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1. Introduction

A television advertisement for an oncology medicine states that the product stopped tumours from growing for longer than the
comparator did. Every word can be true of the trial. What a viewer takes away is often something else, that the drug helps people
live longer. Randomised experiments conducted by regulatory researchers found this pattern directly. Adults shown fictitious
advertisements built on progression-free survival made significantly more errors about survival benefit than adults shown overall
survival claims, and a plain sentence stating that survival benefit was not yet known improved the accuracy of their expectations
(Sullivan et al., 2023). The distance between what the evidence established and what the audience concluded is a marketing
problem, not only a regulatory one.
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Surrogate endpoints make that distance structural. Tumour
response, progression-free survival, viral load, cholesterol
concentration and bone mineral density stand in for outcomes
patients care about, on the assumption that movement in the
marker will track movement in the outcome (Prentice, 1989;
Biomarkers Definitions Working Group, 2001). That
assumption is often only partly met. Trial-level associations
between common oncology surrogates and survival are
frequently weak or unreported (Prasad et al., 2015; Ciani et
al., 2017), medicines approved on surrogates often show no
later survival gain (Kim and Prasad, 2015; Gyawali et al.,
2019), and confirmatory evidence after expedited approval
can be slow, incomplete or absent in both the United States
and Europe (Naci et al., 2017; Davis et al., 2017; Banzi et al.,
2017; Vokinger et al., 2022). Regulators accept this trade-off
deliberately, to shorten the time between a serious unmet
need and an available treatment (Fleming, 2005; FDA, 2026;
EMA, 2020). The trade-off is defensible. The communication
consequences of it are the subject of this paper.

Medical and regulatory research has examined the
evidentiary side of the problem in depth. It has assessed
endpoint validity (Bikowski 2026), catalogued distorted
reporting of trial results, known as spin (Chiu et al., 2017;
Boutron et al., 2014), traced how distortion travels through
press releases into news coverage (Yavchitz et al., 2012), and
documented selective endpoint reporting in oncology
advertising itself (Wayant et al., 2020). Patients and
clinicians misunderstand progression-free survival even in
clinical settings (Fallowfield et al., 2017; MacEwan et al.,
2019; Sullivan et al., 2020). What this work has not done is
explain the phenomenon in terms of how consumers process
commercial messages.

Marketing research has the explanatory apparatus. It has long
treated unequal access to product information as the defining
condition of quality-uncertain markets (Akerlof, 1970;
Nelson, 1970; Darby and Karni, 1973), has theorised how
firms signal unobservable quality (Spence, 1973; Kirmani
and Rao, 2000; Erdem and Swait, 1998; Connelly et al.,
2011), has mapped the inferences consumers draw beyond
what a message literally says (Hoch and Ha, 1986; Kardes et
al., 2004), and has classified truthful claims that mislead by
implication (Johar, 1995; Hastak and Mazis, 2011). Work in
this journal has examined direct-to-consumer advertising,
scepticism, endorsement and brand credibility in
pharmaceutical settings (Mukherjee et al., 2013; Ju, 2017;
Rollins et al., 2020; Bairrada et al., 2021), and the wider
debate about whether promotion to the public informs or
distorts demand is long-running (Woloshin et al., 2001;
Mintzes, 2012). None of this work treats the clinical trial
endpoint as the evidentiary input that constrains what a claim
can honestly mean.

That is the gap this paper addresses, and it should be stated
precisely. The phenomenon is empirically documented,
mainly in oncology and mainly by regulatory-science teams.
It is not theorised. No account exists of how the properties of
endpoint evidence interact with the properties of a
commercial message to produce a benefit inference that
outruns the evidence, or of what that mismatch does to
credibility when it is later disconfirmed.

The paper therefore asks four questions. How does the
distance between a surrogate endpoint and a consumer-
inferred clinical benefit affect the meaning of a
pharmaceutical claim? Which communication features widen
or narrow that distance? How do disclosure, source

credibility and regulatory context shape trust when
evidentiary uncertainty is communicated? And how can
marketers communicate surrogate-endpoint evidence without
converting a bounded finding into an implied broader
promise?

Three contributions follow. First, the paper defines
evidentiary distance and three related constructs, and
distinguishes them from adjacent concepts already in use.
Second, it brings regulatory evidence characteristics into
marketing theory, treating the endpoint as an input to the
signalling process rather than as background. Third, it
converts the framework into six propositions and a
measurement agenda that empirical researchers can test.
Section 2 sets out the evidence problem, Section 3 describes
the synthesis method, Section 4 builds the theoretical
foundation, Section 5 defines the constructs, Section 6
presents the framework and propositions, and Sections 7 to
11 cover boundary conditions, implications and future
research.

2. Surrogate Endpoints as A Marketing Evidence
Problem

A surrogate endpoint is a measure intended to substitute for a
clinical outcome and to predict it (Biomarkers Definitions
Working Group, 2001). Its usefulness depends on whether
treatment effects on the marker reliably predict treatment
effects on the outcome, a condition that is demanding and
often untested (Prentice, 1989; Fleming and DeMets, 1996).
Surrogates vary widely in how well that condition is met.
Some are well validated across a therapeutic area. Others are
accepted as reasonably likely to predict benefit, which is the
standard applied under expedited pathways (FDA, 2018,
2026). Others are used because they are measurable and
early, with little evidence linking them to anything patients
experience.

This variation matters commercially because it is invisible in
the message. A claim built on a validated surrogate and a
claim built on a poorly validated one can be worded
identically. Both can pass a literal accuracy check. Neither
carries a marker of how much clinical meaning sits behind it.
The regulatory record contains the distinction, in approval
documents, product information and endpoint guidance
(FDA, 2018; EMA, 2024), but that record is not what
CONsSumers see.

Three features of the pharmaceutical setting make the
resulting problem sharper than in most consumer categories.
First, patients cannot verify treatment performance from their
own experience in the way they can judge a meal or a hotel.
For a preventive therapy, or for a therapy whose benefit is
measured in months of survival, personal experience gives
almost no diagnostic signal (Darby and Karni, 1973; Hoch
and Ha, 1986). Second, the technical vocabulary of endpoints
is not part of ordinary language. Terms such as response rate
and progression-free survival are read through a lay frame in
which any improvement implies feeling better and living
longer (Sullivan et al., 2020; Fallowfield et al., 2017). Third,
the decision is frequently made under distress, when
motivation to find a favourable interpretation is high.
Evidence that consumers close this gap in the direction of
hope is consistent. Advertisements often present efficacy in
vague qualitative terms rather than quantified terms
(O’Donoghue et al., 2014), consumers overestimate what
regulatory approval certifies (O’Donoghue et al., 2016), and
disclosure of accelerated approval status on manufacturer
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websites has been limited (Sullivan et al., 2018). Content
analyses of promotional material continue to find selective
endpoint reporting and emotional framing that outruns the
underlying data (Wayant et al., 2020; Applequist and Ball,
2018). The problem is not that surrogate endpoints are
invalid. It is that the scope of what consumers infer can
exceed the scope of what the evidence supports, and that
nothing in an ordinary claim tells them where the boundary
lies.

3. Approach to The Literature Synthesis

This is a conceptual paper and does not claim to be a
systematic review. It uses a targeted integrative synthesis,
and the procedure is reported so that readers can judge its
coverage.

Four streams were searched. The first covered surrogate
endpoint definition, validation and expedited approval,
drawing on clinical epidemiology, oncology and health
policy journals. The second covered pharmaceutical
promotion and consumer comprehension, including direct-to-

consumer advertising research and regulatory consumer
studies. The third covered marketing and economics of
information theory, including signalling, consumer inference,
claim substantiation, disclosure and trust. The fourth covered
official regulatory and institutional guidance from the United
States, the European Union, the United Kingdom, Australia
and the World Health Organization, used for definitions and
current requirements rather than for interpretation.

Sources were included where they informed the evidentiary
meaning of an endpoint, the design or effect of a
pharmaceutical communication, the mechanism by which
consumers form inferences, or the boundary conditions of the
proposed framework. Priority went to peer-reviewed work
and to primary regulatory documents. Synthesis was concept-
centric. Each stream was read for what it explains, what it
leaves unexplained and where its constructs could be joined,
and the output is a framework with defined constructs and
propositions rather than pooled evidence or a descriptive
bibliography.

Table 1: Literature integration matrix

Literature stream What it explains

What it leaves untheorised

Contribution of the present framework

Whether an endpoint predicts a
clinical outcome, and how often
surrogate-based approvals are later
confirmed

Surrogate endpoint
validity and expedited
approval

How endpoint properties are
transformed into lay meaning,
and what that does to the market | rather than as a purely evidentiary matter

Treats endpoint type and validation status
as inputs to a communication process

How results are presented so that
expert readers over-read them, and
how distortion travels through press

releases

Reporting distortion and
spin in biomedical
literature

Commercial message design,
consumer processing and the
trust consequences of over-

Extends the distortion chain into the
commercial message and specifies the

. receiver-side mechanism
reading

Pharmaceutical
promotion and consumer
comprehension

audiences understand and how
disclosures perform

What advertisements contain, what |A theoretical account of why the| Supplies a construct, a causal chain and
gap forms and what determines

testable propositions in place of

its size descriptive findings

Why quality information is
asymmetric and how credible signals
can be transmitted

Information economics
and signalling theory

Signals that are honest and
verifiable yet still decoded as

Identifies a signalling failure driven by
receiver decoding rather than by sender

broader claims deception

How recipients fill gaps in messages,
and when truthful claims mislead by
implication

Consumer inference and
claim substantiation

Evidence structures upstream of
the claim, and the technical
vocabulary problem specific to

Anchors inference to a measurable
evidentiary benchmark drawn from the
trial endpoint

medicines

4. Theoretical Foundation

The framework rests on one connected explanation rather
than a set of parallel theories. Information asymmetry
establishes the condition. Signalling explains what firms can
do about it. Consumer inference explains what recipients do
with the signal. Claim substantiation supplies the normative
benchmark against which the gap can be measured.

Markets in which sellers know more about quality than
buyers do tend towards adverse selection unless credible
quality information can be transmitted (Bikowski, 2026;
Akerlof, 1970). Nelson (1970) separated goods by whether
quality can be judged before purchase or only through use,
and Darby and Karni (1973) added the credence category,
where quality remains hard to judge even afterwards.
Prescription medicines sit firmly in that category. A patient
taking a therapy for a chronic condition cannot observe the
counterfactual, and the clinical benefit at stake may be
statistical rather than personally detectable (Stremersch and
Van Dyck, 2009).

Signalling theory explains how the informed party can
transmit quality information credibly (Spence, 1973). In
consumer markets, signals include brand investment,
warranties, third-party endorsement and the observable

properties of the claim itself (Kirmani and Rao, 2000; Erdem
and Swait, 1998; Connelly et al., 2011). In pharmaceutical
communication, the endpoint wording is a signal, the
presence and prominence of qualification is a signal, and the
regulatory status of the product is a signal. Signalling theory
is usually concerned with whether a signal is costly enough
to be credible. The pharmaceutical case raises a different
issue. The signal can be honest, verifiable and cheap to send,
and still be decoded as something broader than it states.
That decoding is the province of consumer inference.
Consumers routinely go beyond the information given, filling
gaps with prior beliefs, category expectations and contextual
cues (Hoch and Ha, 1986; Kardes et al., 2004). Inference is
not a failure of attention. It is how comprehension works.
Advertising research has repeatedly shown that literally true
claims produce false beliefs when the omitted qualification is
the part that constrains the meaning (Johar, 1995; Hastak and
Mazis, 2011), and that consumers generalise from a narrow
attribute claim to a broader quality judgement (Andrews et
al., 1998). Scepticism dampens this but does not remove it,
and it varies across people (Obermiller and Spangenberg,
1998; Ju, 2017).

Claim substantiation supplies the benchmark. Regulatory

72|Page



International Journal of Pharma Growth Research Review

regimes across jurisdictions require that a claim be supported
by evidence adequate for what the claim asserts, including
what it asserts by implication (FTC, 2022; TGA, 2021;
MHRA, 2025). Substantiation is therefore a relation between
the scope of a claim and the scope of the evidence behind it.
That relational logic is what the present framework extends.
Where substantiation doctrine asks whether the evidence
supports the claim, the framework asks how far the evidence
sits from the meaning the claim generates in the recipient, and
treats that separation as a variable with consequences for
inference and trust.

Trust is specified rather than assumed. Following Mayer et
al. (1995), trust is the willingness to be vulnerable to another
party based on expectations about that party’s ability,
benevolence and integrity. In this framework the relevant
referents are the claim, the communicating firm and the
regulatory system that permitted the claim, and these can
move in different directions after the same disclosure.

5. Evidentiary Distance and Evidence-To-Claim
Translation

Evidence-to-claim translation is the decision process through
which technical trial evidence becomes a consumer-facing
message. It involves selecting which endpoint to feature,
choosing wording, deciding what qualification to include and
how prominently, and setting the visual and emotional
context.

Evidentiary distance is the separation between the clinical
meaning that the featured endpoint directly supports and the
patient benefit a reasonable recipient can infer from the
communication built on it. Two points define the construct.
Itis a property of the evidence-claim pair, not of the evidence
alone, so the same endpoint can produce small or large
evidentiary distance depending on how it is communicated.
And it is assessed against inferred meaning, not against literal
wording, so a claim can be literally accurate and still sit at a
large distance.

Evidentiary distance should be distinguished from three
neighbours. It is not scientific uncertainty, which concerns
confidence in an estimate rather than the gap between two
different quantities (Han et al., 2011). It is not exaggeration,
which is a property of the message judged against the data.
And it is not deception, which is a legal and normative
conclusion about whether a claim misleads a material
proportion of the audience (Hastak and Mazis, 2011). A
communication can carry substantial evidentiary distance
while being truthful, unexaggerated and lawful. That is
precisely why the construct is needed.

Claim amplification is the process by which wording,
imagery, omission, prominence or context causes a bounded
endpoint finding to be received as a broader treatment
benefit. It is related to but distinct from spin, which describes
distorted reporting of results by researchers within a scientific
document (Chiu et al., 2017; Boutron et al., 2014). Claim
amplification operates on the commercial side of the chain
and is defined by its effect on lay recipients rather than on
expert readers.

Transparency calibration is the extent to which qualifying
information is prominent and comprehensible enough to keep
inferred benefit within the scope the endpoint supports. It is
deliberately relational. A disclosure that is technically
complete but unread, or read and not understood, is poorly
calibrated regardless of its accuracy. This distinguishes it
from perceived brand transparency, which is a consumer
judgement about a firm’s general openness (Montecchi et al.,
2024). Transparency calibration is assessed for a specific
message against a specific evidentiary scope.

Consumer benefit inference is the treatment benefit a
recipient believes is being offered. It is a specialisation of
consumer inference (Kardes et al., 2004) applied to
therapeutic outcome, and it can be compared with the
endpoint’s supported meaning to give a directional index of
over-inference.

Table 2: Construct definitions, boundaries and possible operationalisation

Construct Definition Distinguished from Possible operationalisation
The separation between the clinical Scientific uncertainty, which concerns .
. N - - - . Difference between an expert-rated
— meaning the featured endpoint directly confidence in an estimate;
Evidentiary . . Lo . . supported-scope score and a
- supports and the patient benefit a reasonable| exaggeration, judged against the data; : .
distance s . . - ; respondent-rated inferred-benefit score
recipient can infer from the communication| deception, a normative and legal
. - . on matched outcome scales
built on it conclusion
_ Th(_a process by_whlch wording, imagery, Spl_n, Wh_lch is intra document Change in inferred benefit produced by
Claim omission, prominence or context causes a | reporting distortion aimed at expert - . - :
o L - ° - a framing or imagery manipulation
amplification |bounded endpoint finding to be received as| readers; puffery, which makes no - :
. - . with the endpoint held constant
a broader treatment benefit verifiable assertion
The extent to which qualifying information . S Composite index of disclosure
. . : Perceived brand transparency, which is . -
Transparency |is prominent and comprehensible enoughto| . - prominence, unaided recall,
S - A a judgement about a firm rather than -
calibration keep inferred benefit within the scope the - comprehension accuracy and rated
: about a specific message .
endpoint supports clarity
Consumer | The treatment benefit a recipient believes is| Comprehension of stated content, Oper_l ended be_neflt elicitation coded
. . - against endpoint scope, plus closed
benefit being offered after exposure to the which measures recall rather than  |. . -
. o - . items on expected survival and quality
inference communication inferred meaning of life
Evidence-to- The decision process through which Message execution, which concerns Coded audit of endpoint selection,
claim technical trial evidence becomes a creative delivery once the evidentiary |qualification presence and prominence
translation consumer-facing message scope is already fixed across a promotional corpus
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Evidentiary distance is best treated as a continuum. A claim
reporting an absolute survival gain from a trial powered on
survival sits at the low end. A claim reporting progression-
free survival, qualified in plain language about what is not yet
known about survival, sits in the middle. A claim reporting

co

Wwww

rresponding safeguards.

Table 3: Endpoint types, consumer inference and evidentiary distance

.pharmagrowthjournal.com

tumour shrinkage alongside imagery of an active family life,
with survival unmentioned, sits at the high end. Table | sets
out this gradation across endpoint types together with the

Plausible consumer
inference

Endpoint featured in the
claim

What the endpoint
directly supports

Principal source of evidentiary
distance

Communication safeguard

Patients receiving the
treatment lived longer on
average than the
comparator group

Overall survival (reference
case, not a surrogate)

The treatment helps
people live longer

Low. Distance arises mainly
from relative rather than
absolute framing

Report the absolute gain and
the time frame alongside any
relative figure

Time before
radiographic progression
or death was longer

The treatment helps
people live longer
and feel better

Progression-free survival

Association with survival is

often weak, unquantified or

absent, and quality of life is
usually not established

State plainly that survival
benefit is not yet known, using
wording tested for
comprehension

The treatment shrinks
the cancer, therefore
it works

A defined proportion of
tumours shrank by a
threshold amount

Objective response rate

Frequently single-arm with no
comparator, responders are a
subgroup, and no outcome link
is demonstrated

Report the proportion, the
absence of a comparator and
what response does not
establish

Laboratory or physiological
markers such as HbAlc,
LDL cholesterol, blood

pressure or viral load

My personal risk of
the downstream
event is reduced

The marker moved in a
favourable direction

Marker-to-outcome validity may|
hold for one drug class and not
for another, and individual risk

reduction is not the trial estimate

Separate class-level validation
from product-level evidence
and express benefit in absolute
risk

Imaging or structural
markers such as bone
mineral density or plaque
volume

Fewer fractures or
fewer cardiac events

A structural measure
changed

Structural change may not track
event rates, and event outcomes
are often unmeasured

Report the event outcome
where measured and state
clearly where it was not

1 will feel
substantially better

A combined or scored
measure improved

Composite or scored
endpoints

Statistical significance without a
clinically meaningful
magnitude, and composites
driven by their least serious
component

Report the component drivers
and the minimal important
difference

Note. The classification is illustrative rather than exhaustive. Evidentiary distance is a property of the evidence-claim pair, so any endpoint in this table can sit

at a lower or higher position depending on how the claim is framed and qualified.

6. Conceptual Framework and Propositions

Figure 1 presents the framework. Regulatory evidence
characteristics, chiefly endpoint type, degree of validation
and approval pathway, set the evidentiary scope. Translation

decisions determine claim framing and disclosure. Together
these produce evidentiary distance, which drives claim
amplification and consumer benefit inference, which in turn
shape credibility and trust. Moderators operate at each stage.

Regulatory evidence
characteristics
Endpoint type
Degree of validation
Approval pathway

Claim

Evidence-to-claim

translation
Endpoint selection

framing

Disclosure design

produces

Scope supported

by the endpoint demonstrated outcome

Evidentiary distance is a property of the evidence-claim pair, not of the evidence alone

! EVIDENTIARY DISTANCE

<&
<

>
>
1

Benefit inferred

demonstrated outcome
by the consumer

inferred additional benefit

{e

Claim framing (P2)  Transparency calibration (P3)

Disease severity and perceived vulnerability (P6)  Source type

R

Claim Consumer benefit Credibility
amplification inference P4, P6 and trust
Wording, imagery, b What the recipient — In the claim, the firm
omission, prominence, believes the treatment and the approval
context delivers system
4 4 4
___________ A e e e e e

Moderators and boundary conditions

Health, numeracy and regulatory literacy (P5)
Regulatory regime and communication channel
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6.1. Evidentiary Distance and Benefit Inference

When a message reports a marker rather than an outcome, the
recipient must supply the missing link. Inference research
predicts that the gap will be filled with the most available and
desirable interpretation, and that recipients will not
spontaneously generate the qualification the communicator
omitted (Hoch and Ha, 1986; Kardes et al., 2004). The
regulatory experiments described earlier show the pattern in
this exact setting (Sullivan et al., 2023).

P1. The greater the evidentiary distance in a pharmaceutical
communication, the more likely it is that consumer benefit
inference exceeds the outcome the featured endpoint
supports.

6.2. Claim Framing and Amplification

Framing determines which interpretation is most accessible.
Outcome-oriented language, patient imagery, testimonial and
emotional context all supply a benefit schema that the
endpoint itself does not carry (Applequist and Ball, 2018;
Rollins et al., 2020). Where efficacy is stated qualitatively
rather than quantitatively, the schema has still less to
constrain it (O’Donoghue et al., 2014). Framing does not
create evidentiary distance, but it converts distance into
inference.

P2. Benefit-oriented claim framing strengthens the positive
relationship between evidentiary distance and claim
amplification, and endpoint-anchored framing weakens it.

6.3. Transparency Calibration

Qualification can close the gap, but only if it is noticed and
understood. Disclosure research shows that warnings and
qualifications frequently fail on prominence, comprehension
or both (Stewart and Martin, 1994), while plain-language
summaries of benefit and harm improve accuracy
substantially (Schwartz et al., 2009; Schwartz and Woloshin,
2011). The regulatory experiments found that a single plain
sentence about unknown survival benefit shifted expectations
(Sullivan et al., 2023). Regulatory attention to how a
qualification is presented, rather than only to whether it
appears, follows the same logic (FDA, 2023).

P3. Higher transparency calibration reduces claim
amplification by narrowing consumer benefit inference
towards the scope the endpoint supports.

6.4. Disclosure and Credibility

Disclosing a limitation might be expected to reduce
persuasion. Two-sided message research suggests the
opposite can occur, because acknowledging a weakness
signals candour and raises perceived trustworthiness (Eisend,
2006; Darke and Ritchie, 2007). Experimental work on
communicating uncertainty in numerical and scientific
claims finds that clearly expressed uncertainty has small
effects on trust and does not generally undermine it (van der
Bles et al., 2020). Applied here, an honest statement of what
an endpoint does not yet show functions as a costly signal in
a market where omission is the norm.

P4. Where uncertainty disclosure is comprehensible and
perceived as candid, it increases source credibility relative to
equally uncertain communications that omit or obscure the
limitation.

6.5. Literacy as a Boundary on Correction
Disclosure works through comprehension, so its corrective
effect is conditional on the recipient’s capacity to process it.

Health literacy and numeracy both predict how well
quantitative health information is understood and used
(Nutbeam, 2000; Berkman et al., 2011; Reyna et al., 2009).
Regulatory literacy, meaning understanding of what approval
does and does not certify, is separately limited (O’Donoghue
et al., 2016). A disclosure that presupposes any of these can
leave inflated inference intact.

P5. The corrective effect of uncertainty disclosure on
consumer benefit inference is moderated by health literacy,
numeracy and regulatory literacy, and is weakest where these
are low.

6.6. Stakes, Reliance and Trust

In severe disease, consumers rely more heavily on credible
signals precisely because they can least afford to evaluate
them independently, and motivated reasoning favours
optimistic readings. The same conditions raise the cost of
later disconfirmation, for example when a confirmatory trial
fails or an indication is withdrawn. Deception research shows
that perceived misleading by a marketer generalises into
distrust beyond the specific claim (Darke and Ritchie, 2007),
and pharmaceutical brand credibility is itself an antecedent of
consumer loyalty and advocacy (Bairrada et al., 2021).

P6. In high-stakes treatment contexts the effect of evidentiary
distance on consumer benefit inference is stronger, and
subsequent disconfirmation of the inferred benefit produces
a larger reduction in trust in the claim, the firm and the
approval system.

7. Regulatory and Market Boundary Conditions

The framework is not confined to direct-to-consumer
prescription advertising, which is permitted in only a small
number of jurisdictions. Its scope is any communication in
which endpoint-derived evidence reaches a lay audience.

In the European Union, advertising prescription medicines to
the general public is prohibited (European Parliament and
Council of the European Union, 2001), yet disease-awareness
campaigns, corporate communication, patient information
and media coverage of approvals still carry endpoint-derived
meaning to lay audiences, and such campaigns have been
found inconsistent with promotional standards in some
settings (Leonardo Alves et al., 2018). Where promotion to
the public is permitted, the same translation decisions occur
explicitly and are subject to presentation requirements (FDA,
2023). Australian and United Kingdom regimes regulate
advertising of medicines to the public through codified
advertising rules and substantiation obligations (TGA, 2021,
MHRA, 2025), and international ethical criteria set
expectations for the accuracy and completeness of
promotional information (WHO, 1988).

Channel matters as much as jurisdiction. Digital and social
environments have shifted a substantial share of
pharmaceutical communication away from formats designed
for regulatory review (Mackey et al., 2015), and patient
influencers now operate in a space where disclosure norms
and evidentiary standards are unsettled (Willis and Delbaere,
2022). Amplification in these channels is often achieved
through omission and context rather than through explicit
claims, which is exactly the mechanism the framework
describes.

Two boundary conditions should be stated. The framework
assumes a lay audience without endpoint expertise, so it does
not apply to promotion directed at prescribers, where the
relevant asymmetry is different (Mukherjee et al., 2013). And
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it assumes a legally permitted communication, so it addresses
lawful messages rather than off-label or fraudulent
promotion.

8. Theoretical Implications

Introducing  evidentiary  distance  changes  what
pharmaceutical marketing theory treats as given. Claim
research has generally taken the claim as the unit of analysis
and asked whether it is accurate, believable or persuasive.
The framework makes the evidentiary origin of the claim a
variable in its own right. Two communications with identical
wording can differ in their capacity to mislead because the
endpoints beneath them differ, and no message-level analysis
will detect that.

For signalling theory, the case is unusual and instructive. The
standard problem is separating credible from non-credible
signals when senders have an incentive to imitate. Here the
signal can be verifiable and honest yet still generate a receiver
belief the sender never asserted. This points to a class of
signalling failure driven by the receiver’s decoding frame
rather than by sender deception, and suggests that signal
design in technical categories should be evaluated against
inferred meaning rather than against sent meaning.

The framework also connects two literatures that have run in
parallel. Regulatory science has documented the
phenomenon in oncology without a behavioural account of it,
and consumer research has developed the behavioural
account without engaging clinical evidence structures. Table
Il sets out what each stream explains, what it leaves open and
where the constructs join.

9. Managerial and Regulatory Implications

For pharmaceutical brand and communications teams, the
practical shift is from asking whether a claim is defensible to
asking what a claim generates. That requires pre-testing
inferred benefit, not only recall and comprehension of stated
content. A simple diagnostic is to ask respondents what the
product does for patients and to compare the modal answer
with the endpoint’s supported meaning. Where the two
diverge, the message carries amplification regardless of its
literal accuracy.

For medical-legal-regulatory reviewers, evidentiary distance
can be added as an explicit review dimension alongside
substantiation. The review question becomes whether the
qualification is prominent and comprehensible enough to
hold inference within scope, which is a testable property
rather than a matter of judgement. Table | offers a starting
classification.

For agencies and copywriters, the operative discipline is to
keep endpoint wording and patient-outcome wording
separate, and to check whether imagery, testimonial or
context is supplying an outcome claim that the copy does not
make. Visual amplification is harder to detect in review than
verbal amplification and deserves specific attention.

For regulators, the framework suggests evaluating
disclosures by whether they correct inference rather than by
whether they state facts. Evidence that a single plain sentence
about unknown survival benefit changes expectations
(Sullivan et al., 2023) indicates that well-designed
qualification is achievable at low cost. It also indicates that
variability in how expedited approval status is disclosed is a
solvable problem (Sullivan et al., 2018).

For healthcare professionals and patient educators, the
framework identifies where expectations are likely to have

been formed before the consultation, and which endpoint
types most often require correction.

10. Future Research and Measurement Agenda

The framework is designed to be tested. Evidentiary distance
can be operationalised as the difference between a recipient’s
inferred benefit and the endpoint’s supported meaning,
measured on matched scales, with an expert-rated scope score
used as the benchmark. Claim amplification can be measured
as the increase in inferred benefit produced by a framing
manipulation holding the endpoint constant. Transparency
calibration can be indexed from disclosure prominence,
comprehension accuracy and self-reported clarity.

Four study designs follow directly. Factorial experiments
manipulating endpoint type and disclosure format would test
P1 to P4, using survival and quality-of-life expectations as
dependent variables. Content analyses of promotional and
disease-awareness material across jurisdictions would
establish the distribution of evidentiary distance in practice
and extend existing endpoint-reporting audits (Wayant et al.,
2020). Longitudinal or scenario-based designs following a
confirmatory trial failure would test the trust predictions in
P6, which cannot be captured in a single exposure. Cross-
country designs comparing permissive and restrictive
advertising regimes would test whether regulatory context
substitutes for or complements message-level calibration.
Several questions sit beyond the present framework and merit
separate work. Whether prescribers show the same inference
pattern under time pressure is unknown. Whether repeated
exposure to well-calibrated disclosure builds durable
regulatory literacy, or simply produces habituation, is
unresolved. And whether evidentiary distance behaves
similarly for vaccines, medical devices and health-related
consumer products, where the evidence structures differ, is
an open empirical question.

11. Conclusion

Pharmaceutical claims can be accurate and still leave
audiences believing something the evidence does not support.
That outcome is not primarily a failure of honesty. It arises
where a technical endpoint is translated into ordinary
language for people who cannot verify the result and who
have strong reasons to hope. Evidentiary distance hames the
separation that makes this possible and locates it where it
belongs, in the relationship between the evidence and the
message rather than in either one alone. The framework set
out here explains how that separation is created, how framing
and qualification widen or narrow it, and why the
consequences run through credibility and trust rather than
through comprehension alone. Surrogate endpoints are not
the problem. The unexamined step between what they show
and what a claim implies is.
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