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Our position: the VPH Society welcomes the explicit recognition of in silico evidence — computational
modelling, simulation, and related New Approach Methodologies — throughout the proposed MDR, including
within the clinical evidence package. This is a precise, well-targeted change, not a loosening of the Regulation’s
safety standard. We urge the SANT Committee to retain this language as drafted.

Why this matters now

The current MDR treats modelling and simulation almost exclusively as non-clinical evidence, even where
MDCG guidance already references it. This forces a false choice: either run a full conventional clinical
investigation, or forgo a credible, quantifiable source of evidence altogether [references 1 at end of this
document]. The revised proposal corrects this by recognizing in silico evidence as a legitimate, assessable
contributor across the device lifecycle — pre-market, clinical, and post-market — alongside (not instead of)
clinical investigation, real-world data, and post-market surveillance.

This is not a new or untested concept. Computational modelling has already supported FDA decisions on 7T
MRI safety and MRI-conditional pacemaker leads, and the VICTRE in silico trial substituted for a conventional
clinical study in evaluating digital breast tomosynthesis [refs 2]. One published industry case study reports a
cardiac device reaching patients two years earlier, with 256 fewer trial subjects and €/510 million in trial cost
avoided, through in silico-augmented testing [refs 2].

Addressing the safety concern directly

Some organizations have raised a legitimate question: could admitting digital evidence into the clinical phase
weaken what regulators require? We take this concern seriously as patient safety is the shared objective of
every stakeholder in this debate We do not believe the proposal creates that risk, for two structural reasons:

e Regulators keep the gate: the proposal does not mandate in silico evidence or substitute it
automatically for clinical data. It makes it admissible for assessment. Notified Bodies and competent
authorities retain full discretion over what evidence is sufficient for a given device, risk class, and
intended use — exactly as they do today for bench testing, animal data, and literature-based
equivalence [refs 3 & 4],

e This is a known, gated pathway, not a new one: non-clinical evidence is already subject to credibility
scrutiny under the MDR. Extending that same scrutiny to computational evidence, via existing
standards such as ASME V&V40 or developing equivalents at ISO/IEC level, does not lower the bar; it
gives regulators a structured, internationally recognized method to test whether a given model is
credible enough to rely on, case by case [refs 5].

The community is ready to deliver
The in silico medicine community has spent the past decade building the regulatory science infrastructure this
proposal now formally enables [refs 3 & 4], rather than starting from this text:
e Credibility assessment: active contribution to and use of ASME V&V 40, ISO/TC 194, IEC/TC 62, and
ISO/TC 276 standards for verifying and validating computational models used in medical device
evidence [refs 5].
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e Regulatory science alignment: engagement with MDCG 2020-6, MDCG 2024-10 (orphan devices), and
the 2025/2026 breakthrough device guidance and pilot, where in silico evidence is already cited as part
of evidence appraisal.

e Standing capacity: a track record of EU-funded translational work (Horizon 2020 & Horizon Europe
projects such as In Silico World, SIMCor, SimCardioTest and others) that has already moved these
methods from research tool to regulatory-grade evidence source.

Having recently joined the MDCG New Technology Task Force, the VPH Society is ready to work directly with
the Commission and Member State experts to translate this legislative recognition into the practical guidance
— credibility frameworks, contexts of use, reviewer training — that Notified Bodies and manufacturers will
need to apply it consistently.

Where the case is strongest: orphan, pediatric, and breakthrough devices

The clinical and ethical argument for admitting in silico evidence is sharpest precisely where conventional trial
evidence is hardest to obtain: orphan and rare-disease devices, pediatric populations, and breakthrough
technologies. In these contexts, computational evidence does not compete with clinical data — it is frequently
the only ethical and feasible way to generate comparable evidence at all, and it can reduce unnecessary
exposure of vulnerable patients to investigational procedures. The proposal's flexibility allows regulators to
apply digital evidence with proportionate weight in exactly these cases, without changing the standard for
higher-volume, lower-risk devices.

Action points for the SANT Committee
We ask Members to treat the following as deliberate, evidence-based choices — not provisions that can be
dropped for simplicity without consequence.

Art. 61(10) Keep as drafted. The explicit listing of in silico testing, computational modelling and
simulation alongside in vitro and ex vivo methods as adequate non-clinical justification
removes a long-standing ambiguity. This is the most consequential change in the proposal
for our community and should not be diluted.

Annex | (37), Keep as drafted. The recognition that New Approach Methodologies, including in silico

GSPR approaches, can contribute to both clinical and non-clinical studies — not non-clinical
alone — is the legal basis for treating digital evidence as more than an animal-testing
substitute. Retaining this dual scope is essential.

Annex 11 §6.1 / Keep as drafted. Explicit listing of in silico testing and computational modelling in
Annex VIII  technical documentation and Notified Body assessment requirements gives reviewers a
§4.5.4 clear, citable basis to evaluate this evidence consistently, rather than on an ad hoc basis.

Art. 2(48), Support, with a request for clarity. The broadened scope for equivalence and published-
definition of literature data is welcome. We ask the Committee to confirm — in recitals or through
‘clinical data’ mandated MDCG guidance — that this broadened definition is intended to work

coherently with Art. 61(10), so reviewers do not interpret ‘clinical data’ and ‘non-clinical
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testing methods’ as mutually exclusive categories that exclude digital evidence from

either.
MDCG Instruct MDCG to prioritize guidance. Legislative recognition needs operational guidance
mandate to be usable. We ask the Committee to ensure the MDCG New Technology Task Force is

resourced and mandated to deliver credibility-assessment and contexts-of-use guidance
promptly after adoption — work the VPH Institute, as a new Task Force member, is ready
to support.

Our offer

The VPH Institute represents the scientific community that builds and validates these methods, independent
of any single manufacturer or device. We are available to brief Members or staff, provide technical input on
any amendment touching in silico or computational evidence, and support the MDCG Task Force in turning this
proposal into workable guidance.

Contact: Prof. Dr. Liesbet Geris, Executive Director, VPH Society - www.vph-society.org
director@vph-society.org / liesbet.geris@kuleuven.be

In short: this is a narrow, well-evidenced, regulator-controlled change with a decade of scientific groundwork
behind it. The absence of public controversy reflects consensus among those who work with this evidence daily,
not a lack of scrutiny. We ask the MEPs not to read silence as grounds to remove it.
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