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1. Introduction

Regulation (EU) 2021/2282 on health technology assessment (the HTA Regulation) has applied since 12 January 2025 to
medicinal products containing a new active substance indicated for the treatment of cancer and to advanced therapy medicinal
products, with orphan medicinal products following in 2028 and all remaining centrally authorised products in 2030 [, Its stated
purpose is to establish a mechanism under which the evidence required for the joint clinical assessment (JCA) of a health
technology is submitted by the developer only once at Union level, together with common rules and methodologies for carrying
out that assessment (M. The efficiency argument appears in the Regulation’s recitals, which identify parallel assessment by
multiple Member States and divergent national evidence requests as a source of duplication [, and it has a long lineage in
European HTA cooperation [,

The architecture creates a structural tension. One regulatory evidence package and one joint assessment must serve twenty-seven
national decision contexts with different treatment pathways [, different reimbursed comparators and different evidentiary
conventions [ 5 61, The Regulation resolves that tension in favour of inclusiveness. Article 8(6) provides that the designated
subgroup initiates a scoping process and that the assessment scope “shall be inclusive and reflect Member States’ needs in terms
of parameters and of the information, data, analysis and other evidence to be submitted by the health technology developer” [,
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A joint assessment therefore does not narrow the assessment
question. It aggregates national questions, and the
aggregation is expressed as a set of questions defined by
population, intervention, comparator and outcomes (PICO).
The consequence is now observable rather than hypothetical.
The first JCA report published under the Regulation, on
tovorafenib for paediatric low-grade glioma, was published
on 9 June 2026 after endorsement by the Member State
Coordination Group on Health Technology Assessment (the
Coordination Group). Its scope contained eight PICO
questions across three populations, and comparative
effectiveness evidence was available for only one of them,
through an unanchored matching-adjusted indirect
comparison . Two further reports followed in July 2026,
one with seven PICOs, all addressed by direct or indirect
comparisons, and one with a single PICO informed by a
randomised controlled trial 8, °I,

A substantial literature describes this phenomenon.
Simulation and mock scoping exercises estimate how many
consolidated PICOs a JCA is likely to generate 1% 2, survey
work documents the comparator heterogeneity that drives the
count [, methodological reviews assess whether indirect
comparison techniques can bear the resulting analytical load
[12. 131 jmplementation studies record stakeholder concern
about capacity and timelines 04 15 181 and procedural
responses have been proposed 7, 18, What this literature
does not do is treat PICO generation as an economic decision.
It counts questions, tests their answerability and proposes
procedures for managing them, but it does not ask whether
the marginal question is worth asking. Two conference
abstracts propose informal triage heuristics for developers [
201 and recent work examines the value of developing an
HTA process and the design of appraisal processes as
population health optimisation problems 21 22 yet the
question of when an additional PICO earns its analytical cost
remains open.

This article addresses four questions. First, how should the
economic cost of PICO multiplicity in JCAs be
conceptualised? Second, when does an additional PICO
generate enough decision value to justify its analytical and
evidentiary cost? Third, how does PICO multiplicity
distribute costs across Member States, assessors and
developers? Fourth, under what conditions does joint clinical
assessment reduce total European assessment burden, and
when can coordination costs offset the savings from avoided
duplication? In answering them we reframe PICO generation
as a marginal resource allocation problem, define a PICO
feasibility frontier and the analytical deadweight loss arising
beyond it, set out a cost incidence account, and propose four
tests for prioritisation together with an efficiency measure for
the joint system. We use evidence available to 8 August 2026
and avoid building the argument on current assessment
counts, which will change quickly.

2. Why PICO Multiplicity Arises

PICO multiplicity is a designed feature of the system, not a
malfunction. Under the Coordination Group’s scoping
guidance, assessors draft an assessment scope proposal,
Member States identify their national needs through a PICO
survey, and the responses are consolidated. The guidance is
explicit that “the objective of the consolidation is to ensure
that MS needs are translated in the lowest possible number of
PICOs” [#1, Consolidation therefore already embodies a
restraint principle, but the principle is expressed as a rule

about counting rather than about value, and it operates only
after national requests have been made.

Three mechanisms generate the requests. The first is
comparator heterogeneity. A mapping of publicly available
HTA sources across twenty-nine European countries found
that population and outcome requirements are largely aligned
between countries and that comparator specification is the
dominant driver of divergence . Because standard of care
differs by reimbursement history, guideline adoption and
local pricing, the same intervention is compared against
different alternatives in different systems, and each distinct
comparator generates a distinct analysis.

The second is divergence in evidentiary conventions.
Comparative work across German, Spanish and French
assessment bodies, the European Medicines Agency and the
EU HTA framework found that the evidence each will accept
differs materially, with Union-level guidance and the
regulator more permissive than national assessment bodies
Bl and an environmental scan of national methods guidance
found broad agreement on systematic evidence identification
but substantive divergence on indirect treatment comparison
(61, Multi-stakeholder survey work across seventeen countries
had already identified heterogeneity of national treatment
standards and evidence requirements as a central obstacle to
a joint assessment delivering added value over national
practice 24,

The third is the mismatch between regulatory and assessment
evidence. Pivotal trials are designed to demonstrate benefit
and risk to a regulator, not to answer national comparative
questions. Among pivotal studies for rare disease medicines
approaching launch, thirty-six per cent were single-arm and
eighty-two per cent used a surrogate primary endpoint [2°1,
Applying JCA criteria retrospectively to products supported
by single-arm trials, expert assessment concluded that ninety-
four per cent would not qualify for joint assessment on
evidence grounds, and that the remainder would support only
a limited number of PICOs at low certainty (61, A
retrospective simulation across seven national agencies in
onco-haematology generated at least four PICOs per
medicine and found the evidence available at marketing
authorisation insufficient to address all of them 14,

Two features of the legal framework reinforce these
mechanisms. Article 13(1)(d) prevents a Member State from
requesting at national level information the developer has
already submitted at Union level, which raises the cost of
failing to register a requirement during scoping, while Article
13(1)(a) requires only that Member States give due
consideration to the published report and preserves their
competence to reach their own conclusions M. A Member
State therefore faces a strong incentive to state every
plausible requirement at scoping and a weak obligation to use
the resulting output. Legal analysis has noted that disparities
between the joint scope and national needs can themselves
justify a Member State in setting the report aside, with
additional workload for developers and national bodies as the
consequence 71 Indication wording adds a further layer,
since the wording approved at authorisation can differ from
the wording available when scoping begins, usually
editorially but sometimes by adding or omitting a sub-
population [8],

3. What the Emerging Evidence Shows

The empirical picture has three components.
The first is volume. A peer-reviewed analysis applying the
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consolidation rules developed by the European network for
Health Technology Assessment (EUnetHTA) 21 project to
two hypothetical medicines produced ten consolidated PICOs
for first-line non-small cell lung cancer across six Member
States and sixteen for third-line multiple myeloma across
nine, rising to fourteen and eighteen when a national scope
was used as a proxy for the remaining countries. Because
each PICO requires analysis of multiple outcomes, the
authors estimated a minimum of 280 and 720 discrete
analyses respectively 119 A targeted review of fourteen
publications reporting thirty-five PICO exercises across
twenty indications found an average of eight consolidated
PICOs per exercise, and the authors’ own simulation
reflecting twenty-five countries in first-line metastatic non-
small cell lung cancer produced sixty-seven [2°1. Conference
analyses of nineteen and then twenty-four case studies report
medians of eight and nine PICOs with upper ranges of
eighteen and twenty-one, and around two-thirds requiring an
indirect treatment comparison [0, 31, These conference
reports are not peer reviewed and their assumptions differ,
but their central tendency matches the peer-reviewed
estimates.

The second is answerability, which matters more than
volume. A hand search of twenty-three EUnetHTA relative
effectiveness assessments identified sixty-four required
comparisons, with a median of four comparators per
assessment and a range from one to eighteen. Twenty-five
comparisons were informed by indirect evidence, and the
suitability of the indirect comparison was judged unclear in
twenty-four of those twenty-five [*2, Critical review of the
Coordination Group’s methodological guideline on direct
and indirect comparisons argues that its restrictive treatment
of unanchored and population-adjusted methods increases
rather than absorbs the analytical load created by additional

questions [% 32 and broader analysis of the guidance
identified thirty-two topics requiring concretisation,
concentrated in evidence synthesis and eligibility criteria 31,
The record from the German orphan drug system shows what
[ha]ppens when a demanding scope meets a thin evidence base
34

The third is process cost. A proof-of-concept study of
automated PICO extraction reported that two indications
required the curation of forty-nine national reports totalling
5,463 pages from sixteen countries 18, Assessor-side gap
analyses identify capacity and resources as explicit
implementation risks (%, Italian stakeholder interviews
concluded that the promised gains in speed depend on how
far Member States require complementary analyses 161, and
Belgian interview work named the compilation of a
harmonised PICO as a primary barrier . Developers,
meanwhile, now invest in anticipatory PICO simulation
before a scope exists, which is itself a cost created by the
architecture (30311,

The scale is set out in the Coordination Group’s work
programme, which anticipates around thirty-five joint
assessments of new cancer medicines, fifteen of advanced
therapy medicinal products and three on variations during
2026, alongside the first assessments of medical devices [,
The three reports published to 8 August 2026 contained eight,
seven and one PICO [ 8 9 We treat these figures as
illustrations of a mechanism rather than estimates of long-run
performance. The relevant point is not the current average but
the width of the distribution and the fact that answerability
varies independently of volume.

Table 1 summarises how characteristics of the regulatory
evidence package interact with sources of national
divergence to generate analytical work of differing expected
value.

Table 1: From regulatory evidence to national assessment questions

Source of national
divergence

Characteristic of the
regulatory evidence package

Analytical consequence in
the joint scope

Dominant cost Likely decision benefit

Single active comparator Reimbursed standard of
chosen for regulatory purposes| care differs by country [

Additional indirect
comparisons against
nationally relevant
comparators

Analytical cost,
assessor and
developer time

High where the comparator is
widely used, low where it is
used in one or two systems

National restriction to sub-
populations by biomarker,
line of therapy or age [

Broad claimed indication

Sub-population PICOs
requiring subgroup analysis

Moderate, contingent on
subgroup pre-specification and
power

Analytical cost and
feasibility loss

National preference for
final patient-relevant
outcomes [5, ©

Surrogate or composite
primary endpoint

Additional outcome
specifications across every | multiplied across
PICO the scope

Analytical cost, Variable, high where the

surrogate is contested

National tolerance of
unanchored comparison
differs 26, 34

Single-arm pivotal design

Unanchored matching-
adjusted or naive
comparison, or no

comparison

Feasibility loss | Low, often no usable answer

Indication wording changed
between scoping and
authorisation

Timing of national
processes [2]

Rescoping, or PICOs that no
longer match the licence

Question
generation cost,
rework

None, this is pure process cost

Different national
comparator sets [12

Disconnected evidence
network

Network meta-analysis with
unverifiable similarity
assumptions

Analytical cost and
feasibility loss

Low, with high uncertainty
attached

PICO population, intervention, comparator and outcomes

4, The Economics of Additional PICO Questions

4.1. Four Quantities

We characterise any additional PICO question by four
quantities. Question generation cost (Cg) is the coordination,
survey, consultation and consolidation effort required to
formulate and agree the question. Analytical cost (C,) is the

cost of answering it, comprising evidence identification,
direct or indirect comparison, subgroup and sensitivity
analysis, assessor and co-assessor review, and developer
response. Feasibility loss (Cs) is the expected shortfall arising
because the submitted evidence cannot answer the question
to a standard usable in a national decision. Expected decision
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value (Vq) is the expected improvement in the quality,
relevance or confidence of the national decisions the question
informs.

Decision value is the least familiar of these in scoping
practice and the most important. It is not a measure of
national relevance but of the probability that the answer
changes something. This is the logic of value of information
analysis, which holds that evidence is worth acquiring when
the expected cost of a decision made without it exceeds the
cost of acquiring it, and which underpins the argument that
inference for its own sake is irrelevant to a decision maker [3":
3. 391 Good practice guidance is well established % 41, the
computational barriers that once made such analysis
impractical have largely fallen 12 431 and the approach has
been operationalised for near-real-time prioritisation inside a
research organisation 14, We do not claim that a formal

expected value of sample information calculation should be
performed for every candidate PICO. We claim that the
underlying question, whether resolving this uncertainty
would change a decision, is the right question to ask at
scoping and is not currently asked.

4.2. Marginal Cost and Opportunity Cost

The costs in Table 2 are real but largely invisible, because no
party currently reports them. Systematic review workload
gives an order of magnitude, with registered protocols
requiring a mean of five people and around sixty-seven weeks
from registration to publication °1. A PICO does not require
a full de novo review, but it does require a defensible
evidence identification step, a comparison and a certainty
assessment, repeated across each outcome in the scope.

Table 2: Cost categories generated by PICO multiplicity

dossier preparation, responses to requests

Cost category Description Who bears it Candidate measurable proxy
Question PICO survey, national consultation, consolidation, Member States, assessors, Staff hours per scoping round,
generation validation, rescoping after indication change Coordination Group secretariat number of survey iterations
Developer Evidence identification, direct and indirect Analyst hours and external spend
analysis comparisons, subgroup and sensitivity analyses, Health technology developer per PICO

Review of submitted analyses, certainty assessment,

scope breadth

Assessor - . L National HTA bodies and their | Assessor hours per PICO and per
- drafting, co-assessor review, Coordination Group
analysis - staff report
review
Anticipatory - - . - Health technology developer, [Number and cost of pre-submission
prediction Simulation of likely scopes before a scope exists disproportionately smaller firms PICO simulations
Delay Extension of assessment timelines attributable to Patients, national payers, Days from procedure start to report

developer publication, by number of PICOs

Feasibility loss answered

Effort expended establishing that a question cannot be

Proportion of PICOs closed

Assessors and developer, jointly without a usable comparison

Displaced work undertaken because capacity was committed

/Assessments, consultations and national appraisals not

Queue length and time to initiation

The joint system as a whole for subsequent procedures

elsewhere
Downstream | National reanalysis where the joint report does not
duplication meet national needs

Proportion of national appraisals
commissioning additional clinical
analysis

Individual Member States

HTA health technology assessment, PICO population, intervention, comparator and outcomes

What matters economically is not the level of these costs but
their opportunity cost. Assessment capacity within national
agencies and the Coordination Group’s subgroups is fixed in
the short run, so analyst hours devoted to an unanswerable
question are hours unavailable for another assessment, a joint
scientific consultation or national appraisal work. Where
additional analysis extends the timeline, part of the
opportunity cost is borne in delayed access, and delay carries
ameasurable health cost as well as an option value (4], Health
opportunity cost is well developed in this literature, with
empirical estimates of the health displaced at the margin in
England and in Spain 1748 %1 and a clear account of what a
threshold does and does not represent 5%, Those estimates are
not transferable to assessment capacity, but they establish the
principle that resources consumed by a process that does not
improve decisions displace health elsewhere, and that the
displacement is real even though the patients affected are
unidentified B4,

4.3. The PICO Feasibility Frontier
Marginal analysis of this kind is not new to health care
priority setting, where programme budgeting and marginal

analysis has long been used to ask what is gained and given
up at the margin of a fixed budget 2. What is distinctive
about PICO generation is that the marginal product falls for
two reasons at once.

The first is ordinary diminishing returns. Early questions in a
consolidated scope tend to address the populations and
comparators that dominate treatment in most Member States,
so they carry high expected decision value, whereas later
questions address narrower sub-populations, less widely used
comparators or outcome specifications requested by one or
two countries.

The second reason is specific to a joint system built on a
single regulatory evidence package. As the scope widens, an
increasing proportion of questions falls outside what the trial
programme can support, because there is no comparator arm,
no measured outcome, no adequately powered subgroup or
no connected network. Beyond this point, which we term the
PICO feasibility frontier, additional analytical effort does not
produce evidence. It produces a documented statement that
evidence is unavailable. Figure 1 represents this relationship.
The frontier is a property of the evidence base rather than of
the assessors. It moves outward when the developer’s trial
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programme is designed with national requirements in mind,
which is the economic justification for joint scientific
consultation, and inward when the indication is broad, the

pivotal design is single-arm or the primary endpoint is a
surrogate 15, 281,

— — Cumulative analytical cost

Region of high marginal
decision value

Cumulative yield and cost (arbitrary units)
N

—— Cumulative expected decision-relevant evidence yield

PICO feasibility frontier

Analytical
deadweight loss

Breadth of the consolidated assessment scope (cumulative number of PICO questions)

Fig. 1 The PICO feasibility frontier. Both axes are stylised
and unitless. The horizontal axis represents the breadth of the
consolidated assessment scope, expressed as the cumulative
number of PICO questions. The solid curve shows
cumulative expected decision-relevant evidence yield, which
rises steeply for the first questions and flattens as later
questions address narrower populations, less widely used
comparators and outcomes the trial programme did not
measure. The dashed line shows cumulative analytical cost,
which rises approximately linearly with the number of
questions and their associated outcomes. The vertical dotted
line marks the PICO feasibility frontier, the point beyond
which the submitted evidence base cannot support further
questions and additional analytical effort yields documented
evidence gaps rather than usable comparative evidence. For
simplicity the frontier is drawn where the two curves
intersect. The hatched area to the right represents analytical
deadweight loss. The position of the frontier is a property of
the evidence base rather than of the assessment process, and
moves outward when trial programmes are designed with
national assessment requirements in view. PICO population,
intervention, comparator and outcomes

4.4. Analytical Deadweight Loss

We define analytical deadweight loss as the assessment
resource consumed by analyses that cannot change, clarify or
support a national decision. The tovorafenib assessment
illustrates the concept without impugning the work that
produced it. Eight questions were formulated because eight
distinct national needs existed, and the report records that
comparative evidence could be brought to bear on one of
them U], The resource consumed in establishing that the other
seven could not be answered was not wasted in a procedural
sense, since documenting an evidence gap has value, but it
was not decision value in the sense used here and much of it
was foreseeable at scoping.

The argument must be kept symmetric. Under-scoping is also
costly. Ignoring decision uncertainty imposes real losses, and
a joint assessment that omits a comparator genuinely in use
in a Member State forces that country either to disregard the
report or to commission its own analysis, reproducing the
duplication the Regulation was designed to remove 27 53],
The claim is not that fewer PICOs are better. It is that PICOs
should be selected on expected decision value per unit of

assessment resource, which will sometimes mean adding a
question that no single Member State requested.

4.5. Coordination Cost and the Efficiency Test

The efficiency case for joint assessment rests on avoided
duplication & 2 31 put centralisation substitutes one set of
costs for another. The insight that organising an activity
centrally is worthwhile only up to the point at which the cost
of coordination equals the cost of the decentralised
alternative is the foundational result of transaction cost
economics 5 %1 Applied here, a joint clinical assessment
replaces partially duplicated national assessments with one
assessment plus a scoping, consolidation, review and
dissemination apparatus. Whether this is efficient depends on
how much national activity it displaces and how large the
apparatus becomes. A decade of voluntary cross-country
collaboration in European pharmaceutical policy points the
same way, since sustained collaboration has required
dedicated national resources and political commitment rather
than delivering savings automatically (61,

PICO multiplicity is the mechanism through which the
second term grows. If the joint scope must reproduce the
union of national questions, the joint assessment approaches
the sum of the national assessments in analytical content
while adding the coordination layer on top. This does not
make the joint system inefficient, but it makes the efficiency
claim contingent and testable rather than automatic. Formal
treatment of appraisal process design as a population health
optimisation problem, and recent work on the value of
developing an HTA process, supply the machinery for such a
test [ 22 The appropriate summary measure is decision
value generated per unit of assessment resource, not the
number of questions addressed or the number of Member
States whose requests were accommodated.

5 Who Pays and Who Benefits

The costs and benefits of an additional PICO fall on different
parties, and the misalignment is systematic.

A Member State that requests an additional question bears the
cost of drafting it and almost none of the cost of answering it.
The analytical cost falls on the assigned assessor and co-
assessor, on the developer, and, through longer timelines, on
every Member State awaiting the report. The benefit, if the
question is answerable, accrues largely to the requesting
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country. The assessment capacity of the joint system is non-
excludable to participating Member States but congestible in
use, which places it closer to a club good than a pure public
good and makes over-appropriation the expected outcome
absent governance rules 7 58, This is not a criticism of any
Member State. Registering a national requirement is
individually rational, particularly given the disincentive
created by Article 13(1)(d) against relying on a later national
request [,

The distributional consequences are uneven. Larger Member
States typically maintain the capacity to conduct their own
assessment if the joint report does not meet their needs, and
several have well-resourced traditions of demanding
comparator specificity 4. Smaller Member States have the
most to gain from a usable joint output and the least capacity
to absorb the consequences of an unusable one, yet fewer
resources to contribute to assessment and consolidation work.
A joint system in which scope is driven by the best-resourced
agencies, and in which the resulting reports are then set aside
by those same agencies, would transfer cost towards the
countries the Regulation was intended to help. Comparative
studies of national coverage recommendations attribute
divergence to the evidence considered, its interpretation and

deliberative judgement, not only to differences in the
questions posed % €1 Answering a question at Union level
therefore does not resolve the sources of divergence
operating downstream of the clinical assessment, and the
expected decision value of a nationally specific PICO cannot
be assumed from the fact that a Member State asked for it.
Proposals to deepen Union-level coordination in pricing and
procurement face a version of the same distributional
question, namely how the gains and the administrative burden
of collective action are shared between larger and smaller
markets 611,

Developers face a distinct problem. Because scopes are not
known when trials are designed, and often not known when a
dossier is prepared, firms invest in predicting them ©0, 31,
6. This anticipatory expenditure is a direct product of scope
uncertainty and appears in no assessment budget. It is also
regressive, since the fixed cost of PICO prediction weighs
more heavily on smaller developers and on products with
narrow indications.

6. A Decision Rule for PICO Prioritisation
We propose four tests, set out in Table 3, to be applied during
consolidation rather than as an additional procedural stage.

Table 3: Four tests for prioritising PICO questions during consolidation

Test Question to be answered Practical indicator Consequence if the test is not met
Decision Would qclrledltl)le_answer _plauls,lbly c_har;ge or The requesting body can state the Retain only if another test is
relevance materially ¢ arify a national appraisal or decision the answer would inform |strongly met, otherwise consolidate

reimbursement decision? '

. Can the submitted evidence answer the question Comparator arm, outcome and Record explicitly as unanswerable,
Evidence . - - - - ; -

S without extrapolation or comparison too fragile to connected network exist, or a with reasons, and refer to evidence
feasibility - - - ) - - . .
survive national scrutiny? defensible adjustment is possible generation
A Margmgl Does the question resolve an uncertainty not already N9 adjacent PICO sha_res the same Consolidate with the adjacent
information - evidence base and clinically similar -
resolved elsewhere in the scope? question

value comparator
Marginal Is the expected benefit proportionate to the additional Estlm_ated additional analyses and Sequence rather than exclude, or
resource . : C linacn their effect on the assessment -

cost analytical burden and its effect on timelines? schedule address in a subsequent update

PICO population, intervention, comparator and outcomes

The first is decision relevance. Would a credible answer
plausibly change or materially clarify a national appraisal or
reimbursement decision? A question a national body would
treat as informative but not decision-relevant is a weaker
candidate than one that determines a comparator choice or a
restriction.

The second is evidence feasibility. Can the question be
answered from the submitted evidence without extrapolation,
unanchored comparison or subgroup analysis so fragile that
the answer would not survive national scrutiny? This test can
be applied at scoping, because the trial programme is known
before the scope is fixed.

The third is marginal information value. Does the question
resolve an uncertainty not already resolved elsewhere in the
scope? Where two comparators are clinically close and the
same body of evidence informs both, the second question
adds cost without adding information.

The fourth is marginal resource cost. Is the expected benefit
proportionate to the additional analytical burden on assessors
and developer, including the effect on timelines?

The rule that follows is graduated rather than binary.
Questions scoring highly on relevance and feasibility are
prioritised. Questions with low incremental information
value are candidates for consolidation with an adjacent
question. Questions that are relevant but fall beyond the

feasibility frontier are not silently dropped. They are recorded
explicitly as unanswerable from the available evidence, with
the reason stated, which converts a sunk analytical cost into
a signal for future evidence generation.

This is not a mechanism for excluding Member States from
the scope, and it does not sit in tension with the inclusiveness
required by Article 8(6) ™. Inclusiveness governs whose
needs may be expressed. The tests govern how a fixed
analytical budget is allocated across the questions that result,
a distinct decision the current guidance leaves implicit. Nor
is it a new procedural framework. It is a criterion for choices
assessors and the Coordination Group already make.

7. Implications for the Design of Joint Clinical Assessment
Four design implications follow.

The first concerns scoping discipline. If the four tests are to
bind, Member States submitting a PICO requirement should
be asked to state briefly how the answer would be used in
their national process. This is a low-cost reason-giving
requirement that makes expected decision value visible at the
point of request, and it is consistent with proposals to
structure scoping through explicit consensus methods 171,
The second concerns evidence alignment. The feasibility
frontier moves outward only when trial programmes
anticipate national requirements. Joint scientific consultation
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is the instrument for this, and its value should be judged by
whether it reduces the proportion of PICOs that are
unanswerable at assessment, not by uptake alone.

The third concerns transparency. Reports should distinguish
clearly between questions answered with direct evidence,
questions answered indirectly with stated uncertainty, and
questions that could not be answered. The published reports
already do this in substance [ 8 9. Recording it in a
consistent, extractable form would let the answerability of
joint scopes be tracked over time and give national bodies,
developers and regulators a shared picture of where the
evidence base falls short.

The fourth concerns the limits of automation. Automated
scoping tools reduce the cost of identifying and consolidating
national requirements [*81, which is a genuine saving. They do
not reduce the cost of answering a question, and they cannot
create a comparator arm, an outcome or a subgroup the trial
did not include. A system that lowers the cost of generating
questions without lowering the cost of answering them will,
other things equal, generate more questions beyond the
feasibility frontier. That strengthens rather than weakens the
case for a value-based selection rule.

8. A Research Agenda

The framework is conceptual, and each of its quantities is
measurable.

Resource use studies should record assessor, co-assessor and
developer hours and external analytical spend per PICO and
per JCA, giving the first empirical estimate of C..
Answerability studies should classify PICOs in published
scopes as directly answerable, indirectly answerable or
unanswerable from the submitted evidence and track the
proportions over time, which would locate the feasibility
frontier empirically. Decision impact studies should follow
specific PICO analyses into national appraisals and test
whether they altered conclusions, restrictions or evidence
requests, giving an observable proxy for Vy. Comparative
efficiency studies should compare total joint plus national
resource use against a counterfactual of separate national
assessments, using the pre-Regulation record as a baseline 1,
Distributional studies should examine whether Member
States differ systematically in requests made, benefits
obtained and resources contributed. Where model inputs
allow, formal value of information analysis applied to
selected PICO uncertainties would test whether the informal

prioritisation we propose approximates the formal answer 1%
41, 43]

9. Conclusion

The EU HTA Regulation asks a single joint assessment to
serve twenty-seven decision contexts, and resolves the
resulting tension by requiring the assessment scope to be
inclusive. That is a defensible political settlement, and PICO
multiplicity is its predictable consequence. The question this
article raises is not whether multiple PICOs are legitimate.
They are. It is how a joint system with finite analytical
capacity and a finite evidence base should choose among
them.

Framed economically, the answer is that an additional PICO
should be judged by the decision value it is expected to
generate relative to the resources it consumes and the
probability that it can be answered at all. A joint HTA system

that maximises the number of nationally relevant questions is
not the same as one that maximises the value of the decisions
those questions inform, and the two objectives diverge
precisely where the evidence base is thinnest. Judging the
system by decision value per unit of assessment resource,
rather than by questions addressed, would give the
Coordination Group, national bodies and developers a
common and testable standard for whether joint assessment
is delivering the efficiency the Regulation promised.
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Key Points for Decision Makers

e PICO multiplicity improves the national relevance of a
joint clinical assessment, but each additional question
also consumes assessor and developer capacity that
could be used elsewhere, and some questions cannot be
answered from the evidence that exists.

e PICO requests should be judged by their expected
contribution to national decisions relative to their
answerability and their marginal resource cost, rather
than by national relevance alone.

e Evaluating the European joint assessment system
requires measuring both the duplicated national
assessment it avoids and the coordination and analytical
burden it creates, and reporting the result as decision
value per unit of assessment resource.
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