria ratings were multiplied by domain weight and rescaled to range from 0 to
1 [27].

If relevant changes were implemented in the pilot version after testing, the framework
weighting exercise was done again.

2.4. Case Studies

Two different types of medicines and individual requests of MSS were chosen to test
the suitability of the proposed MCDA framework.

The first one was a request for burosumab, an orphan drug that was authorised but not
commercialised in Spain for the treatment of a patient with X-linked hypophosphatemia
(rare disease). The drug was requested for use within the authorised indication, but before
the Spanish Ministry of Health decision on P&R, therefore the medicine had to be acquired
abroad and imported to Spain. The second one was a request for dupilumab for a paediatric
patient with atopic dermatitis. Dupilumab was at that time reimbursed only in adults, with
a restricted reimbursement as compared to the authorised label and a performance-based
risk-sharing scheme [31]. The paediatric indication had been recently authorised and still
undergoing the P&R process (pre-reimbursement new indication) in Spain. The available
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evidence was summarised for both drugs in the evidence matrix, following the EVIDEM
methodology [28].

During the second and third session, the participants rated the case studies individu-
ally in the evidence matrix by assigning a score and including comments to each criterion.
The quantitative criteria were rated using a categorical (e.g., from 0 to 5) scale, while the
qualitative ones were qualified as positive, negative or neutral impact.

The design and conduct of the study were aligned with good practice guidelines on
the use of MCDA in health care decisions [18,30].

2.5. Data Analysis

Data were collected individually via the Socrative application and analysed with
Microsoft Excel software. The value contribution (VCx) of each quantitative criterion was
calculated as the product of its normalised weight (Wx, ∑Wx = 1) and standardised score
(Sx = score/number of possible categories). The overall MCDA value estimate (VE) of
each case study is calculated based on a linear additive model as a sum of all criteria value
contributions (VCx) of all (n) criteria of the quantitative criteria:

VE =
n

∑
x=1

VCx =
n

∑
x=1

(Wx × Sx)

2.6. Re-Test of the Early Access Framework

To assess the reproducibility of weights, scores and value estimates, a re-test was
conducted 6 months after the development of the early access framework. Individually,
the members of the CAMSE repeated a reflective MCDA for a real request of an orphan
drug (volanesorsen) that had been discussed 6 months earlier. Volanesorsen is an orphan
medicine authorised for the treatment of familial chylomicronaemia syndrome (FCS) not
commercialised in Spain at the request moment and with high treatment cost as an imported
medicine. The Wilcoxon singed-rank test was used to detect significant differences between
the two assessments.

3. Results
3.1. Criteria Selection for Early Access Framework Individual Requests

The panel was composed of different professional profiles: 39% were evaluators, 28%
clinicians, 28% policymakers and 5% patient representatives.

The investigators proposed a pilot framework with a mixed approach that consisted
of a core model of eight quantitative criteria and a contextual tool with three qualitative
criteria. Four criteria were extracted and two adapted from the EVIDEM framework v.4
(10th Edition) [27], while five criteria were introduced considering the early access special
context and adapted for a case-by-case evaluation (Table 1):

• Medical urgency (quantitative criterion): The rationale for including this criterion was
to assess whether a window of opportunity in prognosis was relevant for early access
in order to avoid irreversible adverse consequences of the disease. Thus, the speed
progression of the disease and/or the related complications at the time of the request
and the appropriate moment to treat the patient to obtain a therapeutic benefit should
be assessed (e.g., immediate intervention is needed because of a fulminant progression
of the disease, or alternatively, the treatment could wait because progression is slow
or reversible).

• Therapeutic alternatives (quantitative criterion): the use of MSS should be limited to
situations where no therapeutic alternatives or no suitable alternatives are available
for the individual patient, including clinical trials.

• Plausibility (quantitative criterion): the criterion assesses the credibility or probability
that the treatment could cause a beneficial effect in the particular patient due to its
mechanism of action.
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• Existence of precedent and coherence of decisions (qualitative criterion): This criterion
was proposed as a qualitative aspect to reflect the need for consistency and equity
considering previous decisions taken, as well as the representatively of the case in
relation to past or future requests.

• Influence of the decision at a policy level or management impact (qualitative criterion):
The criterion reflected the potential interference of the early use of the medicine in the
negotiations between the Ministry of Health and the marketing authorisation holder
since the majority of requests are of pre-reimbursed medicines/indication.

Table 1. Criteria considered in the pilot early access framework.

Possible Criteria Type of Criteria Source

Disease severity at the time of application Quantitative EVIDEM framework v.4 (10th Edition)

Medical urgency to receive treatment and expected
prognostic impact at the time of application Quantitative Early access specific criteria

Therapeutic alternatives for the patient Quantitative Early access specific criteria

Efficacy/effectiveness Quantitative EVIDEM framework v.4 (10th Edition);
adapted non-comparative

Safety Quantitative EVIDEM framework v.4 (10th Edition);
adapted non-comparative

Quality of evidence Quantitative EVIDEM framework v.4 (10th Edition)

Therapeutic benefit Quantitative EVIDEM framework v.4 (10th Edition)

Plausibility Quantitative Early access specific criteria

Existence of precedent and coherence of decisions Qualitative Early access specific criteria

Management impact Qualitative Early access specific criteria

Direct medical costs Qualitative EVIDEM framework v.4 (10th Edition)

All the panellists discussed and validated the pilot framework.
As a result of the discussion during the first session, all criteria in the pilot framework

were maintained with some definitions improved for better comprehension. Nevertheless,
during the second session, some modifications of the pilot framework were further agreed
upon after testing the framework with the evidence matrix of burosumab. The criterion
“quality of evidence” was redefined as “internal validity”, and a criterion of “external
validity” was included while excluding it as a subcriterion of “plausibility”. The panellists
considered it relevant to include “budget impact” as a subcriterion of “medical costs” given
the relevance on future economic consequences of early access of NAM-PR and as an
indirect way of informing the size of the affected population that could be suitable for
treatment under special circumstances. Finally, the “therapeutic alternative” criterion was
transferred to the contextual tool.

Regarding the scoring of quantitative criterion, a categorical scale from 0 (worst, low
or none) to 5 (best or high) was agreed, except for the “plausibility” criterion, which was a
dichotomous scale (0—plausibility exists or 5—not plausible).

After the reflective discussion, the panellists agreed on a final framework that included
eight quantitative criteria (core model) and four qualitative criteria (contextual tool). Table 2
shows the final criteria, subcriteria and scoring scales (see Table S1 for full definitions of
the criteria).
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Table 2. Final MCDA core model and MCDA contextual tool for early access framework.

Criteria Subcriteria Scoring Scale

Core Model

Disease severity at the time of
application

• Effect of the disease on patient’s
morbidity at the time of application

• Functional impact on patient

0: No functional affectation→ 5: Permanent disability
or critical situation or vital support requirement

Medical urgency to receive a treatment
and expected prognostic impact

• Speed progression
• Opportunity period for treating the

patient
• Prognostic impact of not receiving the

treatment

0: No urgent, slow progression or no sequels→ 5: Very
urgent, fulminant progression or severe and

permanent sequels

Efficacy/effectiveness
• End points used
• Magnitude of health gain
• Duration of health gain

0: Not effective or no data→ 5: Very effective

Safety

• Frequent adverse events
• Serious adverse events
• Fatal adverse events
• Discontinuation due to adverse events

0: Frequent serious adverse effects, fatal adverse effects
or no data on safety→ 5: Very safe, mild adverse

effects

Internal validity

• Quality of evidence
• Robustness
• Completeness of reporting
• Type of evidence

0: Low internal validity→ 5: High internal validity

Therapeutic benefit
• Type of therapeutic benefit expected of

the intervention 0: No therapeutic benefit→ 5: Cure

External validity
• Representativeness and relevance of the

results of the studies with respect to the
case requested

0: Low external validity→ 5: High external validity

Plausibility
• Association between the mechanism of

action of the drug and the expected effect
on the patient

0: Not plausible or 5: Plausible

Contextual Tool

Therapeutic alternatives
• Available therapeutic alternatives to treat

the patient Favourable, neutral, unfavourable

Existence of precedent and coherence
of decisions

• Decision on previous applications
received for the same drug/indication

• Number of treatments initiated in Spain
Favourable, neutral, unfavourable

Influence of the decision at a policy
level (management impact)

• Possible influence of the decision taken
on the negotiation of the price and
financing of the drug.

Favourable, neutral, unfavourable

Direct medical costs and budget
impact

• Treatment cost/patient
• Other medical costs for treating the

patient
• Potential budget impact

Favourable, neutral, unfavourable

3.2. Weighting of Early Access Framework

Panellists weighted the quantitative criteria included in the pilot framework during
the second session. According to the results of the weighting, none of the criteria was
considered futile, being the lowest relative importance for plausibility, with 3.6 points out
of 5.

Since the framework underwent relevant changes during the reflective discussion and
deliberation of the burosumab case study, it was required to rate the framework once again.
Figure 1 shows the relative importance of each criterion included in the final framework.
The most important criteria (mean ± SD) were “urgency” (4.7 ± 0.6), followed by “severity
of disease” (4.6± 0.6), and “efficacy” (4.4± 0.6). The least important criteria were “external
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validity” (3.7 ± 0.7) and “plausibility” (3.6 ± 0.7). The SD were low (≤0.7) in all criteria
presuming a high agreement among panellists. Figure 2 shows the relative importance of
each criterion according to the professional profile of the participants.
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3.3. Value Contribution of a Case Study

In the third session, 15 of the 18 participants agreed to the final framework by scoring
the dupilumab case study for a paediatric patient with severe atopic dermatitis. As shown
in Figure 3a, the most valued quantitative criterion was “plausibility”, followed by “severity
of disease”, “efficacy” and “therapeutic benefit”; the less valued criteria were “external
validity” and “urgency”. The overall assessed value contribution of dupilumab for the
paediatric patient was 0.74 (maximum value of 1). Regarding the contextual tool (Figure 3b),
“lack of therapeutic alternatives for the patient” and “the existence of precedents” showed
a positive impact, while “management impact” suggested a negative impact in supporting
the approval.
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3.4. Re-Test of the Early Access Framework

After using the final framework for six months by the CAMSE in routine setting,
a re-test was done to check consistency in application with the participation of all the
members, using volanesorsen for the treatment of FCS as a case study. The patient showed
a high level of triglycerides even with good adherence to hypolipemiant treatments and
strict diet and had had several acute pancreatitis episodes that had led to exocrine and
endocrine pancreatic insufficiency.

For the first reflective MCDA deliberation, CAMSE members expressed concern
regarding the safety profile and efficacy uncertainties of volanesorsen, being the final value
contribution 0.67 points. The contextual tool, “lack of therapeutic alternatives” swung
towards a positive impact for the approval (92%), while “direct medical costs” had an
unfavourable impact (100%). Finally, CAMSE gave a favourable recommendation for use.

Six months later, the CAMSE members re-assessed and scored again the evidence
matrix of volanesorsen. The value contribution of the re-test was 0.69 points, with no
significant differences in the application of the criteria or the reflective discussion.

4. Discussion

In the present study, we describe that the MCDA methodology approach is a feasible
tool applicable to the assessment of patients’ individual requests for early access medicines.
Importantly, the re-test of the MCDA framework developed suggests that the method is
consistent and replicable on time at the CAMSE level.

MCDA has been used in a diverse range of health care decisions and levels [18,32]. At
the macro level, it has been mostly used by HTA bodies to rank and set priorities among
therapeutic alternatives and inform reimbursement decisions [20–23,25,33], and it has also
has been proposed for the benefit–risk assessment to support marketing authorisation [34].
At lower decision levels, MCDA has been used to inform hospital decision making to
incorporate medicines into the hospital formulary [24] and also to support shared decision
making involving the patient’s voice [35]. To our knowledge, this is the first study to use
the MCDA tool to support decision making for individual requests that are assessed by a
Committee. This fact prompted the need to adapt each criterion to the particularities and
requirements of the situation. Several sessions with the CAMSE revealed that multiple
factors might affect a decision of exceptional access to a medicine/indication that is still
not available in Spain. A set of criteria to assess a request were consensually agreed and
consisted of eight quantitative criteria (“severity of disease”, “urgency”, “efficacy”, “safety”,
“internal validity”, “plausibility”, “external validity” and “therapeutic benefit”) and four
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contextual criteria (“therapeutic alternatives”, “existence of precedent and coherence”,
“management impact” and “direct medical costs and budget impact”).

Some of the criteria directly reflect established prerequisites of the Spanish legislation
for early access to treatment. That was the case for the “therapeutic alternative” criterion
since the law limits MSS to situations where no available alternatives are commercialised
or available. The criterion was rapidly accepted as relevant; however, its definition was
widely discussed among participants. A central issue at the debate was whether off-label
use of medicines should be considered as an alternative therapy, showing differences
between regulatory and clinical perspectives. After deliberation, participants agreed that
off-label drugs could be an alternative therapy only when the proposed medicine was
commercially available for an authorised indication, and its use in the studied indication
was well established in clinical practice and supported by scientific evidence. On the other
hand, CAMSE members expressed their discomfort in scoring the criterion on a scale from
0 to 5 during the test of the pilot framework in the first case study, and therefore, it was
transferred to the contextual tool.

Because of the nature of the MSS requests, with no available comparable alternatives,
efficacy and safety were not evaluated as comparative criteria but included only positive
scores scales. This fact contrasts with the EVIDEM framework, whose aim usually consist
of prioritising treatments for the same indication.

As stated in Marsh et al., several properties have to be taken into consideration while
selecting the criteria for the MCDA framework: completeness, non-redundancy and non-
overlap and preference independence [30].

Capturing all factors relevant to the decision met the completeness requirement. The
requirement of non-redundancy was also met, as no criteria were removed or considered
unimportant, with all criteria being weighted with more than 3.5 points out of 5. Preference
independence was also achieved. It was debated whether “urgency” and “severity” could
somehow overlap, but it was agreed that while “urgency” clearly defines a therapeutic
window for the use of a medicine, “severity” establishes the functional impact of the disease
on the patient. An example might be a request for advanced therapy for the treatment of
congenital retinal dystrophy that can only be used while the patient has enough functioning
cells in the retina. The request would be valued as urgent because not giving the therapy
now would result in irreversible damage and thus would have a negative prognostic impact
for the patient, but the situation of the patient may not be still severe because the disease
has not yet been caused major vision loss.

As expected, “urgency” and “severity of disease” at the time of request were the most
important criteria according to the weighting. Both criteria show the reasoning that the
request must justify the necessity of the treatment through a non-standard route under
the ethical foundation for alleviating suffering in those who are worst-off and the cost of
opportunity that lags behind the delay of treatment when it may cause a negative impact on
the person in need, and is based on the non-maleficence ethical principle. We encountered
“efficacy” and “therapeutic benefit” also ranked between the highest weights, revealing
the beneficence principle of deontology. These criteria were followed by safety, also as a
non-maleficence principle. Criteria related to the quality of the study and extrapolation of
results into the individual patient, as well as evaluating the likelihood of the product to
show beneficial effects in the patient, were the least important criteria.

Weighting involves eliciting stakeholders’ preferences between criteria. The variations
in weights in the quantitative criteria observed in the study according to participants’
profile reveals differences in their personal values [20] and highlights the critical impact
of a committee composition. Although the variability was low, showing considerable
agreement between participants, some differences are noticeable. For instance, amongst the
eight quantitative criteria, the greatest weighting for “severity”, “urgency”, “efficacy” and
“safety” was given by the patient representative, while “internal validity” and “therapeutic
benefit” had the highest rating by clinicians and “external validity” and “plausibility”
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by policymakers. To note, the patient representative considered “external validity” and
“plausibility” less important than both policymakers and evaluators.

The inclusion of a variety of profiles is necessary in order to identify and capture the
overall range of health perception values [19,20]. CAMSE is a multidisciplinary advisory
Committee; nonetheless, two additional stakeholders were invited to participate in the
panel, to account for the fact that some degree of decision making is done before MSS
requests arrive in the Committee so that a better-balanced composition with regard to the
entire process was provided.

Regarding the contextual tool, the EVIDEM framework proposes a positive, negative
and neutral rating, but the meaning of the wording was not clear to the participants and
therefore changed to a more explicit concept (i.e., favourable, unfavourable or neutral
impact). Differences in the rating on the contextual tool help identify those aspects of each
decision that may profit from further discussion.

The overall value contribution obtained for the hypothetical request of dupilumab
for the treatment of a paediatric patient was 0.74, which could reflect a high added value
in the particular case study. However, because the core model has been adapted so that
criteria included definitions and ratings differ between studies, value estimates cannot be
compared with other previously obtained using EVIDEM methodology [27].

Previous studies in CatSalut have focused on the use of MCDA for the evaluation of
orphan drugs in the HTA regional context [27,29]. Even though early access may often
be requested in cases of high unmet medical need, such as rare diseases, other areas
such as oncology and several immune-mediated diseases take special relevance in MSS.
This is partly due to a high speed of development arising from advances in molecular
biotechnology and the development of highly targeted medicinal products [8,36]. In this
context, CAMSE assesses very heterogeneous applications, so the use of an already existing
MCDA framework specific for orphan drugs would not be appropriate. The two medicines
selected to work on the framework were intendedly an orphan medicinal product and a
non-orphan treatment to reflect the scope of CAMSE and to verify that the early access
framework provided common criteria, relevant regardless of the type of drug.

A distinctive feature of our study is that we applied the MCDA early-access framework
to support treatment decisions for a particular patient in exceptional situations where a
clinician believes that the clinical situation requires a medicine prescribed outside the
standard mechanisms. In such cases, and due to the potential clinical and economic risks
of their use, as well as because precedents are generated, every single case is considered
carefully before a recommendation is issued. Thus, in contrast to the majority of the studies
describing the use of MCDA for decisions addressed to wider populations, our goal for
MCDA application in early access to NAM-PR was to understand the value of a treatment
for an individual and the future impact of the decision in the system, being both a patient
and medicine-focused assessment. The MCDA approach described in this study is intended
to improve traceability of decisions and gain consistency, thus avoiding arbitrariness or
contradictions in time or across diseases; however, because the focus are single treatments
in exceptional circumstances, it is not intended to substitute meetings nor to avoid the need
for case-by-case assessment by the CAMSE.

The current study has some limitations. Although the panel consisted of 18 participants
and intended to include diverse perspectives, only one patient and one representative
of bioethical perspective participated in the study, potentially underrepresenting these
views as opposed to other profiles. Patient representatives are present in all Catalan
medicines committees, their role being that of providing user’s perspective and transversal
patient advocacy for all diseases, rather than providing detailed information on the disease
discussed. The patient in the panel has been trained on methodology and regulation,
is familiar with the language and terms used in drug appraisals, and together with the
bioethicist trained person, both actively contribute with perspectives on subjective suffering
and opportunity costs, equity, justice and need of transparency and accountability of the
committee. Another limitation is that the number of experts included was not powered
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to measure variations across profiles. In addition, even though the early access pilot
framework was developed to give answers to different types of medicines and situations,
we used only two medicines and hypothetical individual requests in the exercise and a
third one in the re-test.

Recommendations for the use of MCDA as a tool to support decisions in product
development focus in early HTA, with few experiences reported [37]. There is a lack of
methodological references to methods aimed to inform decision making on early access
to medicines for those patients in need in European countries. We have developed an
MCDA framework that has now been applied by the committee for some months since
inception, and we are gathering experience and data whose analysis will be of interest in
the upcoming future. To further develop the framework and encourage and consolidate its
use, a wider evidence matrix from early access drugs has to be tested within the CAMSE,
as well as other special situations such as off-label use of innovative medicines. Hence,
the early-access framework developed in the Catalan context could serve as a starting
methodological approach for other countries facing similar challenges.

5. Conclusions

In Spain, access to non-authorised and pre-reimbursed medicines/indications repre-
sents an exceptional situation of special complexity since their use and financing is not
clearly defined. Lack of methodological reference causes health policymakers to deal with
many uncertainties. The present study suggests that reflective MCDA may support system-
atic decision making by facilitating discussion for consensus on recommendations for the
early access of heterogeneous, complex and sensitive MSS requests in CatSalut. The use
of a structured methodology as a decision-making support tool may improve consistency,
robustness and transparency of decisions on the priority of treatments for patients in need
while keeping compliance with the regulatory and financing aspects and foreseeing poten-
tial impact on future commercial access. By improving predictability, MCDA may allow
better communication of the rationale behind decisions and could be useful to manage
patients’ and clinicians’ expectations.
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