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Executive Summary

The European Society of Oncology Pharmacy (ESOP) welcomes the growing recognition that a gap exists
between the stability data available in the Summary of Product Characteristics (SmPC) and the realities of
contemporary hospital pharmacy practice, and shares the core regulatory objectives of patient safety and product
quality. However, ESOP submits that the EDQM guidance on in-use storage time of reconstituted parenteral
medicines (CD-P-PH/PC, 2025), as currently framed, raises important scientific, legal and practical concerns, and
risks serious adverse consequences for the delivery of cancer care, the sustainability of healthcare systems, and the
strategic resilience of European pharmaceutical capacity. Professional responsibility does not imply scientific
isolation from the evidence base generated by academia, healthcare institutions and industry.

The issue at stake is not merely one of pharmaceutical stability methodology. It concerns the
capacity of European healthcare systems to deliver safe, sustainable and patient-centred
oncology care in an era characterised by medicine shortages, rising cancer incidence,
demographic change, and growing demand for personalised therapies.

ESOP calls for current guidance to be revised in light of the extensive evidence base generated by
European academic researchers and hospital pharmacists, and proposes a constructive framework for
collaboration, including the establishment of a joint European Stability Observatory.

President: Klaus Meier (Germany); VP - External Education: Alain Astier (France); VP - EU and European affairs: Mirjam
Crul (The Netherlands); VP - Non-European affairs: Catharina Elizabeth van der Merwe (South Africa); VP - Education:
Christophe Bardin (France), VP - Research: Robert Terkola (Austria); VP - Quality management and standards: Kristjan

Kongi (Estonia); VP - Certification - Sherif Kamal (Egypt); Secretary: Venus Mushininga (Zimbabwe); Treasurer: Roman
Gonec (Czechia); Chair - Social Media: Victoria Zapotochna (Ukraine); VP - External Society Affairs: Zsuzsanna Bodor

(Hungary); VP - General Secretary: Karyofyllis Tsiakitzis (Greece)
Register of associations Hamburg: VR 25477 | EU-Transparency register : ID 112006128054-87

1

Member
'SOCIETY OF THE
EUROPEAN CANCER
ORGANISATION



mailto:membershipservice@esop.li

EUROPEAN SOCIETY OF ONCOLOGY PHARMACY

ESOP

GLOBAL

1. Introduction

The EDQM recently published guidance on the in-use storage time of reconstituted parenteral medicines
(CD-P-PH/PC, 2025) . ESOP acknowledges the EDQM’s legitimate role in promoting pharmaceutical quality
standards across Europe. This response is offered in a spirit of constructive scientific and professional dialogue,
grounded in the extensive evidence base that European hospital pharmacists and academic researchers have
developed over three decades.

ESOP’s position is founded on the following principles, which it considers indispensable to sound European
pharmaceutical policy:

e patient safety and continuity of care as the paramount regulatory objective;
e equitable and timely access to medicines across all patient groups and care settings;

« quality of life for patients, including the right to uninterrupted, individualised and clinically appropriate
treatment;

+ the financial sustainability and operational resilience of European healthcare systems;

* recognition of hospital pharmacists as healthcare professionals generating scientific evidence and
operating pharmaceutical quality systems, not merely as end-users of industrial information;

» the preservation of evidence-based professional autonomy in hospital pharmacy practice.

ESOP does not oppose rigorous quality standards. It submits that the most rigorous standard available is one
grounded in validated scientific evidence — including evidence generated by academic and hospital pharmacy
researchers — rather than one anchored exclusively to manufacturer-declared data that are often incomplete for
contemporary hospital pharmacy practice and may not fully reflect the stability subsequently demonstrated through
independent scientific investigation.

2. A Question of European Health Policy, Not Only Pharmaceutical Methodology

The EDQM guidance addresses a technical question — the permissible duration of in-use storage
following reconstitution. However, the consequences of how that question is answered extend well beyond the
technical domain.

Restricting the evidence-based use of extended in-use stability does not merely affect pharmacy
operations. It directly impacts medicine availability, healthcare sustainability, cancer care
delivery, preparedness for shortages, and the strategic resilience of European health systems.
Hospital pharmacies are not peripheral actors in this ecosystem, they are an integral component
of Europe’s pharmaceutical infrastructure and a cornerstone of patient-centred care.

ESOP therefore submits that the EDQM’s guidance must be evaluated not only against quality and
safety criteria in a narrow technical sense, but against the broader objectives of European health policy —
including those articulated in Europe’s Beating Cancer Plan @, the European Pharmaceutical Strategy ), and the
mandate of the Health Emergency Preparedness and Response Authority (HERA). The guidance as currently
drafted is, ESOP contends, inconsistent with several of these objectives.
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3. Medicine Shortages, Pharmaceutical Waste and Healthcare Preparedness

Medicine shortages have been identified by the European Commission, the European Medicines Agency
(EMA) and HERA as one of the most pressing threats to European healthcare ®. Shortages of essential oncology
medicines — including cytotoxics, supportive care agents and targeted therapies — have affected patients across
multiple Member States in recent years and continue to do so.

In this context, the regulatory treatment of in-use stability is not a peripheral concern. Overly conservative in-
use stability limits — particularly where they are not supported by the available scientific evidence — have direct
consequences for medicine availability:

* they mandate the destruction of reconstituted or diluted preparations that validated evidence demonstrates
to be chemically and microbiologically stable, contributing to avoidable pharmaceutical waste;

« for medicines already affected by shortage, such waste exacerbates supply constraints and may result in
treatment interruption or delay;

+ they prevent the reuse of residual vial contents for high-cost oncology medicines, with significant
economic consequences for healthcare systems operating under constrained budgets.

Patient safety is not enhanced by the mandatory destruction of scientifically stable medicines.
Patient safety is not enhanced when treatment schedules are delayed or interrupted because
prepared medicines must be discarded despite validated evidence demonstrating their stability.
Waste, in this context, is itself a patient safety issue.

At a time when European institutions are investing substantial resources in mitigating medicine shortages,
policies that mandate the avoidable destruction of safe and usable medicines are inconsistent with European
pharmaceutical preparedness objectives and should be reconsidered accordingly. ESOP calls for an explicit
assessment of the shortage and waste implications of such guidance, in consultation with EMA, HERA, and
hospital pharmacy stakeholders.

4. Europe’s Beating Cancer Plan and the Requirements of Modern Oncology Care

Europe’s Beating Cancer Plan, adopted by the European Commission in 2021 @), sets out ambitious objectives
for cancer prevention, diagnosis, treatment and survivorship care. Central to its treatment objectives are:

» the expansion of personalised and precision oncology;
+ the development of ambulatory and home-based cancer care models;
« the equitable distribution of high-quality cancer treatment across all Member States and regions;

+ the optimisation of treatment outcomes while managing the economic sustainability of healthcare
systems.

None of these objectives can be delivered effectively within a regulatory framework that imposes unduly restrictive
in-use stability limits inconsistent with the available scientific evidence.
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Personalised oncology and precision medicine.

Precision medicine — including weight-adjusted dosing, pharmacogenomics-guided regimens, and
patient-specific formulations — requires the ability to prepare individualised doses, often in advance and in small
quantities. Dose banding, a clinically and economically important practice in oncology pharmacy, depends directly
on the availability of validated extended stability data. Restricting such data restricts the practical delivery of
precision medicine.

Ambulatory oncology and hospital-at-home care.

The expansion of ambulatory cancer care and hospital-at-home programmes — explicitly supported by
Europe’s Beating Cancer Plan — requires preparations to remain stable over periods significantly longer than
those required for immediate in-hospital administration. These models of care are structurally incompatible with
restrictive in-use stability limits that do not account for transport time, patient-side storage, and extended infusion
protocols.

Advanced therapy medicinal products and the future of oncology care.

The growing clinical role of CAR-T cell therapies, ATMPs, gene therapies and other advanced oncology
treatments further underscores the importance of decentralised, patient-proximate pharmaceutical expertise. These
therapies require hospital-based preparation, individualised handling, and institution-specific quality systems.
Future oncology care will increasingly depend on decentralised pharmaceutical expertise located within hospitals.
Regulatory frameworks should facilitate, not constrain, this evolution.

5. Clinical Context: The Inadequacy of Manufacturer-Declared Stability Data

5.1 Routine Clinical Scenarios Not Covered by SmPC Declarations

The in-use stability data provided by manufacturers in Summaries of Product Characteristics (SmPCs) are
routinely inadequate for a broad range of clinical situations that constitute standard oncology pharmacy practice
across European hospitals. These include:

* advance preparation and dose banding, which require extended stability beyond that declared for
immediate administration;

* postponement of chemotherapy cycles after preparation has been completed;

» reuse of residual vial contents for high-cost products, to reduce waste and manage shortages;
* specific concentrations required in paediatric and intensive care settings;

*  continuous infusion protocols, including ambulatory pump delivery;

* non-standard administration routes, including intraperitoneal chemotherapy;

* temperature excursions and logistical constraints, including pneumatic tube transport, drone delivery, and
refrigerator failure;

*  home-based hospitalisation and extended ambulatory care pathways.
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These scenarios are not exceptional. They are the daily operational reality of oncology pharmacy practice
across Europe. A regulatory framework that fails to accommodate them does not protect patients — it creates
avoidable clinical and logistical risks for them.

5.2 The Commercial Basis of SmPC Stability Declarations

Many cytotoxic agents in current clinical use — including doxorubicin, cyclophosphamide, platinum
derivatives, 5-fluorouracil, and taxanes — were developed over 60 years ago, at a time when systematic
physicochemical in-use stability assessment was neither standardised nor required. The in-use stability data
originally declared by manufacturers reflected the assumption of immediate bedside preparation by nursing staff,
and were designed primarily to address microbiological contamination risk rather than physicochemical stability
under modern pharmaceutical conditions.

A particularly instructive and well-documented example is provided by the monoclonal antibodies
rituximab and trastuzumab. When these products were available exclusively as originator products, manufacturers
declared an in-use stability of no more than 24 hours at 4°C following reconstitution. Upon market entry of
biosimilar versions, some manufacturers declared extended stability of up to one month. Shortly thereafter,
originator manufacturers revised their own SmPCs to match these extended limits.

This sequence demonstrates that SmPC stability limits reflect the evidence available at the time
of regulatory approval and may not always represent the full extent of product stability
subsequently demonstrated through additional scientific investigation. This pattern has been
documented for numerous other parenteral medicines and cannot be dismissed as exceptional.

Treating SmPC-declared stability limits as definitive regulatory limits, without a mechanism for
incorporating validated academic evidence, entrenches historically limited data, purposed for commercial reasons,
as the regulatory standard. This outcome is inconsistent with evidence-based pharmaceutical regulation.

5.3 Physicochemical and Microbiological Stability Are Distinct — and Both Are Controlled in Hospital
Pharmacy

A critical distinction must be drawn between the two components of in-use stability: physicochemical
stability (the integrity of the active molecule and formulation) and microbiological stability (the maintenance of
sterility after the container is first breached). The traditional 24-hour in-use limit declared in many SmPCs is, as
the literature confirms, predominantly a microbiological safeguard rather than a statement of physicochemical
limitation.

ESOP emphasises that contemporary hospital pharmacy directly and rigorously controls the
microbiological dimension. Preparations are performed in validated aseptic facilities under Grade A /ISO Class 5
conditions, increasingly using closed-system transfer devices (CSTDs) that minimise the risk of microbial ingress
on repeated access, with environmental monitoring, operator media-fill validation, and quality assurance fully
compliant with the revised EU GMP Annex 1 (2022) requirements for sterile medicinal products. Under these
conditions, the microbiological risk that originally justified a conservative 24-hour limit is substantially mitigated
and is formally managed, not merely assumed.
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Accordingly, when extended in-use stability is applied under pharmaceutical responsibility, it rests on

two independently validated foundations: peer-reviewed physicochemical stability data demonstrating molecular
integrity, and a documented aseptic quality system maintaining sterility. The conflation of these two distinct
questions — treating a microbiologically-derived default limit as though it were a physicochemical boundary —
is a central source of the regulatory gap this paper addresses.

6. The Academic Evidence Base for Extended In-Use Stability

In response to the clinical gap created by inadequate manufacturer-declared stability data, a substantial
and longstanding body of peer-reviewed scientific evidence has accumulated over more than three decades. Studies
conducted using advanced analytical methodologies consistent with current ICH and Ph. Eur. standards have
demonstrated that extended in-use stability is achievable for a wide range of reconstituted and diluted parenteral
medicines without compromising patient safety, provided that preparations are performed under pharmaceutical
responsibility and in accordance with Good Manufacturing Practice (GMP).

This body of evidence was significantly structured by the consensus guidelines for practical stability
studies of anticancer drugs, established following a European conference in 2011 ®), which set methodological
standards subsequently adopted internationally. The Stabilis 4.0 database © consolidates this evidence base,
providing hospital pharmacists with a validated, continuously updated reference. Stabilis represents the most
comprehensive European repository of published stability data and demonstrates a mature scientific evidence base
that deserves formal regulatory recognition.

Building on this foundation, ESOP — in its leading role in European oncology pharmacy, and in
collaboration with the French Society of Oncology Pharmacy (SFPO) — has published three successive sets of
evidence-based recommendations on the practical stability of anticancer drugs 7. These recommendations have
been implemented in routine clinical practice for more than fifteen years across numerous European countries and
healthcare systems, encompassing many millions of prepared doses. Throughout this extensive and prolonged real-
world application, no signal of patient harm attributable to the use of validated extended stability data under
controlled GMP conditions has been identified in the published literature or pharmacovigillance records. This
represents a substantial body of positive real-world safety experience, not merely an absence of reported harm.

The academic evidence base for extended in-use stability is not supplementary to proper
scientific standards. It is, in many cases, more methodologically rigorous and more clinically
relevant than the commercial stability testing that underpins SmPC declarations.

The methodological rigour of this evidence base is not assumed but defined. A valid in-use stability study,
in line with the 2011 European consensus and current ICH Q1A(R2) and Q2(R1) principles, employs a stability-
indicating analytical method (typically HPLC with appropriate detection, supported where necessary by mass
spectrometry), pre-defined acceptance criteria (commonly retention of >90-95 % of the initial concentration), and
assessment of degradation products, sub-visible particulate matter (Ph. Eur. 2.9.19), pH, osmolality, and, where
relevant, container—closure and adsorption effects. Studies meeting these criteria provide a level of analytical
scrutiny equal to, and frequently exceeding, that underpinning original SmPC declarations.
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Such recognition would not be without precedent; validated extended stability data are already integrated
into safe, regulator-endorsed routine practice within Europe. In France, the SFPO/ESOP recommendations —
updated most recently in 2024 — and the methodological guidelines of GERPAC and the French Society of
Clinical Pharmacy provide a structured, GMP-conditional framework for assigning practical stability ). These
established national models confirm that the approach ESOP proposes is not theoretical: it is already operating
safely, under regulatory oversight, and could be harmonised and built upon at European level.

7. Hospital Pharmacists as Scientific Authorities and Strategic Healthcare Assets

7.1 Hospital Pharmacists as Generators of Scientific Evidence

A fundamental premise of the EDQM’s approach appears to be that in-use stability information flows
unidirectionally from industrial manufacturers to hospital pharmacy end-users. ESOP firmly rejects this
characterisation.

Hospital pharmacists are not merely end-users of industrially generated information. They are
recognised healthcare professionals who generate scientific evidence, conduct peer-reviewed
stability research, operate pharmaceutical quality systems equivalent to those employed in many
licensed manufacturing environments, and bear professional and legal responsibility for the
quality of the preparations they provide to patients.

The evidence base described in Section 6 above was generated overwhelmingly by hospital pharmacists
and academic pharmacy researchers — not by industrial manufacturers. Regulatory frameworks that fail to
recognise and incorporate this expertise systematically disadvantage the most clinically relevant sources of
stability knowledge.

7.2 Hospital Pharmacies as Strategic Pharmaceutical Infrastructure

Europe’s dependence on a limited number of manufacturers for critical pharmaceutical ingredients and
finished products — including reliance on Asian API production — has been extensively documented and has
contributed to the recurring medicine shortages experienced across the continent. European institutions have
responded by calling for greater pharmaceutical sovereignty and diversification of manufacturing capacity.

Hospital pharmacies are part of this manufacturing infrastructure. They operate under licensed
pharmaceutical quality systems, employ qualified persons, and produce medicines for patients who would
otherwise not have access to appropriate formulations. During the COVID-19 pandemic, hospital pharmacies
provided essential emergency manufacturing capacity when industrial supply chains failed, including the
preparation of critical care medicines such as sedative agents and neuromuscular blocking drugs.

Hospital pharmacies should be recognised explicitly as strategic healthcare assets contributing
to European pharmaceutical sovereignty. They are not peripheral or provisional entities — they
are a structural component of Europe’s healthcare resilience and an integral part of the
pharmaceutical manufacturing landscape.
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Regulatory measures that constrain the operational scope of hospital pharmacy preparation — including
through the imposition of stability limits inconsistent with the available evidence — directly contradict European
pharmaceutical sovereignty objectives.

8. Specific Concerns Regarding Current Stakeholder Guidance

8.1 Insufficient Engagement with the Academic Evidence Base

ESOP is convinced that any guidance on the issue discussed, should systematically engage with the
extensive peer-reviewed literature on extended in-use stability, including the ESOP/SFPO recommendations and
the Stabilis database. A guidance document that does not acknowledge or critically appraise this body of evidence
imposes restrictions that are inconsistent with the current state of scientific knowledge in the field.

8.2 Over-Reliance on SmPC-Declared Stability Limits

As demonstrated in Section 5.2, SmPC-declared in-use stability limits are in numerous documented cases
the product of historical testing conditions and commercial considerations rather than systematic scientific
assessment. Treating these declarations as definitive regulatory limits, without a mechanism for recognising
validated academic evidence, is not consistent with evidence-based pharmaceutical regulation.

8.3 Absence of a Risk-Based, GMP-Conditional Framework

ESOP considers that in-use stability regulation should be grounded in a risk-based framework that
accounts for the quality of the preparation environment, the analytical evidence supporting a given stability claim,
and the clinical necessity served by extended use. A framework that does not differentiate between preparations
made under GMP-equivalent pharmaceutical conditions and those made under lower-quality conditions penalises
centres that have invested in pharmaceutical quality infrastructure.

8.4 Equity and Access Implications

Overly restrictive in-use stability policies disproportionately impact patients in healthcare systems with
limited resources, patients receiving care in ambulatory or home settings, paediatric patients requiring
individualised formulations, and patients in Member States where access to commercial preparations is less
reliable. These patient groups most depend on the flexibility that evidence-based extended stability limits provide.
ESOP urges EDQM and all regulatory authorities to consider these equity dimensions explicitly.

8.5 The Call for Industry Data Highlights a Longstanding Evidence Gap

The EDQM guidance states that “companies should provide data that support product-specific scenarios
which could be anticipated in actual practice, such as time needed between first opening/reconstitution in the
hospital pharmacy and administration to the patient.” ESOP welcomes this statement as an acknowledgment by
EDQM that clinically relevant stability data are frequently lacking. ESOP submits, however, that the published
scientific literature, accumulated over more than three decades, indicates that this gap is unlikely to be resolved
through voluntary industry disclosure alone, and that a structured regulatory mechanism is therefore required.

8.5.1 Evidence That Voluntary Disclosure Has Not Closed the Gap

The purpose for which manufacturers conduct post-reconstitution and post-dilution stability testing is
well documented. The peer-reviewed literature indicates that stability studies performed by the pharmaceutical
industry are principally designed to fulfil licensing requirements, and that post-dilution or post-reconstitution
stability data are consequently frequently limited to 24 hours for bacteriological reasons, regardless of the true
physicochemical stability of the product, which may in many cases be considerably longer (. This reflects a
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testing strategy oriented toward regulatory approval rather than toward the practical scenarios
encountered in hospital pharmacy practice.

The same literature notes that the extended stability data generated during product development are not
always translated into clinically useful in-use storage information made available to healthcare professionals (7,
As aresult, hospital pharmacies frequently face situations in which independent scientific evidence supports longer
in-use periods than those reflected in the SmPC. A systematic analysis of SmPC stability declarations in oncology
has further observed that the limited stability data provided for originator products may be influenced by
commercial considerations in addition to scientific and regulatory factors (V.

The biosimilar experience provides a particularly illustrative example. For several monoclonal antibodies,
originator products that had long declared in-use stability of no more than 24 hours were subsequently assigned
substantially longer stability — up to one month — following the market entry of biosimilar competitors, without
any change in the molecule, formulation, or manufacturing process 1. This indicates that extended stability was
scientifically achievable well before it was formally declared. The economic dimension of restrictive in-use limits
is equally well documented: for pembrolizumab, independent studies have demonstrated physicochemical and
microbiological stability of vial leftovers for at least two weeks after first puncture, while avoidable waste at a
single cancer centre was estimated at over CAD 101,200 per year, and analysis across six regional cancer centres
demonstrated losses of CAD 6.68 million, with residual wastage exceeding CAD 3.47 million even under optimal
vial-sharing assumptions 2.

This pattern is confirmed across therapeutic classes and international contexts. International oncology
pharmacy surveys report that stability extension is feasible in the large majority of centres and conclude that the
assistance of governments and the pharmaceutical industry remains necessary to achieve it 1¥); systematic reviews
of refrigerated medicines call for broader manufacturer transparency as “urgently needed” !9; and the validation
of physicochemical and biological stability continues to be described as a paramount scientific mission for the
hospital pharmacist ! — precisely because the necessary data are not consistently provided by other means.

8.5.2 The Regulatory Conclusion

Taken together, this evidence supports a single, measured conclusion of direct relevance, not only to
EDQM, but also to all European regulatory authorities: a longstanding gap exists between the stability data
available in the SmPC and the data required for contemporary hospital pharmacy practice, and this gap has not
been closed through voluntary disclosure over the course of three decades. The EDQM’s call for companies to
provide clinical scenario-specific data is well founded, but a voluntary appeal is, on the documented record,
unlikely to be sufficient on its own.

ESOP therefore submits that two complementary measures are required. First, where clinically relevant
extended stability data exist or can reasonably be generated, Marketing Authorisation Holders should be
encouraged, and where appropriate required, to generate and submit such data for regulatory assessment and
potential SmPC update. Second, in parallel, the substantial body of validated academic evidence generated by
hospital pharmacists and academic researchers should be afforded formal regulatory recognition on its own merits
— not as a second-best substitute, but as a rigorous, clinically relevant and continuously updated complement to
manufacturer-generated data.
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A longstanding evidence gap exists, the scientific literature documents it; voluntary disclosure
has not resolved it. The appropriate response is not to hold the individual hospital pharmacist
solely responsible for the consequences of that gap, but to establish a structured regulatory
pathway that recognises validated evidence and defines clear responsibilities for the generation
of the data that clinical practice requires.

9. The “Non-Conformity” and “Sole Responsibility” Statement: A Scientific, Legal and
Ethical Critique

The EDQM guidance states that extensions beyond manufacturer-declared in-use storage times “are to be
considered a non-conformity and are the sole responsibility of the healthcare professional in charge of the
reconstitution process.” ESOP considers this statement to be scientifically unsound, legally overstated, and
ethically incoherent. Each dimension warrants direct examination.

9.1 Scientific Critique: SmPC Limits Are Not Scientific Truth

The EDQM statement rests on an implicit premise: that manufacturer-declared in-use stability limits
represent the true physicochemical boundary of a product’s stability, such that any use beyond them constitutes a
departure from established scientific fact. This premise is false.

A stability limit declared in an SmPC reflects the evidence available at the time of regulatory approval
and should not necessarily be interpreted as the absolute limit of product stability under all clinical circumstances.
It reflects the testing conditions, assumptions and commercial context prevailing at the time of the original
marketing authorisation. It is not, in itself, a scientific determination of when a molecule degrades. When validated
academic studies — conducted with modern stability-indicating analytical methodology (HPLC, mass
spectrometry, validated assay systems), in controlled aseptic environments, under pharmaceutical GMP
supervision, and published in peer-reviewed journals — demonstrate that a product is stable for a period exceeding
the SmPC declaration, those studies constitute stronger scientific evidence of the product’s actual stability than
the SmPC does.

To characterise the clinical application of peer-reviewed scientific evidence as a “non-
conformity” is to assert that a commercially determined regulatory declaration outranks
validated scientific knowledge. That assertion is not scientifically defensible.

The documented pattern of SmPC stability revisions — exemplified by rituximab and trastuzumab, where
declared stability limits were extended from 24 hours to one month following biosimilar market entry, without any
change in the molecule — demonstrates that these limits do not reliably track physicochemical reality. Describing
departure from such limits as a “non-conformity” affords them a scientific authority they do not possess.
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9.2 Legal Critique: EDQM Guidance Is Not Binding EU Law ORGANISATIONEE S

The EDQM statement refers to “regulatory requirements” in a manner that implies legally binding
obligation. This characterisation requires careful scrutiny.

The EDQM is an institution of the Council of Europe, not of the European Union . Its guidance
documents — including the position paper under consideration — are recommendations. They do not have the
force of EU regulations or directives. The EDQM has no direct enforcement jurisdiction over hospital pharmacy
practice in EU Member States. Presenting EDQM guidance as equivalent to binding “regulatory requirements” is
a formal overstatement of the document’s legal status and risks misleading healthcare professionals about their
actual legal position.

Hospital pharmacy practice is, in the overwhelming majority of its aspects, regulated at the national level.
EU pharmaceutical law — principally Directive 2001/83/EC (7 — governs industrial manufacturing and the
marketing authorisation system. Article 3 of that Directive explicitly exempts hospital pharmacy preparations from
the standard marketing authorisation pathway. The use by a hospital pharmacist of validated academic stability
data to support extended in-use use falls within the scope of national health law and professional regulation, not
within the EDQM’s prescriptive authority.

The legal position of the hospital pharmacist who extends in-use stability on the basis of validated peer-
reviewed evidence, operating under a documented pharmaceutical quality system and GMP conditions, is more
accurately described by analogy to the well-established legal framework for off-label prescribing. Off-label use of
medicines is legally permitted across the EU, professionally recognised, and supported by European Court of
Justice jurisprudence — notably in Novartis Pharma AG v Apozyt GmbH (C-535/11) ® and Abcur AB v Apoteket
Farmaci AB (C-544/13 and C-545/13) " — and is grounded in the principle that the regulated professional bears
responsibility for exercising clinical judgment in the patient’s best interest on the basis of the best available
evidence. That is precisely the position of the hospital pharmacist applying validated stability data.

Professional responsibility exercised on the basis of validated scientific evidence, within a
documented quality system, by a qualified and regulated professional, is not the same as legal
non-conformity. The two must not be conflated, and EDQM guidance that conflates them does
a disservice to the professionals it purports to advise.

9.3 Ethical Critique: The Regulatory Trap

Such questionable statements create what ESOP considers an ethically incoherent regulatory position. It
simultaneously:

e declines to provide a regulatory pathway through which validated academic evidence can achieve formal
recognition for in-use stability purposes;

e and holds the individual healthcare professional “solely responsible” for any extension beyond SmPC-
declared limits, characterising such extension as a non-conformity.

This combination is not a neutral regulatory stance. It is a trap. The professional who adheres strictly to SmPC
limits in clinical situations where those limits are demonstrably inadequate — discarding stable, clinically
necessary medicines, disrupting treatment schedules, generating avoidable waste of scarce oncology drugs — may
be failing their patient. The professional who applies validated evidence to serve the patient’s clinical need is told

they bear sole legal exposure for a “non-conformity.”
11



EUROPEAN SOCIETY OF ONCOLOGY PHARMACY

ESOP

GLOBAL

No ethically sound professional regulatory framework can be constructed on the premise that
the professional is simultaneously obligated to serve the patient’s best interest and prohibited
from using the best available scientific evidence to do so. The obligation to apply the best
available evidence in the patient’s interest is not merely a professional preference — it is the
foundation of evidence-based practice and, in most European jurisdictions, a core element of
the professional duty of care .

The resolution of this contradiction does not lie in compelling professionals to choose between legal risk
and clinical obligation. It lies in reforming the regulatory framework to provide a legitimate pathway for validated
evidence — which is precisely what ESOP’s proposals in Section 10 are designed to achieve.

10. ESOP Proposals for a Revised Regulatory Framework

A constructive path forward. ESOP acknowledges the commitment of regulatory authorities to ensuring
patient safety, product quality and regulatory consistency, and fully supports these objectives. The proposals below
are intended not as alternatives to the current regulatory framework, but as mechanisms to strengthen it by
integrating validated scientific evidence, contemporary pharmaceutical practice, and real-world healthcare needs.
ESOP — as the leading European society for oncology pharmacy — offers to take an active, coordinating role in
their development.

10.1 Formal recognition of validated academic stability evidence.

Formal regulatory pathways should be established for stability data generated through validated peer-
reviewed research aligned with the 2011 European Consensus Guidelines ©®, ICH standards, contemporary GMP
principles, and documented pharmaceutical risk-assessment methodologies. Such pathways should allow
competent authorities to evaluate and recognise high-quality independent stability evidence where it demonstrates
scientific validity, reproducibility, and clinical relevance.

The Stabilis 4.0 database should be formally evaluated as a European scientific infrastructure supporting
evidence-based assessment of in-use stability, and as a model framework for the regulatory assessment of extended
in-use stability data. The objective is not to replace regulatory evidence requirements, but to complement them
through a transparent, scientifically rigorous and harmonised framework that enables validated academic evidence
to contribute to regulatory decision-making, patient safety, waste reduction, healthcare sustainability, and equitable
access to medicines.

10.2 A risk-stratified, GMP-conditional framework.

Extended in-use storage limits supported by validated scientific evidence should be available to hospital
pharmacies operating under GMP-compliant or equivalent quality assurance systems and subject to documented
pharmaceutical risk assessment. Regulatory frameworks should recognise that the risks associated with extended
in-use storage are not uniform across healthcare settings, but are significantly influenced by the quality of the
preparation environment, aseptic processes, staff competency, environmental monitoring, and quality management
systems in place.

12

Member
'SOCIETY OF THE
EUROPEAN CANCER
ORGANISATION




EUROPEAN SOCIETY OF ONCOLOGY PHARMACY

ESOP

GLOBAL /

A risk-stratified approach should therefore differentiate between preparations performed in validated
aseptic compounding facilities operating under GMP principles and those prepared in less controlled
environments. Where validated stability evidence exists and pharmaceutical quality risks are appropriately
controlled, competent authorities should permit the application of extended in-use storage periods beyond those
originally included in the SmPC.

Such an approach would reward investment in quality infrastructure and centralised aseptic preparation,
and would strengthen patient safety by encouraging preparation within highly controlled pharmaceutical
environments rather than at the point of care. It would be fully consistent with contemporary GMP principles,
Quality Risk Management methodologies, and Annex 1 requirements for sterile medicinal products.

10.3 Alignment with European health policy objectives.

Regulatory authorities and related stakeholders are called upon to explicitly assess the consistency of in-
use stability guidance with the objectives of Europe’s Beating Cancer Plan, the European Pharmaceutical Strategy,
and the HERA mandate — in particular with respect to medicine shortages, waste reduction, ambulatory care
expansion, and pharmaceutical sovereignty.

Where clinically relevant extended stability data exist or can reasonably be generated, Marketing
Authorisation Holders should be encouraged, and where appropriate required, to submit such data for regulatory
assessment and potential SmPC update. Where inconsistencies between current guidance and these European
policy objectives are identified, the guidance should be revised accordingly.

10.4 Structured institutional dialogue.

ESOP proposes the establishment of a formal, permanent consultative mechanism within EDQM’s
regulatory processes for in-use stability, involving hospital pharmacy professional societies, academic researchers,
and patient representatives. This mechanism should provide structured input into guidance development,
correcting the current institutional imbalance between industrial and non-industrial stakeholders and ensuring that
regulatory positions reflect the full range of available scientific evidence and clinical perspectives.

10.5 Establishment of a European Stability Observatory.

ESOP proposes the creation of a joint European Stability Observatory, bringing together ESOP, SFPO,
EDQM, academic stability research centres, and relevant regulatory bodies. The Observatory would be charged
with:

o systematic collection and critical appraisal of stability study data across Europe;

o development of harmonised standards for stability study methodology in the hospital pharmacy
context, building on the 2011 European consensus;

o regular publication of evidence-based stability recommendations for key parenteral medicines;
o provision of an authoritative reference framework that can be incorporated into regulatory guidance.

This proposal reflects ESOP’s commitment to collaborative solution-building. The question before
European regulators and hospital pharmacists is shared: how to ensure that patients across Europe receive the
safest, highest-quality and most appropriately prepared medicines. A European Stability Observatory would
channel the considerable expertise of both communities toward that objective.
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ESOP respectfully calls on EDQM to revise its guidance on in-use storage time of reconstituted parenteral

medicines in light of the following:

the extensive, high-quality academic evidence base demonstrating that extended in-use stability is
achievable safely for a wide range of parenteral medicines under GMP-controlled conditions;

the documented inadequacy and, in numerous cases, commercial basis of SmPC-declared stability limits,
which cannot serve as the sole regulatory standard;

the three-decade documented pattern of industry non-provision of clinical scenario-specific stability data,
driven by demonstrable commercial interests, which makes voluntary disclosure appeals insufficient and
mandatory regulatory obligations necessary;

the clinical necessity of extended stability limits for a broad range of routine oncology pharmacy
scenarios, including advance preparation, dose banding, ambulatory care, and paediatric practice;

the direct implications of in-use stability regulation for medicine shortages, pharmaceutical waste, and
healthcare equity;

the full consistency of evidence-based extended stability with the objectives of Europe’s Beating Cancer
Plan, the European Pharmaceutical Strategy, and European pharmaceutical sovereignty;

the status of hospital pharmacists as scientific authorities and hospital pharmacies as strategic
pharmaceutical infrastructure contributing to European healthcare resilience.

Europe cannot simultaneously commit to pharmaceutical sovereignty, resilient healthcare
systems, patient-centred cancer care and equitable access to medicines, while adopting
regulatory positions that constrain the evidence-based operational capacity of hospital
pharmacies. These objectives are mutually reinforcing — and regulatory policy must reflect that.

ESOP is committed to constructive dialogue with EDQM and all relevant European stakeholders. As the

leading European society for oncology pharmacy, ESOP stands ready to contribute its scientific expertise, clinical

experience, and evidence base — and to co-lead the European Stability Observatory proposed herein — in service

of a regulatory framework that is both scientifically rigorous and clinically informed.

That framework exists to serve patients, and patients are best served when the evidence is followed. In all

of this, ESOP reaffirms a guiding principle: pharmaceutical regulation is strongest when it remains firmly aligned

with the interests of patients, public health systems, and the best available scientific evidence.
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